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H SYNTHASE BIOSYNTHESIS INHIBITORS to This application is a
continuation-in-part application of U.S. Serial No. 09J261,872 filed March
3, 1999 now abandoned, which in turn is a continuation-in-part of U.S.
Serial No. 09J179,605, filed October 27, 1998 now abandoned, which in turn
is a continuation-in-part of U.S. Serial No. 09/129,570 filed August 5,
1998, now abandoned, which in turn is a continuation-in-part of U.S. Serial
No. 09/137,457 filed August 20, 1998 now abandoned, which is a conversion
of U. S. Provisional Patent Application 60J056,777 filed August 22, 1997
TECHNICAL FIELD The present invention encompasses novel pyridazinone
compounds useful in the 15 treatment of cyclooxygenase-2 mediated diseases.
More particularly, this invention concerns a method of inhibiting
prostaglandin biosynthesis, particularly the induced prostaglandin
endoperoxide H synthase (PGHS-2, cyclooxygenase-2, COX-2) protein.
BACKGROUND OF THE INVENTION The prostaglandins are extremely potent
substances which produce a wide variety 20 25 of biological effects, often
in the nanomolar to picomolar concentration range. The discovery of two
forms of prostaglandin endoperoxide H synthase, isoenzymes PGHS-1 and
PGHS-2, that catalyze the oxidation of arachidonic acid leading to
prostaglandin biosynthesis has resulted in renewed research to delineate
the role of these two isozymes in physiology and pathophysiology. These
isozymes have been shown to have different gene regulation and represent
distinctly different prostaglandin biosynthesis pathways. The PGHS-1
pathway is expressed constitutively in most cell types. It responds to
produce prostaglandins that regulate acute events in vascular homeostasis
and also has a role in maintaining normal stomach and renal function. The
PGHS-2 pathway involves an induction mechanism which has been linked to
inflammation. mitogenesis and ovulation phenomena.    2 7 M AY 2003 WO
00/24719 PCT/US99125234 Prostaglandin inhibitors provide therapy for pain,
fever, and inflammation, and are useful therapies, for example in the
treatment of rheumatoid arthritis and osteoarthritis. The non-steroidal
anti-inflammatory drugs (NSAIDs) such as ibuprofen, naproxen and fenamates
inhibit both isozymes. Inhibition of the constitutive enzyme PGHS-1 results
in 5 gastrointestinal side effects including ulcers and bleeding and
incidence of renal problems with chronic therapy. Inhibitors of the induced
isozyme PGHS-2 may provide anti inflammatory activity without the side
effects of PGHS-1 inhibitors. The problem of side-effects associated with
NSAID administration has never completely been solved in the past. Enteric
coated tablets and co-administration with misoprostol, a prostaglandin
derivative, have been tried in an attempt to minimize stomach toxicity. It
would be advantageous to provide compounds which are selective inhibitors
of the induced isozyme PGHS-2. The present invention discloses novel
compounds which are selective inhibitors of l5 ?o PGHS-2. SUMMARY OF THE
INVENTION The present invention discloses pyridazinone compounds which are
selective inhibitors of cyclooxygenase-? (COX-2). The compounds of the
present invention have the formula I: R3 "~ R R` X I, or a pharmaceutically
acceptable salt. ester, or prodrug thereof, wherein X is selected from the
group consisting of O, S, -NR4 -NOR, and -NNRR R; is selected from the
group consisting of alkenyl, alkyl, aryl, arylalkyl, 25 cvcloalkenyl,
cycloalkenvlalkyl, cycloalkyl, cvcloalkylalkyl, heterocyclic, and
heterocyclic alkyl;     2 7 MAY 2003 WO 00/247t9 PCT/US99/25234 R~) Rb, and
R` are independently selected from the group consisting of alkyl, aryl,
arylalkyl, cycloalkyl, and cycloalkylalkyl; R is selected from the group
consisting of alkenyl, alkoxy, alkoxyalkyl, alkoxyiminoalkoxy, alkyl,
alkylcarbonylalkyl, alkylsulfonylalkyl, alkynyl, aryl, arylalkenyl,
arylalkoxy, arylalkyl, arylalkynyl, arylhaloalkyl, arylhydroxyalkyl,
aryloxy, aryloxyhaloalkyl, aryloxyhydroxyalkyl, arylcarbonylalkyl,
carboxyalkyl, cyanoalkyl, cycloalkenyl, cycloalkenylalkyl, cycloalkyl,
cycloalkylalkyl, cvcloalkylidenealkyl, haloalkenyl, haloalkoxyhydroxyalkyl,
haloalkyl, haloalkynyl. heterocyclic, heterocyclic 1o alkoxy, heterocyclic
alkyl, heterocyclic oxy, hydroxyalkyl, hydroxyiminoalkoxy,  (CH,)~C(O)R',
-(CHZ)~CI-1(OH)R', -(Cl-l,)~C(NOR~)R5, -(CH,)~CH(NORd)R`,
(CH,)~CH(i\IRdR`)RS , -RbR', -(CH,)~C---CR', -(CHZ)n(CH(CX'3)]m(Cl-IZ)PR',
-(CH,)"(CX'z)m(CH,)~R', and -(CH,)~(CHX')m(CH~)PR'; RS is selected from the
group consisting of hydrogen, alkenyl, alkyl, alkynyl, aryl, 15 arylalkyl,
cycloalkenyl, cycloalkyl, haloalkenyl, haloalkyl, haloalkynyl.
heterocyclic, and heterocyclic alkyl; R6 is selected from the group
consisting of alkenylene. alkylene, halo-substituted alkenylene, and
halo-substituted alkylene; R' is selected from the group consisting of
hydrogen, alkenyl, alkyl. alkynyl, aryl, 2o arylalkyl, cycloalkyl,
cycloalkenyl, haloalkyl, heterocyclic, and heterocyclic alkyl; Rd and R~
are independently selected from the group consisting of hydrogen, alkenyl,
alkyl, alkynyl, aryl, arylalkyl, cycloalkenyl, cycloalkyl. haloalkyl,
heterocyclic, and heterocyclic alkyl; X' is halogen; ?5 m is an integer
from 0-~; n is an integer from 0-10: and p is an integer from 0-10; and R'
. R', and R' are independently selected from the croup consisting of
hydrogen,   2 ? M AY 2n03 WO 00/24719 PCT!US99/252.34 alkenyl, alkoxyalkyl,
alkoxyiminoalkoxy) alkoxyiminoalkyl, alkyl, alkynyl, alkylcarbonylalkoxy,
alkylcarbonvlamino, alkylcarbonylaminoalkyl, aminoalkoxy,
aminoalkylcarbonyloxyalkoxy aminocarbonylalkyl, aryl, arylalkenyl,
arylalkyl, arylalkynyl, carboxyalkylcarbonyloxyalkoxy, cyano, cycloalkenyl,
cycloalkyl, 5 cycloalkylidenealkyl, haloalkenyloxy, haloalkoxy, haloalkyl,
halogen, heterocyclic, hydroxyalkoxy. hydroxyiminoalkoxy,
hydroxyiminoalkyl, mercaptoalkoxy, nitro) phosphonatoalkoxy, Y, and W;
provided that one of R', R-, or R' must be V', and further provided that
only one of R', R', or R' is W: W is selected from the group consisting of
X2 X2 X~--R9 and ~ ~ X~-R9; 10 X' is selected from the group consisting of
S(O),, S(O)(NR'), S(O), Se(O),, P(O)(OR"), and P(O)(NR'=R'3); X' is
selected from the group consisting of hydrogen, alkenyl, alkyl, alkynyl and
halogen; 15 R9 is selected from the group consisting of alkenyl, alkoxy,
alkyl, alkylamino, alkylcarbonylamino, alkynyl, amino, cycloalkenyl,
cycloalkyl. dialkylamino, -NHNH,, and -NCHN(R`)R"; R', R", R''-, and R" are
independently selected from the group consisting of hydrogen, alkyl, and
cycloalkyl, or R'-' and R'~ can be taken together, with the nitrogen to 20
\ which they are attached, to form a 3-6 membered ring contatmng 1 or 2
heteroatoms selected from the Group consisting of O, S, and NR'; Y is
selected from the group consisung of -OR's. -SR". -C(R'b)(R")R', -C(O)R",
-C(O)OR'a, -N(R'a)C(O)R~', -NC(R')Rn`, and -N(R')R'~; R'~ is selected from
the group consisting of hydrogen. alkenyl, alkoxyalkyl, 25
alkyl.alkylthioalkvl. alkynyl, cycloalkenyl, cycloalkenylalkyl,
c~~cloalkyl, evcloalkylalkvl. aryl. arylalkyl, heterocyclic, heterocyclic
alkyl, hydroxvalkvl, and NR'~R~; and a   2 ? M AY 2003 WO 00I24719
PCT/US99/25234 R'G, R", R's, and R'9 are independently selected from the
group consisting of hydrogen) alkenyl, alkoxy, alkyl, cvcloalkenyl,
cycloalkyl, aryl, arylalkyl, heterocyclic, and heterocyclic alkyl. 5
DETAILED DESCRIPTION OF THE INVENTION All patents, patent applications, and
literature references cited in the specification are hereby incorporated by
reference in their entirety. In the case of inconsistencies, the present
disclosure, including definitions, will prevail. In one embodiment,
compounds of the present invention have formula I wherein. R'- is W; X' is
selected from S(O)=. S(O), Se(O),, and S(O)(NR~o); R9 is selected from
alkenyl, alkoxy, alkyl, alkylamino, alkylcarbonylamino, alkynyl, amino,
cycloalkenyl, cycloalkyl, and dialkylamino; and X, X', R, R', R', and R'
are as defined in formula I. l5 In another embodiment. compounds of the
present invention have formula I wherein, R'- is W; w is x2 x1-R9. 20 X' is
selected from S(O),, S(O), Se(O)=, and S(O)(NR'): R~ is selected from
alkenyl, alkoxy, alkyl, alkylamino, alkylcarbonylamino, alkynyl, amino,
cycloalkenyl, cycloalkyl. and dialkvlamino; and X, X-, R. R', R', and R'
are as defined in formula I. 25 5   2 ? M AY 2003 WO 00/2719
PCT/US99/?,5234 In another embodiment, compounds of the present invention
have formula I wherein, R' is W; W is X2 X~,rRs. s X'- is selected from
hydrogen and halogen; R is selected from hydrogen, alkenyl, alkyl, alkynyl,
alkylcarbonylalkyl, alkylsulfonylalkyl, carboxvalkyl. cyanoalkyl,
haloalkyl, hydroxyalkyl, cycloalkyl, cycloalkylalkyl, aryl, arylalkenyl,
arylalkynyl, heterocyclic, heterocyclic alkyl, arylalkyl, to
(CH,)~C(O)R5,-(CHz)~C=CR', and -{CH,)~[CH(CX'3)]m(CH,)PR'; R' and R' are
independently selected from hydrogen, alkenyl, alkoxyalkyl, alkyl, alkynyl,
alkylcarbonylamino, alkylcarbonylaminoalkyl, aminocarbonylalkyl, aryl,
cyano, cycloalkenyl, cycloalkenylalkyl, cycloalkyl, cycloalkylalkyl,
haloalkyl. halogen, nitro, and ~'; and is X, X', X', R', R', R9, n, m, p,
and Y are as defined in formula I. In another embodiment, compounds of the
present invention have formula 1 wherein, R-' is W; 20 ' W is 



X2 ' X'-Rg; X= is selected from hydrogen and halogen; R is selected from
hydrogen, alkenyl, alkyl, alkvnvl, alkylcarbonvlalkyl, alkylsulfunvlalkyl,
carboxyalkvl. cyanoalkyl, haloalkvl. hydroxyalkyl. cycloalkyl, 6   ~ 7 M AY
2003 WO 00/2d719 PCT/US99/35?,34 cycloalkylalkyl, aryl, arylalkenyl,
arylalkynyl, heterocyclic, heterocyclic alkyl, arylalkyl, and
-(CH,)~C(O)R'; R' and R3 are independently selected from hydrogen. alkenyl,
alkoxyalkyl, alkyl, alkynyl. alkylcarbonylamino, a(kylcarbonylaminoalkyl,
aminocarbonylalkyl, aryl, cyano, 5 cycloalkenyl, cycloalkenylalkyl,
cycloalkyl, cycloalkylalkyl, haloalkyl, halogen, heterocyclic, heterocyclic
alkyl, nitro, and Y; and X, X~, R5, R9, n, and Y are as defined in formula
I. In another embodiment, compounds of the present invention have formula I
wherein. R' is W; W is X2 \ X~-R9; X= is selected from hydrogen and
halogen; 15 R is selected from hydrogen, alkyl, aryl. haloalkyl,
heterocyclic, heterocyclic alkyl, and -(CH_)~C(O)R5; R' and R3 are
independently selected from hydrogen, alkenyl, alkoxyalkyl, alkyl. alkynyl,
alkylcarbonylamino, alkylcarbonylaminoalkyl, aminocarbonylalkyl, aryl,
cyano, cycloalkenyl, cycloalkenylalkyl, cycloalkyl, cycloalkylalkyl,
haloalkyl, halogen, 20 , heterocyclic, heterocyclic alkyl, nitro, and Y;
and X, X', R5, R~, n, and Y are as defined in formula I. In another
embodiment, compounds of the present invention have formula I wherein, 25
R'isW; W is   ~ 7 M AY 2003 WO 00l24719 X2 X~-R9; X' is selected from
hydrogen and halogen; PCT/US99!25234 R is selected from alkyl, aryl,
haloalkyl. heterocyclic. heterocyclic alkyl, and arylalkyl wherein the aryl
portion is optionally substituted with 1. ?, 3, ~, or 5 substituents 5
selected from halogen; and R' is selected from aryl, arylalhyl,
heterocyclic. heterocyclic alkyl, hydroxvalkoxy, and Y; and X, X', R', R,
and Y are as defined in formula I. t o In another embodiment, compounds of
the present invention have formula I wherein, R' is W; W is X2 X1-R9; l5 X'
is selected hydrogen and halogen; R is selected from the group consisting
of alkyl, aryl. haloalkyl, heterocyclic, heterocyclic alkyl and arylalkyl
wherein the aryl portion is optionally substituted with 1, ?) 3, 4, or ~
substituents selected from halogen; R' is selected from the group
consisting of aryl, arylalkyl, heterocyclic, 3o heterocyclic alkyl)
hydroxyalkoxy, and Y; Y is -OR"; R'a is selected from the group consisting
of alkenyl, alkv 1. and aryl; R' is hydrogen; and X, X', and R9 are as
defined in formula I. s   WO 00/2719 ~ 7 M AY 2003 PCT/1iS99/25234 In
another embodiment, compounds of the present invention have formula I
wherein, R'isW; 5 V1~' is X2 X~-R9; X' is S{O),; X= is selected from
hydrogen and halogen; R is selected from aryl, haloalkyl, heterocyclic,
heterocyclic alkyl and arylalkyl 10 wherein the aryl portion is optionally
substituted with 1, 2, 3, 4, or ~ substituents selected from halogen; R` is
aryl optionally substituted with l, 2, or 3 substituents independently
selected from chlorine and tluorine; R' is hydrogen; and 15 X and R9 are as
defined in formula I. In another embodiment, compounds of the present
invention have formula I wherein, R'isVV; 20  W is X2 x~-R9. X is O; X' is
S(O),; R~ is selected from the group consisting of alkyl and amino, 9   Z ?
M AY 2003 WO 00/24719 PCT/US99/?234 X' is selected from hydrogen and
halogen; R is selected from alkenyl, alkyl, alkynyl, aryl, arylalkyl, and
haloalkyl; R' is selected from alkyl, aryl, arylalkyl, haloalkoxy,
hydroxyalkoxy. and Y; Y is -OR's; 5 R'~ is selected from alkenyl, alkyl,
and aryl; and R' is hydrogen. In another embodiment, compounds of the
present invention have formula I w herein, to R' is W; W is X2 X~-R9, X' is
S(O)S; R9 is selected from alkyl and amino; ~ 5 X'- is selected from
hydrogen and fluorine; R is selected from haloalkyl, aryl, and alkyl; R' is
selected from isobutyloxy, isopentyloxy, 1-(3-methyl-3-butenyl)oxy.
2hydroxy-2-methyl-propyloxy, 3-hydroxy-3-methylbutoxy, neopentyloxy,
isopentyl, aryloxy, 4-fluorophenoxy, and aryl optionally substituted with
1, 2, or 3 substituents 20 ~ independently selected from the group
consisting of chlorine and fluorine; R' is hydrogen; and X is as defined in
formula I. In another embodiment, compounds of the present invention have
formula I 35 wherein, R-'isW; io   Z ? MAY 2003 VYO 00/2a719 W is x2 XisO;
PCT/US99/25234 X' is selected from S(O)= and S(O)(NR'); 5 R9 is alkyl; X'
is selected from hydrogen and fluorine; R is selected from alkenyl. alkyl,
alkynyl, aryl, arylalk~ I and haloalkyl; R' is selected from alkyl, aryl,
hydro~:yalkoxy and Y; Y is -OR's; R'a is selected from alkenyl, alkyl, and
aryl; R' is hydrogen; and R' is as defined in formula I. In another
embodiment, compounds of the present invention have formula I 15 wherein,
R' is W; W is X2 , ~ X1~R9; XisO; 2o X' is S(O)_; R`' is amino; X' is
selected from hydrogen and fluorine; R is selected from alkenyl, alkyl,
alkynvl. aryl, arylalkvl. and haloalkyl; R' is selected from alkyl. aryl,
hvdroxyalkoxy and Y:   2 7 M AY 2003 WO 00/247I9 PCT/US99/2~234 ~' is
-OR~~; R" is selected from alkenyl. alkyl, and aryl; and R' is hydrogen. 5
In another embodiment, compounds of the present invention have formula I
wherein, R'- is ~'; V~~ 1S X2 X~-R9; to X is O; X' is SO,; R9 is methyl; X'
is hydrogen; R is selected from t-butyl, 3-chlorophenyl,
3,4-difluorophenyl, 4-fluorophenyl, 4l5 chloro-3-fluorophenyl,
3-chloro-4-fluorophenyl, and ?,?,2-trifluoroethyl; R' is selected from
isobutoxy. isopentyloxy, (3-methyl-s-butenyl)oxy,
2-hydroxy2-methyl-propoxy, 3-hydroxy-3-methylbutoxy, neopentyloxy,
isopentyl, 4-fluorophenyl, 4-chlorophenyl, 4-chloro-3-fluoro-phenyl.
4-fluorophenoxy and Y; Y is -OR'"; 2o ' R'a is aryl; and R' is hydrogen. In
another embodiment. compounds of the present invention have formula I
wherein, 25 R= is W; w 1S   



2 7 M AY 2003 WO 00/:.t719 X2 X~-Ft9, XisO; X' is S(O),; R9 is amino; X'-
is hydrogen; PCT/US99/25234 R is selected from t-butyl. 3-chlorophenyl,
3,4-difluorophenyl, 4-tluorophenyl, 4 chloro-3-fluorophenyl,
3-chloro-4-fluorophenyl, and 2,2,2-trifluoroethyl; R' is selected
consisting of isobutoxy, isopentyloxy, (3-methyl-:-butenyl)oxy, 2
hydroxy-2-methyl-propoxy, 3-hydroxy-3-methylbutoxy, neopentyloxy,
isopentyl, 4 l0 fluorophenyl, 4-chlorophenyl, 4-chloro-3-fluoro-phenyl,
4-fluorophenoxy, and Y; Y is -OR's; R'a is aryl; and R' is hydrogen. 15
Another embodiment of the present invention relates to pharmaceutical
compositions comprising a therapeutically effective amount of a compound of
formula I or a pharmaceutically acceptable salt, ester, amide, or prodrug
thereof in combination with a pharmaceutically acceptable carrier for
inhibiting prostaglandin biosynthesis. Another embodiment of the invention
relates to a method of inhibiting 2~ . prostaglandin biosynthesis
comprising administering a therapeutically effective amount of a compound
of formula I or a pharmaceutically acceptable salt. ester, amide, or
prodrug thereof. Another embodiment of the invention relates to a method of
treating pain, fever, inflamation, rheumatoid arthritis, osteoarthritis,
adhesions, and cancer comprising 35 administering a therapeutically
effective amount of a compound of formula I or a pharmaceutically
acceptable salt, ester, amide, or prodru~~ thereof. 13   WO 00/2.l719 2 ?
MAY 2003 PCT/US99125234 Another embodiment of the present invention relates
to a method of preparing a compound of formula I wherein, R'- is W; 5 W is
X2 X1~R9. and X, X~, X'-, R, R', and R' are as defined in formula I;
comprising the step of treating a compound of formula I wherein R is
hydrogen with an alkylating agent. Another embodiment of the present
invention relates to a method of preparing a compound of formula I wherein,
R'- is W; W is X2 X~-Rg; and 15 X, X', X', R, R', R', and R' are as defined
in formula I; comprising the step of treating a compound of formula I
wherein R is hydrogen with an \ alkylating agent, wherein the alkylating
agent has the formula R9Q-Q wherein Q is a leaving group and R99 is
selected from the group consisting of methyl, ethyl, l,l,l trifluoroethyl,
cyclopropylmethyl, 3-(2-methyl)propenyl. 4-(2-methyl)but-'-enyl, 1,1 2o
dichloropropen-3-yl, ?,?-dimethyl-3-oxo-4-butyl,
?.3,3,4,4.4-hexafluorobuten-1-yl. propargyl, phenylproparbyl, phenyl,
phenethyl. 1-phenylpropen-3-vl, benzvl. a-methyl-.1 fluorobenzyl,
2,3,4g,6-pentafluorobenzyl, 4-trifluomethoxyphenacyl. 4-fluorobenzyl. 4
fluorophenyl, ?-trifluoromethylbenzyl, 2.4-dilluorobenzvl,
2.4-difluorophenacyl. 4 14   WO 00/2.i719 2 ? M AY 2003 PCT/US99/25234
trifluomethylphenacyl, phenacyl, 4-carboxyphenacyl, 4-chlorophenacyl,
4-cyanophenacyl, 4-diethylaminophenacyl. 3-thienylmethyl)
~-methylthien-2-ylmethyl, 5-chlorothien-2ylmethyl, 2-benzo(bJthienylmethyl.
3-benzothienacyl, 5-chlorothiazol-?-ylmethyl, ~methylthiazol-3-ylmethyl,
2-pyridylmethyl, 3-pyridylmethyl, 4-pyridylmethyl. quinolin-? 5 ylmethyl,
and fluoroquinolin-2-ylmethyl. Another embodiment of the present invention
relates to a method of preparing a compound of formula I wherein, R' is W;
10 W is X2 ' and X, X', X', R, R', R', and R' are as defined in formula I:
comprising the step of treating a compound of formula I wherein R is
hydrogen with an alkylating agent, wherein the alkylating agent has the
formula R`'9-Q wherein Q is a I 5 leaving group and R99 is selected from
the group consisting of methyl. ethyl, 1,1, l trifluoroethyl,
cyclopropylmethyl, 3-(?-methyl)propenyl. 4-(2-methyl)but-2-enyl.
l,Idichloropropen-3-yl, 2,3,3,4,4,4-hexafluorobuten-1-yl, propargyl,
phenylpropargyl. phenyl, phenethyl, 1-phenylpropen-3-yI, benzyl,
a.-methyl-4-fluorobenzyl, 2,3,4,~,6pentafluorobenzyl,
4-trifluomethoxyphenacyl, 4-fluorobenzyl. 4-fluorophenyl, 2,4 20 ~
difluorobenzyl, 2,4-difluorophenacyl, 4-trifluomethylphenacyl. phenacyl, 4
carbo~cyphenacyl, 4-chlorophenacyl. 4-cyanophenacyl. 4-diethUaminophenacyl,
3 thienylmethyl, ~-methylthien-?-ylmethyl, ~-chlorothien-2-ylmethyl. 2
benzo(b]thienylmethyl, and 3-benzothienacyl. 25 Another embodiment of the
present invention relates to a method of preparing a compound of formula I
wherein.   WO 00I24719 Rz is W; W is X2 and X, X', X', R, R', R-, and R'
are as defined in formula I: 2 ? M AY 2003 PCT/US99/25:.34 5 comprising the
step of treating a compound of forniula I wherein R is hydrogen with an
alkylating agent, wherein the alkylating agent has the forn~ula R~9-Q
wherein Q is a leaving group and R99 is selected from the group consisting
of 1,1,1-trifluoroethyl, 3-(`_'methyl)propenyl, 4-(2-methyl)but-2-enyl,
1,1-dichloropropen-3-yl, 2,3,3.4,4,4hexafluorobuten-1-yl, propargyl,
phenylpropargyl, phenyl, benzyl, a-methyl-4 10 fluorobenzyl,
'',3,4,5,6-pentafluorobenzyl, 4-fluorobenzyl, 4-fluorophenyl, ?,4
difluorobenzyl, 3-thienylmethyl, ~-methylthien-2-ylmethyl,
~-chlorothien-2-ylmethyl, and 2-benzo[b]thienylmethyl. Another embodiment
of the present invention relates to a method of preparing a ~ 5 compound of
formula I wherein, R' is W; W is X2 X~-R9; X, X', X', R, R', R=, and R' are
as defined in formula I; 2o comprising the step of treating a compound of
formula I wherein R is hydrogen with an alkylating agent, wherein the
alkylating agent has the formula R`'`'-Q wherein Q is a leaving group and
R9' is selected from the group consisting of 1.1,1-trifluoroethyl, phenyl,
benzyl. a-methyl--I-tluorobenzvl. 4-fluorobenzvl. =I-fluorophenyl. and
?,4-difluorobenzyl. ~b   WO 00/24719 2 ? M AY 2003 PCT/US99; 25234 Another
embodiment of the present invention relates to a method of preparing a
compound of formula I wherein, R'` is VV: 5 W is X2 and X, X', X'-, R, R'.
R=, and R3 are as defined in formula I; comprising the step of treating a
compound of formula I wherein R is hydrogen with an alkylating agent,
wherein the alkylating agent has the formula R99-Q wherein Q is a t o
leaving group and R99 is selected from the group consisting of
1,1,1-trifluoroethyl, benzyl, and 4-fluorophenyl. Another embodiment of the
present invention relates to a method for regioselectively preparing a
~,5-disubstituted pyridazinone comprising the steps of 15 a) treating a
compound of formula IV N ~NCH2Ph R980 \ O X IV, wherein R98 is an alkyl or
aryl group; and X is a leaving group; 3o with a nucleophilic agent to
displace the X group; b) converting the -OR9s to a leaving group; and c)
treating the compound with a second nucleophilic agent to provide the ~,~
disubstituted pyridazinone.   2 7 MAY Q003 WO 00;24719 PCT/US99/25234
Another embodiment of the present invention relates to a method for
regioselectively preparing a 4,5-disubstituted pyridazinone comprising the
steps of a) treating a compound of formula IV N i ~ i CHZPh RseO \ O X IV,
wherein R9~ is an alkyl or aryl group; and X is a leaving Group; with a
nucleophilic agent to displace the X group; b) converting the -OR98 to a
leaving group; and c) treating the compound with a second nucleophilic
agent to provide the 4,~disubstituted pyridazinone wherein the benzyl group
is removed using a Lewis acid. Another embodiment of the present invention
relates to a method for regioselectively preparing a 4,5-disubstituted
pyridazinone comprising the steps of treating 15 a compound of formula V O
R~ O OH R9X~ V, wherein ?o R' and R' are independently selected from the
group consisting of hydrogen, alkenyl, alkoxyalkyl, alkyl, alkynyl,
alkylcarbonylamino, alkylcarbonylaminoalkyi, aminoalkoxy,
alkylcarbonylalkoxy, aminocarbonylalkyl, aryl, arylalkenyl, arylalkyl,
arylalkynyl, cyano, cycloalkenyl, cvcloalkenylalkyl. cycloalkyl.
cycloalkylalkyl, ~s   WO 001Z4719 2 ~ I~ AY 2003 PCT~US99/?5234
cycloalkylidenealkyl, haloalkenyloxy, haloalkoxy, haloalkyl, halogen,
heterocyclic. 



heterocyclic alkyl, hydroxyalkoxy, hydroxyalkylamino, hydroxyalkylthio,
mercaptoalkoxy, nitro, and Y; Y is selected from the group consisting of
-OR's, -SR''. -C(R'6)(R")R'~, -C(O)R'~, 5 -C(O)OR''', -N(R'6)C(O)R",
-NC(R'b)R'a, and -N(R'6)R'~; R'~ is selected from the group consisting of
hydrogen. alkenyl, alkoxyalkyl, alkyl, alkvlthioalkyl, alkynyl,
cycloalkenyl, cycloalkenylalkyl. cycloalkyl, cycloalkylalkyl, aryl,
arylalkyl, heterocyclic, heterocyclic alkyl and NR'gR'~; and R'6, R'', R'8,
and R'9 are independently selected from the group consisting of 10
hydrogen, alkenyl. alkoxy, alkyl. cycloalkenyl. cycloalkyl, aryl,
arylalkyl, heterocyclic, and heterocyclic alkyl; X' is selected from the
group consisting of S(O),, S(O)(NR'). S(O), Se(O)" P(O)(OR"), and
P(O)(NR''-R"); 15 R9 is selected from the group consisting of alkenyl,
alkoxy, alkyl, alkynyl, amino, cycloalkenyl, cycloalkyl, dialkylamino,
-NHNH,, and -NCHN(R')R' `; and R', R", R'-', and R'' are independently
selected from the group consisting of hydrogen, alkyl, and cycloalkyl, or
R'' and R" can be taken together, with the nitrogen to which they are
attached, to form a 3-6 membered ring containing 1 or ? heteroatoms 2o
selected from the group consisting of O, S. and NR'; R' is selected from
the group consisting of hydrogen, alkenyl, alkyl, alkynyl, aryl. arylalkyl,
cycloalkyl, cycloalkenyl, haloalkyl. heterocyclic, and heterocyclic alkyl;
with a hydrazine having the formula RNHNH, wherein R is selected from the
25 group consisting of alkenyl, alkoxy, alkoxyalkyl, alkyl.
alkylcarbonylalkyl. alkylsulfonylalkyl, alkynyl, aryl, arylalkenyl,
arylalkoxy, arylalkyl. arylalkynyl. arylhaloalkvl, arylhvdroxyalkyl,
aryloxy, aryloxyhaloalkyl. an~loxyhydroYyalkyl, arylcarbonylalkyl,
carboxyalkyl, cyanoalkyl, cvcloalkenvl, cycloalkenylalkyl, cycloalkyl,
cycloalkvlalkvl. haloalkenyl, haloalkoxyhydroxyalkyl, haloalk~~l,
haloalkynyl, 19   2 ? M AY Z003 WO 00/24719 PCTN599125234 heterocyclic,
heterocyclic alkoxy. heterocyclic alkyl, heterocyclic oxy, hydroxyalkyl,
(CHz)"C(O)R5, -(CH,)~CI-I(OH)R', -(CH,)nC(NORd)R5, -(CH,)"CI-1(1`IORd)R5, _
(CHz)~~H(NRdR`)RS , -R6R',-(CH~)"C-CR', -(CH,)~~LCI-1(CX'~)~m(CHZ)~R' , _
(CH~)~(~X'~)m(~Hz)~R'. and -(CH~)~(CHX')m(~H,)~R'; 5 R5 is selected from
the group consisting of alkenyl, alkyl, alkynyl) aryl, arylalkyl,
cycloalkenyl, cycloalkyl, haloalkenyl, haloalkyl, haloalkynyl.
heterocyclic. and heterocyclic alkyl; R6 is selected from the group
consisting of alkenylene, alkylene, halo-substituted alkenylene. and
halo-substituted alkylene, t o R' is selected from the croup consisting of
hydrogen. alkenyl, alkyl. alkynyl, aryl, arylalkyl. cycloalkyl,
cycloalkenyl. haloalkyl, heterocyclic, and heterocyclic alkyl; R~ and R`
are independently selected from the group consisting of hydrogen. alkenyl,
alkyl, alkynyl, aryl, arylalkyl, cycloalkenyl, cycloalkyl, haloalkyl,
heterocyclic, and heterocyclic alkyl; ~ 5 X' is halogen; n is an integer
from 0-10; m is an integer from 0-~; to furnish the pyridazinone of formula
III 20 -' R R9X XL III, wherein X', R, R', R'. and R' are as previously
defined; X is selected from the group consisting of O, S. -IV R', -NOR',
and -N;~1R~R`; ?U    WO 00I24719 2 7 M AY 2003 PCT/C)599/~5234 R~ is
selected from the group consisting of alkenyl, alkyl. aryl, arylalkyl,
cvcloalkenyl, cycloalkenylalkyl, cycloalkyl, cycloalkylalkyl, heterocyclic,
and heterocyclic alkyl; Ra, Rb, and R` are independently selected from the
group consisting of alkyl. aryl, 5 arylalkyl, cycloalkyl, and
cycloalkylalkyl; and X'- is selected from the group consisting of hydrogen,
alkenyl, alkyl, aIkynyl and halogen. A preferred embodiment of the present
invention relates to a compound of formula VI N / R ~N O R9 . S` R' O VI,
or a pharmaceutically acceptable salt, ester, or prodrug thereof, wherein R
is selected fiom alkyl, aryl, arylalkyl, haloalkyl. and haloalkenyl; 15 R'
is selected from alkoxy. aminoalkylcarbonyloxyalkoxy,
carboxyalkylcarbonyloxyalkoxy, hydroxyalkyl, hydroxyalkoxy. and
phosphonatoalkoxy, R is selected from alkyl, alkylcarbonylamino, and amino.
Another preferred embodiment of the present invention relates to a compound
of 2o formula VI wherein, R is aryl; R' is hydroxyalkoYy; and R is selected
from alkyl and amino.   W O 00/24719 2 ? M AY 2003 PCT/U 599/25234 Another
preferred embodiment of the present invention relates to a compound of
formula VI wherein, R is aryl; R' is hydroxyaIkoxy; and 5 R9 is methyl.
Another preferred embodiment of the present invention relates to a compound
of Formula VI wherein, R is phenyl optionally substituted with 1, ?. 3, 4,
or ~ substituents independently selected from halogen and haloalkyl; R' is
hydroxyalkoxy; and R`' is selected from alkyl and amino. Another preferred
embodiment of the present invention relates to a compound of ~5 formula VI
wherein, R is phenyl optionally substituted with 1 or 2 substituents
independently selected from chlorine and fluorine; R' is hydroxyalkoxy; and
R~ is selected from alkyl and amino. 20 Another preferred embodiment of the
present invention relates to a compound of formula VI wherein, R is
haloalkyl; and R' is hydroxvalkoxy; and 'S R`' is selected from alkyl and
amino. Another preferred embodiment of the present invention relates to a
compound of formula VI wherein, -,   WO OOIZ.1719 Z ? M AY 2003
PCT/US99125:34 R is phenyl optionally substituted with 1, 2, 3, 4, or ~
substituents independently selected from halogen and haloalkyl; R' is
aminoalkylcarbonyloxyalkoxy; and R9 is selected from alkyl and amino. 5
Another preferred embodiment of the present invention relates to a compound
of formula VI wherein, R is phenyl optionally substituted wnh 1, 2, 3, 4,
or s substituents each independently selected from halogen and haloalkyl:
to R' is carboxyalkylcarbonyloxyalkoxy; and R~ is selected from alkyl and
amino. Another preferred embodiment of the present invention relates to a
compound of formula VI wherein, 15 R is phenyl optionally substituted with
l, 2, 3, 4, or ~ substituents each independently selected from halogen and
haloalkyl, R' is phosphonatoalkoxy; and R~ is selected from alkyl and
amino. 2o Another preferred embodiment of the present invention relates to
a compound of formula VI wherein, R is phenyl optionally substituted with
l, 2, 3, 4, or ~ substituents each independently selected from halogen and
haloalkyl; R' is hydroxyalkoxy; and 25 R9 is aikylcarbonylamino. Another
preferred embodiment of the present invention relates to a compound of
formula VI wherein,   2 7 MAY 2003 WO 00I24719 PCT/1JS99/25234 R is
selected from haloalky and phenyl optionally substituted with 1, 2, 3, 4,
or 5 substituents independently selected from halogen and haloalkyl; R' is
alkoxy; and R~ is selected from the group consisting of alkyl,
alkylcarbonylamino, and amino. 5 Another preferred embodiment of the
present invention relates to a compound of formula VI wherein, R is
tent-butyl; R' is selected from the group consisting of
aminoalkylcarbonyloxvalkoxy, 1 o carboxyalkylcarbonyloxyalkoxy,
hydroxyalkoxy, and phosphonatoalkoxy; and R~ is selected from the group
consisting of alkyl, alkylcarbonylamino, and amino. Another preferred
embodiment of the present invention relates to 2-(3.4
difluorophenyl)-4-(3-hydroxy-3-methyl-1-butoxy)-5-[4-(methylsulfony
l)phenyl]-3(2H) 15 pyridazinone or a pharmaceutically acceptable salt,
ester, or prodrug thereof. Definitions of Terms 



As used throughout this specification and the appended claims, the
following terms have the following meanings: 2o The term "alkenyl," as used
herein, refers to a straight or branched chain hydrocarbon containing from
2 to 10 carbons and containing at least one carbon-carbon double bond
formed by the removal of two hydrogens. Representative examples of alkenyl
include, but are not limited to, ethenyl, 2-propenyl, 2-methyl-2-propenyl,
3butenyl, 4-pentenyl, ~-hexenyl, 2-heptenyl, ?-methyl-1-heptenyl, 3-decenyl
and the like. 25 The term "alkenylene," denotes a divalent group derived
from a straight or branched chain hydrocarbon of from 2 to 10 carbon atoms
containing at least one double bond. Representative examples of alkenylene
include, but are not limited to, -CH=CH-, -CH=CH,CH,-, -CH=C(CH,)CH,-, and
the like. The term "alkoxy," as used herein) refers to an alkv l group, as
defined herein, ~a   WO 00/2719 ~ 7 MAY Zoo3 PCT/US99/:523.t appended to
the parent molecular moiety through an oxy moiety, as defined herein.
Representative examples of alkoxy include, but are not limited to, methoxy.
ethoxy, propoxy, ?-propoxy, butoxy, tert-butoxy, pentyloxy, hexyloxy and
the like. The term "alkoxyalkoxy," as used herein, refers to an alkoxy
group, as defined herein, appended to the parent molecular moiety through
another alkoxy group, as defined herein. Representative examples of
alkoxyalkoxy include, but are not limited to, tert butoxymethoxy,
2-ethoxyethoxy, 2-methoxyethoxy, methoxymethoxy, and the like. The term
"alkoxyalkoxyalkyl," as used herein, refers to an alkoxyalkoxy group, as
defined herein, appended to the parent molecular moiety through an alkyl
group, as defined herein. Representative examples of alkoxyalkoxyalkyl
include, but are not limited to, tert-butoxymethoxymethyl.
ethoxymethoxymethyl, (2-methoxyethoxy)methyl, 2-(? methoxyethoxy)ethyl, and
the like. The term "alkoxyalkyl," as used herein, refers to an alkoxy
group, as defined herein, appended to the parent molecular moiety through
an alkyl group, as defined herein. 15 Representative examples of
alkoxyalkyl include, but are not limited to, tent-butoxymethyl,
2-ethoxyethyl, 2-methoxyethyl, methoxymethyl, and the like. The term
"alko~cyalkylcarbonyl," as used herein, refers to an alkoxyalkyi group, as
defined herein, appended to the parent molecular moiety through a carbonyl
group, as defined herein. Representative examples of alkoxyalkylcarbonyl
include, but are not 20 limited to, tert-butoxymethylcarbonyl,
2-ethoxyethylcarbonyl, 2-methoxyethylcarbonyl, methoxymethylcarbonyl, and
the like. The term "alkoxycarbonyl," as used herein, refers to an alkoxy
group, as defined herein, appended to the parent molecular moiety through a
carbonyl group, as defined herein. Representative examples of
alkoxycarbonyl include, but are not limited to, 25 methoxycarbonyl,
ethoxycarbonyl, tert-butoxycarbonyl. and the like. The term
"alkoxycarbonylalkenyl," as used herein, refers to an alkoxycarbonyl group,
as defined herein, appended to the parent molecular moiety through an
alkenyl group, as defined herein. Representative examples of
alkoxycarbonylalkenvl include, but are not limited to,
3-methoxycarbonyl-1-propenyl. ~-ethoxycarbonvl-'_-butenvl, and the   2 7 M
~Y 2003 WO 00/24719 PCT1US99I25234 like. The term "alkoxycarbonylalkyl," as
used herein, refers to an alkoxycarbonyl group. as defined herein, appended
to the parent molecular moiety through an alkyl group, as defined herein.
Representative examples of alkoxycarbonylalk~~l include, but are not 5
limited to, 3-methoxycarbonylpropyl, 4-ethoxycarbonylbutyl,
?-tert-butoxycarbonylethyl, and the like. The term
"alkoxycarbonylalkylthio,~~ as used herein, refers to an
alkoxycarbonylalkyl group, as defined herein, appended to the parent
molecular moiety through a thio moiety, as defined herein. Representative
examples of 1 o alkoxvcarbonvlalkylthio include, but are not limited to.
3-methowcarbonylpropylsulfanyl, 4-ethoxycarbonylbutylsulfanyl, and the
like. The term "alkoxyimino," refers to a Rg;ON= group wherein Rg; is
alkyl, as defined herein. The term "alkoxyiminoalkoxy," as used herein,
refers to an alkoxvimino group, as ~ 5 defined herein, appended to the
parent molecular moiety through an alkoxy group, as defined herein.
Representative examples of alkoxyiminoaIko~~~ include, but are not limited
to, 2-(methoxyimino)ethoxy, 2-(ethoxyimino)-1-propow. 3-(isopropoxyimtno)-1
butoxy, and the like. The term "alkoxyiminoalkyl," as used herein, refers
to an alkoxyimino group, as zo defined herein, appended to the parent
molecular moiety throu_h an alkyl group, as defined herein. Representative
examples of alkoxyiminoalkyl include, but are not limited to,
2-(methoxyimino)ethyl, 2-(ethoxyimino)-1-propyl,
3-(isopropoxyimino)-1-butyl, and the like. The term "alkyl," as used
herein, refers to a straight or branched chain hydrocarbon 25 containing
from 1 to 10 carbon atoms. Representative examples of alkyl include, but
are not limUed to, methyl, ethyl, n-propyl, iso-propyl. n-butyl, sec-butyl.
iso-butyl, tert-butyl, n-pentyl, isopentyl, neopentyl, n-hexyl,
3-methylhexvl, 2,2-dimethvlpentyl, 2,3 d~methylpentyl, n-heptyl, n-octyl.
n-nonyl. n-decyl, and the like The term "alkylamino," as used herein.
refers to an alk~ 1 group, as defined herein. '_'6   2 ? M AY 2003 WO
00I24719 PCT/~,iS99I25234 appended to the parent molecular moiety through
an amino group, as defined herein. Representative examples of alkylamino
include, but are not limited to, methylamino, ethylamino, propylamino, and
the like. The term "alkylaminosulfonyl," as used herein, refers to an
alkylamino group, as defined herein, appended to the parent molecular
moiety through a sulfonyl group, as defined herein. Representative examples
of alkylaminosulfonyl include, but are not limited to, methylaminosulfonyl.
ethylaminosulfonyl, propylaminosulfonyl, and the like. The term
"alkylcarbonyl," as used herein, refers to an alkyl group, as defined
herein, appended to the parent molecular moiety through a carbonyl group,
as defined herein. Representative examples of alkylcarbonyl include, but
are not limited to, acetyl. 1 oxopropyl, 2,2-dimethyl-1-oxopropyl,
1-oxobutyl. 1-oxopentyl, and the like. The term "alkylcarbonylalkoxy," as
used herein, refers to an alkylcarbonyl group, as defined herein, appended
to the parent molecular moiety through an alkoxy group, as defined herein.
Representative examples of alkylcarbonylalkoxy include, but are not 15
limited to, 2-oxopropoxy, 3,3-dimethyl-2-oxopropoxy, 3-oxobutoxy,
3-oxobutoxy, 3 oxopentyloxy, and the like. The term "alkylcarbonylalkyl."
as used herein, refers to an alkylcarbonyl group, as defined herein,
appended to the parent molecular moiety through an alkyl group, as defined
herein. Representative examples of alkylcarbonylalkyl include, but are not
limited 20 to, 2-oxopropyl, 3,3-dimethyl-?-oxopropyl, 3-oxobutyl,
3-oxopentyl, and the like. The term "alkylcarbonylamino," as used herein,
refers to an alkylcarbonyl group, as defined herein, appended to the parent
molecular moiety through an amino group, as defined herein. Representative
examples of alkylcarbonylamino include, bui are not limited to.
acetylamino, 1-oxopropylamino. ?.2-dimethyl-1-oxopropylamino) and the l~kc.
25 The term "alkylcarbonylaminoalkyl," as used herein. refers to an
alkylcarbonylammo group, as defined herein, appended to the parent
molecular moiety through an alkyl group, as defined herein. Representative
examples of alkylcarbonylaminoalkyl include, but are not limited to.
acetylaminomethvl, ''-( 1oxopropylamino)ethyl, and the like.   2 ? MbY
~nrt3 WO 00/2.i719 PCT/US99/25234 The terns "alkylcarbonyloxy," as used
herein. refers to an alkylcarbonyl group, as defined herein, appended to
the parent molecular moiety through an oxy moiety, as defined herein.
Representative examples of alkylcarbonyloxy include, but are not limited
to, acetyloxy, ethylcarbonyloxy, tent-butylcarbonyloxy, and the like. 5 The
term "alkylene," denotes a divalent group derived from a straight or
branched chain hydrocarbon of from 1 to 10 carbon atoms. Representative
examples of alkylene include, but are not limited to, -CH,-, -CH,CH,-,
-CH,CH,CH,-, -CH,CH,CH,CH,-,  C)-i,CH(CH,)CHZ-, and the like. The term
"alkylimino," as used herein, refers to R~,N= group, wherein Rs, is alkyl,
as defined herein. The term "alkylsulfinyl," as used herein, refers to an
alkyl group, as defined herein, appended to the parent molecular moiety
through a sultlnyl group, as defined herein. Representative examples of
alkylsulfinyl include, but are not limited) methylsulfinyl, ethylsulfinyl,
and the like. 15 The term "alkylsulfinylalkyl," as used herein) refers to
an alkylsulfinyl group. as defined herein, appended to the parent molecular
moiety through an alkyl croup, as defined herein. Representative examples
of alkylsulfinylalkyl include, but are not limited, methylsulfinylmethyl,
ethylsulfinvlmethyl, and the like The term "alkylsulfonyl," as used herein,
refers to an alkyl group, as deFned 2o herein, appended to the parent
molecular moiety through a sulfonyl ;roup, as defined herein.
Representative examples of alkylsulfonyl include, but are not limited,
methylsulfonyl, ethylsulfonyl, and the like. The term "alkylsulfonylalkyl,"
as used herein, refers to an alkylsulfonyl group, as defined herein,
appended to the parent molecular moiety through an alkyl group, as 25
defined herein. Representative examples of alkylsulfonylalkyl include, but
are not limited, methylsulfonylmethyl, 2-(ethyisulfonyl jethyl, and the
like. The term "alkylsulfonylamino," as used herein, refers to an
alkylsulfonyl group, as defined herein, appended to the parent molecular
moiety through an amino group, as defined herein. Representative examples
of alkylsulfonvlamino include. but are not ''s   2 ? M AY 2003 WO 00/247t9
PCT/LS99/25234 limited, methylsulfonylamino, ethylsulfonylamino, and the
like. The term "alkylthio," as used herein, refers to an alkyl group, as
defined herein, appended to the parent molecular moiety through a thio
moiety. as defined herein. Representative examples of alkylthio include,
but are not limited, methylsulfanyl, ethylsulfanyl, tent-butylsulfanyl,
hexylsulfanyl, and the like. The term "alkylthioalkyl," as used herein,
refers to an alkylthio group, as defined herein, appended to the parent
molecular moiety through an alkyl group, as defined herein. Representative
examples of alkylthioalkyl include, but are not limited, 



methylsulfanylmethyl, 2-(ethylsulfanyl)ethyl, and the like. The term
"alkylthioalkylcarbonyl," as used herein, refers to an alkylthioalky 1
group, as defined herein, appended to the parent molecular moiety through a
carbonyl group, as defined herein. Representative examples of
alkylthioalkylcarbonv3 include, but are not limited,
methylsulfanylmethylcarbonyl, 2-(ethylsulfanyl)ethylcarbonyl, and the like.
15 The term "alkynyl," as used herein, refers to a straight or branched
chain hydrocarbon group containing from ? to 10 carbon atoms and containing
at least one carbon-carbon triple bond. Representative examples of alkynyl
include, but are not limited, to acetylenyl, 1-propynyl, ~-propynyl,
3-butynyl) ?-pentynyl, 1-butynyl and the like. 2o The term "alkynylene."
denotes a divalent group derived from a straight or branched chain
hydrocarbon of from 2 to 10 carbon atoms containing at least one triple
bond. Representative examples of alkynylene include, but are not limited
to. -C---C-, -CH,C---C-, -CH(CH~)CH,C---C-, -C---CCH,-, -C---CCH(CH3)CH,-.
and the like. The term "amino," as used herein, refers to a -NH, group. 25
The term "aminoalkoxy," as used herein. refers to an amino group. as
defined herein, appended to the parent molecular moiety through an alkoxy
group, as defined herein. Representative examples of aminoalkoxy include,
but are not limited to, ~ aminomethoxy, 3-aminopropoxy,
~-amino-1-methylhexyloxy. and the like. The term "aminoalkvl," as used
herein, refers to an amino group, as defined herein. ?9   WO 00/24719 2 7 M
aY 2nn3 PCT/U S 9912523N appended to the parent molecular moiety through an
alkyl group, as defined herein. Representative examples of aminoalkyl
include, but are not limited to, aminomethyl, 2 aminoethyl, 3-aminopropyl,
4-amino-1-methylhexyl, and the like. The term "aminoalkylcarbonyl," as used
herein, refers to an aminoalkyl group, as defined herein, appended to the
parent molecular moiety through an carbonyl group, as defined herein.
Representative examples of aminoalkylcarbonvl include, but are not limited
to, 2-amino-1-oxoethyl (2-aminoacetyl), 3-amino-1-oxopropyl, and the like.
The term "aminoalkylcarbonyloxy," as used herein, refers to an
aminoalkylcarbonyl group) as defined herein, appended to the parent
molecular moiety 1 o through an oxy moiety, as defined herein.
Representative examples of aminoalkylcarbonyloxy include, but are not
limited to, 2-amino-1-oxoethvloxy (2 aminoacetoxy), 3-amino-1-oxopropyloxy,
and the like. The term "aminoalkylcarbonyloxyalkoxy," as used herein.
refers to an aminoalkylcarbonvloxy group, as defined herein, appended to
the parent molecular moiety t5 through an alkoxy group, as defined herein.
Representative examples of aminoalkylcarbonyloxyalkoxy include, but are not
limited to, '?-("?-amino-1 oxoethyloxy)ethoxy,
4-(3-amino-1-oxopropyloxy)butoxy, 3-(3-amino-1-oxopropyloxy)-3
methyl-1-butoxy, 3-(2-amino-1-oxoethyloxy)-3-methyl-1-buto~~ and the like.
The term "aminocarbonyl," as used herein, refers to a H,~C(O)- group. 20
The term "aminocarbonylalkoxy," as used herein, refers to an aminocarbonyl
group, as defined herein, appended to the parent molecular moiety through
an alkoxy group, as defined herein. Representative examples of
aminocarbonylalkoxy include, but are not limited to,
2-(aminocarbonyl)ethoxy. 3-(aminocarbonyl)propoxy, and the like. The term
"aminocarbonylalkyl," as used herein. refers to an aminocarbonyl group, 25
as defined herein, appended tQ the parent molecular moiety through an alkyl
group, as defined herein. Representative examples of aminocarbonylalkv 1
include, but are not limited to, ~-(aminocarbonyl)ethyl,
3-(aminocarbonyl)prop~ 1. and the like. The teen "aminosulfonyl." as used
herein, refers to H,NS(0),- group. The term "aryl." as used herein, refers
to a monocyclic-ring system, or a bicvclic 30   W O 00/24719 2 7 M AY 200
PCT/US99/25234 or a tricyclic- fused ring system wherein one or more of the
fused rings are aromatic. Representative examples of aryl include, but are
not limited to, azulenyl, indanyl, indenyl) naphthyl, phenyl,
tetrahydronaphthyl, and the like. The aryl groups of this invention can be
substituted with 1, 2, or 3 substituents independently selected from
alkenyl. alkenyloxy, alkoxy, alkoxyalkoxy, alkoxyalkoxyalkyl, alkoxyalkyl,
alkoxyalkylcarbonyl) alkoxycarbonyl, alkoxycarbonylalkenyl)
alkoxycarbonylalkyl) alkoxycarbonylalkylthio, alkyl, alkylamino,
alkylaminosulfonyl) alkylcarbonyl, alkylcarbonylalkyl. alkylcarbonylamino,
alkylcarbonyloxy, alkylimino) alkylsulfinyl, alkylsulfinylalkyl)
alkylsulfonyl, 10 alkylsulfonylalkyl, alkyIsulfonylamino, alkylthio,
alkylthioalkyl, alkylthioalkylcarbonyl, alkynyl, amino, aminocarbonyl,
aminocarbonylalkoxy, aminosulfonyl, aryl, arylalkoxy, arylalkyl, aryloxy,
arylcarbonyl, carboxy) carboxyalkenyl) carboxyalkoxy, carboxyalkyl, cyano,
cyanoalkoxy, cyanoalkyl, cycloalkyl) dialkylamino, dialkylaminosulfonyl)
ethylenedioxy, formyl, formylalkyl, halogen, haloalkoxy, haloalkyl)
heterocyclic, 15 heterocyclic alkoxy, heterocyclic alkyl, heterocyclic
carbonyl, hydroxy, hydroxyalkoxy, hydroxyalkyl, methylenedioxy, mercapto,
vitro, and sulfo. Representative examples of substituted aryl include, but
are not limited to, 3-chlorophenyl, 3-fluorophenyl, 4chlorophenyl,
4-fluorophenyl, 3,4-dichlorophenyl> 3-chloro-4-fluoro-phenyl,
3,4,difluoorophenyl, 4-methylsulfonylphenyl, 4-aminosulfonylpheny,l and
pentaflurophenyl. 20 The term "arylalkenyl," as used herein, refers to an
aryl group, as defined herein, appended to the parent molecular moiety
through an alkenyl group, as defined herein. Representative examples of
arylalkenyl include, but are not limited to, 3-phenylpropen-2 yl,
3-phenylpropen-3-yl, 2-naphth-2-ylbuten-4-yl, and the like. The term
"arylalkoxy," as used herein, refers to an aryl group, as defined herein,
25 appended to the parent molecular moiety through an alkoxy group, as
defined herein. Representative examples of arylalkoxy include) but are not
limited to, 2-phenylethoxy, 3 naphth-2-ylpropoxy, 5-phenylpentyloxy. and
the like. The term "arylalkoxycarbonyl," as used herein, refers to an
arylalkoxy group, as 31   2 7 M AY 2003 WO 00I24719 PCT/US99/25234 defined
herein, appended to the parent molecular moiety through a carbonyl group,
as defined herein. Representative examples of arylalkoxycarbonyl include,
but are not limited to, benzyloxycarbonyl, naphth-3-ylmethoxycarbonyl, and
the like. The term "arylalkyl," as used herein, refers to an aryl group, as
defined herein, appended to the parent molecular moiety through an alkyl
group, as defined herein. Representative examples of arylalkyl include, but
are not limited to, benzyl, 2-phenvlethyl, 3-phenylpropyl,
2-naphth-2-ylethyl, and the like. The term "arylalkylthio," as used herein,
refers to an arylalkyl eroup, as defined herein) appended to the parent
molecular moiety through a thio moiety, as defined herein. 1o
Representative examples of arylalkylthio include, but are not limited to, 2
phenylethylsulfanyl, 3-naphth-2-ylpropylsulfanyl, 5-phenylpentylsulfanyland
the like. The term "arylalkynyl." as used herein, refers to an aryl group,
as defined herein, appended to the parent molecular moiety through an
alkynyl group, as defined herein. Representative examples of arylalkynyl
include, but are not limited to, 3-phenylpropyn-2 ~ 5 yl.
3-phenylpropyn-3-yl, 2-naphth-'?-ylbutyn-4-yl. and the like. The term
"arylcarbonyl," as used herein. refers to an aryl group, as defined herein,
appended to the parent molecular moiety through a carbonyl group, as
defined herein. Representative examples of arylcarbonyl include, but are
not limited to, benzoyl, naphthoyl, and the like. 3o The term "arylcarbony
lalkyl," as used herein, refers to a.n arylcarbonyl group, as defined
herein, appended to the parent molecular moiety through an alkyl group, as
defined herein. Representative examples of arylcarbonylalkyl include, but
are not limited to, 3-benzoylpropyl, 3-naphthoylpropyl, and the like. The
term "arylhaloalkvl," as used herein, refers to an aryl group, as defined
herein, 25 appended to the parent molecular moiety through a haloalkyl
group, as defined herein. Representative examples of arylhaloalkyl include,
but are not limited to. 1.1-difluoro-3 phenylpropyl, l , l
-dibromo-3-phenylpropyl, 1,1-difluoro-?-naphth-?-ylethy l, and the like.
The term "arylhvdroxyalkyl," as used herein, refers to an aryl group. as
defined herein. appended to the parent molecular moiety through a
hvdroxyalkvl Group, as defined ;,   WO 00/247l9 Z ? MAY 2003 PCTIUS99125234
herein. Representative examples of arylhydroxyalkyl include, but are not
limited to, 1 hydroxy-3-phenylpropyl, 2-hydroxy-3-phenylpropyl,
1-hydrox~~-2-naphth-2-ylethyl, and the like. The term "aryloxy." as used
herein. refers to an aryl group, as defined herein, appended to the parent
molecular moiety through an oxy moiety, as defined herein. Representative
examples of aryloxy include, but are not limited to, phenoxy, naphthyloxy,
3-bromophenoxy, 4-chlorophenoxy, 4-methylphenoxy, 3,5-dimethoxyphenoxy, and
the like. The term "aryloxyalkyl," as used herein, refers to an aryloxy
group, as defined herein, appended to the parent molecular moiety through
an alley l group, as defined herein. Representative examples of
aryloxyalkyl include, but are not limited to, 2-phenoxyethyl,
3-naphth-2-yloxypropyl, 3-bromophenoxymethyl, and the like. The term
"aryloxyhaloalkyl," as used herein, refers to an aryloxy group, as defined
herein, appended to the parent molecular moiety through a haloalkyl group,
as defined ~ 5 herein. Representative examples of aryloxyhaloalkyl include,
but are not limited to, l , l  difluoro-3-(naphth-?-yloxy)propyl,
1,1-difluoro-3-(4-bromophenoxy)butyl, and the like. The term
"aryloxyhydroxyalkyl," as used herein, refers to an aryloxy group, as
defined herein, appended to the parent molecular moiety through a
hydroxyalkyl group, as defined herein. Representative examples of
aryloxyhydroxyalkvl include, but are not 20 limited to,
1-hydroxy-3-(naphth-2-yloxy)propyl, 1-hydroxy-3-(=1-bromophenoxv)butyl, and
the like. The term "arylthio," as used herein, refers to an aryl group, as
defined herein, appended to the parent molecular moiety through a thio
moiety. as defined herein. Representative examples of arylthio include, but
are not limited to, phenylsulfanyl, 25 naphth-2-ylsulfanyl,
5-phenylhexylsulfanyl, and the like. The term "arylthioalkyl," as used
herein, refers to an awlthio group. as defined herein, appended to the
parent molecular moiety through an alkyl group, as defined herein
Representative examples of arylthioalkyl include, but are not limited to,
phenylsulfanylmethyl, 2-naphth-2-ylsulfanvlethyl)
~-phenylhexvlsulfanylmethyl, and the 3~   2 7 SAY 2003 WO 00I24719
PCTlUS99/25234 like. The term "azido," as used herein, refers to a -N,
group. The term "carbonyl." as used herein. refers to a -C(O)- group. The
term "carboxy," as used herein, refers to a -CO,H group. 5 The term
"carboxyalkenyl," as used herein, refers to a carboxy group, as defined 



herein, appended to the parent molecular moiety through an alkenyl group,
as defined herein. RepresentaUve examples of carboxyalkenyl include. but
are not limited to, 3 carboxy-1-propenyl, 4-carboxy-1-butenyl. and the
like. The term "carboxyalkoxy," as used herein. refers to a carboxy group,
as defined 1 o herein, appended to the parent molecular moiety through an
alko~cy group, as defined herein. Representative examples of carboxyalkoxy
include, but are not limited to. 3 carboxypropoxy, 4-carboxybutoxy, and the
like. The term "carboxyalkyl," as used herein, refers to a carboxy group,
as defined herein, appended to the parent molecular moiety through an alkyl
group, as defined herein. ~ 5 The alkyl portion of carboxyalkyl may contain
1 or ? hydroxy groups, as defined herein. Representative examples of
carboxyalkyl include, but are not limited to, carboxymethyl, 2
carboxyethyl, 1-hydroxy-3-carboxypropyl, 1.?-dihydroxy-3-carboxypropyl and
the like. The term "carboxyalkylcarbonyL" as used herein, refers to a
carboxyalkyl group, as defined herein, appended to the parent molecular
moiety through a carbonyl group, as 30 defined herein. Representative
examples of carboxyalkylcarbonyl include, but are not limited to,
2-carboxy-1-oxoethyl, 3-carboxy-'_',3-dihydroxy-1-oxopropyl, 3-carboxy-1
oxopropyl, and the like. The term "carboxyalkylcarbonyloxy," as used
herein, refers to a carboxyalkylcarbonyl group, as defined herein. appended
to the parent molecular moiety '?5 through an oxy moiety, as defined
herein. Representative examples of carboxyalkylcarbonvloxy include, but are
not limited to. '_'-carboxy-1-oxoethoxy, 3
carboxy-?,3-dihydroxy-1-oxopropoxy, 3-carboxy-1-oxopropow. and the like.
The term "carboxyalkylcarbonyloxyalkoxy." as used herein. refers to a
carboxyalkylcarbonyloxy group, as defined herein. appended to the parent
molecular 3~   WO 00/24719 2 ? M AY 2003 PCT/US99/25234 moiety through an
alkoxy group, as defined herein. Representative examples of
carboxyalkylcarbonyloxyalkoxy include, but are not limited to,
2-(2-carboxy-1oxoethoxy)ethoxy, 3-(3-carboxy-2.3-dihydroxy-l
-oxopropoxy)-3-methylbutoxy, 3-(3carboxy-1-oxopropoxy)-?-methyl-1-propoxy,
and the like. The term "cyano," as used herein, refers to a -CN group. The
term "cyanoalkoxy," as used herein, refers to a cyano group, as defined
herein, appended to the parent molecular moiety through an aikoxy group, as
defined herein. Representative examples of cyanoalkoxy include, but are not
limited to. 2-cyanoethoxy, 3 cyanopropoxy, and the like. The term
"cyanoalkyl." as used herein, refers to a cyano group, as defined herein,
appended to the parent molecular moiety through an alkyl group, as defined
herein. Representative examples of cyanoalkyl include, but are not limited
to) cyanomethyl, 2 cyanoethyl. 3-cyanopropyl, and the like. The term
"cycloalkenyl," as used herein, refers to a cyclalkyl group, as defined ~ 5
herein, containing one double bond. Representative examples of cycloalkenyl
include, but are not limited to, cyclopentenyl, cyclohexenyl,
cycloheptenyl) and the like. The cycloalkenyl groups of this invention can
be substituted with 1, 2, or 3 substituents selected from alkoxy,
alkoxyalkoxy, alkoxycarbonyl, alkyl, alkylamino, alkylimino, alkylthio,
amino, aminocarbonyl, aryl, arylalkyl, carboxy, cyano, cycloalkyl. 2o
dialkylamino, formyl, halogen, haloalkyl, hydroxy, oxo, mercapto, and
vitro. The term "cycloalkenylalkyl," as used herein, refers to cycloalkenyl
group, as defined herein, appended to the parent molecular moiety through
an alkyl group, as defined herein. Representative examples of
cycloalkenylalkyl include, but are not limned to, cyclopentenylmethyl,
cyclohexenyimethyl, and the like. 25 The term "cycloalkyl," as used herein,
refers to a saturated cyclic hydrocarbon group containing from 3 to 8
carbons. Representative examples of cycloalkyl include, cyclopropyl,
cyclobutyl, cvclopentvl, cyclohexyl. cycloheptyi, and cyclooctyl. The
cycloalkyl groups of this invention can be substituted with 1, 2. or 3
substituents selected from alkoxy. alkoxyalkoxy, alkoxycarbonvl, alkyl.
alkylamino, 35   2 7 M AY 200 WO 00/24719 PCT/US99/25234 alkylimmo,
alkylthio. amino, aminocarbonyl, aryl, arylalkyl. carboxy, cyano,
cycloalkyl, dialky lamino, formyl, halogen, haloalkyl, hydroxy, oxo,
mercapto, and nitro. The term "cycloalkylalkyl," as used herein, refers to
cycloalkyl group, as defined herein, appended to the parent molecular
moiety through an alkyl group, as defined herein. Representative examples
of cycloalkylalkyl include) but are not limited to, cyclopropylmethyl,
2-cyclobutylethyl, cyclopentylmethvl, cyclohexylmethyl, 4cycloheptylbutyl,
and the like. The term "cycloalkylcarbonyl," as used herein, refers to
cycloalkyl group, as defined herein, appended to the parent molecular
moiety through a carbonyl group, as to defined herein. Representative
examples of cycloalkylcarbonyl Include, but are not limited to,
cyclopropylcarbonyl, ?-cyclobutylcarbonyl, cyclohexylcarbonyl. and the
like. The term "cycloalkylidene," as used herein, refers to cycloalkyl
group, as defined herein, appended to the parent molecular moiety through a
double bond. Representative examples of cycloalkylidene include, but are
not limited to, cyclopropylidene, 15 cyclohexylidene, and the like. The
term "cycloalkylidenealkyl," as used herein, refers to cycloalkylidene
group, as defined herein, appended to the parent molecular moiety through
an alkyl group) as defined herein. Representative examples of
cycloalkylidenealkyl include, but are not limited to,
2-cyclopropylideneethyl, 3-cyclohexylidenepropyl, and the like. 2o The term
"dialkylamino," as used herein, refers to two independent alkyl groups, as
defined herein, appended to the parent molecular moiety through an amino
group. Representative examples of dialkylamino include, but are not limited
to, diethylamino, dimethylamino. ethylmethylamino, and the like. The term
"dialkylaminosulfonyl," as used herein, refers to a dialkylamino group, as
?5 defined herein, appended to the parent molecular moiety through a
sulfonyl group. Representative examples of dialkylaminosulfonyl include,
but are not limited to, diethylaminosulfonyl, dimethylaminosulfony l,
ethylmethylaminosulfonyl. and the like. The term "ethylenedioxy." as used
herein, refers to a -O(CH,),O- group wherein the oxygen atoms of the
ethvlenedioxy group are attached to the parent molecular moiety 36   WO
00/24719 ~ ? MAY 2003 PCT/US99!25?34 through one carbon atom forming a ~
membered ring or the oxygen atoms of the ethylenedioxy group are attached
to the parent molecular moiety through two adjacent carbon atoms forming a
six membered ring. The term "formyl," as used herein, refers to a -C(O)H
group. The terns "formylalkyl," as used herein, refers to a formyl group,
as defined herein, appended to the parent molecular moiety through an alkyl
group, as defined herein. Representative examples of formylalkyl include,
but are not limited to, formylmethyl, 2 formylethyl, and the like. The term
"halo" or "halogen," as used herein, refers to -C1, -Br, -I or -F. 1 o The
term "haloalkenyl," as used herein. refers to at least one halogen, as
defined herein, appended to the parent molecular movety through an alkenyl
group, as defined herein. Representative examples of haloalkenyl include,
but are not limited to) 2,3,3 trifluoropropen-3-yl, 2,2-difluoroethenyl,
and the like. The term "haloalkenyloxy," as used herein, refers to a
haloalkenyl group, as ~ 5 defined herein, appended to the parent molecular
moiety through an oxy group, as defined herein. Representative examples of
haloalkenyloxy include, but are not limited to, 2,3,3
trifluoropropen-3-yloxy, 2,2-difluoroethenyloxv, and the like. The term
"haloalkoxy," as used herein, refers to at least one halogen, as defined
herein, appended to the parent molecular moiety through an alkoxy group, as
defined 2o herein. Representative examples of haloalkoxy include, but are
not limited to, chloromethoxy. ?-fluoroethoxy, trifluoromethoxy,
pentafluoroethoxy, and the like. The term "haloalkoxyhydroxyalkyl," as used
herein, refers to a haloalkoxy group, as defined herein, appended to the
parent molecular moiety through a hydroxyalkyl group. as defined herein.
Representative examples of haloalkoxvhydroxyalkyl include, but are 2s not
limited to, ~-(trifluoromethoxv)-1-hydroxvbutyl.
4-(difluoromethoxv)-1-hydroxybutyl, and the like. The term "haloalkyl," as
used herein, refers to at least one halogen. as defined herein, appended to
the parent molecular moiety through an alkyl group, as defined herein.
Representative examples of haloalkyl include, but are not limited to,
chloromethyl, 2   2 ~ M AY 2003 WO 00/24719 PCT/US99/2 5234 fluoroethyl,
trifluoromethyl, pentafluoroethyl, 2-chloro-3-fluoropentyl, and the like.
The term "haloalkynyl," as used herein, refers to at least one halogen, as
defined herein, appended to the parent molecular moiety through an alkynyl
group, as defined herein. Representative examples of haloalkynyl include,
but are not limited to, ~,4,4 trifluorobutyn-2-yl, 3,3-difluoropropy-1-nyl,
and the like. The term "heterocycle" or "heterocyclic," as used herein,
refers to a monocyclic, bicyclic, or tricyclic ring system. :~lonocyclic
ring systems are exemplified by any 3- or 4 membered ring containing a
heteroatom independently selected from oxygen, nitrogen and sulfur; or a
5-, 6- or 7-membered ring containing one, two or three heteroatoms wherein
to the heteroatoms are independently selected from nitrogen. oxygen and
sulfur. The S membered ring has from 0-? double bonds and the 6- and
7-membered ring have from 0-3 double bonds. Representative examples of
monocyclic ring systems include, but are not limited to, azetidinyl,
azepinyl, aziridinyl, diazepinyl, 1,3-dioxolanyl, dioxanyl, dithianyl,
furyl, imidazolyl, imidazolinyl, imidazolidinyl, isothiazolyl.
isothiazolinyl, 15 isothiazolidinyl, isoxazolyl, isoxazolinyl,
isoxazolidinyl, morpholinyl, oxadiazolyl. oxadiazolinyl. oxadiazolidinyl,
oxazolyl, oxazolinyl, oxazolidinyl, piperazinyl, piperidinyl, pyranyl,
pyrazinyl, pyrazolyl, pyrazolinyl. pyrazolidinyl, pyridyl, pyrimidinyl,
pyridazinyl, pyrrolyl, pyrrolinyl, pyrrolidinyl. tetrahydrofuranyl.
tetrahydrothiophenyl, tetrazinyl, tetrazolyl, thiadiazolyl, thiadiazolinyl,
thiadiazolidinyl, thiazolyl, thiazolinyl, 2o thiazolidinyl, thiophenyl,
thiomorpholinyl, l , l -dioxidothiomorpholiny l, thiopyranyl, triazinyl,
triazolyl, trithianyl, and the like. Bicyclic ring systems are exemplified
by any of the above monocyclic ring systems fused to an aryl group as
defined herein, a cycloalkyl group as defined herein, or another monocyclic
ring system. Representative examples of bicyclic ring systems include but
are not limited to, for example, benzimidazolyl, zs benzothiazolyl.
benzothiophenyl, benzoxazolyl. benzofuranyl. benzopyranyl,
benzothiopyranyl, benzodioxinyl, 1.3-benzodioxolyl. cmnolinvl, indazolyl,
indolyl, indolinyl, indolizinyl, naphthyridinyl. isobenzofuranyl,
isobenzothiophenyl, isoindolyl, isoindolinvl, isoquinolyl, phthalazinyl,
pyranopyridyl. qutnolyl. quinolizinyl, quinoxaliny i, quinazolinyl)
tetrahydroisoquinolyl. tetrahvdroquinolyl, thiopyranopyridyl, and the like.
3s   2 ? M AY Q003 WO 00I24719 PCT/US99/25?34 Tricyclic rings systems are
exemplified by any of the above bicyclic ring systems fused to an aryl
group as defined herein, a cycloalkyl group as defined herein, or a
monocyclic ring system. Representative examples of tricyclic ring systems
include, but are not limited to, acridinyl, carbazolyl, carbolinyl,
dibenzofuranyl, dibenzothiophenyl, naphthofuranyl, naphthothiophenyl,
oxanthrenyl, phenazinyl, phenoxathiinyl, phenoxazinyl, phenothiazinyl,
thianthrenyl, thioxanthenyl, xanthenyl, and the like. The heterocyclic
groups of this invention can be substituted with 1, 2,or 3 substituents
independently selected from alkenyl, alkenyloxy, alkoxy, alkoxyalkoxy,
alkoxyalkoxyalkyl, alkoxyalkyl, alkoxyalkylcarbonyl, alkoxycarbonyl, I o
alkoxycarbonylalkenyl, alkoxycarbonylalkyl, alkoxycarbonylalkylthio, alkyl,
alkylamino, 



alkylaminosulfonyl, alkylcarbonyl. alkylcarbonylalkyl, alkylcarbonylamino,
alkylcarbonyloxy, alkylirnino, alkylsulfinyl, alkylsulfinylalkyl,
alkylsulfonyl, alkylsulfonylalkyl, alkylsulfonylamino, alkylthio,
alkylthioalkyl, alkylthioalkylcarbonyl, alkynyl, amino, aminocarbonyl,
aminocarbonylalkoxy, aminosulfonyl, aryl, arylalkoxy, l5 arylalkyl,
aryloxy, arylcarbonyl, carboxy, carboxyalkenvl, carboxyalkoxy)
carboxyalkyl, cyano, cyanoalkoxy, cyanoalkyl, cycloalkyl, dialkylamino,
dialkylaminosulfonyl, ethylenedioxy, formyl, formylalkyl. halogen,
haloalkoxy, haloalkyl, heterocyclic, heterocyclic alkoxy, heterocyclic
alkyl, heterocyclic carbonyl, hydroxy, hydroxyalkoxy, hvdroxyalkyl,
methylenedioxy, mercapto, nitro, and sulfo. 2o The term "heterocyclic
alkoxy," as used herein, refers to a heterocyclic group, as defined herein,
appended to the parent molecular moiety through an alkoxy group, as defined
herein. Representative examples of heterocyclic alkoxv include, but are not
limited to, 2-pyrid-3-ylethoxy, 3-quinofin-3-ylpropoxy,
~-pyrid--i-ylpentyloxy, and the like. 'S The term "heterocyclic alkyl," as
used herein, refers to a heterocyclic, as defined herein, appended to the
parent molecular moiety through an alkyl group, as defined herein.
Representative examples of heterocyclic alkyl include, but are not limited
to, pyrid- ~ vlmethyl. 2-pyrimidin-2-ylpropyl. and the like. The term
"heterocyclic alkvlthio," as used herein, refers to a heterocyclic alkyl 39
~ ? MAY 2003 W O 00/24719 PCT/1;S99/25234 group, as defined herein,
appended to the parent molecular moiety through a thio moiety, as defined
herein. Representative examples of heterocyclic alkylthio include, but are
not limited to, 2-pyrid-3-ylethysulfanyl, 3-quinolin-3-ylpropysulfanyl,
~-pyrid-4ylpentylsulfanyl, and the Like. The term "heterocyclic carbonyl,"
as used herein, refers to a heterocycLic, as defined herein, appended to
the parent molecular moiety through a carbonyl group, as defined herein.
Representative examples of heterocyclic carbonyl include, but are not
limited to, pyrid-3-ylcarbonyl, quinolin-3-ylcarbonyl,
sulfanylphen-2-ylcarbonyl, and the like. 10 The term "heterocyclic oxy," as
used herein, refers to a heterocyclic group, as defined herein, appended to
the parent molecular moiety through an oxy moiety, as defined herein.
Representative examples of heterocyclic oxy include, but are not limited
to, pyrid-3-yloxy, quinolin-3-yloxy, and the like. The term "heterocyclic
oxyalkyl," as used herein, refers to a heterocyclic oxy 15 group, as
defined herein, appended to the parent molecular moiety through an alkyl
group, as defined herein. Representative examples of heterocyclic oxyalkyl
include, but are not limited to, pyrid-3-yloxymethyl,
2-quinolin-3-yloxyethyl, and the like. The term "heterocyclic thio," as
used herein, refers to a heterocyclic group, as defined herein, appended to
the parent molecular moiety through a thio moiety, as defined 2o herein.
Representative examples of heterocyclic thio include, but are not limited
to, pyrid 3-ylsulfanyl, quinolin-~-ylsulfanyl, and the like. The term
"heterocyclic thioalkyl," as used herein, refers to a heterocyclic thio
group, as defined herein, appended to the parent molecular moiety through
an alkyl group, as defined herein. Representative examples of heterocyclic
thioalky! include, but are not 25 limited to, pyrid-3-ylsulfanylmethyl,
2-quinolin-3-ylsulfanylethyl, and the like. The term "hydroxy," as used
herein. refers to an -OH group. 'The term "hydroxyalkoxy," as used herein,
refers to l or ? hydroxy groups, as defined herein, appended to the parent
molecular moiety through an alkoxy group, as defined herein. Representative
examples of hydroxyalkoxy include, but are not limited to, ao   WO 00/24719
2 7 MAY ?Qp3 PCT/US99/35?34 hydroxymethoxy, 2-hydroxyethoxy,
?-hydroxy-2-methylethoy. 3-hydroxy-1-propoxy, 4 hydroxy-1-butoxy,
3-hydroxy-3-methyl-1-butoxy, ?.3-dihydroxy-1-propoxy, and the like. The
term "hydroxyalkyl," as used herein, refers to 1 or 2 hydroxy groups, as
defined herein, appended to the parent molecular moiety through an alkyl
group, as defined herein. Representative examples of hydroxyalkyl include,
but are not limited to, hydroxymethyl, 2-hydroxyethyl, 3-hydroxypropyl,
2-ethyl-=1-hvdroxyheptyl, 2,3dihydroxypropyl, and the like. The term
"hydroxyimino," refers to a HON= group. The term "hydroxyiminoalkoxy," as
used herein. refers to a hydroxyimino group, as defined herein, appended to
the parent molecular moiety through an alkoxy group, as defined herein.
Representative examples of hydroxyiminoalkow include, but are not limited
to, hvdroxyiminomethoxy, 2-hydroxyiminoethoxy, 2-hydroxyiminopropoxy, and
the like. The term "hydroxyiminoalkyl." as used herein, refers to a
hydroxyimino group, as ~ 5 defined herein, appended to the parent molecular
moiety through an alkyl group, as defined herein. Representative examples
of hydroxyiminoalkyl include, but are not limited to, hydroxyiminomethyl,
2-hydroxyiminoethyl, 2-hydroxyiminopropyl, and the like. The term "imino,"
as used herein , refers to a HN= group. 2o The term "iminoalkoxy," as used
herein, refers to an imino group, as defined herein, appended to the parent
molecular moiety through an alkoxy group, as defined herein. Representative
examples of iminoalkoxy include, but are not limited to, 2 iminoethoxy,
2-imino-1-propoxy, 3-imino-1-butoxy, and the like. The term "iminoalkyl,"
as used herein, refers to an imino group, as defined herein, 25 appended to
the parent molecular moiety through an alkyl group. as defined herein.
Representative examples of iminoalkyl include. bui are not limited to,
2-iminoethyl, 2 imino-1-propyl. 3-imino-1-butyl, and the like. The term
"mercapto," as used herein, refers to a -SH group. The term
"mercaptoalkoxy," as used herein. refers to a mercapto group. as defined -v
2 7 M AY 2003 WO 00/24719 PCT/US99/25234 herein) appended to the parent
molecular moiety through an alkoxy group, as defined herein. Representative
examples of mercaptoalkoxy include, but are not limited to, 2
mercaptoethoxy, 3-mercaptopropoxy. and the like. The term "mercaptoalkyl,"
as used herein, refers to a mercapto group, as defined herein, appended to
the parent molecular moiety through an alkyl group, as defined herein.
Representative examples of mercaptoalkyl include, but are not limited to,
2-mercaptoethyl, 3-mercaptopropyl, and the like. The term "methylenedioxv."
as used herein, refers to a -OCH~O- group wherein the oxygen atoms of the
methylenedioxv are attached to the parent molecular moiety through two
adjacent carbon atoms. The term "nitro," as used herein. refers to a -NO~
group. The term "oxo," as used herein, refers to a =O moiety. The term
"oxy," as used herein, refers to a -O- moiety. The term "phosphonato," as
used herein , refers to a (Rs,O)=P(O)O- group wherein 15 Rg~ is selected
from hydrogen and alkyl, as defined herein. The term "phosphonatoalkoxy,"
refers to a phosphonato group, as defined herein, appended to the parent
molecular moiety through an alkoxy group, as defined herein. Representative
example of phosphonatoalkoxy include, but are not limited to, 3
hydroxypropyl dihydrogen phosphate, 3-hydroxv-1,1-dimethylpropyl dihydrogen
20 phosphate, and the like. The term "sulfinyl," as used herein, refers to
a -S(O)- group. The term "sulfo," as used herein, refers to a -SO1H group.
The term "sulfonyl," as used herein. refers to a -S(O)=- group. The term
"thio," as used herein, refers to a -S- moiety. 25 The compounds of the
present invention can be used in the form of salts derived from inorganic
or organic acids. These salts include but are not limited to the following:
acetate) adipate, alUmate, citrate, aspartate. benzoate, benzenesulfonate,
bisulfate. butyrate, camphorate. camphorsulfonate, dyTluconate.
cyclopentanepropionate, dodecylsulfate, ethanesulfonate, glucoheptanoate.
glycerophosphate. hemisulfate, heptanoate, hexanoate, .t,   WO 00I24719 2 ?
M AY 2003 PCTNS99/25234 fumarate, hydrochloride, hydrobromide, hydroiodide,
2-hydroxy-ethanesulfonate, lactate, maleate, methanesulfonate, nicotinate,
2-naphthalenesulfonate, oxalate, pamoate, pectinate, persulfate,
3-phenylpropionate, picrate, pivalate, propionate, succinate, tartrate,
thiocyanate, p-toluenesulfonate and undecanoate. Also, the basic
nitrogen-containing groups can be quaternized with such agents as
loweralkyl halides, such as methyl, ethyl, propyl, and butyl chloride,
bromides, and iodides; dialkyl sulfates like dimethyl, diethyl, dibutyl,
and diamyl sulfates, long chain halides such as decyl, lauryl, myristyl and
stearyl chlorides, bromides and iodides, aralkyl halides like benzyl and
phenethyl bromides, and others. Vl%ater or oil-soluble or dispersible
products are thereby obtained. 1 o Examples of acids which may be employed
to form pharmaceutically acceptable acid addition salts include such
inorganic acids as hydrochloric acid, sulphuric acid and phosphoric acid
and such organic acids as oxalic acid) malefic acid, succinic acid and
citric acid. Basic addition salts can be prepared in situ during the final
isolation and 15 purification of the compounds of formula I, or separately
by reacting a carboxylic acid function with a suitable base such as the
hydroxide, carbonate or bicarbonate of a pharmaceutically acceptable metal
cation or with ammonia, or an organic primary, secondary or tertiary amine.
Such pharmaceutically acceptable salts include, but are not limited to,
cations based on the alkali and alkaline earth metals, such as sodium,
lithium, 2o potassium, calcium, magnesium, aluminum salts and the like, as
well as nontoxic ammonium, quaternary ammonium, and amine cations,
including, but not limited to ammonium, tetramethylammonium,
tetraethylammonium, methylamine, dimethylamine, trimethylamine,
triethylamine, ethylamine, and the like. Other representative organic
amines useful for the formation of base addition salts include
diethylamine, 25 ethylenediamine, ethanolamine, diethanolamine, piperazine
and the like. The term "pharmaceutically acceptable ester"~ as used herein
refers to esters which hydrolyze in vivo and include those that break down
readily in the human body to leave the parent compound or a salt thereof.
Suitable ester groups include, for example, those derived from
pharmaceutically acceptable aliphatic carboxylic acids, particularly
alkanoic,   WO 00I24719 Z 7 MAY ~~~~ PCTlUS99 3 alkenoic, cycloalkanoic and
alkanedioic acids, in which each alkyl or alkenyl moiety advantageously has
not more than 6 carbon atoms. Examples of particular esters includes
formates, acetates, propionates, butyates, acrylates and ethylsuccinates.
The term "pharmaceutically acceptable prodrug" as used herein refers to
those prodrugs of the compounds of the present invention which are, within
the scope of sound medical judgement, suitable for use in contact with the
tissues of humans and lower animals without undue toxicity, irritation,
allergic response, and the like, commensurate with a reasonable
benetit/risk ratio, and effective for their intended use, as well as the
zwitterionic forms, where possible, of the compounds of the invention. The
term to "prodrug" refers to compounds that are rapidly transformed in vivo
to provide the parent compound having the above formula, for example by
hydrolysis in blood. .A thorough discussion is provided in T. Higuchi and
V. Stella, Pro-drubs as Novel Delivery Systems, Vol. 14 of the A.C.S.
Symposium Series, and in Edward B. Roche, ed., Bioreversible Carriers in
Drue Design, American Pharmaceutical Association and Pergamon Press, t5
1987, both of which are incorporated herein by reference. As used
throughout this specification and the appended claims, the term
metabolically cleavable group denotes a moiety which is readily cleaved in
vivo from the compound bearing it, wherein said compound, after cleavage
remains or becomes pharmacologically active. Metabolically cleavable groups
form a class of groups reactive ?o with the carboxyl group of the compounds
of this invention are well known to practitioners of the art. They include,
but are not limited to groups such as. for example, alkylcarbonyl. such as
acetyl, propionyl, butyryl, and the like; unsubstituted and substituted
arylcarbonyl, such as benzoyl and substituted benzoyl; alkoxycarbonyl, such
as ethoxycarbonyl; trialkylsilyl. such as trimethyl- and triethysilyl:
monoesters formed with 25 dicarboxylic acids, such as succinyl, and the
like. Because of the ease with which the metabolically cleavable groups of
the compounds of this invention are cleaved in vivo, the compounds bearing
such groups act as pro-drugs of other prostaglandin biosynthesis inhibitors
The compounds bearing the metabolically cleavable groups have the advantage
that they may exhibit improved bioavailability as a result of enhanced
solubility and/or 4=4   2 7 M aY 2003 WO 00/24719 PCT/US99i25234 rate of
absorption conferred upon the parent compound by virtue of the presence of
the metabolically cleavable group. Asymmetric centers may exist in the
compounds of the present invention. The present invention contemplates the
various stereoisomers and mixtures thereof. Individual stereoisomers of
compounds of the present invention are made by synthesis from starting
materials containing the chiral centers or by preparation of mixtures of
enantiomeric products followed by separation as, for example, by conversion
to a mixture of diastereomers followed by separation by recrystallization
or chromatographic techniques, or by direct separation of the optical
enantiomers on chiral chromatographic columns. t o Starting compounds of
particular stereochemistry are either commercially available or are made by
the methods detailed below and resolved by techniques well known in the
organic chemical arts. The present invention discloses pyridazinone
compounds which are 



cyclooxygenase (COX) inhibitors and are selective inhibitors of
cyclooxygenase-2 {COX 15 2). COX-2 is the inducible isoform associated with
inflammation, as opposed to the constitutive isoform, cyclooxygenase-1
(COX-1 ) which is an important "housekeeping" enzyme in many tissues,
including the gastrointestinal (GI) tract and the kidneys. Preferred
compounds of the present invention include. but are not limited to,
2-Benzyl-4-(4-fluoropheny t)-~-[4-(methy lthio)phenyl ]-3 (?
H)-pyridazinone; 2o
2-Benzyl-4-(4-fluorophenyl)-~-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone
; 2-Benzyl-4-(4-fluorophenyl)-~-methoxy-3(2H)-pyridazinone;
2-Benzyl-4-(4-fluorophenyl)-~-hydroxy-3(2H)-pyridazinone;
2-Benzyl-4-(~-fluorophenyl)-~-(trifluoromethylsulfonvloxy}-3(2H)-pyridazino
ne;
2-Benzyl-:~-{4-fluorophenyl)-~-[4-(methylthio)phenyl]-3(2H)-pyridazinone;
25
2-Benzyl-4-(-t-fluorophenyl)-~-[~-(methylsulfonyl)phenyl]-3(2H)-pyridazinon
e,
2-Phenyl-~-(~-tZuorophenyl)-5-[~-(methylsulfonyl)phenyl]-3(2H)-pyridazinone
; 2-{~-Fluorobenzyl)-~-(~-fluorophenyl)-3-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone;
2-(Phenylproparwl)-:I-(=1-f7uorophenvl)-~-[-I-(methylsulfonyl)phenyl]-3(2H)
-t.   W O 00/24719 pyridazinone; 2 7 MAY Zp03 PCTIUS99/25234
2-(2,4-Difluorobenzyl)-4-(4-fluorophenyl)-5-[4-(methylsulfonyl)phenyl]-3(2H
) pyridazinone;
2-(Methyl-2-propenyl)-~l-(4-fluorophenyl)-5-(4-(methylsulfonyl)phenyl)-3(2H
) pyridazinone;
2-(3-Methyl-2-butenyl)-4-(4-fluorophenyl)-5-[4-(methvlsulfonyl)phenyl]-3(3I
-I) pyridazinone; 2-(2-Trifluoromethylbenzy
l)-4-(:l-fluorophenyl)-5-{4-(methylsul fonyl)phenyl] 3(2H)-pyridazinone;
2-(Cyclopropylmethyl)-=1-(4-t7uorophenyl}-5-[4-(methylsulfonyl)phenyl)-3(2H
) pyridazinone;
2-(2-Pyridylmethyl)-4-(4-fluorophenyl)-~-[4-{methylsuifonyl)phenyl]-3(2H)
pyridazinone;
2-(4-Pyridylmethyl)-4-(.~-fluorophenyl)-~-[4-(methylsulfonyl)phenyl]-3(2H)
15 pyridazinone;
2-(3-Pyridylmethyl)-4-(:l-fluorophenyl)-3-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone; 2-(6-Fluoroquinol in-2-y lmethyl)-4-(4-fluoropheny
l)-5-[4-(methyl sul fonyl)phenyl ] 3(2H)-pyridazinone; 2o
2-(Quinolin-2-ylmethyl)-4-(4-fluorophenyl)-5-[4-(methylsulfonyl)phenyl]-3(2
H) pyridazinone;
2-Benzyl-4-(4-fluorophenyl)-~-[:l-(methvlsulfonyl)phenyl]-3(2H)-pyridazinet
hione
2-Benzyl-4-(4-fluorophenyl)-5-[4-(aminosulfonyl)phenyl]-3(2H}-pyridazinone;
2-(2,'_',2-Trifluoroethyl)-4-(4-fluorophenyl)-~-[4-(methylsulfonyl)phenyl]-
3(2I-I) 25 pyridazinone;
2-(3,3-Dichloro-2-propenyl)-4-(4-fluorophenyl)-~-[4-(methylsulfonyl)phenyl]
3(2H)-pyridazinone;
2-(3-Phenvl-2-propenyl)-4-(-1-fluorophenyl)-~-[4-(methvlsulfonyl)phenyl]-3(
2H) pyridazinone; d6   WO 00/?.1719 Z ? M AY 2003 PCT/US99I25234
2-(4-Carboxyphenacyl)-4-(4-fluorophenyl)-5-[4-(methylsulfonyl)phenyl]-3
(2H) pyridazinone;
2-(~-Methylthiazol-2-ylmethyl)-4-(4-fluorophenyl)-5-[4-(methylsulfonyl)phen
yl] 3 (2H)-pyridazinone;
2-{5-Chlorothiazol-2-ylmethyl)-4-(4-fluorophenyl)-~-[4-(methylsulfonyl)phen
yl] 3(2H)-pyridazinone; 2-(?,3,3,4,4,4-Hexafl
uorobuten-1-yl)-4-(4-fluorophenyl)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(2,4-Difluorophenacyl)-4-(4-fluorophenyl)-5-[4-(methylsulfonyl)phenyl]-3(
?H) 1 o pyridazinone;
2-(~-Chlorothien-2-ylmethyl)-4-(4-fluorophenyl)-~-[4-(methylsulfonyl)phenyl
] 3(2H)-pyridazinone; 2-(~-Methylthien-2-ylmethyl)-4-(4-fluorophenyl
)-5-[4-(methylsulfonyl)phenyl] 3 (2H)-pyridazinone; 5
2-(4-Diethylaminophenacyl)-4-(4-fluorophenyl )-~-[4-(methylsulfonyl)phenyl]
3(2H)-pyridazinone;
2-(2,3,4,s,6-Pentafluorobenzyl)-4-(4-fluorophenyl)-5-[4-(methylsulfonyl)phe
nyl] 3(2H)-pyridazinone;
2-(Phenacyl)-4-(4-fluorophenyl)-5-[=1-(methylsulfonyl)phenyl]-3(2H) 2o
pyridazinone;
2-(4-Chlorophenacyl)-4-(4-fluorophenyl)-~-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone; 2-(Propargyl)-4-(4-fluoropheny
l)-S-[4-(methylsulfonyl)pheny!]-3(2H) pyridazinone; 25
2-(4-Cyanophenacyl)-4-(4-tluorophenyl)-~-[4-(methylsulfonyl)phenyl]-3(2H)
p~~ridazinone; 2-(a-Methyl--1-fluorobenzvl)-4-(4-fluoropheny
I)-~-[4-(methylsulfonyl)phenyl] 3(2H)-pyridazinone:
2-Phenethvl-=l-(4-fluorophenyi)-~-[.~-(methylsul
fonvl)phenyl]-3('_'H)-pyridazinone; -t.,   WO 00/24719 Q 7 M AY 2003
PCTIL'S99/25234
2-Benzyl-4-(3-chloro-4-fluorophenyl)-5-[~-(methylsulfonyl)phenyl]-3(2H)
pyridazinone;
2-Benzyl-4-(4-chlorophenyl)-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone
;
2-(2,2,2-Trifluoroethyl)-4-(3-chloro-4-fluorophenyl)-5-[4-(methylsulfonyl)p
henyl] 3 (2H)-pyridazinone:
2-(4-Trifluoromethoxyphenacyl)-4-(4-fluorophenyl)-~-[~4-(methylsulfonyl)phe
nyl] 3 (2I-I)-pyridaztnone;
2-(~-Trifluoromethylphenacyl)-4-(4-fluorophenyl)-5-[4-(methylsulfonyl)pheny
l] 3(2H)-pyridazinone; r 0
2-j2-(Benzo(b]thien-3-yl)-2-oxoethyl]-~-(~-fluorophenyl)-~-(4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(2,'',2-Trifluoroethyl)-.~-(4-chlorophenyl)-5-[4-(methylsulfonyl)phenyl]-
3(2H) pyridazinone;
2-(3,3-Dimethyl-2-oxobutyl)-4-(4-fluorophenyl)-5-[4-(methylsulfonyl)phenyl]
l5 3(2H)-pyridazinone;
2-(3-Thienylmethyl)-=1-(4-fluorophenyl)-~-[~-(methylsulfonyl)phenyl]-3(2H)
pyridazinone;
2-(2-Benzo[b]thienylmethyl)-4-(4-fluorophenyl)-~-[4-(methylsulfonyl)phenyl]
3(2H)-pyridazinone; 20
2,4-Bis(4-fluorophenyl)-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
4-(4-Fluorophenyl)-5-[4-(methylsulfonyl)phenyl]-6-methyl-3(2H)-pyridazinone
;
2-(2,2,2-Trifluoroethyl)-~-{4-fluorophenyl)-~-[4-(methylsulfonyl)phenyl]-6
\ methyl-3(2H)-pyridazinone;
2-Benzyl-:~-(3,4-dichlorophenyl)-5-[4-(methylsulfonyl)phenyl]-3(2H) 25
pyridazinone;
2-(2,2,2-Trifluoroethyl)-4-(~-n-propylphenyl)-5-[4-(methylsulfonyl)phenyl]-
3(2H) p~~ridazinone;
2-(2,2,2-Trifluoroethvl)-4-{4-chloro-3-fluorophenyl)-~-[~4-(methylsulfonyl)
phenyl] 3(2H)-pyridazinone; :~s   WO 00/24719 2 7 Iv3 ~Y Z003
PCT/US99/25234
2-(2,2,2-Trifluoroethyl}-4-(4-fluorophenyl)-5-[4-(aminosulfonyl)phenyl]-3(2
H) pyridazinone;
2-(2,2,2-Trifluoroethyl)-4-(4-chlorophenyl)-5-[4-(aminosulfony!)phenyl]-3(2
H) pyridazinone;
?-(?,?,2-Trifluoroethyl}-4-(?-propoxy)-~-[4-(aminosulfonyl)phenyl]-3(2H)
pyridazinone;
2-(2,2.2-Trifluoroethyl)-4-{4-fluorophenoxy)-5-[4-(aminosulfonyl)phenyl]-3(
2H) pyridazinone;
2,4-Bis-(4-fluorophenyl)-~-[3-fluoro-4-(aminosulfonyl)phenyl]-3(2H)
pyridazinone;
2-(2,2,2-Trifluoroethyl)-4-(4-chloro-3-fluorophenyl)-~-[-1-(aminosulfonyl)p
henyl] 3(2H)-pyridazinone;
2-Benzyl-4-(2-propoxy}-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-Benzyl-4-(4-fluorophenoxy)-~-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinon
e; 15
2-(2.2,2-Trifluoroethyl)-4-(4-fluorophenoxy)-~-[4-(methylsulfonyl)phenyl]-3
(2H) pyridazinone;
2-(2,2,2-Trifluoroethy!)-4-(4-chlorophenyl)-~-[4-(methvlsulfinyl)phenyl]-3(
2H) pyridazinone;
2-Benzyl-4-chloro-~-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone; 20
2-(2,2,2-Trifluoroethyl)-4-(4-methylphenyl)-5-[4-{methvlsulfonyl)phenyl]-3(
2H) pyridazinone;
2-{2,2.2-Trifluoroethyl}-4-(4-chloro-3-fluorophenyl)-~-[-1-(aminosulfonyl)p
henyl] 3(2H)-pyridazinone;
2-(2,2,2-Trifluoroethyl)-4-(3,4-dichlorophenyl)-5-[4-(methylsulfonyl)phenyl
] 25 3(2H)-pyridazinone;
2-Benzyl-4-{2-propylamino)-~-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-('?,?,2-Trifluoroethyl)-4-(2-propoxy)-5-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone;
2-(2,2,2-Trifluoroethyl)-4-cyclohexyloxy-3-[:1-(methvlsulfonyl)phenvl]-3(2H
) q9  



Z 7 M AY 2003 , ~ ~ Z00D3 WO 00/24"19 PCT/US99/25234 pyridazinone;
2-(2,2,2-Trifluoroethyl)-4-cyclopentyloxy-~-[4-(methylsulfonyl}phenyl]-3(2H
) pyridazinone;
2-{2,'?,2-Trifluoroethyl)-4-(2-propylamino)-~-[4-(methylsulfonyl)phenyl]-3(
2H) pyridazinone;
2-Benzyl-4-(4-morpholino)-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(2,3.3-Trifluoro-2-propen-1-yl)]-4-(4-fluorophenyl)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2,4-Bis(4-fluorophenyl)-~-[4-(aminosulfonyl)phenyl]-3(2H)-pyridazinone; 10
2-('_',2,2-Trifluoroethyl)-4-cyclopropylmethoxy-5-[4-(methylsulfonyl)phenyl
] 3(2H)-pyridazinone;
2-(2,'_'>2-Trifluoroethyl)-4-(3-propen-1-oxy)-~-[4-(methylsulfonyl)phenyl]-
3(2H) pyridazinone;
2-(2,2.2-Trifluoroethyl)-4-(4-fluoro-a-methylbenzyloxy)-5-[4 ~5
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-[4-(Methylthio)phenyl]-4-(4-fluorophenyl)-~-[4-(methylsulfonyl)phenyl]-3(
2H) pyridazinone;
2,5-Bis[4-(methylsulfonyl)phenyl]-4-(4-fluorophenyl)-3(2H)-pyridazinone;
2-(3-Methyl-2-thienyl)-4-(4-fluorophenyl)-~-[4-(methylsulfonyl)phenyl]-3(2H
) 2o pyridazinone;
2-{2-Trifluoromethyl-4-nitrophenyl}-4-(4-fluorophenyl)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-[3-(Methylthio)phenyl]-4-(4-fluorophenyl)-5-[4-(methylsulfonyl)phenyl]-3(
2H) pyridazi none; 25
2-[3-(Methylsulfonyl)phenyl]-4-(4-fluorophenyl)-~-[4-(
methylsulfonyl)phenyl] 3(2H)-pyridazinone;
2-(4-Fluorophenyl)-4-(4-chlorophenyl)-5-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone;
2-{~-Chloro-2-thienyl)-4-(4-chlorophenyl)-~-[4-(methylsulfonyl)phenyl]-3
(2H) 50   2 ? MAY 2003 WO 00/24719 pyridazinone; PCT/US99/25234
2-(3-Trifluoromethylpheny
1)-~-(4-chlorophenyl)-5-[-1-(methylsulfonyl)phenyl] 3(2H)-pyridazinone;
2-(3-Chloro-4-tluorophenyl)--~-(4-chlorophenyl)-~-[~-(methylsulfonyl)phenyl
] 3(?H)-pyridazinone;
2-(~-Fluorophenyl)-~-(-~-fluorophenyl)-5-[4-(methylsulfonyllphenyl]-3(2Hj
pyridazinone;
'_'-[2-('Vlethylthio)phenyl]--1-(=4-fluorophenyl)-5-[-1-(methylsulfonyl)phe
nyl]-3(?H} pyridazinone;
'_'-(~-Nitro-2-thienvl)--4-(4-tluorophenyl)-~-[-1-(mcthylsulfonyl)phenyl]-3
(2H) pyridazmone;
2-(3,4-Difluorophenvl)--1-(=l-chlorophenyl)-~-[4-(methUsulfonyl)phenyl]-3(2
H) pyridazinone;
2-(3-Benzothienyl)-~.-(~-tluorophenyl)-~-[4-(methylsulfonyl)pheny l]-3(2 H)
15 pyridazinone,
2-(4-Fluorophenyl)-~-(~-fluorophenoxy)-~-[.~-(methylsulfonyl)phenyl]-3(2H)
pyridazinone;
2-(3,4-Ditluorophenyl)-=1-(~-fluorophenoxy)-5-[4-(methylsulfonyl)phenyl]-3(
2H) pyridazinone; ?0 2-(3-Bromophenyl)-.~-(4-fluorophenoxy)-5-[~-(methylsul
tonyl)phenyl]-3(21-1) pyridazinone;
2-(3,~-Dilluorophenyl)-4-(4-fluorophenoxy)-~-[~-(methylsulfonyl)phenyl]-3(2
H) pyridazinone;
'_'-(3-Chlorophenyl)-4-(=1-fluorophenoxy)-~-[:l-(methvlsulfonyl)phenyl]-3(2
H) 2~ pyridazinone; -(:~-Nitrobenzyl )-~-(~-fluorophenyl)-~-[4-( methvlsul
fonyl)phenyl]-3(2H) pyr~dazmone,
?-(->-Acetoxvbenzvl)--1-(-~-tluorophenvl)-~-[-1-(methylsulfonyl)phenyll-3('
H) pyridazinone: ;;   Z 7 M AY 2003 WO 00/24719 PCT/US99/25234
2-(4-Hydroxybenzyl)-4-(4-fluorophenyl)-5-[4-(methylsulfonyl)phenyl]-3{2H)
pyridazinone;
2-(3-Nitrobenzyl)-4-(4-fluorophenyl)-~-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone;
2-(3,4,4-Trifluoro-3-butenvl)-4-(4-fluorophenyl)-s-[:~-(methylsulfonyl)phen
yl] 3 (2H)-pyridazinone; 2-(2-Hexynyl)-4-(.~-fluorophenyl)-~-[4-(meth;
~lsulfonvl)phenyl]-3(2H) pyridazinone;
2-(3,3-Dichloro-'_'-propenyl)-=I-(4-fluorophenyl)-5-[4-(aminosulfonyl)pheny
l] 10 3(2H)-pyridazinone;
?-Cyclohexyl-4-(4-tluorophenyl)-~-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone;
2-Cyclopentyl-4-(.~-fluorophenyl)-s-[4-(methylsulfonyl)phenyl]-3(?H)
pyridazinone; 15
?-Cyclobutyl-4-(4-fluorophenyl)-5-[4-(methylsulfonyl)phenyl]-~(2H~
pyridazinone;
2-(3-iviethyl-2-butenyl)-4-(=~-tluorophenyl)-~-[3-fluoro-~4-(aminosulfonyl)
phenyl] 3 (2H)-pyridazinone;
2-(2.4-Difluorobenzyl)-4-(4-fluorophenvl)-~-[=1-(ammosulfonyl)phenvl]-3(2H)
2o pyridazinone; ?-(Pentatluorobenzyl)-4-(4-fluorophenyl)-~-[=I-( aminosul
fonyl)phenyl]- ~ (?H) pyridazinone;
2-(3-Cyclohexenyl)-.~-{4-fluorophenyl)-~-[4-(aminosulfonyl)phenyl]-3(?H)
pyridazinonc; 25 2-( 3 ,4-Difluorobenzyl)--I-(4-fluorophenyl
)-s-[=I-(aminosulfonyl jphenyl ]-3(2H) p~ ridazinone; ?-(2.3-Dvhydro-1
H-inden-2-yl)--I-(4-tZuorophenyl)-~-[-t-(methylsulfenyl)phenyl]
3(2H)-pyridazinone; '_'-(2,3-Dihydro-1
H-inden-1-vl)-4-(-~-t7uorophenyl)-~-[4-(methylsulfonyl)phenyl] ;,   WO
00/2a719 3(2H)-pyridazinone; 2 7 MAY 2003 PCT/llS99125234
2-{4-Tetrahydro-2H-pyran-4-yl)-4-(4-fluorophenyl)-5-[4-{methylsulfonyl)phen
yl] 3(2H)-pyridazinone;
2-(2-Methylcyclopentyl)-4-(4-fluorophenyl)-~-[4-(methylsulfonyl)phenyl
J-3(2H) pyridazinone; 2-(2-Adamantyl)-.~-(=1-fluorophenyl)-;
-[4-(methylsulfonyl)phenyl)-3(2H) pyridazinone;
2-(3-iVlethylcyclopentyl)-4-(4-fluorophenyl)-~-[=1-(methylsulfonyl)phenylJ-
3(?H) pyridazinone; 2-(
1-Vlethylcyclopentyl)--~-(.l-fluorophenyl)-~-[=l-(methvlsulfonyl)phenyl]-3(
2H) pyridazinone; 2-(3,~4-Difl
uorophenyl)-4-(4-fluoro-3-mnylphenyl)-~-[-1-(methylsulfonyl)phenyl]
3(2H)-pyridazinone;
2-(3,4-Difluorophenyl)-4-(6-methyl-3-heptenyl)-5-[4-(methylsulfonyl)phenyl]
15 3(3H)-pyridazinone;
2-(3,=1-Dit7uorophenyl)-4-(3-cyclopropylidenepropyl)-~-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(3,~-Difluorophenyl)-4-{~-methyl-3-hexenyl)-~-[4-{methylsulfonyl)phenyl]
3(2H)-pyridazinone; 20
2-(3,4-Ditluorophenyl)-4-(5-methvlhexyl)-~-[4-{methylsulfonyl)phenyl]-3(2)-
1) pyridazinone:
'-(3-Chloro-1-methyl-2E-propenyl)-=~-(=1-fluorophenyl)-~-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
2-(?,3,3-Trifluoro-?-propen-1-yl)--1-(4-fluorophenyl
)-~-[=1-(aminosulfonyl)phenyl] 25 3(2I-I)-pyridazinone; 2-(
1.1.`_'-Tritluoro-`_'-propenyl)-4-{4-fluorophenyl}-~-[~-(aminosulfonyl)phen
vl] 3{?H)-pyridazinone;
?-(3,3-Difluoro-?-propenyl)-=1-(-1-fluorophenyl)-~-[-~-(aminosulfonyl)pheny
l] 3(2H)-pyridazinone;   2 7 MAY 2003 WO 00I24719 PCT/US99/25234
2-{a-Methyl-3-fluorobenzyl)-~-(4-fluorophenyl)-5-[4-(aminosulfonyl)phenyl]
3(2H)-pyridazinone; 2-(
1-Cyclohexenylmethyl)--I-(4-fluorophenyl)-5-[4-(aminosulfonyl)phenyl]-3(2H)
pyridazinone; 2-{a-Methyl-?,3.4-trifluorobenzyl)-:I-(4-fluoropheny 1')-~-[4
(aminosulfonyl)phenyl]-3(2H)-pyrtdazinone;
2-(a-Methyl-3,~-difluorobenzyl)-4-(4-fluorophenyl)-~-[~-(aminosulfonyl)phen
y I] 3(2H)-pyridazinone;
2-(a-Methyl-3,~4-difluorobenzyl)-4-(4-fluorophenyl)-~-[~-(aminosulfonyl)phe
nyl] t o 3(2H j-pyridazinone;
2-(3-Fluorobenzyl)--I-(=I-tluorophenyl)-s-[~-(aminosulfonyl)phenyl]-3(2H)
pyridazinone;
2-{~-Fluorobenzyl)-4-(-I-fluorophenyl)-~-[~-(ammosulfonyl)phenyl]-3(2H) 



pyridazinone; l5
?-(2,~,6-Trifluorobenzyl)--I-(~-fluorophenyl)-~-[~-(ammosulfonyl)phenyl]-3(
2H) pyridazinone;
2-(?,4,5-Trifluorobenzyl)--I-(-I-f7uorophenyl)-~-[-I-(arainosulfonyl)phenyl
]-3("_'I-I) pyridazinone;
2-(?,3,~1-Trifluorobenzyl)--I-(=1-fluorophenyl)-~-[-l-(ammosulfonyl)phenyl]
-3(2H) 2o pyridazinone;
2-(=4,4,4-Trifluoro-3-methyl-2E-butenvl)-4-{-I-fluorophenyl)-5-[~1
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
2-(:I-Biphenyl)-~-(:I-fluorophenyl)-~-[=1-(methylsulfom l)phenyl]-3(2H)
pyridazinone; 25 '_'-(~-Bromophenyl)-~-(~-fluorophenyl )->-[4-( methyl
sulfonyl )phenyl ]-3 (2 H) pyridaztnone;
2-{-I-Nitrophenyl)-.~-(4-fluorophenylj-~-[-I-(methylsulionyl)phenvl]-3(2H)
pvridaz~none; ''-(~-Phenoxvphenyl)--:-(.I-fluorophenvl)-5-[~-(methv
lsulfonyl )phenyl]-3(2I-I) ;.t   2 7 M AY 2003 WO 00/24'19 pyridazinone,
PCT/US99i?5234
2-(4-t-Butylphenyl)-4-(~.-fluorophenyl)-S-[~-(methylsulfonyl)phenyl]-3(2H)
pyridazinone; 2-(~-Chlorophenyl )-4-(-l-fluorophenyl )-5-[~-(methylsul
fonyl)phenyl]-3 (2H) pyridazinone;
2-(3-Methylphenyl)-~-{4-fluorophenyl)-~-[=4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone;
2-(3-Vinylphenyl)-4-(~-tluorophenyl)-~-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone;
?-('_'-Fonnvlphcnyl)--~-(-1-fluorophenyl)-~-[.1-(methylsulfonyl)phenyl]-3(2
H) pyndazinone; 2-(''-Nitrophenyl)-4-(4-fluoropheny
1)-~-[4-(methylsulfonyl)phenyl]-3(2H) pyridazinone;
2-(3-Chlorophenyl)-4-(4-fluorophenyl)-s-[:~-(methylsulfonyl)phenyl]-3(2H)
15 pyridazinone;
2-(3-Bromophenyl)--1-(~-fluorophenyl)-~-[.1-(methylsulfonyl)phenyl]-3(?H)
pyridazinone;
2-(-~-Cyanophenyl)-4-{.~-fluorophenyl)-~-[4-(methylsulfonvl)phenyl]-3(2H)
pyridazinone; 30
2-(5-Mothyl-2-thienyl))-.~-(4-fluorophenyl)-~-[4-(methylsulfonyl)phenyl]-3(
2H) pyridazinone;
2-{3-Biphenyl)-=1-(4-fluorophenyl)-~-[=1-(methylsulfonvl)phenyl]-3(?H)
pyridazinone:
?-(3.~-Dimethylphenyl)-=1-(4-f7uorophenyl)-s-[4-(methvlsulfonyl)phenyl]-3(2
H) ?5 pyridazmone; 2-~3,-1-Difluoropheny 1 )-4-(~-fluorobenzyl)-~-[~-(
methylsulfonyl)phenyl J-3(?H) pyridazinone; ?-{.i-Chloro--~-fluorophenyl
j--l-(4-fluorobenzyl)-~-[4-(methylsulfonyl)phenylJ 3('_'1-1)-pyrtdazmone;
5s   2 ? M AY 2003 W O 00/2.l719 PCT!US99/25234
2-(?-Thienyl)-4-(4-fluorophenyt)-~-[4-(methylsulfonyt)phenyl]-3(2H)
pyridazinone;
2-(~-Trifluoromethylphenyl)-4-(~-fluorophenyl)-~-[~4-(methylsulfonyl)phenvl
] 3 (? H)-pyridazmone; 2-[.I-(
1-Pyrroyl)phenyl]-4-(4-fluorophenyl)-5-[~-(methvlsulfonyl)phenyl]-3(2I-1)
pyridazinone;
2-(~-Chloro-?-thienyl)-~-(4-fluorophenyl)-~-[4-(methvlsuIfonyl)phenyl]-3(2H
) pyridazinone; 2-(4-Methylphenyl)-~-(4-fluorophenyl)-J-[=1-(methylsulfonyl
)phenyl]-3(2H) 10 pyridazinone;
2-(~l-Fluorophenyl)-:~-(2-ethyl-1-hey:ylovy)-~-[4-(mcthylsulFonvl)phenyl]-3
('_'H) pyridazinone;
2-(3-Thienyl)-4-(4-fluorophenyl)-5-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone; 15
2-(3,5-Difluorophenyl)-4-(4-fluorophenyl)-5-[4-(methylsulfonyl)phenyl]-3(3H
) pyridazinone;
?-(2.=l-Difluorophenyl)-4-{~-fluorophenyl)-~-[=4-(methylsulfonyl)phenyl]-3(
2H) pyridazinone; 2-(3,~-Ditluorophenyl)-~-(4-f7uorophenyl)-5-[ ~-(methy
lsulfony l )phenyl]-3 (2H ) 0 pyridazinone;
2-(3-Furyl)-4-(~-fluorophenyl)-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazin
one;
2-(3-Fluoro-=~-methoxyphenyl)-4-(4-fluorophenyl)-~-[~-(methylsulfonvl)pheny
l] 3(2H)-pyridazinone;
2-(2-Fluorophenyl)-4-(4-fluorophenyl)-~-[4-(methylsulfonyl)phenyl]-3(2H) 5
pyridazinone;
'?-[=I-(Aminosulfonyl)phenyl]--1-(4-tluorophenyl)-~-[~l-(methylsulfonyl)phe
nvl] 3 (2I-I)-pyr~dazinone;
2-(3-Chloro-4-fluorophenyl)-.I-(4-fluorophenyl)-~-[.~-(methylsulfonyl)pheny
l J 312H)-pyr~dazinone; ~ t7   ~ 7 MAY Z003 WO 00/2.t719 PCT,'L S99/25234
2-(3,~-Dichlorophenyl)-4-(~4-fluorophenyl)-~-[~-(methvlsulfonyl)phenyl]-3(2
H) pyridazinone;
2-(4-Fluoro-3-methylphenyl)-4-(~-fluorophenyl)-5-[4-(methylsulfonyl)phenyl]
3(2H)-pyridazinone; 2-(.l-Chloro-3-fluorophenyl)-4-(~-fluoropheny
l)-5-[4-(methylsulfunyl)phenyl] 3(2H)-pyridaztnone;
2-(:~-Chloro-2-fluorophenyl)-4-(-~-fluorophenyl)-5-[~-(methylsulfonyl)pheny
l] 3('_'H)-pyr~dazinone; 2-(
1-AdamantyloYycarbonyl)-4-(4-fluorophenyl)-~-[=~-( methylsulfonyl)phenyl]
3(2H)-pyridazinone,
2-(?.?,2-Trifluoroethyl)-4-(.~-fluorobenzyl)-~-[=1-(methv
lsulfonyl)phenyl]-3(?H) pyridazinone;
2-(4-Fluorophenyl)-~-{4-fluorophenoxymethyl)-~-[=~-(methylsulfonyl)phenyl]
3(2H)-pyridazinone; 15
?-(4-Fluorophenyl)-=1-(3-fluorophenoxymethyl)-~-[4-(methylsulfonyl)phenyl]
3(2H)-pyridazinone;
2-(4-Fluorophenyl)--1-phenoxymethyl-5-[4-(methylsulfonyl)phenvl]-3(2H)
pyridazinone; 2-{4-Fluorophenyl)-~-(t-butylthiomethyl)-~-[4-(methv
lsulfonyl)phenyl]-3('?H) 2o pyridazinone;
2-(4-Fluorophenyl)--~-(2-methylpropylthiomethyl)-~-[-:-(methylsulfonyl)phen
yl] 3(?H)-pyridazinone;
2-(.1-Fluorophenvl)-~-(2-propo:cy)-~-[4-(methylthio)phenyl]-3(2H)-pyridazin
one; '-(~-Fluorophenyl)-.~-(?-propoay)-~-[4-(methylsulfom 1)phenyl]-3(2H)
2~ pyridazinone; 2-(3-Chlorophenyl)-=l-{2-propoxy)-~-[.~-{methylsulfom 1
)phenyl]-3(?H) pyridazinone; ~-(
3-Fluorophenyl)--1-{?-propoxy)-~-[-1-(methylsultow ljphenylJ-3(2H)
pyridazinone; ;7   2 7 MAY 2003 VI'O U0/2.1719 PCT/G'S99I25234
2-(3-Bromophenyl)-4-(2-propoxy)-5-[4-(methylsulfom 1)phenyl]-3(2H)
pyridazinone;
2-(2,5-Difluorophenyl)-4-(?-propoxy)-~-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone; 2-(3-Chloro-4-t7uorophenyl)-4-(?-methylpropoxy)-~-[3-fluoro-4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone:
2-(3,4-Difluorophenyl)-4-(4-fjuorophenyl)-5-[3-methyl-4-(methy
Isulfonyl)phenvl] 3(2l-1)-pyridazinone;
2-(3-Chlorophenyl)-4-(4-fluorophenoxymethyi}-~-[4-(methylsulfonyl)phenvl]
3(2H)-pyridazinone; ?-(3-Chlorophenyl)-4-(benzoyloxymethyl )-~-[4-(methy
IsulFonyl )phenyl]-3(2H) pyridazinone;
2-(2,?,2-Trif7uoroethyl)-4-{3-methylbutyl)-~-[4-(methv
lsulfonyl)phenyl]-3(2H) pyridazinone; 15
2-(2,?.~'-Trifluoroethyl}-4-(4-fluoro-3-methylphenyl)-~-[4
(methylsulfonyl}phenyl]-3(2H)-pyridazinone;
2-(2,2.2-Trifluoroethyl)-4-(3.~-dichlorophenyl)-5-[4-(methylsulfonyl)phenyl
] 3(2H)-pyridazinone;
2-(2,2,2-Tritluoroethyl)-4-(3-ethoxyphenyl)-5-[4-(methv
Isulfonyl)phenyl]-3(2H> 2o pyridazinone;
2-(2,2,''-Trit~luoroethyl)-4-(4-trifluoromethylphenyl)-~-[4-(methvlsulfonyl
)phenyi] 3(2H)-pyridazinone;
2-(2,2,?-Trifluoroethyl)-4-(~-nitrophenyl)-~-[4-(methvlsulfonyl)phenyl]-3(2
H) pyridazinone; 25 2-(2,?.2-Tntluoroethyl)-4-(?-methvlphenyl)-5-[4-(methv
lsulfonyl)phenyl]-3(2I-I) pyridazinone;
2-(2.2,2-Tnfluoroethyl)-4-(-1-vinvlphenvl)-~-[4-(methv !sulfonyl )phenyl]-
~(?H) pyridazinone; 



2-('?.'_'.''-Tritluoroethyl)-4-[3-(trif7uoromethyl)phenyl]-~-[4 ~8   WO
00/2.1^19 (methylsulfonyl)phenyl]-3(2H}-pyridazinone;
2-(2,'_',?-Trifluoroethyl)-4-(3-fluoro-4-methoxyphenyl)-~-[4
(methylsulfonyl)phenyl]-3(2I-I)-pyridazinone;
2-(2,?,2-Trifluoroethyl}-4-(3-fluoro-4-methylphenyl)-s-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(2.2.?-Trifluoroethyl)-~-(3.5-difluoro-4-methoxyphenyl)-~-[:~
(methylsulfonyl)phenyl]-3(2H)-pyridazinone; 21 M AY 2003 PCT~'US99/25234
2-(?.?.2-Trifluoroethyl)-4-( 1-oxo-I ,3-dihydro-?-benzofuran-~-yl)-~-[~
(methylsulfonyl)phenyl]-3(?H)-pyridazinone;
'_'-(?,'',?-Trifluoroethyl)-.~-(2-propenyl)-5-[~.-(methylsulfonyl}phenyl]-3
(2H) pyridazmone;
'_'-(2,2,2-Trifluoroethyl)--~-(?-buten-?-yl)-~-[4-(methylsulfonyl)phenyl]-3
(2H) pyridazinone;
2-('_',?,?-Trifluoroethyl)-4-(3-fluorobenzyl)-~-[~-(methylsulfonyl)phenyl]-
3{2H) 15 pyridazinone;
2-(2,'_.2-Trifluoroethyl)-4-(1-cyclohexenyl)-s-[=1-(methylsulfonyl)phenylJ-
3(2H) pyridazinone;
2-(?,?,2-Trifluoroethyl)-~-(3-methylbutyl)-~-[3-fluoro--~-(aminosulfonyl)ph
enyl] 3 (2H)-pyridazinone; 30
2-(2,'_',2-Trifluoroethyl)-~-benzyl-5-[4-lmethylsulfonyl)phenyl]-3(2H)
pyridazinone;
?-(4-FluorophenyJ)-4-cyclohexyl-5-[~-(methylsulfonyl)phenyl]-3 (2H)
pyridazmone; '_'-(-1-Fluorophenyl)-~.-( ~l-methylphenyl)-~-[4-(methylsul
fonyl )pheny l]-3(2H) pyridazinone; '_'-(-~-Fluorophenyl)-.~-benzyl-3-[.~-(
methvlsul fonyl )phenyl]-3('?H)-pyridazinone;
''-(~-Fluorophenyl)-4-(phenylethynyl)-~-[~-(methylsulfonyl)phenyl]-3(2H)
pyridazmone:
?-(3,4-Difluorophenyl)--1-cvclohewl-~-[=)-(methylsulfonyl)pheny l]-3(2I-~)
~9   17 M AY 2003 WO 00l24719 pyridazinone; P CT/U S99/25234
2-(3,4-Difluorophenyl)-4-benzyl-~-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone;
2-(3,4-Difluorophenyl)-4-(4-methylphenyl)-5-[4-{methylsulfonyl)phenyl]-3(2H
) pyridazinone;
2-{3,4-Difluorophenyl)--1-(4-fluoro-3-methylphenyl)-S-[4-(methylsulfonyl)ph
enyl] 3(~H)-pyridazinone;
2-(3.4-Difluorophenyl)-~-[=1-(methylsulfonyl)phenyl]--I-vinyl-p?H)-pyridazi
none;
2-(3,4-Difluorophenyl)-4-(2-thienyl)-~-(4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone; 2-(3,4-Difluorophenyl)--1-(
1-propynyl)-~-[:~-(methylsulfonyl)phenyl]-3(2H) pyridazinone;
?-(3,4-Difluorophenyl)--l-t-butyl-5-[4-(methylsulfonyl)phenvl]-3(?H)
pyridazinone; 15
2-(?,2,2-Trifluoroethyl)--1-cyclohexyl-~-[4-(methylsulfonyl )phenyl]-3(2H)
pyridazinone;
?-(3-Chlorophenyl)-4-(3-fluorobenzyl)-5-[4-(methylsulfonyl)phenyl]-3(2f-I)
pyridazinone;
2-(4-Fluorophenyl)-4-(3-fluorobenzyl)-5-[4-(methylsulfonyl)phenvl]-3(2H) 2o
pyridazinone;
2-(3,4-Difluorophenyl)-4-(3-fluorobenzyl)-~-[4-(methylsulfonyl)phenyl]-3(2H
) pyridazmone;
2-(3-Chlorophenyl)-4-(4-fluoro-3-methylphenyl)-~-[4-(methylsulfonyl)phenyl]
3 (2H)-pyridazinone; 25
2-(4-Fluorophenyl)-:~-{-1-fluoro-3-methvlphenyl)-5-[-1-(methylsulfonvl)phen
yl] 3(2H)-pyridazinone:
2-(3-Chloro-4-fluorophenyl)-.~-cyclohexyl-s-[4-(methvlsulfonyl)phenvl]-3(?H
) pyridazinone; 2-(3-Chloro--l-Iluorophenyl
j-4-(=l-fluoro-3-methylphenvl)-~-[-4 0o   2 ? M AY 2003 W'O 00/247I9
PCT/LJS99~'25234 (methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-{3-Chloro-4-fluorophenyl)-~-benzyl-~-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone; ?-(3-Chloro-4-fluorophenyl j-:~-(3-fluorobenzyl)-~-[-1-(
methylsulfonyl)phenyl] 3(2H)-pyridazinone;
2-(4-Fluorophenyl)-~.-{3-fluoro-:~-methylphenyl)-5-[-1-(
methylsulfonyl)phenyl] 3 (2H)-pyridazinone;
-(3-Chloro-4-fluorophenyl)-4-(3.~-difluoro--~-methow phenyl)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone:
?-(3-Chloro-~4-fluorophenvl)-=1-(3-m~thylbutyl)-~-[3-fluoro-:~
(methylsulfonvl jphenyl]-3(2H)-pyridazinone;
2-(4-Fluorophenyl)-~-(3-fluorobenzyl)-~-[~4-(aminosulfonyl)phenyl]-3(2H)
pyridazinone; 2-(3.~-Difluorophenyl)-~-(phenylethynyl)-5-[=4-(methv
lsulfonyl)phenyl]-3(2H) 15 pyridazinone;
?-(3.~1-Difluorophenyl)-4-(3,4-difluorobenzyl)-~-[4-(methvlsulfonyl)phenyl]
3(2H)-pyridazinone; 2-(3,4-Difluorophenyl)-=1-(3-methylbutyl)-~-[-i-(methy
lsulfonyl)phenyl]-3(2H) pyridazmone; 2o
2-{3-Chloro-=4-fluorophenyl)-4-(3-methylbutyl)-5-[4-(
methylsulfonyl)phenyl] 3('?H)-pyridazmone; 2-{3,.;
;-Difluorophenyl)-4-(3-methvlbutyl)-5-[3-fluoro-~+-(methylsulfonyl)phenyl J
3(''1-11-pyridazinone:
2-[-4-Fluoro-3-(methylthio)phenyl]--1-(4-fluorophenyl)-s-[-1 25
(methvlsulfonyl)phenyl]-3(2H)-pyridazinone;
'_'-Benzyl-~l-(4-fluorophenyl)-5-[-1-(
trifluoromethylsultom~l)phenyl]-3(2H) pyridazinone:
?-(2.''.?-Tnfluoroethyl)-~-('_'.?-dimethylpropoxy)-~-[-1-( methy lsulfonyl
)phenyl] 3(`'H j-pyridazmone; 6.   ~~ ? MAY 2fl~~ WO 00/247I9
PCT/US99I25234
2-(?,'',2-Trifluoroethyl)-4-(4-methoxyphenoxy)-5-[4-(methylsulfonyl)phenyl]
3(2H)-pyridazinone;
2-(2,~,2-Trifluoroethyl)-4-{2-fluoro-~-trifluoromethylphenoxv)-~-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(2.2,?-Trifluoroethyl)-=I-(4-cyanophenoxy)-5-[~L-(methylsulfonyl)pheny
1]-3(2H) pyridazinone;
2-(2,?,2-Trifluoroethyl)--1-(3-pyridylovy)-~-[4-(methylsulfonyl
jphenyl)-3(2H) pyridazinone;
2-(2,2.?-Trifluoroethyl)-~-(4-n-propylphenoxy)-~-[4-(methylsulfonyl)phenyl]
to 3(2H)-pyridazinone;
2-(?,2,2-Trifluoroethyl)-=t-[~-(methylsulfonyf)phenoxy]-5-[=4
(methylsulfony 1)phenyl]-3(2H)-pyridazinone;
2-(2,2,?-Trifluoroethyl)-4-(4-phenylphenoxy)-3-[~-(methylsulfonyl)phenyl]-3
{2H) pyridazinone; ~ 5
2-(?.2,2-Trifluoroethyl)-4-[2-(methylthio)ethoxy]-5-[=I-lmethylsulfonyl)phe
nyl] 3(2H)-pyridazinone; 2-(2,?,2-Trifluoroethyl)--1-(phenylmethoxy)-~-[4-(
methylsulfonyl)phenyl]-3(2H) pyridazinone; 2-(2,2,2-Trifluoroethyl
)-4-(2-furylmethoxy)-~-[4-(methylsulfonyl)pheny 1]-3(21-i) 20 pyridazinone;
2-(2,'?,2-Trifluoroethyl)-4-[2-(3,4-dimethoxyphenyl)ethoxy)]-5-[~
(methylsulfonyl)phenyl)-3(2H)-pyridazinone;
?-(2,2,?-Tril7uoroethyl)-~-[?-(4-morpholino)ethoxy)]-s-[4 (methylsulfonyl
)phenyl]-3(?H)-pyridazmone; 25 2-(2,2,''-Trifluoroethyl)-=1-[2-(
1-piperidinyl)ethoxv)]-3-[-1 (methylsulfonyl)phenyl]-3(2H )-pyridazinone:
2-{'_',2.2-Trit7uoroethyl)-=1-[~-(carboaamido)phenoxy)]-3-[~
(methylsulfonyl)phenyl]-3(?H)-pyridazmone; 2-!?,'_'.?-Trifluoroethyl)-~-(
1-indanvloxy)-3-[-1-(methv lsulfonyl)phenyl]-3(''H) c~   WO 00/24719
pyridazinone; 2 7 M AY 2003 PCT!US99/25234
2-(2,2,2-Trifluoroethyl)-~-[4-(acetamido)phenoxy)]-5-[4-(methylsulfonyl)phe
nyl] 3(?H)-pyridazinone;
2-(?,2,?-Trifluoroethyl)-~-(2-methvlpropoxy)-5-[4-(methylsulfonvl)phenyl]-~
(?H) pyridazinone; 2-(?,''.?-Trifluoroethyl)-4-( I
-methylcyclopropylmetho~cy)-5-[=I
(methylsulfonyl)phenyl]-3(2H)-pyridazinone; 2-(?,?,?-Trifluoroethy
1)-=1-(3.3-dimethylbutoxy)-s-[4-(methylsulfonyl)phenyl] 3(~H)-pyridazinone;



2-(3,4-Ditluorophenyl
j--I-(4-chlorophenoxy)-s-[4-(methylsulfonyl)phenyl]-~(2H) pyridazinone;
2-(3.4-Difluorophenyl)--I-(4-bromophenoxy)-~-[a-(methylsulfonyl)phenyl]-3(2
H) pyridazmone;
2-(?,2,2-Trifluoroethyl)-4-(cyclopentylthio)-~-[4-(methylsulfonyi)phenyl]-3
(2H) 15 pyridazinone; 2-(2,2?-Trifluoroethyl)--~-( I
H-1,2,4-triazole-3-ylthio)-~-[4 (methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(2,2,2-Trifluoroethyl)-4-phenylmethylthio-~-[:1-(methylsulfonyl)phenyl]-3
(2H) pyridazinone; 20
2-(2,2,?-Trifluoroethyl)-4-(4-fluorophenylthio)-~-(4-(methylsulfonyl)phenyl
] 3(2H)-pyridazinone;
2-(?,2,?-Trifluoroethyl)-4-(cyclohexylthio)-5-[4-(methylsulfonyl)phenyl]-3(
2H) pyridazinone;
"'-(?,?,2-Trtfluoroethyl)-4-(3-chloro-4-fluorophenylthio)-~-[4 35
(methylsulfonyl)phenyl]-3(2H)-pyridazinone; ''-(2,?.''-Trifluoroethyl
)-4-(?,?.2-trifluoroethylthio)-~-[-I-(methylsulfonyl)phenyl]
3('_I-i)-pyridazinone; ~'-(?,2.?-Tnfluoroethy(
)--~-(tert-butylthio)-~-[=1'-(methy Isulfonyl)phenyl]-3(?H) pyridazinone;
63   WO 00/24 i 19 2 7 M AY 2003 PCT/L' S991'_' S234
2-(2,2,?-Trifluoroethyl)-4-(4-acetamidophenylthio)-5-(-1-(methylsulfonyl)ph
enyl] 3 (2H)-pyridazinone;
2-(?,2,2-Trifluoroethyl)-4-(2-propylthio)-~-[4-(methylsulfonyl)phenyl]-3(2H
) pyridazinone;
2-(?,2,2-Trifluoroethyl)-~l-(2-methylprop-1-ylthio)-~-[-1-(methylsulfonyl)p
henyl] 3(21-I)-pyridazmone;
2-(2,'_',?-Tritluoroethyl)--1-amino-~-(~-(methylsulfonyl)phenyl]-3(2H)
pyridazinone; 2-(2,?,2-Trifluoroethyl)-=1-(3-methoxypropy
lamino)-s-[.~-(methylsulfonvl)phenyl] 3(?H)-pyridazmone;
2-('?,2.'_'-Trifluoroethyl)-~-(cyclopentylamino)-~-[=1-(methylsulfonyl)phen
yl] 3(21-i)-pyridazinone;
2-(?,2.2-Trifluoroethyl)-4-(cyclobuty!amino)-5-[~-(methvlsulfonyl
)phenyl]-3(2>:l) pyridazinone; 15
2-(?,?.2-Trilluoroethyl)-4-(3,=1-dimethoxypheaethylam~no)-5-[~
(methylsulPony!)phenyl]-3(2H)-pyridazinone;
2-(2,2,?-Trifluoroethyl)--t-(cyclohevylamino)-~-[4-(methylsulfonyl)phenyl]-
3(2H) pyridazinone; 2-(?,?,?-Trifluoroethyl)--1-[2-(
1-piperidinyl)ethvlamino]-~-[4 20
(methylsulfont'!)phenyl]-3(2H)-pyridazinone;
2-(2.?,2-Trifluoroethyll-~-{2-tetrahydrofurfurylamino)-~-[4
(methylsulfont'!)phenyl}-3(2H)-pyridazinone;
2-(2,2,2-Trifluoroethyl)-~-(cyclopropylmethylamino)-~-[4
(methylsulfont'!)phenyl]-3(2H)-pyridazinone; 25
?-(?,'_',2-Trifluoroethyl)-4-(2,3-dihydro-1 H-inden-1-ylammo)-~-[4
(methylsulfont'!)phenyl]-3(2H)-pyridazinone; ?-(?,2,?-Trifluoroethyl)-=1-(
1-piperidinyl)-~-[-1-(methylsultonyl)phenyl]-3{2fi) pyridazinone;
2-(?,'_','_'-Tritluoroethyl)-~-( 3-hvdrowpropylamino)-~-[~-t
methvlsulfonyl)phenyl] ba   2 7 M AY 2003 WO 00/2a719 3(2H)-pyridazinone;
PCT/tJS99/1~234 2-(?,2,2-Trifluoroethyl)-4-[3-( 1
H-imidazol-1-y1)propylamino]-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-('_',2.2-Trifluoroethyl)-4-(2R-hydroxylpropylamino)-~-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(?,?.?-Trifluoroethyl)-4-(2-cyanoethylamino)-5-[~-(methylsulfonyl)phenyl]
3(2H)-pyridazinone;
2-('',?,2-Tritluoroethyl)-=~-(~-cvanoanilmo)-~-[~-(meths
lsulfonyl)phenyl]-3(2H) pyridazinone;
2-('','','_'-Trifluoroethyl)-~-[3-methoxy-s-(trifluoromethv 1
)anilino]-~-[4 (methy lsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(2,2.2-Trifluoroethyl)-4-anilino-~-[=1-(methylsulfonyl)phenyl]-3 (2H)
pyridazinone; 2-(?,'_',''-Trif7uoroethyl)-4-(2.~-dimethoxyphenylamino)-5-[4
~5 {methylsulfonyl)phenyl]-3(21-1)-pyridazinone;
2-(2,2,2-Trifluoroethyl)-=1-(3-fluoroanilino)-~-[4-(methv
lsulfonyl)phenyl]-3(2H) pyridazinone;
?-(2,2,2-Trifluoroethyl)-4-(?.4-difluoroanilmo)-5-[~-(methylsulfonyl)phenyl
] 3{2H)-pyridazinone; 30
?-(2,2,2-Trifluoroethyl)-4-(?.3.~-trtfluoroanilino)-~-[=1-Imethylsulfonyl)p
henyl] 3 (2 H)-pyridazinone;
2-(2,'',2-Trifluoroethyl)-=1-(4-ffuoroanilino)-5-[4-(methylsulfonyl)phenyl]
-3(2H) pyridazinone; 2-B enzyl-.~-(3-thieny 1 )-s-[=~-( methy 1 sulfony
1)pheny I ]-3 (? H)-pyridazinone; 2s
2-Benzyl-=l-(2-benzofuranyl)-~-[4-(methylsulfonyl)phenyl]-3(?H)-pyridazinon
e;
2-Benzyl--4-(1-0~:0-1,3-dihydro-?-benzofuran-~-yl)-~-[-1-(methylsulfonyl)ph
envl] 3(21-1)-pyridazinone;
-Benzyl-:~-(~-chloro-2-th~enyl)-~-[=~-(methylsulfonyl)phenyl]-3('?H)-pyrida
zinone; 2-Benzyl-=1-(3-mtrophewl)-~-[-~-(methvlsulfonyl)phem
l]-3(?H)-pyridazmone; 6,   WO 00/2J19 2 7 M AY 2003 PCT/U S99/25234
2-Benzyl-4-(4-vinylphenyl)-~-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-Benzyl-4-(4-trifluormethylphenyl)-~-[4-(methylsulfonyl)phenylJ-3(2H)
pyridazinone;
2-Benzyl-4-(''-methoxyphenyl)-~-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazino
nc; ?-Benzyl-4-(3,4-dimethylphenyl )-~-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone; 2-Benzyl-4-(3-fluoro-4-methoxyphenyl)-5-[4-(methylsul
fonyl)phenyl]-3(2 H) pyridazinone; 2-Benzyl-4-(2-methoxypy
rid-3-yl)-~-[4-(methylsulfonyl )phenyl]-3(2H) pyridazinone;
2-Benzyl-4-(3-ethoxyphenyl)-~-[-1-(methylsulfonyl)phenyl]-3(2H)-pyridazmone
,
2-Benzyl-4-(4-fluorobenzyl)-~-[4-(methylsulfonyl)phenyl]-(2H)-pyridazinone;
?-(tert-Butyl)-4-(3-methylbutoxy)-~-[4-(methylsulfonyl)phenvl]-3(2I-1)
pyridazinone; l5 2-(3-Chlorophenyl)-=I-methoxy-5-[4-(methylsulfonyl
)phenyl]-3(?H)-pyridazmone;
2-(3-Chlorophenyl)-4-hydroxy-S-[4-(methylsulfonyl)phenyl]-3('_'H)-pyridazin
one; 2-(3-Chlorophenyl)-4-chloro-5-[4-(methylsulfony
1)phenyl]-3(2H)-pyridazinone,
2-(3-Chlorophenyl}-4-(2-methylpropoxy)-5-[4-(methylsulfony l)phenyl]-3(2H)
pyridazinone; 20 2-(3-Chlorophenyl)-4-(t-butoxy)-~-[4-(methy
lsulfonyl)phenyl]-3(2I-I) pyridazinone;
2-(3-Chlorophenyl)-4-(cyclohexyloxy)-~-[4-(methylsulfonyl )phenyl]-3(2H}
pyridazinone;
2-(3-Chlorophenyl}-4-(2.2-dtmethylpropoxy)-5-[4-(methylsulfonvl)phenyl]-3('
_'H 1 35 pyridazinone;
?-(3-Chlorophenyl)-4-(3-methvlbutoxy)-5-[4-(methylsulibnyl)phenyl]-3(?I-I)
pyridazinone; 2-(3-Chloropheny
I)--~-(3-octyn-1-yloxy)-~-[4-(methylsulfonyl)phenyl]-3(2H ) pyridazinone;
66   W'O 00/24719 2 ? MAY 2003 PCT/US99125.'.3.t
2-(3-Chlorophenyl)-4-[?-(dimethylamino)ethoxy]-S-[4-(methylsulfonyl)phenyl]
3(2H)-pyridazinone; 2-(3-Chlorophenyl)-4-[?-methyl-1-(
I-methylethyl)propoxy]-~-[4 (methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(3-Chlorophenyl)-4-(phenoxy)-~-[-I-(methylsulfonyl)phenyl]-3(2H)
pyridazinone;
2-(3-Chlorophenyl)-:~-[3-(dimethylamino)phenoxy]-5-[4-(methylsulfonyl)pheny
l] 3(2H)-pyridazinone:
2-(3-Chlorophenyl)-4-(=~-methoxyphenoxy)-~-[4-(methvlsulfonyl)phenyl]-3(?H)
l0 pyridazinone;
2-{3.4-Ditluorophenyl)-4-(2-methylpropoxy)-~-[-~-(methvlsulfonyl)phenvl]-3(
2H) pyridaztnone;
2-(3,4-Difluorophenyl)-4-(3-methyl-1-butoxy)-~-[4-(methylsulfonyl)phenyl]
3(2H)-pyridazinone; ~ 5 ?-(3,4-Difluorophenyl
)-4-(4-fluorophenoxy)-~-[3-fluoro-4
(methylsulfonyl)phenyl)-3(2H)-pyridazinone;
2-(3,4-Difluorophenyl)-4-(?,2-dimethylpropoxy)-5-[=t-(methylsulfonyl)phenyl
] 3(2H)-pyridazinone;
2-(3,4-Difluorophenyl)-4-[2-(isopropoxy)ethoxy]-5-[~4-(methylsulfonyl)phenv
l] 20 3(2H)-pyridazinone;
2-(3,4-Difluorophenyl)-4-(3-methylpentyloxy)-5-[4-(methylsulfonyl)phenyl]
3(2H)-pyridazinone; 2-(3,4-Difluorophenyll-4-(4-methyl-3-penten-I
-yloxy)-5-[4 (methylsulfonyl)phenyl]-~-3(2H)-pyridazinone; 



25 ''-{3,4-Difluorophenyl )-4-[3-(methoxy)butoxy]-~-[4-(methy
lsulfonyl)phenyl] 3(2H)-pyridaztnone;
2-(3-Chlorophenyl)-4-(N-methylbenzylamino)-~-[4-(methylsulfonyl)phenyl]
3('?H)-pyridazinone; 2-(4-Fluorophenvl)-4-(
1-piperidinyl)-~-[4-(methvlsulfonvl)phenyl]-3(2H) 6"   WO 00/24719
pyridazinone; 2 ~ M AY 2003 PCT/U S991? 5234 2-(4-Fluorophenyl)-.~-(
1-pyrrolidinyl)-5-[-1-(methylsulfonyl)phenyl]-3(2H) pyridazinone;
?-(3-Chlorophenyl)-=1-(~-methylphenylthio)-5-(~4-(methvlsulfonyl)phenyl]-3(
2H) pyridazinone; 2-(
3-Chlorophenyl)-4-('?-pyridylthio)-5-(=1-(methylsulfont'l)phenyl]-3(?H)
pyridazinone; 2-(3-Chlorophenyl)-4-(phenylmethylthio)-~-[4-(meths
lsulfonyl)phenyl]-3(2H) pyridazinone; vo
2-(3-Chlorophenyl)-4-(?-furylmethylthio)-~-(-1-(methy
lsulfonyl)phenyl]-3(?H) pyridazinone;
2-(3-Chlorophenyl)--1-]2-(methylpropyl)thio]-5-[~-(methylsulfonyl)phenyl]-3
(2H) pyridazinone;
2-(3-Chlorophenyl)-4-(cyclopentyl)-~-[-1-(methvlsulfonvl)phenyl]-3(?H) 15
pyridazinone;
2-(3-Chlorophenyl)-4-(~-methylpropyl)-5-[-~-(methylsulfonyl)phenyl]-3(2H)
pyridazi none; ?-(3-Chlorophenyl)-4-(cyclopentylmethyl)-~-[4-(methv
lsulfonyl)phenyl]-3(2H) pyridazinone; 20
2-(3-Chlorophenyl)-4-(2-cyclopentylethyl)-~-[~-(methv
lsulfonyl)phenyl]-3(2l-1) pyridazinone;
2-(3-Chlorophenyl)-4-(3-methylbutvl)-~-(4-(mcthylsulfony!)phenyl]-3(2H)
pyridazinone;
2-(3-Chlorophenyl)-~-benzyl-~-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone
, ~5 2-(3-Chlorophenyl)-=1-cycloheYyl-~-[=1-(methylsulfonvl ~phenvl]-3(?H)
pyridazinone; 2-(3-Chlorophenyl)-4-(4-f7uorobenzvl
)-5-(~-(methylsulfonyl)phenyl]-3(?H) pyridazinone;
2-(3-Chlorophenyl)-4-(=4-methylphenyl)-~-[~-(methv lsuiionyl )phenyl]-3(2H)
GS   WO 00/24719 pyridazinone; 2 7 MAY 2003 PCT/US99/2523-t
2-(3,4-Difluorophenyl)--~-(3-fluoro-4-methylphenyl)-s-[~1-(methylsulfonyl)p
henyl] 3(2H)-pyridazinone;
?-(3-Chlorophenyl)-=1-(phenethvl)-~-[~-(methylsulfow i)phenyl]-3(2H)
pyridazinone; 2-(3-Chlorophenyl)-~-{'_'-methylpropoxy)-~-[3-fluoro-.~-I
methylsulfonyl)phenyl] 3(2H)-pyridazinone; 2-(
3-Chlorophenyl)-~-(benzyloxy)-~-[4-(methylsulfoy 1)phenyl]-3(2H)
pyridazinone; )0 2-(:~-Fluorophenyl)-~-(3-methvlbutow
)-~-[4-(methylsulionyl)phenyl]-3(2Hj pyridazinone; 2-(4-F
luorophenyl)-~-(?-methylpropoxy)-~-[=1-(methylsulfonyl )phenyl]-3(2H)
pyridazinone;
2-(4-Fluorophenyl)-=1-(4-fluorobenzyl)-5-[4-(methylsulfonyl)phenyl]-3(?H)
15 pyridazinone:
2-(4-Fluorophenyl)-~-(3-methylbutyl)-~-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone;
2-(Tetrahydro-2H-pyrano-2-yl)-4-(-1-fluorophenyl)-~-[~-lmethylsulfonyl)phen
yl] 3(?H)-pyridazinone; 2o 2-(3-(4-Fluorophenyl)phenyl)-=1-(:l-fl
uorophenyl)-~-[-1-~ methylsul fonyl)phenyl] 3(2H)-pyridazinone;
2-(?,2,2-Trifluoroethyl)-4-(2,2-dimethylpropoxy)-5-[3-fluoro-4
(ammosulfonyl)phenyl]-3(3H)-pyridazinone:
2-(?,2,?-Trifluoroethyl)-4-(?-methylpropoxy)-s-[3-fluoro-=1 25
(ammosulfonyl)phenyl]-3(2H)-pyridazinone:
2-Benzyl-~4-(4-fluorobenzyl)-~-[-L-(aminosulfonyl)phcm
l]-3(2H)-pyridazmone: 2-Benzyl-4-(4-t7uorophenyl)-~-[=1-(aminosulfonyl)phem
I)-3(2H)-pyridazmone;
'?-(4-Fluorophenvl)-~-(~-f7uorophenoxy)-~-[4-(aminosulfonyl)phenyl]-3(2I-I)
pyridazinone; 69   WO 00/2.t719 2 7 M AY 2003 PCT/U S99/25234
2-(3,4-Difluorophenyl)-4-(3-fluoro-4-methylphenyl)-~-[4-(aminosulfonyl)phen
yl] 3(2H)-pyridazinone;
2-(4-Fluorophenyl)-4-(3-fluoro-4-methylphenyl)-5-[4-(aminosulfonyl)phenyl]
3 (21-I)-pyridazinone;
2-(3,4-Difluorophenyl)-4-(4-fluorophenoxy)-5-[4-(ammosulfonyl)phenyl]-3(2H)
py ridazinone;
?-(3-Chloro-4-fluorophenyl)-4-(4-tluoro-3-methylphenvl)-~-[:~
(aminosulfonyl)phenyl]-3(?Hj-pyridazinone;
2-(4-Fluorophenyl)-.~-(=~-fluoro-3-methylphenyl)-~-[4-(aminosulfonyl)phenyl
) 3 ( 2 H)-pyridazinone;
2-(3-Chlorophenyl)-.~-(-1-fluoro-3-methylphenyl)-S-[=I-(aminosulfonyl)pheny
l] 3(2h)-pyridazinone;
2-(3-Chlorophenyl)-4-(3-methylbutyl)-~-[4-(aminosulfonyl)phenyl]-3(2H)
pyridazinone; ~ 5 '_'-(3-Chlorophenyl)-4-(phenethyl)-5-[4-(aminosulfonyl
)phenyl ]-3 (2H) pyridazinone;
2-(3-Chlorophenyl)-4-(3-methylbutoxy)-~-[4-(aminosulfonyl)phenyl]-3{2H)
pyridazinone;
2-(3-Chlorophenyl)-=L-(2-methylpropoxy)-~-[4-(aminosulfonyl)phenyl J-3(2H)
2o pyridazinone;
2-(4-Fluorophenyl)-4-(3-methylbutyl)-5-[4-(aminosulfonyl)phenyl]-3(2H)
pyridazinone;
2-(~l-Fluorophenyl)-4-(2-methylpropoxy)-~-[4-(aminosulfonyl)phenyl]-3(2H)
pyridazinone; 25
=-(:~-Fluorophcnyl)-4-(s-methvlbutoxy)-~-[=)-(aminosulfonyl )phenyl]-3('?Hl
pyridazinone; ?-(t-Butyl)-4-(3-methv 1-1-butoxy)-s-(4-(
aminosulfonvllphenyl]-3 (2H) pyrtdaztnone;
?-(3.-I-Difluorophenvl)--I-(-I-t7uorophenyl)-s-[-I-(aminosulfonyl)phenyl]-3
(?H) ~o   WO 00/2a719 pyndazinone; ~ ? M aY 2003 PCT; US99;2523d
2-{3-ChIoro-4-fluorophenyl)-4-{4-fluorophenyl)-5-[4-(aminosulfonyl)phenyl]
3(2I-I)-pyridazlnone;
2-(3.4-Difluorophenyl)-=1-(=1-fluoro-3-methylphenyl)-~-[4-(aminosulfonyl)ph
enyl] 3 (2H}-pyridazinone;
2-(3.4-Difluorophenyl)-4-(?-methylpropoxy)-~-[4-(ammosulfonyl)phenyl]-3(2H)
pyridazinone; ?-(3,=1-Difluoropheny
l)-4-(3-methylbutyl)-~-[4-(aminosulfonvl)phenyl]-3(2H) pyridazinone)
2-(3-Chloro-4-fluorophenyl)-4-(3-methylbutyl)-~-[=1-(aminosulfonyl)phenyl]
3(2H)-pyridazinone;
2-(3.4-Difluorophenyl)-4-(?,2-dimethylpropoxy)-~-[4-(aminosulfonyl)phenyl)
3 ( 2H)-pyridazinone;
2-(3,4-Difluorophenyl)-4-(4-fluorophenoxy}-5-[3-fluoro-4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
2-(3.3-Difluoro-2-propenyl)]-4-(4-fluorophenyl)-~-[3-fluoro-4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
2-(3,4-Difluorophenyl)-:~-[2-(2-propoxy)ethoxy]-~-[4-(aminosulfonyl)phenyl]
3 (2H)-pyridazinone; 2o
2-(3,4-Difluorophenyl)--1-(4-methyl-3-pentenyloxy)-~-[=4-(aminosulfonyl)phe
nyl] 3(2H)-pyridaz~none;
2-(3-Chlorophenyl)-4-(3-fluorophenoxy)-S-[=~-(methylsulfonyl)phenyl]-3(2H)
pyridazinone;
2-(3-Chlorophenyl)-4-(2-methylpropoxy)-5-[3-fluoro--1-(aminosul
fonyl)phenyl] 'S 3(?H)-pyridazinone;
2-(3-Chlorophenyl)-4-(-1-methylpentyloxy)-~-[4-(methvlsulfonyl)phenyl]-3('_
'H) pyridazinone;
2-(4-Fluorophenyl)-.~-{.~-methylpentyloxy)-~-[-~-(methvlsulfonyl)phenyl]-3(
? H) py ridazinone:   WO 00/247I9 ~, ? M AY 2003 PCT/US99/25234
2-(:~-Fluorophenyl)-4-hydroxy-s-[-1-(methylsulfonyl)phenyi]-3(?H)-pyridazin
one; 2-(4-Fluoropheny l)-4-cyclopropylmethoxy-~-[4-(meths
lsulfonyl)phenyl]-3(2H) pyridazinone;
2-(4-Fluorophenyl)-4-(2-cyclopropyl-1-ethoxy)-5-[4-(methylsulfonyl)phenyl]
3 (?H)-pyridazinone; 



2-(3-Chlorophenyl)-=1-cyclopropanemethoxy-?-[4-(methylsuifonyl)phenyl]-3(2H
) pyridazinone; ?-(3-Chlorophenyl)-4-(?-cy
clopropane-1-ethoxy)-s-[~-(methylsulfonyl)phenyl] 3 (2H)-pyridazinone;
2-(4-Fluorophenyl)-=l-(=1-methvlpentyl)-~-[~-(methylsulfonyl)phenyl]-3(2H)
pyridazinone;
2-(3-Chlorophenyl)-4-{4-methylpentyl)-~-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone;
2-(4-Fiuorophenyl)-4-(3-methyl-?-butenoxy)-~-[4-(methylsulfonyl)phenyl]-3(2
H) ~ 5 pyridazinone;
2-(3-Chlorophenyl)-4-(3-methyl-2-butenoxy)-5-[4-(methylsulfonyl)phenyl]-3(2
H) pyridazinone;
2-(4-Fluorophenyl)-4-(:~-methyl-3-pentenyloxy)-~-[4-(methylsuIfonyl)phenyl]
3 (2H)-pyridazinone: 20
2-(4-Fluorophenyl)-4-{3-methyl-3-butenoxy)-5-[~-(methylsulfonyl)phenvl]-3(?
H) pyridazinone;
2-(3-Chlorophenyl)-4-(-1-methyl-3-pentenyloxy)-~-[-~-(methylsulfonyl)phenyl
] 3(?H)-pyridazinone;
2-(3-Chlorophenyl)-.~-(3-methyl-3-butenoxyj-5-[4-(methylsulfonyl)phenyl]-3(
2H) 25 pyridazinone; 2-{4-Fluorophenyl)-~4-(
1.~-hexadienyl-3-oxy)-~-(~4-(mmhvlsulfonyl)phenyl]-3(2H) p~~ridazinone;
2-{4-Fluorophenyl)-=1-( 5-methyl-''-hexyloxv)-~-[~-(me;
hvlsuifonvl)phenyl)-3(?H) pyridazinone:   2 ? ~p,Y 2003 WO 00/24719
PCT/US99/35234
2-(4-Fluorophenyl)-4-(2-ethyl-1-butoxy)-~-[4-(methvlsulfonyl)phenyl]-3 (2H)
pyridazinone;
2-(4-Fluorophenyl)-4-(2-thioisopropyl-I-ethoxy)-5-[4-(methylsulfonyl)phenyl
] 3(2H)-pyridazinone; 2-(4-Fluorophenyl
)-4-(3-methylthio-1-hexyloxy)-~-[4-(methylsulfonyl)phenyl] 3 (2
H)-pyridazmone;
2-(4-Fluorophenyl)-4-(2-methyl-4-pentenyl-1-oxy)-~-[-1-(methylsulfonyl)phen
yl] 3(2H)-pyridazinone;
2-(3,4-Difluorophenyl)-4-(3-trifluoromethyl-I-butoxv)-5-[4 10
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(3,4-Difluorophenyl)-4-ethoxy-~-[4-(methylsulfoy 1)phenyl]-3(2H)
pyridazinone;
2-(3,4-Difluorophenyl)-4-(4-methyl-I-pentyloxy)->-[-1-(methylsulfonyl)pheny
l] 3(2H)-pyridazinone; 15
2-(3,4-Difluorophenvl)-4-(4-methyl-2-pentyloxy)-~-[-i-(methylsulfonyl)pheny
l] 3(2H)-pyridazinone;
2-(3,4-Difluorophenyl)-4-(2-cyclopentyl-I-ethoxy)-5-[4-(methylsulfonyl)phen
yl} 3 (2H)-pyridazinone; 2-( 3,4-Difluoropheny
l)-4-(2-cyclopent-''-enyl-1-ethow)-~-[4 20
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(2-Hydroxy-2-phenylethyl}--I-(4-fluorophenyl)-5-[4-(methylsul
fonyl)phenyl] 3(2H)-pyridazinone;
2-(2-Methoxy-2-phenylethyl)-4-(4-fluorophenyl)-~-[-1-{
methylsulfonyl)phenyl] 3(2H)-pyridazinone; 25
?-(2-Methoxyimmo-2-phenylethyl )-=1-(4-fluoropheny )-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(3,4-Difluorophenyl)-4-(4-methylpentyl)-~-[4-(methv
lsulfonyl)phenv!]-3(?H) pyridazinone;
2-(3,4-Dilluorophenyl)-4-{~-methyl-1-butoxy)-~-[4-(ammosulfonyl)phenyl]
r2 7 MAY Z003 WO 00/2a719 3 (2H)-pyridazinone; PCT/US99/25234 ?-(2,?,2-Tri
t7uoroethyl)-~-(2,3-dimethylpropoxy)-~-[4-{aminosulfonyl)phenyl]
3(2H)-pyridazinone;
2-(?,?,?-Trifluoroethyl)--~-(3-methylbutoxv)-~-[~-(methylsulfonyl)phenyl]-3
(~II) pyridazinone;
2-(?,2.2-Trifluoroethyl)-=1-(3-methylbutovy)-~-[4-(ammosulfonyl)phenyl]-3(2
H) pyridazinone;
2-(2,?,2-Trifluoroethyl)-4-(2-methylpropoxv)-~-[~-(am~nosulfonyl)phenyl]-3(
?H) pyridazinone; I0
2-(2.3,3-Trifluoropropenyl)-4-{4-fluorophcnyl)-s-[~-(ammosulfonyl )phenyl]
3(2H)-pyridazinone; 2-(4-fluorophenyl)-4-(3-hydroxy-3-methyl-1-butoxy)-~-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(3,4-Difluorophenyl)-4-(2-hydroxy-2-methyl-1-propoxy)-s-[-1 ~5
(methylsulfonyl)phenyl]-3(2I-i)-pyridazinone;
'?-(3,4-Difluorophenyl)-4-methoxy-~-[4-(methylsulfonyl)phenyl]-3(2I-I)
pyridazinone; '_'-(?,3,4,5,6-Pentafluorobenzyl)-~4-(4-fluorophenyl)-5-[~
(dimethylamino)methylaminosulfonylpheny IJ-3(?H)-pyridazmone; 20
2-(?,4-Difluorobenzyl)-~-(4-fluorophenyl)-5-[4 (dimethy lamino)methylami
nosulfony lphenyl]-3 (? H)-pyridazinone;
(=1-Fluorophenyl)-5-[4-{methylselenonyl)phenyl]-3(2H)-pyridazinone;
2-(3,4-Difluorophenyl)-4-(3-fluorophenyl)-~-[4-(methylsulfonyl)phenyl]-3(2H
) pyridazinone; 25 2-(4-Fluorophenyl)-~-(3-fluorophenyl
)-5-[:~-(methylsulfonvl)phenyl]-3(2H) pyridazmone;
2-(3,4-Difluorophenyl)--1-(2-hydroxy-?-methyl-1-propoay)-~-[
(aminosulfonyl)phenyl]-3(2H)-pyridazmone;
?-(3.4-Difluorophenyi)-.1-(=-oxo-1-propoayl-~-[-4-{methvlsulfonyl)phenyl]-3
(2H) 7-1   2 ? M AY 2003 WO 0012719 PCT/US99/2523-t pyridazinone;
2-(3,4-Difluorophenyl)-~-[?-(methoxyimino)-1-propoxy]-~-[4
(methylsulfonyl)phenyl]-3(2H)-pyridaztnone; (S
j-?-(3,4-Ditluorophenyl)-4-(3-hydroxy-2-methyl- I -propoxy)-~-[=1
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
(R)-2-(3,~-Difluorophenyl)-4-(3-hydroxy-''-methyl-1-propoxy)-~-[=I
(methylsulfonyljphenyl]-3(2H)-pyridazmone; (S)-?-(3,4-Difluoropheny
I)-~-(3-hvdroxy-?-methyl- I -propoxy)-~-[.~
(aminosulfonyl)phenyl]-3(2H)-pyridazinone; (R)-2-(3,4-Ditluoropheny I
)-4-(3-hydroxy-2-methyl-1-propoxy)-5-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
2-(4-Fluorophenyl)-4-(4-hydroxy-3-methyl-1-butoxy)-~-[4 (methylsulfonyl
)phenyl]-3(2Hj-pyridazinone;
2-(3,4-Difluorophenyl)-4-(3-oxo-1-butoxyj->-[4-(methylsulfonyl)phenyl]-3(2H
) 15 pyridazinone;
?-(4-Fluorophenyl)-4-(3-oxo-1-butoxy)-5-[-1-(methylsulfonyl)phenvl]-3(2H)
pyridazinone; 2-(4-Fluorophenyl)-4~(4-hydroxy-?-methyl-1-butoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone; 30
2-(4-Fluorophenyl)-4-(3-hydroxy-3-methyl-1-butoxy)-5-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
2-(3,4-Difluorophenyl)-4-(3-hydroxy-3-methyl-1-butoxy)-5-[4 (
methylsulfonyl)phenyl]-3(2H)-pyridazinone;
?-(3,=1-Difluorophenyl)-~-(3-hydroxy-3-methyl-1-butoxy)-5-[4 25
(aminosulfonyljphenyl]-3(2H)-pyridazinone; ?-(3-Chloro-4-fluorophenyl
)--~-(3-hydroxy-3-methyl-1-butoxy)-~-[-1 (methylsulfonyl)phenyl]-3(2H
j-pyridazinone;
2-(3-Chloro-4-lluorophenyl)-~-(3-hydroxy-3-methyl-1-butoxyj-~-[-t
(am~nosulfonyl)phenyl]-3(~'H)-pyridazinone: 7;   WO 00;24719
2-(3-Chlorophenyl)-4-(~-hydroxy-3-methyl-1-butoxv )-~-[=4
(methylsulfonyl)phenyl]-3 (2H)-pyridazinone;
2-(3-Chlorophenyl)-~-(3-hydroxy-3-methyl-1-butoxy)-~-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone; 2-(~-Fluorophenyl)-4-(2-by
droxy-2-methyl-1-propoxv )-~-[4 (methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(4-Fluorophenyl)-.~-(2-hvdroxy-2-methyl-1-propoxv )-~-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone; 2 7 M AY 2003 PCT/US99l25234
2-(3-Chloro-4-fluorophenyl)-.~-(2-hydroxy-2-methyl-1-propoxy)-~-[4 so
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
?-(3-Chloro-~-fluorophenyl)-4-(2-hydroxy-?-methyl- I -propoxy)-~-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
2-(3-Chlorophenyl)-4-(?-hydroxy-2-methyl-1-propoxv )-~-[4
(mcthylsulfonyl)phenyl]-3(2H)-pyridazinone; t 5
2-(3-Chlorophenyl)-4-(2-hvdroxy-2-methyl-1-propow )-~-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
?-(2,?,?-Trifluoroethyl)-4-(2-hydroxv-2-methyl-1-propoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(?,`_',2-Trifluoroethyl)-4-(2-hydroxy-2-methyl-1-propovy)-~-[:1 2o
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
2-(?,2,2-Trifluoroethyl)-4-(3-hydroxy-2.?-dimethyl-1-propoxy)-5-[~
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-{?,2,2-Trifluoroethyl)-4-(3-hydroxy-"_'.?-dimethyl-1-propoxy)-5-[~
(aminosulfonyl)phenyl]-3(2H)-pyridazinone; 35
?-(4-Fluorophenyl)-4-(4-hydroxy-3-methyl-1-butoxy)-~-[~ 



(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
?-(3,=1-Difluorophenyl)-~4-(~-hydroav-.;-methyl-1-buto~s )-~-[4
(methylsulFonyl)phenyl]-3(2H)-pyridazinone, ?-(3-Chloro-4-tluorophenvl
)-=1-(~-hydroay-3-methyl-1-butoxy)-~-[~ 'h   2 ? M AY 2003 WO 00/24 i 19
(methylsulfonyl)phenyl]-3(2H)-pyridazinone; 2-(3-Chlorophenyl)-4-(4-hydroxy
-3-methyl-1-butoxy)-~-[~ (methylsulfonyl)phenyl]-3(2H)-pyridazinone;
?-(3.4-Difluorophenyl)-4-(4-hvdroxy-3-methyl-1-butoxy)-~-[4
(aminosulfonyl)phenyl]-3(2Hj-pyridazinone; PCT/US99!25234
2-(3-Chloro-4-fluorophenyl)-4-(:~-hydroxy-3-methyl-1-butoxy)-~-[~
(aminosulfonyl)phenyl]-3(2H)-pyridazinone; ?-(3-Chlorophenyl)-~-(4-hydrox~
-3-methyl-1-butoxy)-s-[4 (aminosulfonyl)phenyl]-3(2H)-pyridazinone: to
(S)-?-(4-Fluorophenyl)-=I-(3-hvdroxy-2-methyl-1-propoxy)-~-[=1
(aminosulfonyl)phenyl]-3(2H)-pyridaztnone;
(R)-2-(4-Fluorophenvl)-4-(3-hydroxy-2-methyl-1-propoxy)-~-[4
(aminosulfonyl)phenyl]-3(2I-I)-pyridazinone;
(S)-2-(3-Chloro-4-f~uorophenyl)-4-(3-hydroxy-2-meths 1-1-propoxy)-S-[4 IS
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
(S)-?-(3-Chloro-4-fluorophenyl)-4-(3-hydroxy-?-methy 1-1-propoxy)-5-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
(R)-'_'-(3-Chloro-4-fluorophenyl)-4-(3-hydroxy-2-methv 1-1-propoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone; 20
(R)-2-(3-Chloro-4-fluorophenyl)-4-(3-hydroxy-?-methv 1-1-propoxy)-~-[4
(aminosul fonyl)phenyl]-3(2H)-pyridazinone;
(S)-2-(~-Chlorophenyl)-4-(3-hydroxy-2-methyl-1-propoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
(S)-'_'-(3-Chlorophenyl)-4-(3-hydroxy-2-methyl-1-propoxy)-~-[~ 35
(ammosulfonyl)phenyl]-3(2H)-pyridazinone, (R)-?-(3-Chlorophenyl)-4-(
3-hydroxy-2-methyl-1-propoxy)-5-[4
(methylsulfonyl)phenyl-3(2H)-pyridazinone,
(R)-'_'-(3-Chlorophenyl)-4-(3-hvdroxy-2-methyl-1-propoxy)-5-[-1
(aminosulfonyl)phenyl]-3 (2H)-pyridazinone:   2 ? MAC 2403 PCTIUS99I25234
WO OOI2~l'719 _~_
`?,''?_Tritluoroethyl)-4-(~-hydroxy-2-methyl-1-propoxy)-~-[`l' (S)_( ..
(methylsulfonyl)phenyl]-3(2 H)-Pyridazinone; __ ~
2,''-Trifluoroethy'1)-4-(~-hYdroxy-?-methyl-1-Propoxy)-5-[`l(S) _ (-.,
(aminosulfonyl)phenyl]-3(~H)-Pyridazinone; _~_ ~ '~
~_Trifluoroethyl)-4'(''hydroxy ='-methyl-1-proPoxy)-~-[=1(R) _ (_,_,_
(methylsulfonyl)phenyl]-~(.?~l)-pyridazinone; _~_  ~
2-Trifluoroethyl)-W(~-hf~drxy-2-methyl-1-propoxy)-~-[4_ (R~ .. (_.... (
aminosul fonyl)phenyl]-a (~ H)-Py'ridazinone; ~_
~_Fluorophenyl)-~-(~-hy'droxy-2,?-dimethyl-1-proPox-``)-~-[~_ ~( (
methylsulfonyl~phenY l]-~ (~ H )-pYridazinone, _
~-Fluorophenyl)-'~-(~-hydroxy-?,?-dimethyl-1-proPoxy)-~-[=1..(
(aminosulfonyl)phenyl]-~(2H)-Pyridazinone; ~_ ~
:~-Difluorophenyl)-4-(3-hydroxy-?.Z-dimethyl-1-ProPoxy)-~-[~_
(methylsulfonyl)pheny I]-3 (2H)-Pyridazinone;  _ ~ 4-Difluorophenyl)-~-(
~-hydroxy-2,2-dlmethyl-1-ProPoxy 1-~'[-1.- ( ~ ,
(aminosulfonyl)-Phenyl]-3(=H)-Pyridazinone; -~-fluoropheny
l)-~-(~-hydroxy-2.?-dimethyl-1-propoxy )_;-[4_ ~,_(3 Chloro
(methylsulfonyl)phenyl]-~(-'H)-Pyridazmone; 2 ?-dimetll)
1-1-propoxy)-~-[~-(amino ~_(;-Chloro--~-fluorophenyl)-'~-(''hvdroxy- .
sulfonyl)phenyl]-3(2H)-pyridazinone; ~-
3-Chlorophenyl)-~-(~-hydroxy-2.2-dimethyl-1-propoxy)-~-[~' _(
(methylsulfonyl)phenyl]-3(2rl)-Pyndazinone; ~-
3-Chlorophenyl)-4-(3-hydroxy-2,2-dlmethyl-1-proPo'~yO-~-[~_(
(aminosulfonyl)phenyl]-3(?H)-pyridazinone; _ ,
ifluorophenyl)-4-(~-methyl-1-proPoxyl-~H-P~'ridazm-~-on-~N-[[~-L- (~.4-D 25
yl]phenyl]sulfonyl]acetamide; _ ;
illuorophenyl)-~-(~'-methyl-1-propoxy)-2H-PYridazin-3-on-~N-[[~-U (_ .~-D
`1]phenyl]-sulfonyl]acetamide, sodium salt;
henvl)-~-('-hvdrow-~-methyl-1-butoxW=_'H-Pyridazin-~-on-~~;
_[[.l_[?-(-1-Fluorop   WO 00/24't9 yl]phenyl]sulfonyl]acetamide; 2 7 MAY
2oa3 PCT/LiS99/25Z3-1
N-[[4-[2-(4-Fluoropheny~l)-=1-(3-hydrovy-~-methyl-1-butoxy)-''H-pyridaztn-3
-un-s yl]phenyl]sulfonyl]acetamide, sodium salt: N-[ [:l-[?-( 3,4-Di
fluorophenvl)--l-('_'-hydroxy-?-methyl-1-propoxy )-'_' I-1-pyridazin-3
on-~-yl]phenyl]sulfonyl]acetamide;
N-[[-I-[2-(3,4-Difluorophenyl)--1-(2-hydroxy-?-methy
1-1-propoxy)-?H-pyridazin-3 on->-yl]phenyl]sulfonyl]acetamide, sodium salt:
N-[[-1-['_'-(3-Chloro--1-fluorophenyll--1-('_'-hydroy-?-methr
I-1-propoxy)-?H pyridaztn-3-on-~-yl]phenyl]sultonyl]acetamide; 10
N-([-4-(2-(3-Chloro--1-tluorophenyl)--I-(,'_'-hydroxv-'?-methyl-1-propoxv)-
?1-I pyridazin-3-on-~-yl]phenyl]sulfonyl]acetamide. sudium salt, N-[
[4-[?-(3-Chluropheny 1 )--1-('_'-hydro~y-'_'-methyl-1-propoxy)-?
H-pyndazm-3-on s-yl]pheny l]sulfonyl]acetamide; N-[[=1-[~'-(3-Chlorophenyl
)-~-(?-hydro~y-?-methyl- l-propow)-'_`H-pyridazin-3-on t5
~-yl]phenyl]sulfonyl]acetamide, sodium salt;
N-[[~1-[''-(?,'','?-Trif~uoroethyl)--1-(?-hydrow-'_'-methv l-1-propo~cv
)-'_' H-pyridazin ~-on-~-y!]pheny 1]sulfony 1]acctamide; N-[ [-t-[ ~-(3.?.?
-Tri fluoroethy I )--1-(? -by droxy-~-methy I -1-propo~:y )-? H-pyridazi n
3-on-~-vl]phenyl]sulfonyl]acetamide) sodium salt, ?0
N-[[-1-('_'-('?,'_','?-Trtfluoroethvl)-4-(3-hydro~cy-'_',`_'-dimethyl-1-pro
potv)-~H pyridazin-3-on-~-yl]phenyl]sulfonyl]acetamide;
N-[[~-[?-('_',?,?-Trifluoroethyl)-=l:-(3-hydroxy-?,?-dimethvi-1-proposy)-?H
pyridazin-3-on-s-yl]phenyl]sulfonyl]acetamide, sodium salt;
-('',?.'_'-Trifluoroethyl)--1-(~-hydrow-~-methyl-1-butow)-~-[-l 2=
(methylsulfonyl)phenyl]-3('_'f I)-pyridazinonc; ~'-(.,?.'_'-Trifluoroethvl
)--1-(~-hydrow-s-methyl- I -butow )-~ -[-~
(amtnosulfonvl)phenyl]-3(?H)-pyridaztnone:
`_'-(3.=1-Dtchlorophenyl)--1-(3-hydrox;~-~-methyl-1-butow )-~-[-1
(methvlsulfonrl)phenyl]-3(~H)-pyridazmone. ,4   WO 00I2-1719 2 7 MAY 203
PCT/US99/?.5234
2-[(3-Trifluoromethyl)phenyl]--~-(~'-hydro~:y-2-methyl-1-propo~y)-~-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(3,4-Dichlorophenyl)-4-(2-hydroxy-'_'-methyl-I -proposy)-~-[-~
(methvlsulfonyl)phenyl]-3(2H)-pyridazinone;
(R.S}-?-(4-Fluorophenyl)-4-(3-hydro~~ -1-butoxy)-~-[4-(
methvlsulfonyl)pheny l] 3(2H)-pyridazinone; 2-(3,=I-Di tluoropheny I)-4-(
1-butoxy)-~-[4-(methr lsulfom l)phenyl]-3(2H ) pyridaztnone; ?-{
3-Chloro--t-fluorophenyl)-~l-(2-methv I-1-propoxy)-s-[4 o f
methylsulfonyl)phenyl)-3(2EI)-pyridazmone; ?-(3-Chloro-4-fluoropheny 1)-4-(
3-methyl-I -butovy)-~-[-~-(methy lsulfonyl)pheny 1) 3(2H)-pyridazinone;
2-(3,4-Dichlorophenyl)-4-(?-methyl-l
-propory)-s-[4-(methylsuffonyl)phena-I] 3(2H)-pyridazinone; t 5 2-(
3.4-Dichlorophenyl)-4-(3-methyl-I -butoxv )-~-[4-(methylsult'onvl)phenyl]
3(2H)-pyridazinone,
2-(3.-1-Difluorophenyl)-4-(4-hydroay-I-butoay)-~-[4-(methylsuit'onyl)phenyl
] 3(2H)-pyridazinone; 2-[3-(Trifluoromethyl)phenyl)-4-(?-methv 1- t
-propow)-~-[-~ 20 (methylsulfonyl)phenyl]-3(2H)-pyridaztnone:
2-[3-(Trifluoromethyl)phenyl]--I-( 3-methyl-I -butoxy)-~-[4 (methylsulfonyl
)phenyl]-3(2H)-pyridazinone, 2-[3-(Trifluoromethyl)phenyl]--I-(,
3-hydroxy-3-methv 1-1-buto~y)-~-{-t
(methylsulfonvl)phenyl]-3(2H)-pyridazinone. ?5 (R)-?-(3,4-Difluoropheny l
)-4-(3-hydroy-1-butoxy j-~-[Y-( methylsulfonyl )phony 1] 3 ('_' H )-py
r~dazinonc;
{S)-'_'-(3.4-Difluorophcnyl)--~-(3-hvdro~l-1-butow)-~-[~-(methvlsulfonyl)ph
enyl] 312H)-pyridazmone:
(Sl-=-(3.4-Difluorophenvl)-4-(~'-hvdrow--3-methyl-1-butow)_;_[.~_ S ~I   WO
00/2 % l9 (methylsulfonyl)phenyl]-3(2H)-pyridazinone:
(S)-?-(~l-tluorophenyl)-4-(2-hydroxy-3-methyl-I-butoxv)-s-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
(S)-2-(-4-chlorophenyl)-~-(?-hydroay-3-methyl-1-butor~~)-~-[4
(methylsulfonyl)phenyl]-3(2H)-pyndaztnone;
(S)-'_'-(3-fluorophenyl)-~-('_'-hydroxy-3-methyl-I-butorv)-~-[=I
(methvlsulfonyl)phenyl]-3(2H)-pvridazinone;
(S)-'_'-(3-chlorophenyl)-=1-('_'-hydro~cv-3-methyl-1-butow)-~-[~
(methvlsulFonyl)phenyl]-3(2I-i)-pyridazinone, ' ( S
)-~'-(3-bromophenvl)--~-('_'-hvdrow-3-methy I-1-butoxy )-~-[.~
(methylsulfonyl)phenyl]-3(?H)-pyridazinone; PCTIU S99'2523.1 ( S )-?-(
3-tri fl uoromethylpheny l)--I-(?-hydroxy-3-meths 1-1-butoxy)-~-[4
(methylsulfonvl )phenyl)-3(?H)-pyridazinone;
(S)-?-(3-chloro--I-fluorophenyl)-=t-(?-hvdroay-.i-methv 1-1-butow)-~-[4 15
(methvlsulionvl)phznyl]-3(''H)-pyridazinone;
(S)-'_'-(3-tluoro--4-chlorophenyl)-.I-(~-hydroxv-:,-methy 1-1-butoxv)-5-(4
(methylsulfony()phenyl]-3(2I-I)-pyridazinone;
(S)-?-(3,4-dichlorophenvl)--1-(''-hvdroay-3-methyl-1-butoxv)-5-(~ 



(methylsulfonv()phenyl]-3(2H)-pyridazinone; 30 ( S )-2-(
3-trifluoromethyl--I-fluorophenyl )-.1-(2-hydroy - :-methyl-1-butoxy)-~-[-1
(methylsulfont'()phenyl]-3(?H)-pyridazinone;
(S)-'_'-(3-bromo-4-t7uorophenyl)--I-(2-hydroxy-3-methv 1-I-buto~cv)-5-(~ (
methylsulfont'()phenyl)-3(2H)-pyridazinone: ( R
)-'_'-(3,-4-Difluorophenvl)--(-('_'-hydrovy-3-methyl-1-butotv )-s-(.~ '_'S
(methylsulfont'()phenyl]-3(2H)-pyridaztnone; ( R)-=-(-1-f
uorophenvl)-~-(?-hvdrow-3-methy 1-1-bumw )-~-(~
(methylsulfont'()phenyl]-3(2H)-pyridazmone; t R)-?-(-I-chloropheny 1
)--1-('_'-hydrow-3-methv 1-1-butow )-~-(-~
(methylsulfont'()phenyl]-3(2H)-pyridaztnone, s~   WO 00/24719
(R)-Z-(3-fluorophenyl)--t-('_'-hydrohy-3-methyl-1-butoxy)-~-[~
(methylsulfonyl)phenylJ-3(?H)-pyridazinone; (R)-2-(
3-chIorophenyl)-4-(2-hydro~y-3-methyl- I -buto~cv)-5-[4 ( methylsulfonyl
)phenyl]-3 (? H )-pyridazinone;
(R)-'-(3-bromophenyl)-4-(2-hydroxy-3-methyl- l -butoty)-5-[~.
(methylsulfonyl)phenyl)-3(2H)-pyridazinone; 2 7 MAY 2003 PCT/1,~S99i3523t
(R)-?-( 3-trifluoromethylphenyi )-~-(2-hydroxy-3-methyl- I -butoxy)-~-[:I
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
(R)-~-(3-ehloro-~-fluorophenyl)-'l-(2-hydrow-3-methyl-1-butoxy)-~-[4 to
(methvlsulfonyl)phenyl]-3(2H)-pyridazinone;
(R)-2-(3-fluoro--1-chlorophenvl)-=1-(?-hvdro~y-3-methv I-1-butoxy)-~-[4
(methylsulfonyl)phenyl)-3(2H)-pyridazinone;
(R)-?-(3,4-dichlarophenyl)--I-(?-hydro~:y-3-methyl-1-butoxyj-~-[~
(methylsulfon vl )phenyl ]-3 (?H)-pyridazmone; 15 (R)-?-(3-trifluaromethv
1--~-fluorophenyl)-=f-( 3-hydrow -3-methyl-1-butovy)-5-[-f
(methylsulfonyl)pheny 1)-3(2H)-pyridazinone;
(R)-2-(3-bromo-:f-f7uorophenyl)-=1-('_'-hydroay-3-methv 1-1-buto~cy)-~-[~
(methylsulfonyl)phenyl]-3(?H)-pyridazinone;
?-(3.~-Difluorophenyl)-~l-((S)-2,3-dihydroxy-3-methyl-1-butoxy]-5-[~. (
methylsulfonyl)phenyl )- 3 ('' H )-pyridazinone;
'-(~-fluorophenyl)-4-[(S)-?,3-dihydro~cv-3-methy 1-1-butoxv]-5-[~
(methylsulfonyl)phenyl)-3(2H)-pyridazinone; 2-(-t-chlorophenyl)-.~-(( S)-2.
3-dihydroxy-3-methy 1-1-butoxy)-~-(~ (methylsulfonyl)phenyl]-3(?I-I
j-pyridazinone: 25 ?-(3-fluorophenyl)-4-[( S)-?,3-dihydroxy-3-methy
l-1-butoxy J-~-[4 ( methvlsulfonvl)phenyl]-3('_'H)-pyridazinone:
'_'-(3-chlorophenyl j--1-[( S)-'_',3-dihydroxv-3-methyl-1-butoxy]-~-(4 I
methvlsulfonyl (phenyl]-3(?H)-pyridazinone; S=   WO 00/2.1719 2 7 M AY 2003
PCT/LS99I?523.t
2-(3-bromophenyl)--~-[(S)-?,~-dihvdroxy-3-methyl-1-butoxy]-~-[=I
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
?-(3-tritZuoromethylphenyl)-~t-[(S)-2,3-dihydroty-;-methyl-1-butoxv]-s-[-I
(methylsulfonyl)phenyl]-3(2H}-pyridazinone,
?-(3-chloro--1-fluorophenyl)-~-[(S)-?,3-dihvdrow-3-methyl-1-butovy]-5-[.~
(methy lsulfonyl)phenyl]-3('_'H)-pyridazinone:
'_'-(3-fluoro--I-chlorophenyi)-4-((S)-?.3-dihvdrotr-3-meths 1-1-butow
]-~-[.~ lmeihylsulfon~ 1 )phenyl]-3('_'I-I)-pyridazinone,
''-(3.-I-dichlorophenyl)-~-[(S)-?,3-dihydroxv-3-methy I-1-butovv]-~-(.~ o
(methvlsulfunyl)phenyl]-3(2H)-pyridazinone.
2-(3-trifluoromethyl-4-tluorophenvl
)--I-((S)-~'.3-dihydro~a-3-methyl-1-butovy]-~ [.I-(methylsulfonyl)phenyl]-3
(? H)-pyridaztnone,
2-(3-bromo-=1-fluorophenyl)-4-((S)-?,3-dihydrow-3-methy-I-buto~cv]-5-[-I (
methy lsulfonyl)phenyl]-3(2H)-pyridazinone;
?-(3,-1-Difluorophenyl)-=)-((R)-?,3-dihydrow-3-methv 1--butoxy J-~-(4
(methylsulfonyl)phenyl]-3(''H)-pyridaztnone;
'_'-(-I-f7uorophenyl)--t-((R)-?.3-dihvdroxy-3 -methyl-1-butow]-s-[-t
(methylsulfonvl)phenyl]-3(2H)-pyridazinone;
2-(-1-chlorophenyl)--1-[(R)-2.3-dihvdroxv-3-methyl-1-butoxy]-s-[-1 o
(methylsulfonyl)phenyl]-3(2H)-pyridazinone,
2-(3-tluorophenyl)-.I-[(R)-'_',3-dihydroxv-;-methyl-1-butoxv]-~-[-)
(methylsulfonyl)phenyl]-3(2H)-pyridazinone; 2-(3-chloropheny I
)-=I-[(R)-'_'.3-dihydro~cy-3-methy 1- I -butoxy]-~-(-4 (
methylsulfonyl)phenyl]-3(2H)-pyridazinone; '-(3-bromophem
I)--t-{(Pv)-'_'.3-dihydroxv- :-methyl-1-buuv]-s-(.~ ( methylsulf onvl
)phenyl ]-3(21-I)-pyridazlnone; 2-( 3-tri fluoromethylphenyi
)--I-((R)-2.3-dihv dro~y-3-methv l-1-butoxy ]-~-[-1
(methylsulfonyl}phenyl]-3(2H)-pyridazinone, ~'-( 3-chloro-:I-tluorophenvl
~--I-[( R)-'_'.3-dihvdrow-3-met: v I- l -hutow]-5-(-1 s.   21 MAY 2003 WO
OOi?-t;19 PCT,~tJS99n523a (methylsulfonyl)phenyl]-3(?H)-pyridazinone;
2-(3-tluoro-4-chloropheny
1)-=1-[(R)-'_'.3-dihydro~cy-3-methyl-1-butoxv]-5-[4
(methylsulfonyl)phenyl]-3(?H j-pyridazinone, '_'-(3,~-dichlorophenyl
)-:~-[(R)-=. 3-dihvdroxv-3-methv 1-1-buto~yJ-~-[-~
(methvlsulfonvl)phenyl]-3(2H)-pyridazinone:
'_'-(4-lluoro-3-trifluoromethvlphey 1 )-4-((R)-?,3-dihvdrovy-3-methv
1-1-butoxy]-~ [-1-(methylsulfonyl)phenyl]-3(~H)-pyridazinone; 2-(
3-bromo--1-tluorophenvl )-.~-[( R)-~.3-dihydro~y-3-methv I-1-butow]-~-[-4
(methylstilfonvl)phenyl]-3(?H)-pyridazinone:
3-(3,~-Difluorophenvl)-4-(-l-hydrow --1-methy l-1-pentv lory ]-~-(.l
(methvlsulfonyl)phenyl]-3('_'fl)-prridazinone;
2-(-l-fluorophenyl)-~l-(-1-by dro~:y-->-meths l-1-penty lo~~ ]-~-[~.
(methylsulfonyl)phenyl]-3(2H)-pyridazinone:
2-(-~-chlorophenyl)-=1-(-t-hvdrow--~-methy 1-1-pentylow ]-s-[.~ ~5
(methylsulfonyl)phenyl]-3l'_'H)-pyridazinone: ?-(3-fluorophenyl )--4-(-~-by
droxv--(-methyl-1-pcntr low ]-~-[-t
(methylsulfonyl)phenyl]-3('_'H)-pyr~dazinone; 2-( 3-chlorophenyl
)-~-(~-hydroy -~-methyl-1-pentylovs ]-~-[~ (methv
lsulfonyl)phenyl]-3(?H)-pyndazinone. 'o ?-(3-bromophenyl)-~-(~-by
drove--~-m~thvl-1-penty lom ]-i-(4
(methylsulfonyl)phenyl]-3(?H)-p`ridazinone; ?-( 3-trifluoromethylpheny
I)--1-(-1-hvdroxv--~-methv 1-1-pentyloxy]-5-[-~
(methylsulfonyl)phenyl]-3(2H)-prridazinone; -( 3-chloro-:~-lluoropheny
1)--1-(-4-hydrow--1-methyl- i -pentylo~y J-~-[=1
(methylsulfonvl)phenyl]-3(?H)-pyridaunone; -l3-fluoro--1-chlorophenyl
)--1-(-1-hvdrow-4-methyl-i-pentyloxy]-~-[:~ (methylsuifonyl)phenyl
J-3(~'H)-pyridazmone: '_'-(
3.-l-dichlurophenyl)--4-l-1-hvdros~--1-methyl-1-peno iovy]-~-[~
~metl:vlsulfonvl)phcnvl]-s(~'Ho-pyndazinone.   WO OOi2a?19 2 7 MAY 2003
PCT/US99/25234
'_'-(4-tluoro-3-trifluoromethvlphenyl)--~-(4-hydroxy-4-methyl-1-pentyloxy]-
~-[4 (methylsulfonyl)phenyl)-3(2H)-pyndazinone; 2-(3-bromo-4-fluoropheny
1)--1-(4-hydroxv-.~-methyl-1-pentylo;cy]-~-[4 ~ methylsulfonyl)phenyl]-~
(2H)-pyridazinone,
?-(~,=1-Difluorophenyl)-=l-(~-(3-aminoacetyloay)-3-methyl-1-butoayJ-5-[4 (
methylsulfonyl)phenyl ]-3(2H)-pyridazinone;
2-(-1-fiuorophenyl)-4-[3-(?-aminoacetyloay)-3-methyl- i -butoxr ]-~-[-~ (
methylsulfonyl)phenyl]-3(2H)-pyridazinone;
?-(4-chlorophenyl)-=1-[3-(2-aminoacetylox~. )-3-methyl-1-butotv]-5-(~l to
(methylsulfonyl)phenyl]-3(ZH)-pyndazinone.
-(3-fluorophenyl)-4-[3-(?-ammoacetyloxy)-3-methyl-I-butoxy]-~-[:~
(methylsulfonyl)phenyl)-3(?H)-pyndazinone, 2-(
~-chlorophenyl)-4-[3-(2-aminoacety low )-3-methyl-1-butoxv]-~-[4
(methylsulfonyl)phenyl]-3(2H j-pyndaz~none: IS
'_'-(3-bromophenvl)--I-[3-(2-ammoacetvlow)-3-methyl-1-buto~cyJ-~-[4 (methy
Isulfonyl)phenyl]-3(2H)-pyridazmone: '_'-(3-trifluoromethylpheny
1)--1-[3-(2-ammoacetyloxy)-3-methy l-1-buto:cy]-~-[=1
(methylsulfonyl)phenyl]-3i'?H)-pyridazinone; ?-(3-chloro-=~-fluorophenyl
)--~-( 3-(''-aminoacetylom)-3-methyl-1-butoxy]-~-[~. 30 ( methylsulfony
l)phenyl)-3(2H)-pyndazinone: '_'-(3-fluoro-4-chlorophenyl )--1-[
:-(2-aminoacetyloxy )- 3-methyl-1-butoYy]-5-[-1 ( methylsulfonyl)pheny 1
]-3 ( 2 H)-pyridazinone; 2-(3..~-dichlorophenyl)-:1-[3-(2-aminoacety
loxy)-3-methv l-1-butoxy]-5-[:~ (methylsulfonyl)phenyl]-3(2H)-pyndazmone,
''~ '_'-(-1-fluoro-3-trifluoromethv lphenyl)--l-[3-(?-aminoacen
logy)-3-methyl-1 butoxv]-f-(-1-(methvlsulfonvl)phenyl]-3(2H)-pyridazinone:
2-(3-bromo--1-fluorophenyl )--1-[3-(2-ammoacetvlo~l )-3-meths I-1-buto~;
y]-~-[-1 ( methvlsulfonyl)phenv 1]-3(2H)-pyridazinone: ?-13
.-1-Difluorophenvl)--~-[ 3- ~ ((~'R.3R ~-s-carbow
-'_'.3-dihvdrowpropanoyl]oxy;  s.   WO 00/24719 2 e~..,h~s~~,_~~3
3-methylbutoxy]-3-methyl-1-butoxy]-~-[=i-(methylsulfonyl)phenyl]-3(2H)-pyri
dazinone; 2-(4-fluorophenyl)-~-[3- { [(2R,3
R}-3-carboxy-2,3-dihydroxypropanoyl]oxy }-3 



methylbutoxy]-3-methyl-1-butoxy]-5-[=~-(methylsulfonyl)phenyl]-3(2H)-pyrida
zinone; 2-(4-chlorophenyl)-4-[3-{ (('_'R,3
R)-3-carboxy-?,3-dihvdroxypropanoyl]oxy}-3
methylbutoxy]-3-methyl-1-butoxy]-5-[4-(methylsulfonyl)phenyl]-3(3H)-pyridaz
inone; 2-(3-fluorophenyl)--~-[3-;
[(2R,3R)-3-carboxy-?,3-dihydroxypropanoyl]oxy}-3
methylbutoxy]-3-methyl-1-butoxy]-~-[4-(methylsulfonyl)pheny
1]-3(2H)-pyridazinone; ?-(3-chlorophenyl)-4-[3-{
[(2R,3R)-3-carboxy-2,3-dihydroxypropanoyl]oxy }-3
methylbutoxy]-3-methyl-1-butoxy]-~-[.~-(methylsulfonyl)phenyl]-3(2H)-pyrida
zinone; ?-(3-bromophenyl)-~-[3-{
[(''?R.3R)-3-carboxy-~.3-dihydroxypropanoyl]oxy}-3
methylbutoxy]-3-methyl-1-butoxy]-5-[-1-(methylsulfonvl)phenyl]-3(?H)-pyrida
zinone; 2-(3-trifluoromethylphenyl )--~-[3- ( [(2R,3 R)-3-carboxy-2,3
dihydro~cypropanoyl]oxy}-3-methylbutoxy]-3-methyl-I-butoxy]-~-[4
(methvlsulfonyl)phenyl]-3(2H)-pyridazinone; 15
2-(3-chloro-4-fluorophenyl)-~l-[3-; [( ? R,3 Rl- 3-carboxy-"3
dihydroxypropanoyl]oxy } -3-methylbutoxy]-3-methyl-1-butoxy]-~-[-1
(methylsulfonyl )phenyl)-3(2H)-pyndazinone;
2-(3-fluoro-=1-chlorophenyl)-~-[3-{ [(?R,3R)-3-carboxv-'_',3
dihvdroxypropanoyl]oxy } -3-methylbutoxy]-3-methy 1-1-butow ]-~-[~ 20
(methylsulfonyl)phenyl]-3(2H)-pyridazinone; '_'-(3,~-dichlorophenyl)-4-[3-{
[(2R,3R)-3-carboxy-?.3-d~hydro~cypropanoyl]oxy}-3
methylbutoxy]-3-methyl-1-butoxy]-s-[.l-(methylsulfonyl)phenyl]-3('_'H)-pyri
dazinone; 2-(3-tritluoromethyi-4-f7uorophenyl)--t-[3-{
[(?R,3R)-3-carboxv-'_'.3 dihydroxypropanoyl]oxy }
-3-methylbutoxy]-3-methyl-1-butoxy]-3-[4 ?5
tmethylsulfonyl)phenyl]-3(2H)-pyridazinone,
2-(3-bromo-4-fluorophenyl)-=1-[3-i [('-' R.3 R)-3-carbovy-2,3
dihvdroxvpropanoyl]oxv } -3-methylbutoxy]-3-methy l-1-butoxv]-~-[.~
(methylsulfonyl)phenyl]-3(2H)-pyridazmone: 3-(;
'_'-(3.=4-difluorophenyl)-~-[~-(meth~~lsultonV jphenvl]-s-oxo-3.3-dihydro-~
So   2 7 MAY ?~~a WO 00/2.t719 PCT/US99/3523~i pyridazinyl f
oxy)-1,1-dimethylpropyl dihydrogen phosphate; 3-( {
2-(4-fluorophenyl)-~-[4-(methy lsulfonyl)phenyl]-~-oxo-2,3-dihydro-~.
pyridazinyl; oxy)-1,1-dimethylpropyl dihydrogen phosphate; 3-(
]?-(4-chlorophenyl)-5-[~-(meth~~lsulfonyl)phenyl]-3-oxo-2,3-dihydro-=4
pyridazinyl f oxy)-1,1-dimethylpropyl dihydro?en phosphate, 3-( ~
2-(3-fluorophenyl)-~-[=1-(methy lsulfonyl)phenyl]-3-oxo-2,3-dihydro-=1
pyndazinyl;oxy)-1,1-dimethylpropyl dihydrogen phosphate; 3-( {
2-(3-chlorophenyl)-~-[4-(methylsulfonyl)phenyl]-3-oxo-'_',3-dihydro-4
pyridazinyl f oxy)-l,l-dimethvipropyl dvhydrogen phosphate; l0 3-(;
?-(3-bromophenyl)-s-[4-(methvlsulfonyl)phenyl]-~-oxo-?,3-dihvdro--l
pyridazinyl}oxy)-1,1-dimethylpropyl dihydrogen phosphate; 3-( ~
2-(3-trifluoromethylphenyl)-~-[~-(methylsulfonyl)phenyl]-3-oxo-?,3-dihydro
4-pyridazinyl; oxy)-l.l-dimethylpropyl dihvdrogen phosphate: 3-(
~2-(3-chloro-=l-fluorophenyl)-~-[~-(methylsulfonyl)phenyl]-3-oxo-?,3-dihydr
o I5 4-pyridazinyl}oxy)-1,1-dimethylpropyl dihvdrogen phosphate: 3-( ;
2-(3-tluoro--1-chlorophenyl )-~-[.1-t methy Isulfonyl)pheny
1]-3-oxo-'_',3-dihydro 4-pyr~dazinyl}oxv)-1,1-dimethylpropyl dihvdrogen
phosphate: 3-( (2-(3,4-dichlorophenyl)-~-[4-(methylsulfonyl)phem
1]-3-oxo-?,3-dihydro-4 pyridazinyl; oxy)-1,1-dimethylpropyl dihydrogen
phosphate; 20 3-(
(2-(3-trit7uoromethyl--l:-fluorophenvl)-~-[~-(methylsulfonyl)phenyl]-3-oxo-
?,3 dihydro-~-pyridazinyl;oxy)-1,1-dimethylpropyl dihydro~en phosphate; 3-{
{
2-(3-bromo-:l-fluorophenyl)-~-[-1-(methylsulfonyl)phenyl]-3-o:co-?,3-dihydr
o ~4-pyridazinyl foxy)-1,1-dimethylpropyl d~hvdrogen phosphate:
2-(tent-Butyl)-~-( 3-hydroxv-3-methy
I-1-butoxy)-5-[=1-(methylsulfonyl)phenyl] 3('_'H)-pyridazinone;
?-(tert-Butvl)-.~-[3-(2-aminoacetyloxy >-3-methyl-1-butovy]-5-[-4
(methvlsulfonyl)phenyl]-3(2H)-pyridazinone; 2-(tert-buo I)--l-[3-~
[('_'R,3R)-3-carboxv-'_'.3-dihvdroxvpropanoyl]oxy}-3
methvlbutoxv]-3-methyl-1-butoxy]-~-[-1-Ime,hvlsulfonvl)phenyl]-3(?H)-pvndaz
inone; and s   2 7 MAY 2~~~ WO 00/24'19 PCT/US99/25234 3-(
{?-(tort-butyl)-~-[=1-(methv lsulfonyl)phenyl]-3-oxo-'_',3-dihydro-4
pyridazinyl; oxy)-I ,1-dimethylpropyl dihydrogen phosphate; or
pharmaceutically acceptable salts or prodrugs thereof. Preparation of
Compounds of the Invention Abbreviations .As used throughout this
specification and the appended claims, the following abbreviations have
been used: ACD for acid citrate dextrose. CAP for carrageenan induced air
pouch prostaglandin, CIP for rat carra;eenan pleural inflammation model,
CO\-'_' for c~ clooxvgenase-?, CPE for carrageenan induced pa~~ edema in
rats. DBAD for di-t-butylazodicarboxylate. DE~~D for diethyl
azodicarboxylate, D1.AD for disopropylazodicarboxylate. DMAP for
4(dimethylamino)pyridine, DME for 1.2-dimethoxyethane, DI~~IF for
N,Ndimethy(formamide, DI~ISO for dimethyl sulfoxide, DIvISO for dimethyl
sulfoxide, EDTA 15 for ethylenediam~netetraacetic acid, EI A for enzyme
immunoassay, FAB for fast atom bombardment, GI for gastrointestinal. HMDS,
lithium or Li H'~IDS for lithium 1,1,1,3.~.3heaamethyldisilaztde. HWPX for
Human Vv'hole Platelet Cyclooxy~enase-1, MCPBA for meta-chloroperoaybenzoic
acid. NSAIDs for non-steroidal anti-inflammatory drugs, PEG 400 for
polyethvleneglycol. PGE, for prostaglandin E,, PGHS for prostaglandin
endoperoxide H synthase, RHL'CX 1 for recombinant human cv clooxygenase-I ,
RNI.'C ~~ for recombinant human cyclooxygenase-~', r-hu Cox1 for
recombinant human Cox-I, TEA for triethylamine, TFA for trifluoroacetic
acid, and THF for tetrahydrofuran and 1~VISH for human amnionic whole cell
cyclooxygenase-'_'. The following examples illustrate the process of the
invention, without limitation. 25 The compounds of the im~ntion may be
prepared by a variety of synthetic routes. Representative procedures are
outlined m Schemes 1-10, below ss   WO 00/247I9 N~NH CI \ 0 CI N ~NCHZPh
CH30 \ 0 CI ~~NCHZPh CH30 \ O F ~N~NCHZPh HO \ O F N ~NCHZPh TfO~ \ 0 W F 2
7 MAY 2003 PCT!US9912523d Scheme 1 KZC03, PhCHZCI CH30H, refiux, 10 h CsF,
Pd(Ph3P)a, F I w B(OH)2 anhyd DME, 100 C, 18 h 48% HBr AcOH, reflux, 7 h
(CF3SOz)z0 Fyndine, 0 C to RT, 24 h N~~NCHZPh CH30 \ O CI N ~NCH2Ph w w
CH30 \ O F ~N~NCHzPh H O ~0 F ~N~NCHZPh TfO~ '~~O F 1 Et3N, Pd(Ph3P)a CH3S
~ ~N~NCHZPh w ~ B OH O ( )z \. Toluene,100 C, 20 min CHs02S ~ 2 CH3C03H m
CH3COzH, CHZCIz, 0 C, 1 h F 39   w0 00/2.t', 19 N CH302S F N C H302S KZC03,
RX anhyd DMF CH302S 2 7 MAY ~~ PCTNS99 A general route to the compounds of
the Invention ha~~in_ Formula III, where the aryl group at the ~-position
on the pyridazinone rind is substituted with a sulfonyl group is 5
described in Scheme I. Dichloro-3(?1-I)-pyridazinone can be treated with
benzyl chloride and potassium carbonate m methanol to provide ''-benz~
1-=l-chloro-~-methoxv-3(?H)pyridazinonc.
'_'-Benzyl-~4-chloro-~-methoxy-3(?H)-pyridazlnone can be treated with a
boronic acid such as -I-tluorobenzeneboromc acid (shown) and a palladium
catalyst and the metho~y group can be hydrolyzed with ~8ro hydrobromic acid
to provide the ~ to hvdroxypyridazinone compound. The ~-hydroxypyridazinone
product can be treated with triflic anhydride followed by substitution on
the pyridazinone ring using ~1methylthiobenzeneboronlc acid to provide the
methyl thioether compound. The methyl thioether compound which can be
treated with peracetlc acid In acetic acid and methylene chloride to
provide the methyl sulfone. The benzyl group can be removed using aluminum
1 ~ bromide or another suitable Lewis acrd. The R ;,roup can be added usln`
an appropriate alkylating went and base. HzPh p AIBr3 Toluene, 80 C, 15 min
CH3pzS 9U       ~ ? M AY 2003 WO UO/2d719 PCT/US99!2523.t SCheme ~ 1)
n-BuLi, (MeO)3B, \ Br THF, -78 C \ B~OH)2 CH S ~ 2) 10% NaOH, water, CH3S
THF, RT 



N~ ~N~NR' NH K2C03, R'X Br ~ p Br \ O Br Br N N R' \ 8(OH)z + iN~NR~
Pd(PPh3)a, NazC03 \ \ w0 CH S ~ Br ~ O DME. EtOH, H20 Br CH3S N 5 N N R' \
~ 0 Br CH3S CH3S Pd(PPh3)4, Na,C03 F \ / B(OH)Z DME. E;OH, H20 CH3S 0 MCPBA
CHzCl2. 0 C CH302S F F F O O An alternative route to the compounds of the
present tm ention havin Formula 11I 10 is described in Scheme '_'.
~-Bromothioanisole or another suitable thioether can be treated with a
trialkoxyborate, such as trimethoxvborate or triisopropylborate to provide
~(methvlthio)benzeneboronic acid. The boromc acid can be treated with
2-benzyl-~4,~dibromo-3('_'H)-pyridazinone usm~
tetrakas(triphenylphosphinelpalladium ~0) in y      2 7 MAY 203 5 WO
0012.t719 PCT/US99/25234 dimethoxyethane and then coupled with a second
boronic acid such as 4fluorobenzeneboronic acid (shown) in the presence of
a palladium catalyst to provide the thioether. The methyl thioether
compound can be treated with meta-chloroperoxybenzoic acid (I~rCPBA) in
methylene chloride to provide the methyl sulfone. Scheme 3 CHO ~S~ ,S~ Y O
O NaOH, 70 C ~~~S~ ` Y~ Sw X ~ NaHMDS, 0 C X~ ONa I i COZCH3 ~ ~I THF OCH3
J to 15 X X I i ONa + ~'OS' \ THF, 0 'C to RT ' ~I H COzCH3 I OCH3 , S~ Y /
S\ I w ( H.,S Y O X I i H C02CH3 S~ H Y ~ O.S~ X ~~ o ~NH ~N ~I NHZNHZ HCI
8 2 DMSOIH20 KZC03, RX DMF, RT X ~ O I i i~ I NH ~N i Y O I i II NR ~N I Y
,fin aiternatme route to the compounds of the present wvntion having
Formula III 9,   WO 00/24719 2 ~ P~,~~9~~~~.t is described in Scheme 3.
(-1-Thtomethylphenyl)dtmethylthioketene acetal, mono-S-oxide can be
prepared by reaction of ~-thiomethylbenzaldehyde (Y is CH,S) with
methyl(methylsulFnylmethyl)sulfide and sodium hydroxide. The thioketene
acetal and methyl =1-f7uorophenvlacetate or suitable ester (Y is fluorine)
can be treated with a strong base such as sodium hexamethy ldisilazide in
THF to provide the butyrate ester. The dithioacetal ketene can be directly
cyclized to the N-unsubstituted pyridazinone using hydrazine and a salt The
pyr~dazinone can be then be alkylated using an appropriate alkylating ajent
and a base. 10 IS Scheme 4 X I ~I H COzCH3 S i Y ~ O:S~ X I ~ I H COZCH3
~~H CHO Y X ~ O H NH I .N Y ~ ~ H X ~ O H ~NH I ~N I H Y HCI04 CH3CN, 0 C
56% NHzNH2(5 eq ~ EtCH, refiux. 18 h 53% CH3C03H CHZCIZ B r~ AcOH, 95 C X I
~j H COZCH3 I I`cHo Y \ X ~ O H NH ~N ~ H Y X il H ~ NH I ~N I I H X ~ O I
~NH ~N Y ` 9;   2 7 MAV ~no3 WO 00/2.l719 PCT/US99l25234 X ~ ~ 0 X i ~ O I
~ /~ ~ NH K2C03, RX ~NR ' N DMF. RT ~ ~ N Y- v Y In an alternate route,
shown in Scheme -1. the thioacetal ketene (X=F and Y=CH,S) 5 10 can be
treated with perchloric acid to provide an ester-aldehvde as a mixture of
diastereomers. The owdation products can be treated with hydrazine and then
oxidised with peroxyacetic acid to provide the sulfow 1 dihvdropyr~dazinonz
(~'=CH,SO,). The dihydropyridazinone can be dchvdro~a~nated to form the
pyridazir,one by treatment with rea?ents such as bromine tn acetic acid.
The R group may be added ma substitution using an appropriate alkvlating
went and base. Scheme F` O F~~ O F ~ `, O NH~NHZ H?O ~~~~. ~~-~NH NazC03.
RX ~ I . NR n-BuOH - N DMF ~ N ~J R3 OH ~ ~ ~ R ~ i R3 Me02S~ ' MeO2S MeO2S
The preparation of the 5-hvdroxy-?(~H)-furanones can be accomplished by the
15 application of methodologies published in a variety of sources.
includin~g~ J. Med. Chem., 1987, 30, 239-2-19 and V~'O 9M365'? 3. hereby
completely incorporated by reference. These 5-hydroxy-?(,H)-furanones can
be converted to 6-substituted--1,3-diaryl3('_'H)pyridazinones as described
in Scheme a~   wo oo,~=~ ; t 9 Scheme 6 to 0 X ~ AcOH X~N.R R9~OH R9'O .R p
+ R-NHNHz I ~ I N X~N NaH X ~ N X , OH gA 6B O O R9zO~~,,N,R ~~Y,BI,OH)z
Pd(PPh3)a Rs~O\ I N.R ~~.. N + ~ g W %~ C s F ,i ..~ ~% N 6B 6C O Rs~O~. N.
R ~N 6C O Rsfi~, ~. . R N 1 ~S 6D O RssM9X Rss~ N R ~N T11F S 6D O Rss ~~ .
R [ox~ /~ N ~N O ~ S, p 6E Rss O . R 1 CF3C(O)20 ss O [OX1 ~\ N 2 NaOH/MeOH
R ~~ N . R `~ N ~ ~I .~ N I , 3 Clz O 4 NH OH ,S / 6G 4 H2N ~ 6H O R96 . R
I ~N ,N /J H3C O 6E ~ lP MAY y2003 1 DBAD/HMDS 2 NaOH 3
NaOAclhydroxylamine0-sulphon~c acid IHzO O R96 R N ,N O 



HZN~S~ 6H A General route to the compounds of the invention having Formula
III. where the aryl group at the ~-position on the pyridazinone ring is
substituted with a para-sulfonyl group is described in Scheme 6. .a
mucohalo acid, such as mucobromic or mucochloric acid. can be treated with
an h~ drazme having the desired R group to provide the dihalopyridazmon~
compound. 6:~ T'ae dihaio-compound can be treated w ith an alcohol a,   lU
15 W O 00/2-t~ l 9 2 ? MAY 2003 PCT; Us99/=Q234 in the presence of a base,
such as sodium or potassium hydride, to provide an alkox~de 6B where R9' is
selected from alley 1. aryl, an-lalkyl, heterocyclic, and heterocyclic
alkyl. (If the alkoxy group is to be removed at a later time then methanol
is the preferred alcohol.) The alkoay-halide can be treated with
methvlthiophenylboronic acid to provide the alkoxv-pyridazmone 6C. The
alkoxy group can be converted to a hvdrocarby I group by treatment with a
Grynard reagent to provide thioether 6D where R~6 is alkyl. The thioether
6D can be oxidized with an o~cidizing agent, such as peracetic acid,
metachloroperowbenzoic acid and the like, to form the sulfiny I compound
6G. or the methvlsulfonc compound 6E. The methvlsultiny 1 compound, 6G. can
be treated ~.ilth trifluoroacetic anhy dride and I~aOI l/ h-IeOH followed
by addinon of chlorine ~~as and then ammonia hydro~cide to prw ide tl,e
aminosulfonvl compound, 6N ,~lternativ ely. the methylsulfonvl compound,
6E, can be treated with a diazodicarboxylate. such as DBAD, D1AD, DE:~D and
the like. and a disilazane anion. such as lithium HI~tDS and the I~ke.
followed by treatment with sodium acetate and hvdro~cyiamin~-O-sulphomc
acid m water to provide the ammosulfonyl compound. 6H. Scheme 7 O R90 ~ N (
R ~\., I _.~ N ~S I 6C O R9~0~, ~~~ N . R ~ ~~~-~ ~ N 0 ~`S h3C 0 7A O Rs;
O._ ~~ N R /'s_.i~~ N O 'I Hs0 ~`Sp 7A 1 DBAD/HMDS 2 NaOH 3
NaOAclhydroxylamineO-sulphonic acid IH20 0 Rg' 0, ~. N R ,I ~ ~:~~~% N 0 'I
~/ -S H2N p 7B y5   WO 00/3.1A9 O Rg~O , .N. ,N ~S 6C O R Rs~O .R ~
CF3C(Oj20 N 2 NaOHIMeOH (OX] ~ ~~ N 3 CIZ S '' 4 NH40H p 7C E 7,~d~T,~p9~ 0
R90 N . R I ' ,N O HZN~SO 7B Methylsulfonyl alkoxv pyridazinones and
aminosulfonvl alkoxv prridazinones can to be prepared as described in
Scheme 7 Alkoxv-pyridazinone. 6C. from Scheme 6, can be oxidized using
peracetic acid to provide methyl sulfone, ;'.-~ l~Iethvl su!fone alkoxv p1
ridaztnone. ~.-~. can be treated as described tn Scheme 6 to prov ~,ie
aminosulfonyl alkoxy pyridaztnone, 7B. .~Iternativelv. alko~y-pyridaunone
6C'. from Scheme 6, can be oxidized with one equivalent of
cotta-chloropero~cybenzoic acid or one Cquivalent of
hydroxy(tosylo~cv)iodobenzene to provide the methylsultinvl allow
pyridazinone, 7C. Methylsulfinyl alkoxy pyridazmonz, 7C, can be troated as
described m Scheme 6 to provide aminosulfonvl alko~~~ p~ rtdaztnone. 7B. c,
WO 00/2.i719 Scheme 8 0 , A Y ~I N B Y ,'~ N 8A RaoOH NaH or KH THF Y=CI or
Br PdCl2lPh3)~ O /~ A KzC03 RaoO ~. N.~`~~ B EtOH Y~~~ N ~ ~B(OH)z 8B MeS O
~~ A RaoO ' 8C IOXj I N 8 v N i MeO2S 8D Q 7 MAY 2003 PCT/US99/25234 0 , A
RsoO jl ~ ~/~\ N B ,N 8B O , A RaoO ~ I N B ~N MeS ~I ~~J 8B 8C O , A
Scheme 6 RaoO I N B ,N H~NO~S 8E Pyridazmones of general formula 8D and 8E,
wherein R''~ is hydrowall:yl, and .1 1; and B are selected from alkenyl,
alley I. haloall:vl. and halogen, can be prepared as described in Scheme 8.
Pyridazinones of general formula 8~ can be treated with diols and a base
such as sodium hydride or potassium h.. dride in THF to selectively provide
4substituted pyridazinones of general formula 8B. ~-Substituted pydazmones
of general formula 8B can be treated with -1-(methvlthio)phenylboromc acid.
a base such as potassium carbonate, and a palladium catalyst such as `
dichlorobis(trtphenylphosphine)palladium(II j tn ethanol to prov ide
methvlthio compounds of general formula 8C, 'vlethylthio compounds of
`eneral formula 8C can be oxidized with meta-chloroperowbenzoic acid or
peracettc acid to provide methylsulfones of general formula 8D
'~tethylsulfones of general formula 8D can be processed as described in
Scheme 6 to provide amtnosulfonvl compounds of general formula 8E.
:'~lternativelv, methylthio compounds of general formula 8C can be o~fdized
to the sulfo.ride and then processed as described m Scheme 6 to prov:~e
aminosulfonvl compounds of ~~eneral   W'O OOi2~^19 formula SE. Scheme 9 2 7
MAY 2003 PCT; L~S99~'3523.J O O CH3 ~N.R BrCHz~ '~N R NBS ~ ~ ~ N i " O 9A
O 9B O O BrCHz I -v N . R Rs50H RssOCH2 ~~ N R ~~N ~ ~~ N O ~ base ~S ~ ~S
p 98 O 9C O O BrCHz ~ R R94SCH2 ~~ ~~ . R 1 Nai ~ N ~ i-~~ N 2 R94SHi base
O ~S ~~. ~S 9B ~ ~O 9D O O BrCH2 ~ , R 93 R93NHCH2 ~~ . R R NH2 ,N ~ ~..~N
o ~~ base o s" ; s O 9B O 9E Preparation of compounds of the invention
having Formula III, where the group at . the -I-position on the
pyridaztnone rmg is a substituted alkyl or alkenyl group is described 10 ,
in Scheme 9. Pyridazinone 9~, can be treated with a halo~~enatin~~ reagent.
such as NBS and peroxide. to provide bromo compound 9B The bromo compound
can be reacted with an alcohol and a weak base, such as sodium or potassium
carbonate, to promde -I-alkvlether, 9C where R~' is alkyl. Alternatively)
bromo compound 9B can be treated with a thm compound in the presence of a
base, such as silver carbonate, to provide =>-alkyl-thtoether. ~ 5 9D where
F" is all:v 1 ;llternaovely. bromo compound 9B can be treated with an amine
q c,   w'O 00/2.l;19 ~pC~~~9~~~ and a weak base, such as sodium or
potassium carbonate to provide ~-alkylaminoalkyl compound 9E where R9' is
alkyl. Scheme 10 i~ O O _ R9'O ~. . R HO . R ---~~ SO CI base I ~ N ~~ 2
O:S 0.,,,,i .N.R j ~~ .~~ ~ N CH3SOz 10A CH3S02 1 OB CH~SO2~~-// 10C . .-O
o,s o O ~N.R ~N CH3S02 10C O R92Z~..N.R ,N i ,J CH3S0z 10D A general route
to the compounds of the present invention having Formula III. to I; where
the group at the ~-position on the pyridazinone rtny can be readily
substauted ~s illustrated in Scheme 10. Alkoxide, 1 OA, where R''~ is
methyl, can be treated w ~th a bas;:. such as sodium or potassium
hydroxide. to provide 4-hydroxy-pyradizinone, 10B. The alcohol can be
treated with p-toluenesulfonvl chloride to provide tosyloxy compound. 10C.
The tosyloxy compound can be readily substituted with a compound R9'Z that
can undergo a SNAr reaction. Examples of these compounds are alcohols,
thiols. amines or hvdrocarbvl anions. Compounds of the present invention
include. but are not intended to be limited to. the following Examples:
Eaam~le 1 .0 4-liVlethvlthio)henzeneboronic acid ioc   wo ou;~my 2 7 MAY
2003 PCTILS99%=i_3.4 A stirred solution of 4-bromothioanisole (~ 0 g,
0.0?N6 mol) in anhydrous tetrahydrofuran (THF) was chilled to -78 C under a
nitrogen atmosphere. A ?.~ M solution of n-butyl lithium ( I? mL, 0.030
moI) in hexanes was added dropwise to the chilled solution. When the
addition was complete. the reaction mixture was stirred at -78 5 C for
about -I~ minutes. Tr~methvlborate (8 ~ mL. 0.07N8) was introduced via
syringe. The reaction mixture was then allowed to warm to room temperature
overnight. The room temperature solution was treated successively with
10,'o aqueous sodium hydroxide solution (~0 mL) and water (33.i mL) and
stirred at room temperature for l hour The reaction mixture was lowered to
about pH=N-~ using 10% aqueous citric acid and the THF was removed under
reduced pressure. The aqueous residue was saturated with sodium chloride
and extracted with ethyl acetate. The oceanic extract was dried over
~-IgSO, and filtered. The filtrate was concentrated under reduced pressure
to pro~~de a white solid which ,vas washed with hexanes to provide the
product as a white solid (meld: 1.~ g; 36,~0). mp 170 ~C. 'H'`i~,IR (300
MHz, D~tSO-db) a '_' -t7 (s, 3H). 7.'_0 (d, J=8 Hz. 2H). ~5 7.71 (d. J=8
I-iz, 21-I), 7.96 (br s. ~'H). Exarnr~le '_' '?-Benzvl-=I,~-dibromo-3('?I
I>-pvridazinone Benzyl bromide (0.~9 mL. 0.00 moll was added to a sacred
solution of N.~ _o dibromo-3(?H)-pyridazinone (1.27 ~~, 0.00 mol) and
potassium carbonate (0.76 g. 0.00e mul) in 20 mL of anhydrous
dimethylformamide (D~tF). The solution was stirred overnight at room
temperature, and partitioned between aqueous citric acid and ethyl acetate.
The aqueous layer w 'as extracted twice with ethyl acetate The combined
organic extracts were washed with brine. dried over '~lgSOa and filtered
the filtrate was concentrated under reduced pressure to provide a beie
solid. which was purified by 



column chromatography (silica gel. 9~ 1 hexanes-ethyl acetate) The product
was obtained as a white solid (yield: 1.3'_ ~" Q6.7..%i mp 9~-96 C 'H N~~IR
r :00 VIHz. CDCI;) b >.31 (s, ?H), 7.?9-7.37 (m. JH). 7.-11-7 -l7 (n:.
~'H~. ~ %9 (s. 1H). 'HIS (DCI-;vH:l m'z 3~.5 (Vl-I-1)' IR (KBr) 16N cm-~
Vin;   ~ 7 MAY 203 W'O 00;3.t',19 PCT/US99/25234 Example 3
'-Benzvl-=1-bromo-~-I~-(methvlthio)phenvl]-3~? H)-pvridazinone A solution
of the boronic acid (0.318 ~. 0 mol)) from Example 1, the 5
dibromopyndazinone (0.97 g, 0. mol), prepared according to the method of
Example 2, and tetrakis(triphenylphosphme)palladmm (0) (0.16 g, 0.0I=l?
mol), in dimethoxyethane (30 mL) was prepared. A ? I~i aqueous solution of
sodium carbonate ('_' 83 mL. 0. mol) was added to the dimethotvethane
solut;on and the mixture was heated at reflu.r. After 16 hours, a
chromatographic (TLC) check (9:1 hexanes,'ethyl acetate) indicated that
both starting materials were still presznt and a fresh aliquot of palladium
catalyst was added. The reaction mixture was stirred at reflex for an
additional ~ hours. allowed to cool to room temperature and stand over the
weekend The volatile materials were removed under reduced pressure and the
residue was partitioned between water and ethyl acetate. The aqueous layer
was extracted with ethyl acetate The combined organic extracts were washed
w ith brine. dried ov er ~~I<~ SO,, and fi ltered The filtrate w as
concentrated under reduced pressure to provide an oil which was purified by
column chromatography (silica gel, 9~:> hexanes/ethvl acetate). Fractions
containing the desired product were combined and concentrated under reduced
pressure. This material was rechromatoy~raphed (95:i hexanes,~ethvl
acetate) to furnish 0a00 0 of a bei~e solid. The solid was crvstalhzed from
ether;'Itexanes to promde white crystals (yield: 110 mg. 1 ~ o) n:p 11
~-118 C. 'H NMR (300 MHz. CDC1:) d '_'.~3 (s, 3H). i..10 (s. ?H).
7.30-7.-I'_' (m. 7 H). 7.-19-7.i.1 (m. 2H). 7.6~ (s. 1H). HIS (DCI/hiH,)
m,'z 387 (;ctrl-I)-. Example =~ '_ ?-Benzv 1--1-l.l-tluorophenvl 1-s-f
~-lmethv lthio )phem ll-3 ( ~' H ~-n4 ridazinone A solution of the product
from Example 3. (0.l00 ~~. 0. n:ol). -1fluorobenzeneboronic acid (0.072 ~~.
0 mol a. tetrakis(tr~phenvlphosphine )palladium (0) (0.013 g, 0. mol), and
a ? 1,-1 aqueous solution of sodium carbonat;. (0 6q mL. 0. mol ) in 30 mL
of dimethoxvethane ( DIE) was stirred a: retlux for 16 hours .-~ fresh
aliquot of l =   WO UO!.J"19 2 7 MAY 2003 P CT/L' S 99/? 5234 palladium
catalyst was added with an additional equivalent of the boronic acid. The
reaction was maintained at re flux for ~~ hours. The volatile materials
were removed under reduced pressure and the residue was partitioned between
water and ethyl acetate. The aqueous layer was extracted with ethyl
acetate. The combined or~amc layers were washed 5 with brine, dried over
:~IgSOa. and filtered. The filtrate was adsorbed onto silica gel The silica
~eliprodLtct was placed at the top of a column of silica gel and the
product eluted with 93:7 hexanes~'ethvl acetate. Fractions containing
product were combined and concentrated under reduced pressure. The residue
was purified further by a second column chromatography (silica ~_~1, 9~v
hexanes,~ethvl acetate) Fractions containing product were concentrated
under reduced pressure to provide a viscous oil (yield: 0 0'_'8 g, ?7'a) 'H
~il.-IR (300 Ml-Iz, CDC1,) o '_'.46 (s. 3H), i.39 (s) ~H). 6.9~ (t, J=9 Hz.
?1-i), 6.99 (d, J=9 Hz, ?H). 7.1 1 (d, J=9 Hz. 2Fi), 7.16-7.'_'3 (m. 2I I),
7.30-7.i.0 (m, 3H), 7.~'_'-? ~7 (m,'_'H). 7.86 (s, 1H). VtS (DCh'NH;j m,'z
Q03 (~1+I-i)-. 1 s Example '_'-Benzv
l--t-(-4-fluorophenvll-~-L~-lmethvlsulfonvl lphew 11-3('_H )-py ridazinone
A solution of meta-chloropero~cybenzuic acid (~IPCBA) (0.039 g, 0 00013 moi
) in dichloromethane (~ mL) was added dropwise to a stirred solution of the
sulfide t0.0'_'7 a 0. mol), from Example .~, in chilled (0 C)
dichloromethane (10 mL). After ~ minutes. 'o TLC ( 1:1 hexanes/'ethyl
acetate) indicated that the starting sulfide had been consumed. The
reaction was quenched with aqueous sodium sulfite. The or~~amc layer was
washed twice with aqueous sodium hydroxide and once with brine The
dichloromethane solution was dried over MgSO,. and filtered. The filtrate
was concentrated under reduced pressure The residue was purified by column
chromatography (silica gel. 7:3 heaanesiethvl acetztc~ ~5 to provide the
desired sulfone product Further elution w ith 100,~o ethyl acetate removed
the sulfoxide from the column The sulfoxide product was re-subjected to the
'FICA oxidant (0.04 ~_. 1 hour. 0 C ~ and worked-up as described abov e.
The residue obtained was combined with the sulfon~ from the first column
and the mixture was purif ed by column cllromatu;~raphy ~ silica _zel. ?'3
hexanes;'ethvl acetate) Fractions cunta:nin~~ I0.   wo oo~za~t9 2 7
~I~,~s~~~~ product were combined and concentrated under reduced pressure.
The residue was crystallized from ether/ hexanes to provide the product as
white crystals (yield: 13 mg, 4-1.6i). mp I01-103 C. 'H NiVIR (300 MHz,
CDC13) a 3.0~ (s, 3H), 5.40 (s, ?H), 6.95 (t, J=9 Hz, 2I-I), 7.l2-7.'_'0
(m, 2H), 7.28-7.4l (m, 3H), 7.3I (d. J=9 Hz, 2H). 7.~8-7.53 (m, s 2H). 7.84
(s, 1 H), 7.87 (d, J=9 Hz, 2H) vIS (DCI:'NH,) m/z 435 (M-H)'. MS (F. high
res.> calculated: m/z =13.1179 (M+H)', found: m/z 43.1184 (M+H)'. Example 6
?-Bonzvl-=1-(-I-fluorophenvll-~-methoxv-3(?H)-~vridazinone To a mixture of
2-benzvl-s-methoxy-.~-bromo-3(2H)-pyridazinone, prepared according to the
method of (S. Cho et al. described in J. Het. Chem., ( 1996),33, 1 s79 1
~8'_), (?.9-1 g; 10 mmol)) =1-fluorobenzeneboronic acid ( 1.~4 g; 11 mmol))
and CsF (3.0=1 g; 22 mmol ) in 2~ mL of anhydrous DMtE, under N,, was added
Pd(Ph3P)~ (3:17 mg 0.3 mmol) After addition, the mixture was heated at
reflex for at 100 C, for 18 hours. The ~ 5 mixture was concentrated in
vacuo and the residue partitioned between ethyl acetate and water. The
acetate layer was washed with brine, dried over MgSO, and concentrated in
vacuo The solid residue was suspended ~n ethyl ether-hexanes and filtered
to provide a solid product (yield: 3.1 g; about 100,r; > 9~% purity). 'H
NNIR (30U iVil-Iz, CDC1;) a 3.90 (s, 3H), i.36 (s. 2H), 7.09 (t, .I=9 I-Iz,
2H), 7.31 (m, 3H), 7.~0 (m. =II-I). ?.91 (s, 1FI). YIS (DCI,iI~IH,) m/z 31
1 (VITH)~, 3?8 (:vt~?~1H,)-. Example 7
2-Benwl-4-(4-fluorophenvll-~-hvdroxv-3(2H =pvridazinone The product from
Example 6 ( I .2-1 fi; 4 mmol ) in 20 mL of acetic acid was treated '-s
with aqueous 48~o HBr (?~ mL). The mixture was heated at reflex for about ~
to about 8 hours (TLC analysis). The mixture was concentrated in vacuu. The
product was dissolved in ethyl acetate, washed wtth 10,o bicarbonate, brine
and concentrated in vacuo The residue was treated with diethyl
ether-heaane~ f.:l ) and the solid was filtered to provide an almost pure
product (yield 1 16 g: 98,~0) 'H NI~fR (300 ~IHz. DMSO-d;,) n s.2-1 ('_'Hi.
10-~   WO 00/..1;19 2 7 M AY 2003 PCTIUS99i?5234 7.21 (m, ~H), 7.30 (m,
~H), 7.>j (m, 2H), 7.8~ (s, 1H), 11 31 (br s. IH). M1S (DCI/NH;) m/z 296
(M+H)-, 314 ('~1+NH,)-. Example 8 5
2-Benzvl-4-(:1-fluoro~henvl)-3-~trifluoromethvlsulfonvlo~cvl-:l?H)-~vr~dazi
none A solution of the product from E~cample 7, (89 mg. 0.3 mmol) in ?.~ mL
of anhydrous pyridine under a N, atmosphere and maintained at 0 C was
treated with trtf7ic anhydride (Tf_O: 0.06 mL: 0.3? mmol) dropwise. The
resulnn~ mitture was stirred at 0 C for ~ minutes and at room temperature
for 16 hours. (The pyridine and Tf,O should bz l0 pure for good results.
Occas~onallv an additional amount of Tf.O es necessary to force the
reaction to completion.) The mixture was then poured to a cold solution of
citric acid and extracted with ethv 1 acetate to obtain an almost pure
product (geld. 1?7 mg, about 99%) 'H NMR (300 MHz, D1~IS0-d~) d i.3-1 (s,
?H), 7. 3~ (m, 7H). 7.60 (m. 2H). 8.48 (s, 1 H). hIS (DC1~':~H;) m~'z 4~'9
(VI+H)`, -t46 (1~1+N~I,)~. Example 9 ?-Benzv !--~-i-1-fluorophenv I )-3
L~-f methvlthio)Phew I1-  ~'_' l I 1-nvridazinone A mixture of the product
from Example 8 ( l s~4 mg, 0.36 mmol), -I (methylthio)benzeneboronic acid
(67 mg. 0.-l mmol), Et;N (0.11 mmol, 0.8 mmol) and '0 Pd(Ph,P)~ (30 m;, 0
OW mmol) in 13 mL of toluene was heated at reflux, about l00 C for about 4~
minutes The mixture was concentrated in vacuo and the residue purcfied by
column chromatography (hexanes-ethyl acetate 3:1 ) to prov ide the title
compound (yield: 98 mg, 68,%). 'H WIR (300 MHz. CDC1;) o ?.-47 (s, 3H).
5.38 ys. '_'H), 6.98 (m, -1H), 7.1? (m, 2H), 7.20 (m, 2H).'.3 (m, 3H).
7.3-1 tin. ~'H), 7.86 (s, l I-Ii HIS (DCI;''.~iH,) m,~'z 403 f~I+H j`.
-1''0 (VIrLH~I-. Example 10 '_'-Bznzv 1--1-i -1-fZ ~ uronhenvl t-~-f -1-i
meth vl sul fonvl )phem l i-= i ? H )-nv r~dazmone ~u;   WO 00/24"19 2 7
MAY 003 PCT/US9 %_234 To a solution of the product from Example 9 ( l 40
mg, 0.3-18 mmol), in 10 mL of CH,CI~, at 0 C was added peracetic acid (CH;
COOOI-I; 0.~ mL, 30%). The mixture was stirred at 0 C for 90 minutes. The
dichloromethane was then removed in vacuo. The residue was dissolved in
ethyl acetate. washed with 10~o MaHCO,. and brine. The ethyl 5 acetate was
removed under reduced pressure. The residue was chromatographed (silica
gel, CH,C1,-diethyl ether 19:1) to provide the title compound (yield. 130
mg, 86%). 'H NMR (300 MIHz, CDC1;) 8 3.04 (s, 3H). i.40 (s, 2H), 6.95 (m,
?H). 7.l6 (m, ?H), 7.33 (m, ~H), 7.~~ (m. 2H). 7.86 (m, 3H). MS (DCh'NI-i,)
m;'z-13-1 (~~l+H)-. -1~~ (MI+NH,)'. l0 Exampie 11 -~-(~-Fluorophenvl
)-~-~=1-(methv Isulfonvl)phcnvll-3(?H )-wridazinone A mixture ofthe product
from Example 10 (37 mg. 0.08 mmol) and AIBr; (70 m~, 0.~6 mmol) in 10 mL of
toluene was heated at reflux, about 80 C for about 1 ~ minutes and cooled
to 0 C. The cooled mixture was treated with 1N HCl and extracted with ethyl
acetate. The acetate layer w as washed with water. brim and concentrated in
vacuo. Purification of the residue on sUca gel column (ethyl acetate as an
eluent) prov~d~d the title compound (yield: 22 ma, 76i) 'I-1 N1~~IR (300
l~lHz. CDC1;) 8 3.07 (s, 3 H), 7.00 (t. J=9 Hz. 2H), 7.?0 (m, 2 H). 7.~6 (
d. J=9 Hz. 2I-I), 7.86 (s, 1 H), 7.91 (d, J=9 Hz, '?H), I0.9:1 (br s, 1 H).
V1S (DCh"~H;) m''z 3-1~ (VI+H)-. 36'_' (~-1+NH, i-. '_0 Example l? ?-Phew
L--1-(~-fluoro~henvl)-~-(4-(methvlsulfonvl ~phenvll- 3(2H)-pvridazinone
Example 12A "'-Phenyl-4-chl oro-~-methox v-3 ( 2 Hl-y ridaiinone The title
compound was prepared accordtn~J to the method of (S. C'ho et al. described
in J. Het. Chem.. ( 1996), 3 3. I 379-13 S'_' ). starting with the ~-phenyl
dichioropyr;dazmone. .-~ mirture of '?-phew I--1. ~-dichloro-3 (=H
i-pvridarinone ( 1 g, ~1.1 mmol) and finery powdered. anhydrous K,CO= (380
mg, -1 ~ mmol) m 30 mL of methanol   CVO OOI2~'19 Z 7 ~~Y ~~0~ PCT!1; S99;
? 5234 was heated at retlux for ~ hours and concentrated in vacuo. The
residue was partitioned between water and ethyl acetate. The acetate layer
was washed with water, and brine to provide
?-phenyl--1-chloro-~-metho~cy-3(?H)-pyridazinone {yield: 9?0 mg. 9~io) 'H
Ivil~.'IR (300 V'Il-Iz. D~1S0-d~) b 4.1~ (s, 3H}, 7.~0 (m, ~H), 8.43 (s,
1H). MIS (DCI,~iH;) 5 m-z ?37 (Mt~H)-. 2~4 (:~I+NH~)-. Example 12B
''-Phenyl--I-(-l-tluoro~henvll-~-methoxv- :(?H)-pvridazinone The
2-phenyl-4-ch1oro-~-methoxy-3(2H)-pyridazinone product was coupled with l0
4-fluorophenvlboronic acid accordtn~ to the method of Example 6 to provide
'?-phenyl--I (-I-fluorophenyl)-s-methoxy-3('_'H)-pyridazmone (yield: 1.1 ~;
96ro). 'H LAIR (300 l,tHz. CDCI;) S 4.00 (s, 3H}, 7.10 (t. 3=9 Ilz. 2I-I),
7.4~ (m, 3I-I), 7.60 (m. 4H), 8.06 (s. 1H). I~IS (DCh'Nl-I;) miz 297
(1~1~H}~. Example I'_'C ?-Phenv 1--I-( 4-fluoroDhenv l )-s-hvdro~cv-3 (2H
)-pY'ridazi none The ''-phony 1--I-(4-tluorophenyl)-~-methoxy-3 (?
I-I)-pyridazinone product was treated with 48% HBr according to the method
of Example 7 to furnish'_'-phenyl--I-(4 fluoropheny l
)-~-hydroxy-3('_'H)-pyridazinone (yte(d: 9~ 7 m~) 92 o) MIS ( DCI ~".~i
l-1; ) m. z '0 283 (~I+H)-, 300 (~I+NHa)-. Example 1 ? D
?-Phenyl--I-1.~-fluoro~henvll-s-trifluoromethanesulfonvfo~cv~'_'H ~-pwdaz;
none The ?-phenyl--I-(-t-tluorophenyl)-~-hvdroxy-3(2H)-pyridazmone produc;
was sulfonylated accordine to the method of E~cample 8 to furnish
?-phenyl--I-(-I tluorophenyl
)-3-trifluoromethanesulfonyloxv-3(~'H)-pyridazinone (geld. l 3 ~ ~. 96, o)
NIS 1DCI!NH;) miz-11~ (W-H)'. -13'' (Vl+NHa)'. Example l2E   WO 00/2.i719 ~
? M AY 2003 PCT/US99/25234
2-Phenyl--1-(~-Iluorophenvl)-~-[,4-(methvlsulfonvl)phenvll-3(2H)-pvrtdazino
ne The ?-phenyl-4-(=t-fluorophenyl)-6-trit3uoromethanesulfonyloxy-3(2H)
pyridazinone was coupled with 4-(methylthio)phenylboronic acid as in
Example 9 to provide
2-phenyl-=1-(-4-fluorophenyl)-6-[~-(methylthio)phenylj-3(?H)-pyridazinone
(yield: 5 91 ~ mg, 92%) which was immediately oxidized with peracetic acid
as in Example 9 to provide the title compound after column chromatoeraphy
(silica ;el. 1: I hexanes-ethy 1 acetate) and cry stalltzation from diethyl
ether-hexanes (yield: ~'88 ma, 69%). mp 219-?'?0 C. ' f-I N NIR ( 300 NIHz,
DMSO-d6) d 3.?~ (s. 3 H), 7.1 ~ (t, J=9 Hz. 2H1, 7 30 (m. 2H). 7a16 (m,
1H). 7.~6 (m, =1H). 7.6.i (m, 2H), 7.90 (d, J=9 Hz, 2H). 8.2-l (s. 1I-1).
NIS 10 (DC1~`~1H,) m,'z -1'_'I (M+H)-, 438 (M+NH,)-. Example 13
4-Fluorophenvlacetic acid. methyl ester A catalytic amount (0 6 mL) of
concentrated sulfuric acid was added to a solution 



1 ~ of -1-fluorophenylacetic acid ( 30.8 ~. 0.?0 mol J tit Q00 mL of
methanol. The solution was stirred at reflux for 4 hours. The volatile
materials were removed under reduced pressure to furnish a colorless oil
which was dissolved tit ether,~ethyl acetate and washed with 2 N aqueous
Na,CO,, brine, dried over MoSO,, and filtered. The filtrate was
concentrated under reduced pressure to provide an oil which was dried
overnight under hiLh vacuum (yield. 33.6 g; 9s~o). 'I-I NIvIIt (300 ~tHz.
CDCI;) S 3.69 (s, ?H), 3.6~ (s. 3H). 7.0l (t, J=9 Hz. 2H), 7.20-7.'_'8 (m,
'_'H). LIS (DCI/NH;) rtL~'z 186 (~I+NHQ)-. Example I-1
j4-llytethvlthto)phenvlldimethvlthtol:etene acetal, mono-S-oxide A mixture
of methy It methylsulfinylmethyl)sulfide (~0 ~, 0.=10 mol ), and tineU
powdered sodium hydroxide (3 1? ~, 0.078 mol) was stirred at 70 C for 4
hours. =1(IVlethy!thio)benzaldehyde (? 7 .-4 mL. 0.19 mol ) was then added
tit one lot and the reaction mixture was stirred at 70 C for an additional
~4 hours. The mixture was cooled to room temperature and partioon~d between
10.  aqueous citric acid and dtchloromethane. ias   WO 00/2:l^19 2 7 MAY
Z003 PCT/L S99125~3.i The orjanic layer was dried over :vIgSO, and
filtered. The filtrate was concentrated under reduced pressure to provide a
brown oil. The oil was purified by column chromatography {7:3 hexanes/ethyl
acetate) to provide a solid The solid was crystallized tiom ether%hexanes
(yield: 2~..7 g; 72~~). mp ~?-53 C. ~H i\Ii~IP~ (300 ~lHz, CDCI;) d 2.33
(s, 5 3H), ?.53 (s, 3EI), ?.77 (s, 3H), 7.17 (d. J=9 Hz. 2H), 7.57 (s, 1
H). 7.86 (d. J=9 Hz, ?H). MS (DCh'NH;) in.-'z 259 (vI+I-I)- and m'z ? 76
(V+NI-1,)-, Example 1 ?-(4-Fluorophenvl)-3-j-4-lmethvlth~o)phenvl
l-.+-methv lthio--1-methvlsul tinvl-n-butyric to acid. meths 1 ester A
solution of the ester product from Example 13. ( 16.2 g. 0 0966 mol) in 50
mL of THF was added dropwise to a stirred solution of I .0 'v1 sodium
h~xamethyldisilazide in TI-IF (96.6 mL, 0.0966 mol), maintained at 0 C,
under an atmosphere of dry nitrogen. After 30 minutes, a solution of the
ketcne thioacetal, prepared according to the method of ~ 5 Example 1 ~ (
20.8 g, 0 0805 mol), in 50 mL of THF, w-as added dropwise to the reaction
mixture maintained at 0 `C After -1 hours, the reaction mixture was
acidified with 10% aqueous citric acid. The aqueous layer was wa~h~d twice
with ethyl acetate. The organic extracts were combined, washed with brine.
dried over iVIgSO, and filtered. The filtrate w-as concentrated under
reduced pressure to provide a brown oil which was purified by _o column
chromatography (85 1 ~ to 1 I dichloromethane!ethyl acetate gradient).
Several products havin5 different Rf values and NVIR spectra were isolated
These compounds had identical mass spectra. The mixture of compounds was
carried on in the following reactions (yield: ?2.=1 g: 65';0). i~lS (DCI;
''~H;) m/z 4.I4 (NI-NH,) Example 16 ?-~-I-Fluorophenvll-=-~~-~
methvlthio~hew l~-~-formU-n-~opaitoic acid, methyl ester The mixture of
compounds from Examplz 17. (9 0 Q, 0.0'_' 1 mol) were dissolved in
acetonitrile (80 mL) and cooled to 0 `C. Perchioric acrd (60'0: 1 06 .
0.006 mol) was added to the stirred solution. The reaction mi~aure was
stirred at 0 `C for 8 hours. and 1 i~~y   WO 00/?.t719 2 7 M AY 2009
PCT/US99I3523d quenched with ? N aqueous Na,CO; The acetonitrile was
removed under reduced pressure and the resulting aqueous mixture was
extracted with ethyl acetate. The organic solution was dried over MgSO, and
filtered. The filtrate was concentrated under reduced pressure to give a
yellow oil which was purified by column chromatography (silica gel, 7:3 5
hexanes/ethyl acetate). Fractions containing the highest Rf diastereomers
from the product mixture were concentrated in vacuo and the residue was
crystallized from methanol to furnish the title aldehyde-ester compound as
white crystals (yield. 0.?7 g. -1.0%). nip =1 I?-113 ~C. 'H NI~IR (300
;~tHz. CDCI;) a 2.49 (s. 3H), '_' .16 (s, 3H). 4.39 (s. 2H), 7.03 (t, J=9
1-Iz, 11-I), 7.'' 1 (d. J=9 Hz. 1 H ), 7.2~ (d, J=9 Hz, ~H), 7.40- 7.47 (m,
2H). I~1S to (DCI/NH,) m.'z 3;3 (VI--H)- and m,'z 3~0 (1~1+NI-h)'.
Fractions containing lower Rf compounds from the product mixture v< ere
concentrated in vacuo and the residue was identified as the hydrate of the
aldehvde-ester (yield: ?.6 g, 3~.2~0) ' H I~ I~~IR (300 MHz, CDC 1,) b 2
4-4 & 2.46 ('_ s, 3 H ), 3 . ~ 6 R 3 .48 (? s, 3 H ). 3 .5 S ~: 3 . 76 (?
dd. J=6 Hz, J=6 Hz, IH), 3 98 & a.?6 (? d, J=12 Hz, IH). ~.~ll 8c 5.47 (`'
d. J=6 Hz. 1H), 6.96 ~ 7.00 (t, J=9 1 ~ 1-iz, 2H), 7.1 I-7.'_'6 (m, 6H1.
VfS (DCL'';s~H,) m/z 333 yI-H)~ and m;'z 3~0 (~f+~iH~)'. The lowest Rf
compound was identified as the hydroy lactone formed when a hydroxy group
from the hydrate displaces the methoay croup from the ester (yield: 1.1 g.
16.4%). 'H NVIR (300 iVIHz. CDCI;) 8 '_'.4s (s. 3H)) 3.~=1-3.71 (m. 1H).
3.98-~..?1 (m, 1 I-I), 4.61 (br s, 1 H). ~.8~-6.01 (m. I H ). 6.98 (t. J=9
I-Iz, ?I-i)) 7.1'_'-7.?7 (m, 6H). l~~tS (DCI/NH,) m,'z 336 (iVI+NH,)~.
Example 17 4-(-1-Fluor~henvll-s-[4-(methvlthio
phenyl]--4.~-d~hvdro-s(~I-Il-pvridazinone The aidehyde-ester, hydrate. and
hvdroxy lactone from Example 16 (0.I0 g, 3 mmol). were dissolved in 10U mL
of ethanol. This solution was treated with hydrazine monohydrate (0.1 ~ mL.
30 mmol) and the resulting solution was stirred at retiux in a Soxhelet
apparatus containing molcular sieves. After 18 hours. the reaction mixture
was cooled and the volatile materials removed under reduced pressure. The
residue was partitioned between ethyl acetate and aqueous HCI. The aqueous
?aver was washed trace   w'O 00/2-1719 2 7 M AY 2~~~ PCT;'US99;'2~234 with
ethyl acetate. The combined organic extracts were washed twice with brinz,
dried over ~'~IgSO~, and filtered. The filtrate was concentrated under
reduced pressure and the residue was purified by column chromatography
(=l.1 hexanes/ethyl acetate) to obtain the title compound (yield: 50 mg.
53i). 'H NMR (300 VfHz, CDC13) S ?.~6 (s. 3H), 3.75 (d, 5 J=12 Hz, 1 H),
3.87 (d, J=12 Hz, 1 H). 6.93-7.08 (m, 6H), 7.16 (d, J=9 Hz, '_'H). 8. 71
(s(br). 1 H i. MiS (DCL~1H,) m/'z 315 (l~~ItH)' and m/z 332 (lit+NH,)`.
Example 18
-1-l4-Fluorophemll-5-I-t-tmethylsulfonvl)phenvll--t.5-dihvdro-3f2H1-pvndazi
none A solution of peracetic acid, 3?% in acetic acid. (0.4 mL. 1.6 mmol)
was added to a stirred solution of the sulfide from Etample 17 (0.050 D.
0.16 mmol) in dichluromethane, and maintained at 0 C. The reaction mixture
was stirred for 5 hours at 0 C then diluted with water. The organic layer
was dried over MgSOa and filtered. The filtrate was concentrated under
reduced pressure to provide an oil which solidified on triturat~on with o
ether (yield: -t7 me, 85%). 'H NMR (300 MtHz, CDCI,) a 3.05 (s. 3H), 3.77
(d, J=12 Hz. 1 H). 1.05 (d. J=1 ~' Hz, 1 H), 6.95-7.08 (m, ~H), 7.28 (d.
J=9 Hz, 2H). 7.90 (d, J=9 Hz. 2H), 8.75 (s. broad. 1I-1). VtS (DCI;'NH;)
m'z 36.t (Vf~-NH,)'. Example 19 _o -t-l-t-F i uorophenr l !-5- f =t-( methv
1 sulfon~~ I )~henv 1]-3( 2 H !-pvridazmone The dihydropyridazinone product
from Example 18 (-t7 mg, 0.136 mmol ~ was dissolved in acetic acid (25 mL).
Bromine (0.025 mL, 0.16 mmol) was added to the solution and the reaction
mixture was stirred at 95 C for 20 minutes. The reaction mmure was
concentrated under reduced pressure. The residue was partitioned between .5
ethv 1 acetate and water. The or~~amc layer was washed with brine. dried
over ~-t~~ SOa ai:d filte:ed. The filtrate was concentrated under reduced
pressure to provide a solid w'htch was eluted through a short gad of silica
gel with ethyl acetate. The title compound was cry stallized from ethyl
acetate;'hexanes (yield: 35 mg. 75.%). mp 2>5-=56 C 'H NVtR (300 ViHz.
CDC1;) ~ 3 07 ( s. .: Hn. 6.98 ft. J=9 Hz. '_'f-i). 7 16- 7.?3 (m. 2H). 7.3
~ ( d. J=9 to   W O 00/2-t' 19 2 ~ MAY 2003 PCTIUS99/25?34 Hz. ?H), 7.86
(s, 1 H), 7.9I (d, J=9 Hz, 2H). ~,-1S (DCIr'NH,) m,rz 3=I~ (M~H)T and m/z
36? (M+NH,)'. ExamEle 30 '_'-(4-Fluorobenzvl i-4-(=l-f7uorophenvll-s-L-(
methvlsulfonvl)phenyl]-3(?H)-nvridazinone f1 solution of the
nitrogen-unsubstituted pyridazinone product from Example 19 ( 160 mg, 0.46
mmol), h,CO, ( 193 m~~, I -l mmol), 4-t7uorobenzylbromvde (0.09 mL. 0.7
mmol) and NaI (catalytic) in 10 mL of anhydrous N.N-dimethylformamide (DMF)
was stirred at room temperature for I 8 hours. The reaction mixture was
quenched with ?'~ ! a HCI, extracted with ethyl acetate (~ x ~0 mL ).
washed with brine and water. dried over MgSO,. filtered and concentrated in
vacuo. The residue was purified by column chromatography (?:?:6 ethyl
acetate:'dichloromethane/pentanes). Crystallization from ether/pentanes
provided white crystals (yield 1 10 m~;, 52,r). mp 1 ~3-1 ~4 C. 'H ~ll~tR
(CDCI,, 300 MHz) a 3.06 (s, 3I-I), i.36 (s. ?H). 6.96 (t. J=8.-I Hz, ?H).
7.04 (t. J=8.7 Hz. ?Fl). 7.16 (dd. J=9.1 Hz. J=~.4 Hz, ?H). 7 31 ( d. J=8.~
Hz, ?fI), 7.~4 (dd, J=8.8 Hz. ~.s Hz, ?Fi). 7.84 (s, 1 H). 7.87 (d, J=8 8
Hz, 2H). ;t~tS (DCI:T1FI,) m-z =1~3 (Vt-H) E~cam~le 21 ?-(Phenvlpropar~vl
~-4-l=t-fluorophenvll-~- -1-lmethvlsulfonvllphewll-s(3rI)-w ridazinone .u
The title compound was prepared accordine to the method of Example ?0,
substituting phenylpropargyl bromide for -1-tluorobenzyl bromide mp I00-103
JC. 'H NMR (CDC1;, 300 NIHz) S 3.06 (s, 3H), ~.?6 (s. ?H), 6.97 (t, J=9 Hz.
?H), 7.?0 (dd. J=9 `Hz. J=6 Hz, 2H), 7.31 (m, 3H). 7.34 (d. J=9 Hz. ?FL).
7.48 (m. ?H). 7.89 (d, J=9 Hz. ?H). 7.9 (s, 1 I-I). MS (DCI/I~I-I3) miz
-1~9 (M+H)-. .; Examgle ~'' ?-~'_'.-1-Difluorohenzvll-=I-l-1-fiuorophem !
~-~-14-lmetn~lsulfonvllnhenvl)-s(''Hl pvridazinon~   WO 00/2.t719 2 7 MAY
2003 PCT/US99I25~3~1 The tale compound was prepared according to the method
of Example 20. substituting ?,-I-difluorobenzyl bromide for 4-tluorobenzyl
bromide. mp 179-182 C. 'H NMR (CDC1;, 300 MHz) ~S 3.06 (s, 3H). ~.46 (s,
2I-1), 6.87 (m. ?H). 6.96 (t. J=9 Hz, 2H), 7.17 (dd. J=9 Hz. J=6 Hz, ?H),
7.3? (d. J=9 1-Iz. ?H). 7.s4 (m, 1 H). 7.86 (s. 1 H), 7.88 (d, J=9 Hz. 2H1.
V1S (DCh'NH;) miz 471 (i`M+H)-. Example ?3 '_-(i~Iethvl-''-propenv 1
)-4-l4-fluorophem ( 1-~-[-1-(methv(su(fonvf Inhenvil-3(?H) pvridazinone I o
The title compound was prepared according to the method of Example 20,
substitutin~ 3-chloro-~'-methylpropene for -1-fluorobenzyl bromide. mp
I=10-14? C. ' H WtR (CDCI;, 300 WHz) 8 I .86 (s, 3H), 3.08 (s. ~H), -t.83
(s) ?H). =1 94 (t, J=1 Hz, 1 H), ~ .0~ (t, J=1 I-Iz. I H), 6.98 (t. J=9 Hz,
? H), 7.~ 1 ( dd, J=9 Hz. .(=6 Hz, ? H), 7 .3 7 (d. J=9 Hz, ?H), 7.89 (s, 1
H), 7.9l (d. J=9 f-Iz. 2H). VIS (DCI:':~;H;) mi'z 399 ('~~t~H)`. 15 Example
2-1 2-( 3-ylethvl-'_-hutenU)-4-(-1-tluomphenv()-;_[-~-i methvlsu(t~~w
()ohenvll-3(?H) p,~~ridazinone The dcaired compound was prepared according
to the method of Example 20 substituting 4-bromo-'_'-methy (-?-butene for
-1-tluorobenzy( bromide. mp I69-I72 C. 'H ~1~IR (CDCI;. 300 MIHz) ~ 1.78
(s. 3H). I 8d (s. 3H), 3.06 (s. 3H). =1.86 (d, J=7.~ Hz, 2H), i.47 (t,
J=7.~ I-Iz, 1 H), 6.9b (t. J=9 Hz. 2H). 7.18 (dd, J=9 Hz. J=6 Hz, ?H), 7.33
(d. J=9 Hz. 2H). 7.8-t (s. 1I~I), 7.88 (d. J=9 Hz. ?H) MS (DCh'N~I ;) m~'z
-;13 (l~f-~H)-. Example ''~
'_'-r'_'-Trifluoromethvlbenzvll--1-~.t-fluoro~henvll-s-f=t-( methvlsu(tonvl
nhenvll-3l?EIl pvridazmone The title compound was prepared according to the
method of Example 20, subst~tuon~_ '_'-(trifluoromethvl)benzU bromide for
-t-fluorobmz~ 1 bromide. mp 87-90 C.   WO 00;3-t?19 Examgle ''9 2 7 MAY
2~J0~ PCT/L'S99/35234 ?-(3-
vridvlmethvll-=1-(.1-fluorophem~l)-5-~-I-lmethvlsulfonyl)phenvll-3(?H)-pv~i
dazinone The title compound was prepared according to the method of Example
?0, 5 substituting 3-(bromomethyl}pyridine for :~-fluorobenzyl bromide. rnp
160-161 C. 'H 1\MR (CDCI,. 300 MHz) b 3.07 (s, 3H), ~.=13 (s, ?H), 6.97 (m,
2H), 7.1 ~ (m, ?H). 7.3-1 (m. =1H), 7.3~ (m. ?H), 7.87 (m, '_'H), 7.97 (s,
1 H). 8.60 (m, 1 H), 8.81 (m, 1 I~l ). ~.IS (DCI:'I~H- i m;'z 136 ( ~~1-H
)-. i0 Example 30
''-(6-Fluoro~uinolin-?-vlmethv!)--i-(~1-fluorophenvl)-~-j=I-(methvlsultonvl
iphenvl ~-3f?H i pvridazmone The title compound was prepared according to
the method of Example ^0, substituting ?-(chloromethyl)-6-fluoroquinoline
for .1-fluorobenzyl bromide. mp 1 I 6-1 I 9 )5 C. 'H NVIR (CDC1,. 300
iVII-Iz) 0 3.07 (s. 3H), 5.73 (s. 2H). 6.96 (m. =H). ;' 18 (m, '_'H), 7.3~
(m, ~H), 7.3~ fm. 2H), 7.~6 (m. ?H). 7.68 Im, 3H). 7.90 (m. 3H). 8.1. im,
~I-I) VIS 



(DCI/I~H,) m,-z 604 (M+H)', Example 31 '_'0 2-f
Ouinolin-?-ylmethvll-=I-(~-tluorophenvl )-5-(-1-lmethvlsultonvl )phen~.
l~-U?H'~ pvridazinone The title compound was prepared according to the
method of Example ?0, substituting ''-(chloromethyl)-quinoline for
-l-fluorobenzyl bromide. mp 97-l00 C. 'E-I WIR (CDCI;, 300 MHzj d 3.06 (s,
3H), 6.75 (s, '_'1-I), 6.95 (m, ?H), 7.19 (m. ''H). 7. 35 lm, ?s '_'H). 7
56 c m, '_'H), 7.73 (m. 1H), 7.8? (m, I H), 7.90 (m, 3H)) 8.15 (m, ''1-I)
~iS (DCLINH,) m!z 386 (yI+H) Example 3'' '-Bc^z:I--I-(~-fluorot~hew I
~-p-(~1-im~thvlsulfomllphenvll-3('_Hl-nvrid~zmeth~one   wo ooi~.s~ t 9 2 7
Mq~r9~Q~~ A mixture of
?-benzyl-~-(~-fluorophenyl)-~-(4-(methylsulfonyl)phenylJ-3(?H)
pyr~dazinone, prepared according to the method of Example ~. (109 mg, 0.~'~
mmol) and Lawesson's reagent (202 mg, 0.~ mmol) in 1 ~ mL of toluene w as
stirred at reflu~c for =t8 hours. The mixture was concentrated in vacuo and
the residue ~~ as chromatographed 5 (silica gel, ethyl acetate) to provide
the title compound (yield: 100 mg, 88%). mp 88-90 C. 'H NMR (300 MHz,
CDCl3) cS 3.04 (s. 3H), b.05 (s. 2H). 6.96 (m. ~'H), 7 08 (m. 2H), 7.26 (m,
2H). 7.37 (m, 3H), 7.61 (m. 2H). 7.84 (d, J=9 Hz, 2H). 8 13 (s, 1 H) ISIS
(DCI,~'Nfl;) miz 451 (~t~H)~. 10 Example 33
2-Benzvl-4-(4-fluorophenvll-~_(-1-(ammosulfonvllphew 11-3('H)-pvridazinone
Example 33 was prepared usin; a similar procedure as that described m
(1\-I. De Vleeschauw~er and J.V. Gauthier, Svn. Lett., (1997) 375). ~ 5
Example 33A ?-Benzvl-.~-l-1-fluorophenvl )-5-[4-(methvlsulfinvl)ohew
11-3('_ Ei ~-pv ri dazmone A solution of
2-benzyl-4-(.~-fluorophenyl)-~-[.~-(methylthiolphenvl i-3(2H) pyridazinone,
prepared according to the method of Example 4. (-1~0 mg. 1.12 mmol) in
CH,CI_ ( 10 mL) was added dropwise to a suspension of hydrow (tosvloxv
I~odobenzene 20 (=139 mg, 1.12 mmol) in CH,CI_ (1 ~ mL) and the mixture was
stirred until a clear solution was obtained (about I hour). The reaction
mixture was then washed with water and dried with IvI?SO~. Removal of
solvent in vacuo provided the correspondin5 sulfoxide (y field: ~.8~ mg,
about 100%). 'H i\1MR (300 VIHz. CDC1;) d ''.72 (s. 3H), ~.~10 (s, '_'H).
6.90 (m, 2H)) 7.15 (m. 3H). 7.33 (m, 3H), 7.~7 (m. 3H), 7.71 (m, 1H). 7.86
(s. 1 H). :HIS (DCI,~H;) ?5 tniz 419 (Vt+Fl)~, 436 (M+NHa)~. Example 33B
'_'-benzvl--1-~-1-tluoro~phewll-~-(acetowmethvlsulfonvlphem
11-n'?1-ly-pvridazmone 116   W O 00!Z-1' 19 2 ? M AY 2003 PCT/L'S991:5_34 A
suspension of the sulfotide from Example 33A, (~8~ mg, 1.1'_ mmol) and
AcONa ( 1 ~1 g) in 1 ~ mL of Ac,O was stirred at reflux for 2 hours and
concentrated in vacuo. The residue was distilled twice  ith toluene,
dissolved in ?~ mL of CH,CI,, cooled to 0 C, and treated with CH;CO,I-I (1
mL). After 1 hour, the mixture was washed, 5 successively, with saturated
NaHCO; and brine The solvent was removed in vacuo. The residue was
chromatographed (silica ;el. 1: l hexanes-ethyl acetate) to provide the
desired product,
2-benzyl--1-(:~-f7uorophenyl)-~-(acetoxvmethylsulfom~lphenyl)-3(''H)
pyridazinune lyield 1 ~0 m~. '?7,r ). ~-IS (DCI;'NH;) m;''z -193 ( Vi-H)'.
10 Example 3 3C 2-Benwl-~-l~.-fluorophewll-3-[-I-(sodmmsulfinato)phem
1]-3(?H)-pvridazinone To a solution of the acetoxymzthr Isulfone from
Example 33B ( 1 ~0 mg, 0.3 0~ mmol). in 10 mL of THF and ~ mL of methanol
at 0 C, was added 1 N NaOH (0.30 mL. 0.30 mmol) The mixture was stirred at
0 C for 1 hour. The mixture was concentrated 15 in vacuo, the residual
water was removed via an EtOHtoluene azeotrope followed by a toluene
azeotrope. The residue was dried under high vacuum for 48 hours to provide
the sodium sulfinate (yield: 1 ~0 m~~. 96%). VtS (DCI;'~II-1,) m'z -1-)= (
~I+H)` Erample 33D 20
'_'-Benzvl-4-l4-IluoroohenW-~-f-t-rchlorosulfonvllphenVl-:(2H)-pvridazinone
The sodium sulfinate (about 0.31 mmol ) in CH,CI, ( 10 mL) was treated at 0
C with SOCI, (0.033 mL, 0.-4 mmol) for ~ hours. The mixture was washed with
brine, dried with MgSO, and concentrated in vacuo to provide the crude
sulfonvl chloride (yield. l~s m~;, about 100,r). MIS (DCI,~NH,) miz -l~ ~ (
~I~H)'. ~5 Example 3 3E '_'-Bznzvl--1-I4-f7uorophew I )-~-f-t-(ammosulfonvl
)phem ll-3('_'H )-nvridazinone The crude chloride prepared accordin~~ to
the method of )example 3 3 D, in 10 n:L of THF. was added to a solution of
~0' ~I-I,OH. m 10 mL of TI li=, maintained at 0 'C. The   wo oo,~.s~ t y
mixture was allowed to warm to room temperature over 3.~ hours. The THF was
removed in ~acuo and the product was extracted with ethyl acetate. The
ethyl acetate was removed in vacuo and the residue was treated with diethyl
ether-hexanes '_':l to provide the sulfonamide (yield: 113 mg. 84r). mp
188-191 C. 'H NMR (300 MHz. DivISO 5 d6) c5 2.70 (dd, J=1 ~ Hz, 2H), i.36
(s, 2H), 7.13 (t, J=9 Hz. 2H), 7.'_'~' (m. ?H), 7.40 (m, 7H). 7.73 (d. J=9
Hz, ?H). 8.11 (s. 1 H) MS (DCh'NH.) m/z 436 (NI+H)-. E~camele 3-t
?-(~.`_'.2-Trifluoroethvll--t-l-t-fluoro~henvll-~-~4-rmethvlsultW
vl)nhenvl]-3(2H) 10 pvridazinon~ The title compound was prepared according
to the method of Example 20, substitutin~ 2-iodo-1.1,1-trifluoroethane for
-l-fluorobenzyl bromide. mp l 77-179 C. 'H NiVIR (CDC1,, 300 MHz) 0 3.06
(s. 3H), 4.88 (q) J=9 EIz. 2I-I). 6.98 (t, J=9 Hz,'?H), 7.18 (dd, J=9 Hz,
J=6 Hz. ?H), 7.3~ (d. J=9 Hz. '_'H), 7.89 (s. 1H). 7.91 (d, J=9 Hz, ?H).
MIS ~ 5 (DCL':~iH;) m'z :~?7 (VI+H)~ and m:'z 44=t (;~I~'.~1H~)`. Example
3~ ?- 3. 3-D~chloro-?-propenvl )--l-t-fluorophenvl ~-~ j~t-i mrahvlsulfow
Ilphenvl]-3f2H1 pvridazinone 20 The title compound was prepared accordin;
to the method of Example 20, subsritunng 1.1,3-trichloropropene for
=t-fluorobenzvl bromide. mp 130-1 ~2 C. 'IJ N~IR (CDCI,. 300 :vlHz) 8 3.06
(s, 3H). 4 98 (d. J=7 Hz. 2H), 6.'_'~ (t. J=7 Hz. 1I-I), 6.98 (t, J=9 Hz,
2H), i.18 (dd, J=9 Hz, J=6 Hz. =H). 7.33 (d. J=9 Hz, 2H). 7 8s (s. 1 H).
7.89 (d) J=9 Hz, ?H). VtS (DCI~`I~~H;) miz 433 (iVi~H)~ and m~'z =170
(M-NI-Ia)-. ''S Example ~ 6 '_'-~ 3-Phenyl-? pro~envl
~--t-(.t-tluoronhenvll-~-[-t-f methvlsulfonvl)nhenvll ~?H1 wridazinone ins
WO DO/?-1719 ~ MAY 2003 CT~'l.'S99i:S23J The title compound was prepared
according to the method of Example'_0, substituting cinnamyl bromide for
4-fluorobenzyl bromide. mp 165-167 C. 'H NMIR (CDCI;, 300 vlHz) ~ 3.06 (s,
3H), 5.01 (d. J=7 Hz. ?H). 6.48 (dt. J=1 ~ Hz, 7 Hz, 1 H). 6.79 (d. J=I 5
Hz. 1 H). 6 97 (t. J=9 I-fz, ?H). 7.19 (dd, J=9 Hz, J=6 Hz, ?H). 7 .''
S-7.44 (m, SH). 5 7.37 (d. J=9 Hz. ~H), 7.86 (s, 1H), 7.89 (d. J=9 Hz, 2H).
IvIS (DCI/1~1I-I;) m/z 461 (vl-H)` and m/z 478 (VI~NH,)-. Example 37
?-(4-Carboxvphenacv Il-=I-(=1-fluorophenvl )-5-[-I-(methylsulfonvl )nh~rv
Il-3 f'_H > 10 ~vridazinone The tale compound was prepared according to the
method of Example 20, substituting methyl =I-(bromomethyl)benzoate for
4-fluorobenzyl bromide and by droly sis of the resulting ester. mp
'?39-`_'41 C. 'H NwIR (CDC13, 300 NIHz) 8 3.06 (s. 3H), p.-46 (s. ?H), 6.96
(t. J=9 Hz, 2H). 7.17 (dd, J=9 Hz, 6 I-Iz, ''H), 7.33 (d. J=9 Hz. ''H).
7.63 (d. J=9 )5 Hz. ?I-I), 7.87 (s, IH), 7 89 (d, J=9 Hz. ~H). 8.08 (d. J=9
Hz, ?H). MtS (DC1NH;) m,z.~79 (~-t-H)- and m,''z :J96 (\,I+NHa)`. Example
38 2-f5-'~tethv)tlnazol='-vlmethrl~--f-
4-fluorophenvll-5-f:~-fmethvlsulfonvllfihen'~ll-:f~'Hl .o wridazinone The
title compound was prepared according to the method of Example 20,
substituting '_'-(bromomethvl)-~-methylth~azole for 4-fluorobenzyl bromide
mp 1 1-1-116 C. 'H NLIR (db-DI~~ISO, 300 ~IHz) S 3.6-4 (s. 3H), 3.'_'3 (s,
'_'H). 5.37 (s. ?H). 7.13 (m. '_'Hj. 7.?3 (m. ~'H). 7..I0 (s, 1H). 7.47 (d,
J=8 Hz. ?H), 7.87 (d. J=8 Hz. ~H). 8 10 (s, 1H). 'S VtS (DCI;NH,) m,~z 3s6
( VI+H)-. Example 39 '_'-( 5-Chlorothiazol-'_'-vlmethvll--~-f-I-tluoroohem
1 )-5-f-I-! methvlsulfonv I ;ohe7v11- ~~H i y ridazinone 0   2 7 M AY 2003
w'O 00i2.1719 PCT!US99I2523~t The title compound was prepared according to
the method of Example 20, substituting 2-(bromomethyi)-~-chlorothiazole for
-1-fluorobenzyl bromide. mp 18~-186 C. 'H NMtR (db-DMSO. 300 MHz) 8 2.32
(s, 3H), > j0 (s. 2H). 7.1 ~ (m, 2I-I), 7.24 (m, 2H), 7.i.7 (m. 2H), 7.87
(m, 3H), 8.14 (s. 1 H). MS (DCL'N1-I,) m/z -l76 (Vi+H)- and m,!z 5 493
(IvI+NH~)'. Faam~le 40 ?-('_.
3.3,4.4.~-Hetafluorobuten-1-vll-~-(=1-fluorophenvl)-~-[-1-(methvlsulfonvl)p
henvl] 3(2H )-pvridazinone o The title compound was prepared according to
the method of Example ''0, substituting
2,2,3,3,=1.=1,4-h~ptafluoro-1-iodobutane for 4-fluorobenzyl bromide. Under
tho alkylation conditions, elimination of HF provided the unsaturated
product. mp 167-169 C. `H NLIR (CDCI,, 300 MHz) b 3.07 (s. 3Hj, 7 00 (t,
J=9 Hz, 2H), 7.17 (dd, J=9 Hz. 6 Hz. 2H)) 7.33 (d, J=9 Hz, 2H). 7.68 (d,
J=24 Hz, 1H), 7.93 (d. J=9 Hz,'_H), 8.01 (s, 1H>. ~ 5 L1S (DCI;'~II-I, )
miz ~07 (VI+H)' and m,~z ~?.~ (ht~~'H,)'. Example 41
2-('_',4-Difluorophenacvi)-.1-(4-f7uoro~henvll-~-L-(methvlsulfon~~l)phenvl~
-3(2H) pvridazinone zo The title compound was prepared according to the
method of Example ?0. substituting 2-chloro-2',=1'-difluoroacetophenone for
-1-fluorobenzyl bromide. mp l91-19? C. 'H NNIR (CDCI,. 300 MHz) d 3.08 (s.
3H), i.57 (d. J=3 Hz. 2H1. 6.94-7.07 Vim, 2H), 6 96 (t, J=9 Hz, 2H). 7.39
(dd, J=9 Hz. 6 Hz. '_'I-I), 7.91 (s, lHl. 7.91 (d. J=9 Hz. ?H). 8.03 



8.12 (m, 1 H). MS (DCh`NH,) m/z =499 (V1~H)- and m,~z s 16 ('~~I~NH,) 25
E~amale 4'_' ''-( s-Chlorothten-'_'-vlmethvl
)-4-(=1-fltyoronhenvl)-~-[~l-(methv lsulfonvl )phenU~i-3i~'H y pvr idazmone
WO00/2..1i19 Q 7 M AY 2003 PCT/US99/25?3.1 The title compound was prepared
according to the method of Example 20, substituting
2-(bromomethvl)-~-chlorothiophene for 4-fluorobenzyl bromide. mp l39-14l C.
'H NMR (db-D1~~IS0. 300 MHz) b 3.?3 (s, 3H), ~.-13 (s, 2H), 7.03 (d, J=4
Hz, 1H). 7.09-7.?9 (m. ~H), 7.47 (d. J=8 Hz. '_'H). ~ .87 (d. J=8 Hz, 3H),
8.1.i (s. 1 H). MIS 5 (DCI`'NH,) m,`z 4?4 (1`h-H)` and m,'z 49? f:~I+~H,)-.
Example 43 `_'-(s-~Iethv
Ithien-?-vlmethvll-4-i-I-fluoronhenvll-s-[:I-(methvlsulfonvl ~phenvl~-3(2H1
p,~ ridazinone o The title compound was prepared accordin~~ to the method
of Example 20, substituting '_'-(bromomethyl )-~-methv Ith~ophene for
4-fluorobenzyl bromido. mp I 721?~ C. 'H N~IR (db-DMSO, 300 ~.tHz) b 3.?2
(s, 3I-f), ~ 49 (s, '_'H), ?.03 (m, 1H), ?.14 (m, 2H), 7.?3 (m. 3H), 7.=I8
(m. 3H). 7.86 (m. '_'H). 8.1 1 (s. 1 H). ~,~IS (DCI;~H;) miz 4-1l (V1+HJ-
and m,~z =4~8 (Vt-NH,) t5 W ample -1-I
?-(-I-Diethvlaminophenacvll--I-t-I-fluorophenvl?-~-L-I-i methUsuffuw 1
~chenvll-3(?Hl pvridazinone The title compound was prepared accordin~~ to
the method of Example ''0, 20 subst~tutm~; 2-chloro--1'-diethy
laminoacetophenone for -4-fluorobenzvl bromide. mp 10~ 108 C. 'H NMR (CDC1;
, 300 VIHz) a 1.?3 (t, J=? Hz, 3H). 3 0? (s. 3H), 3 -I-I (q. J=7 Hz, ''H),
i.61 (s, ''H), 6.66 (d, J=9 Hz. ?H). 6 9=t (t, J=9 I-Iz. 21-I). ? .~ 1
(dc3. J=9 Hz. 6 Hz, 2H), 7.38 (d. J=9 Hz. ?H). ?.8?-7.94 (m. =IH). %.90 (s,
lI-Il. VIS (DCI:'VH;) m;z s3-I (\~(+H)' . '_'~ Example =l~ ~-l'_'. i.-1.
~.6-Pentatluornhenzv I ~--1-l-1-fl uororhew 11-~ j-1-( methv Isulfonvl
)phenyl J- 3 ~?H ) p~ ridazinone The title compound was prepared according
to the method of Example .0, substituun~~ ~. 3.-1,i.6-pmtalluorubenzyl
bromide for -I-lluorubenzvl br~mi::e mn 11 ~-1 16 ",   WO 00/e'19 2 ~ ~IAY
Q003 PCT/US991=533.t C. 'I-I NMR (CDCI;) 300 NIHz) 3.06 (s, 3H), ~.~0 (s.
2H), 6.9b (t, J=9 Hz, 2H), 7.17 (dd, J=9 Hz, 6 Hz, 2H), 7.33 (d, J=9 Hz.
2H), 7.82 (s, 1 H), 7.89 (d, J=9 Hz, 2H). MS (DCh'NH;) nv'z ~2~ (M+1 i )-
and miz 54? ('~i+NI-Ia)'. Example 46
'-(Phenacvll-4-(4-fluorophem~l)-5-f-1-lmethvlsulfonvl)phem 11-3(''H
y-pvridazinone Tho title compound was prepared accordin` to the method of
Example 20, substituting 2-bromoacetophenone for -1-tluorobenzyl bromide mp
'_'~'8-?30 C. 'H NI~iR ( CDCI ;, 300 ylHz) 3.0 7 (s. 3 H), 5.68 (s. 2H),
6.95 (t. J=9 Hz. ?H ), 7.=0 (dd, J=9 Hz. 6 Hz, to 2H), 7.38 (d, J=9 Hz.
'_'Hi. 7.~J (t. J=7 Hz. 2H), 7.6s (t. J=7 Hz. 1H1. 7 90 (d, J=9 Hz. 21-l).
7.91 (s) 1 f-1), 8.0.1 (d) J=7 Hz, 2H). VtS (DCI NH,) m,~z 463 (W-H)- and
m!z 480 ( vi+NH~)'. Example 47 l > '_'-( 4-Chlorophenacv l >-4
~-1--iluoro~henvl >-~-[-1-1 methvlsul fom 1 )t`henvl]-3(?H) p ,~~ridazinone
The title compound was prepared accordm; to the method of Example 20,
substitutin~~ 2-bromo-~1'-chloroacetophenone for 4-tluorobc:nzyl bromide.
mp 186-188 C. 'H 1~1~1R (CDC1;, 3Q0 MI-lz) 3 07 (s. 3H), 5 63 (s. 2H). 6.95
(t. J=9 Hz,''H). 7.i9 (dd, J=9 2o Hz, 6 Hz. 2fI}. 7.38 (d. J=9 Hz. 2H),
7.51 (d, J=9 Hz, 2H), 7 .65 (t, J=7 Hz, I H}, 7.90 (d, J=.9 I-Iz, ? H), 7
91 (s, I H). 7.98 (d. J=9 Hz, '_H). MS (DC1~'~f H; ~ m,~z 497 (M+H)- and
m,~z ~ 14 (VI+~IHa)'. Example -18 'S 2-lProparavi)--i-i ~l-fluorophenvl
)-s-[-I-i methvlsulfow I )phenyl]-3l'_'H )-ovridazinone The title compound
was prepared accordtn~_= to the method of Example 20, subsmutin~ propargyl
bromide for -1-fiuorobenzv 1 bromide. mp 195-198 jC. ' H NI~IR (CDC1;. 300
VIHz) 2.42 (t. J=3 Hz. 1H). 3.06 (s. 3I-I). 5.01 (d. J=3 Hz. 2I-1), 6.97
(t. J=9   w0 00!2.t i 19 2 ? MAY 2003 PCT/US99! 2523.i Hz, ?H), 7.19 (dd.
J=9 Hz, 6 ~Iz, 2I-I), 7. ~~i (d. .I=9 Hz. ?H), 7.90 (s, 1H). 7.91 (d. J=9
Hz, '_'H). MS (DCI;'IvH3) mi'z 383 (V~-H)` and m!z 400 (M+NH~)'. Example
=49 5 2-(~4-Cvanophenacvl
)--I-(.1-fluoronhenvll-~-(4-lmethvlsulfonvllphenvl]-3l'?H ) e~ ridazi none
The title compound was prepared according to the method of Example'0,
substituting ~-bromo--I'-cvanoacetophenone for =I-fluorobenzyl bromide. mp
188-189 C. ' H NMIR (CDC I :, 300 MHz) 3.U8 ( s, 3H ). i.6-1 (s, '_H). 6.96
(t. J=9 Hz, '_'H ). ? 19 (dd, J=9 Hz. 6 Hz. ~1J), i.38 (d. ,I=9 Hz, ?H).
7.8=I (d. J=9 Hz. ?H), 7.91 (d, J=9 Hz, ~H), 7.93 (s, 1H). 8.1-I (d. J=9
Hz, ?H). HIS (DCI,'NH;) nvz -I88 (VItH)' . Example 50 ~'-(a-~Iethv
I--~-fJuorobenzvll--I-l:I-fluoroc~henvll-~ j4-(methv Isulfonvllohm~l]-,(2H)
I5 pvndazinone The tale compound was prepared according to the method of
Example '_'0. substituting a-methyl-4-f7uorobenzyl bromoe for
-I-fluorobenzvl bromide. mp 16?-16-I C 'H MIvIR (CDCl3, 300 i4IHz) 3.06 (s.
3H). 6.-IO (t. J=9 Hz. ?H), 6 9~ (t. J=9 Hz, ?H), 7.0~ (t, J=9 Hz. 2H), 7.1
s (dd, J=9 Hz and 6 Hz, ?H). 7.31 (d, .I=9 Hz, ?H>. 7.~s (dd. J=9 Hz and 6
Hz. 2H). 7.87 (d. J=9 Hz. ?H). i.88 (s. 1H). MIS (DCI'~1H,) m/z -I67
('vITH) and m.!z =t8-I (M+NHa)' . Example ~ I
~-Phenethvl--I-f4-tluorophenvl)-~-[-I-imcthvlsulfonvl)phewlJ-3('?H)-~vr~daz
inone 25 The title compound was prepared according to the method of Example
'_'0, substittit~nc ('_'-bromoethyl)benzene for -I-fluorobenzvl bromide. mp
1 % 0-1 ;1 ~C ~ 1-I '~' VIR ( C DC 1,. 3 00 i~-IHz j 3 .07 ( s, 3 H ). 3
.'_' 0 ( t. J=9 I-Iz. 2H), 4. ~ 8 ( t, .I=9 Hz. '_' H ). 6.98 (t, J=9 Hz.
=I-I). 7.18 (dd, J=9 rIz and 6 I-Iz, '_'1-I), %'.^_'?-37 (m. ~ Hl. 7 3-1
(d. J=9 Hz. ?I-I), 7.83 (s. 1 H). ? 89 (C. J=9 Hz. ~' I-I). ~1S ( DCI r
i-I, ) m!z =I-I9 (ivI+I-Il- and mz -I66 i v~I+NH, )   w0 00/.1719 Example
5? 2 7 MAY 2003 PCT,~LJS99; 25234
2-Benzvl-=1-(3-chloro-4-tluorophenvl)-~-[~-(methvlsulfonvl)phenyl],-3(2H-pv
ridazinone The title compound was prepared according to the method
described in Examples 5 6-10 substituting 3-chloro-=l-fluorobenzeneboronic
acid for ~-fluorobenzeneboronic acid in Example 6 mp 13-I-136 C. 'I-I
:~11~IR (CDC1;, 300 MHz) 3.06 es, 3H), ~.~1 (s, ?H), 6.96 7.0? (m. ?H),
7."_'9-7.-I I (IIl. 3H). 7.33 (d. J=9 I-Iz. 2fI), 7.~ 1-7.~6 (m, 2H). 7.8~
( s. I H). 7.91 (d. J=9 Hz, ?H). VIS (DCI;'~iH;) m:'z :~69 ('~~I+H)~ and
m~z .I86 (:~'I+NHa)- . Exam~e ~3 2-Benzvl-.~-(~-chlorophcnvl
~-~-(-~-(methvlsulfonvllphern 1130H t-pvridazinone The title compound was
prepared according to the method described in Examples 6-10 except
substitutin~~ 4-chlorobenzeneboronic acid for 4-fluorobenzeneboronic acid
in Example 6. mp 1 ~7-159 C. ' H ~Ii~IR (CDCI;. 300 ivll iz) 3.OS (s, 3H),
i.40 (s, 2hI). 7.11 15 (d, J=9 I-Iz. ?H), 7.?-t (d. J=9 Hz. '_'H). 7 ''8-7
~0 (m, '_'fi), 7.31 (d, J=9 Hz, ?H). 7 ~ 1-7.~ 7 (m, ?H), 7.8-I (s, l1-1 ),
7.88 (d. .1=9 Hz. ~'H ~. :HIS (DCI~'Iv'H,) m: z ~~ 1 f Vt~H)- and m,~z -I68
(Vi-NHa)' . Example ~-1 20
2-(?.?.~-Tr~fluoroethvl)-.~-l3-chloro-4-tluorophewl)-~
j~-(methvlsulfonvl)phenv11312H) pvridazinone The title compound was
prepared by N-debenzvlation of the product. prepared in Example ~'?
accordine to the method of Example 1 1, followed by alkylation with
'_'-iodo 1,1.1-trifl uoroethane according to the method o f Example ~' 0 mp
16~-166 C. ' hI ~l SIR ?~ (CDCI,. 300 MHz) 3.07 (s. 3H), i.89 (q. J=9 Hz.
'_'H). 7.00-7 .04 (m, 2H). 7.31-7.>j (m. 1H). 7.37 Id. J=9 Hz. ?H). 7.90
(s. 1 H), 7.9-1 (d. J=9 Hz. '_'f-I) ~~IS (DCI%NH;) m-'z Q61 (Vi+Hl- and m;
~z Q78 (VI~-NH,)` . Example ~~~   CVO 00/2.1'19 2 7 MAY 2003 PCT/US99I?
523t
''-(4-Trifluoromethoxvphenacvll--~-(~-fluorophen~l)-s-~-1-(methvlsulfor.~~l
)ohenyl -3(?H) pvridazinone The utle compound was prepared according to the
method of Example 20, substitutin<y ?-bromo-~'-trifluoromethoxyacetophenone
for -1-fluorobenzvl bromide, mp 5 160-161 C. 'H NvIR (CDCI,, 300 MHz) 3.08
(s, 3Hj, ~.6~ (s. 2H). 6.96 (t, J=9 Hz. 2H), 7.?0 (dd. J=9 Hz, 6 Hz, ?H),
7.37 (d. J=9 Hz, ?H). i.91 (d. J=9 Eiz. ?H). 7.93 (s, 1H). 8.11 (d, J=9 Hz.
?H). VIS (DCI;'i`IH;) m'z 3-47 (Vt+H)' and miz 36.1 (VI+NH~)-. Example ~6 I
o ?-(-L-T'ri fluoromethvlphenacv 11-.1-r.~-Ouorophenv! ~-~-[-l-( methvlsu I
fc~nv! )~henvl]-3(2H ) pvridazinone The utle compound was prepared
according to the method oi~Example ?0, substnutin~
?-bromo-4'-trif7uoromethylacetophenone for 4-fluorobenzvl bromide. mp
206-?06 C 'H ~WR (CDC1,. 300 ~IHz) 3.07 (s. 3H). 6 66 (s. 2H). 6.96 (t, J=9
I-Iz, ?H), is ?.?0 (dd. J=9 Hz, 6 Hz, ~'H), ?.38 (d. J=9 Hz. ?H), 7.80 (d.
J=9 I-Iz. '_'H), 7.91 (d, J=9 Hz. 2H), 7.9'_' ( s, 1 H). 8.1 ~ (d. J=9 Hz.
`_'H). WS (DCI ~H,) m%z 631 (VI+Hl- and m!z 648 ('~:l'~H.)_ Example ~~ 20
'_'-[2-(Benlo[h]thien-3-v I J-?-ovoethyl--1-l.~-fluorophem 1)-~-L-t-c
methvlsuffonvl)phenvll 3f?H )-pvridazinone The title compound was prepared
accordmj to the method of Example 20, substituting
3-chloroacetylbenzo[b]thiophene for -1-fluorobenzyl bromide mp l 83-181 C.
'H N~IR (CDCI,, 300 vlHz) 3 08 (s. 3H), 6.68 (s, 2H). 6 96 (t. J=9 Hz, ?H).
7.? 1 (dd. 25 J=9 Hz, 6 Hz, ~H). 7.39 (d, J=9 Hz. ?H). 7.-1?-7.6t (Ill,
?H). ' 91 (d. J=9 Hz, ?H). 7.91 (d. J=7 Hz, 1H). 7.94 (s, IH). 8.63 (s lHi.
8.i'_' (d. J=7 Ilz, lII) ~,IS (DCI,VH,) m!z 619 ~i+H)_. E~amole 68 



WO 00/'_'719 Z ? M AY 2003 PCTIUS99/25234 2-(2.2.?-Trifluoroethvl )--I-f
4-chloro,~henvl)-s-[~-lmethylsul fonvllphen~,l l-3(2H e"vridazinone The
title compound was prepared by Is-debenzylation of the product, prepared in
Example 53 according to the method of Example I?, followed by alkylation
with 2-iodo 5 1, I , l -trifluoroethane according to the method of Example
20 mp >j-5 7 C. ' H NMR (CDCI;, 300 MHz) 3.07 (s. 3II). -1.88 (q. J=9 Hz.
2H), 7.13 (d. J=9 Hz. 2H). 7.26 (d. J=9 Hz. '_'H). 7.36 (d. J=9 Hz, ?H). 7
89 (s, I H). 7.9? (d. .1=9 Hz, 2H). MIS (DCI:'NH,) m/z 443 (1~I~H)' and m!z
.~60 (VI+NH,) Example ~~ ?-13. 3-Dtmethal-'_'-o~cobun Il--I-(=~-fluorot~hem
1)-~-[-I-f mrthv lsul l~onvllphenvll-3(?H) pvridazi none The title compound
was prepared according to the method of Example 20. substicutin~
I-bromopinacolone for 4-f7uorobenzyl bromide. mp t 68-170 C. 'H NI~IR 15
(CDCI,, 30U ~fHz) 1 31 (s, 9H). 3 06 (s. 3H). s.?1 (s. 2f-I). 6.9~ (t. J=9
Elz, '_'H), 7.17 (dd. J=9 Hz. 6 Hz, ? H). 7.3 ~ (d, J=7 Hz, 2 H ), 7.86 (
s, I I-i) 7.89 (d, J=9 Hz, '_' I-I). VIS (DCI,''~TH;) m,'z -~-I3 (M+H)~ and
mz 460 (l~fT'.~H,)T Example 60 30 '_'-i
3-Thienvlmethvl)--4-(4-f7uorophenvl~-~-[-I-(methylsultonvl>phenvll-3
'?HJ-pvridazinone The title compound was prepared according to the method
of Example 20) substituting 3-(chloromethvl)thiophene for 4-fluorobenzvl
bromide. mp I69-172 C. 'H hiMR (300 MHz, DMSO db) c~ 3._''_' (s, 3H). i.36
(s, ?H), 7 18 (m. ~H), 7.~ 1 (m, .~H), 7.88 (m, '_'H), 8.08 (s, 1 I-I). MS
(DCI;''~iH;) m!z 4=11 (:~I-H)~ and m~z -1~8 (MTNH~)- . 35 Example 61 '_'-f
~-Benzo[h jthienv I methv I ~-4-l-1-fluoronhew I'a-~~ [-1-( methvlsulionvl
)phenvll-3(?Hl p~ridazinone I=G   WO OOi3~~19 Q 7 MAY 2003 PCT~1!S99I?523.J
The title compound was prepared accordin~~ to the method of Example 20
substituting '_'-(chloromethyl)benzo[b]thiophene for 4-lluorobenzyl
bromide. mp 93-96 C. 'H NMR (300 MIHz. CDCI,) d s.0~ (s. 3H), ~.6~ (s,
?1-I). 6.97 (m, ?H), 7.18 (m, 2H). 7.:3 (1I7, ~H), 7.78 (m, ''H). 7.86 (m.
3I-i). l~tS (DCI!NH~) tn~'z 491 (VI+H)~ and m;'z Q08 s (M+NH~)'. Example
6'_ '-_'.~-Bis-Iluorophenvl )-~-f-1-(mcth~ lsulfonvllphew 11- ~(?H
)-pvridazmone A miwure of
~-(-t-fluorophenvl)-~-(-1-~meihylsulfonyl)phenyl]-3('_'H)-pyridazmone io (
17? mg, 0 ~ mmol)) prepared accordm~T to the method of Example 10, Cu
powder (3~' mg), anhydrous K,CO, (`_'07 mg, 1. ~ mmol ) and
~.-fluoroiodobenzene (0.1 ~ mL, 1 mmol l was prepared in 20 mL of pyridine
. The solution was stirred at reflux for 1-4 hours. The mixture was then
cooled to room temperature and partitioned between water and ethyl acetate.
The eth~ 1 acetate layer was washed with l 0% citric acid, water, brine and
15 concentrated in vacuo Separation by column chromatography (silica gel.
CH,CI,-diethyl ether 15:1 ) provided 190 mg of crude product.
Crystallization from CH,C1,-diethyl etherhexanes furnished the title
compound (yield. 17~ mg. 79.9io). mp 168-I69 C 'H NiVIR (300 :~tHz, CDCI,)
S 3.07 (s, 3H), 6.98 (t. J=9 1-lz, ?H), 7.20 (m. 4H), 7.40 (d. J=9 Hz. 2H).
7.69 (m. '_'I-I), 7.9'' (d. J=9 Hz, 2H), 7.98 (s, 1 H). MS (DCI~'NH;) m,~z
4 39 (iVt+H)~. 4~6 (Ivlrl~'H4)~. Anal. calc. for C=:H,~,F,I~,O,S.O.'_'~
I-I,O: C. 6'?.36; H, 3.7~. N, 6.3'_' Found: C, 6?.?3; H. 3.~~, N, 6 ~'6.
Example 63  4-l4-Fluoro~hem 11-~-f4-i methvlsulfonvl )phenyl]-6-meths
l-3l?H )-pvridazinone '_'S The ~-hvdroxy-~-methyl-?(~H)-furanone prepared
via above cued methods (4~-~ mg, I.'_'~ mmol) was dissolved in n-butanol (
10 mL) and treated with hvdrazme hydrate (0.3 mL. 6.2 mmol) and stirred at
reflux for 18 hours. On cooltn~~, white crystals (?=-1 m~7. ~0,'0) were
obtained. mp '_'90 'C (dec 1 1 HN L1R ( 300 MIHz. dc-DNISO) 0 1 99 ( s. 3H
). 3.l0 (s, 3H), 7.0~ (t, .1=9 I-Iz. '_'H). 7 1 ~ (dd. J=6 Hz. J=9 Hz.
'_'171. 7.-t8 Id. J=9 Hz. 2Hi,   WO OOi2a119 2 7 M AY 2003 PCT~'l;
S99/2523.1 7.8~ (d, J=9 Hz, 2H), 13.10 (br s. 1 H). VIS (DCh'NH;) 376
(VI+NH~)'. Anal. calc. for C,gH,;N,F50, 0.?~ H:O: C, 59a7, H. 4.30; N,
7.71. Found: C. Q9.28; H, 4.39; N) 8.39 Example 6-l 5
'_'-(?.''.''-Trifluoroethr Il--4-(=I-fluorophen~ 11-s-L4- methvlsulfnm
1)phenvl]-6-methyl- 3(2H1 p-vridazinone The product of Example 63 ( l00 mg.
0.'_'8 mmol) was dissolved in anhydrous DMF (3 mL) and treated wnh
1.1.1-trifluoro-~-iodoethane (?.~ mL, 280 mmol) in presence of anhydrous
sodium carbonate ( I 30 m,. 1.2 mmol) at s0-60 oC for ? hours. to The
reaction miwure was parmuoned between water and ethy f acetate to provide
the desired compound as an amorphous solid (60 mg, -t8 o). 1 HN ~tR (300
WHz, CDCI;) 8'_.10 (s. 3H), 3.10 (s, 3H). -1.83 (q. J=9 Hz. ?H), 6.90 (m.
?H)) 7.l0 (dd, (I=6 Hz. J=9 Hz, ?Hj. 7.?~ (m. 2H), 7.9s (d. J=9 Hz. 2H),.
WS (DCL;sH,) 4~8 (W+NH.)- Anal. calc. for C,H,6N,F,SO;: C, 34.s., H. 3.66:
:~, 6.36. Found: C. ~4 41: H, 3.36: N. 6.33. ~5 Erample 6~ 2-Benzvl--1-(
3.~1-dichlorophem 1)-~~-l-i methv lsulfom~llphenvl]-3(?H ~pvridazinone The
title compound was prepared by couplin~ 3.4-d~chloropheny lboronic acid
with 2-benzrl-.1-bromo-3-metho~cy-3(?H)-pyridazinone (J. Het. Chem.. (1996)
33, 1i79-182) zo according to the method of Example 6. This product was
cony erred to the ~-hydroxv derivatwe according to the method of Example 7.
The ~-hydrow compound was converted to the
3-tritluoromethylsufonylo~cv-derivative according to the method of Example
8. Coupling of 4-(methylthio)phenylboronic acid to the triflate according
to the method of Example 9 provided the
s-[4-(methylthio)phenyl]-intermediate which was ?5 oxidized according to
the method of Example 10 to provide the final product tyield: 780 m`, 8-lr
) mp l 61-16 3 C. ' H WIR (300 'DTI-iz. DVtSO-d~) 6 3.?~' (s, 3 H). 3. 3 3
( s, ?H ?. 7 08 (dd. J=9 Hz. 3 Hz, 1 H). 7.3 ~-7.-:-1 ( m. 3 H ). 7..~ 7
(dd. J=9 Hz. 3 Hz. 3 H ), 7.-18 ( d) J=3 Hz, l I-I:. 7 90 (d. J=9 Hz. ?H).
8.13 (s, 1 H ) vIS ( DCI;"~lI-i,) m z =183 (NI+H)' Anal. calc for
C,,II"CI:N,O;S C. 9 38; H. 3 73. N. ~ ,'; Found. C. 39.'_'8. H. 3.9~': N,
s.4'_' l.S   Q ? MAC ~~uu,~ w0 Uo!2~719 PCT/US99!25234 Example 66
2~(?.?.'_'-Trifluoroethvl l-~-l4-n-pro~vlphenvl)-5-[-1-I
methvlsulfonvllphenvll-3(2H1 pvridazinone The title compound was prepared
by coupling ~-(n-propyl)phenvlboronic acid with
2-benzyi--I-bromo-5-methoxy-3(2H)-pyridazinone (J. Het. Chem.) 1996, 33)
1579-158?) according to the method of Example 6. This product was converted
to the 5-hydroxy derivative according to the method of Example 7. This
product was converted to the 5trtfluoromethylsufonvloxy-dean ative
according to the method of Example 8. Coupling of to
-1-~methythio)phenylboronic acid to the tritlate accordtn<g to the method
of Example 9 provided the 5-[4-(methvlthiolphenvl]-intermediate which was
o~c~dized according to the method of Example 10 to provide the final
product (yield. 3?0 mg. 70%> mp 6=1-66 C. 'H NMR (300 MHz, CDCI;) 0 0.9l
(t. J=7.5 Hz. 3H). 1.6 (h, J=7.5 Hz, '_'H). 2.55 (q, J=7.5 Hz, 2H), 3.05
(s. 3H). 4.88 (q, 3=9 Hz, 2H), 7.08 (s, 4H), 7.35 (d, 3=9 Hz, 2H), 7.86 (d,
is J=9 Hz. ?H). 7.87 (s, IH). VIS (DCI:'NH;) mz =I51 (1~I-~H)-. .-anal.
calc. for C"H,,F;i~,U;S. C) 58.65, H, -1.69: '~i, 6.? 1. Found: C, 58.71.
H, ~1. 7'_': ~. 6.20 E~amnie 67 ~-(`''_.`_'-Trilluoroethvl
)--t-l-1-chloro-3-lluoro~phenvll-5-(-1-(methvlsulfonvllphenvl]-3f?H) ?o
pvridazinone The title compound was prepared by first coupling
3-fluoro--I-chlorophenylboronic acid with
'_'-benzyl--I-chloro-5-methoxy-3(?H)-pyridazmone according to the method of
Example 6 The product was converted to the 5-hydroxy compound according to
the method of Example 7. This 5-hvdroxy compound was convened to the ~ ~5
tntluoromethylsufonvlow-derivative according to the method of Example 8.
Coupln~~ of -I-(methvithio )phenviboronic acid to the triflate accordm~g to
the method of Example 9 provided the 5-[~1-( methvlthio
)phenyl]-intermediate which was oxidized according to the method of Example
10 to promde the final product (yield: I i0 me, 8~I.o). mp 174-I75 C 'I-I
WIR (300 ~lHz. CDCI;) 6 3 09 (s. 3H1. 4.89 (q, J=9 Hz. ''~Il. 6.87 idm. J=9
Hz, il-I). i   W O 00/2J i 19 2 ? M AY 2003 PCT/1~S99/=523.i 7.09 (dd, J=9
Hz, 3 Hz. 1 H), 7.30 (t, J=9 Hz, 1 H), 7.39 (d, J=9 Hz, ?H), 7 91 (s, 1 H).
7.95 (d, J=9 Hz, 2H). MS (DCI;~T1H;) n~/z 461 (L1+H)'. Anal. calc. for
C,~H,,CIFaN,O;S: C, 49.52; H, 2.84, N, 6.07. Found: C, 49.66; H, ?.70; N,
5.96 > Example 68 2-('_'.~.~'-Trifluoroethvl
)-4-(4-Iluorophenvl)-5-(:~-(aminosulfonvllphenvll 3(2H) p~~ridazinone A
solution of 2-(2.?.?-trilluoroethyl J--~-(-1-fluorophenV)-5-[-1
(methylsulfinyl)phenyl]-3(?H)-pyridazinone (680 me. 1.53 mmol) in
trilluoroacetic o anhydride ( 30 mL) was stirred at room temperature for 1
hour The excess solvent was evaporated m vacuo and the residue was treated
with a deoxygenated 1 N solution of methanol-NaOH (50 mL, 4:1 ) at 0 C. The
solution was stirred at room temperature for 2 hours and quenched with
dilute HCI solution until acidic. The white suspension formed was
concentrated in vacuo to evaporate the methanol. THF was added to the
resulting l5 suspension until a clear solution was obtained. Chlorine gas
was sluwlv bubbled into the solution, maintained at 0 C After 10 minutes,
nitrogen oas was bubbled into the solution for a few minutes to displace
residual chlorine. Ammonium hydroxide solution (30%. 5 to 10 mL ), at 0 C.
was slow ly added to the solution (to consume all starting sulfonyl
chloride) and stirred at room temperature for ~ minutes The solution was
partitioned 20 between water and ethyl acetate. The organic layer was
washed first mth water, then brine, and dried over MgSO,, and filtered The
filtrate was concentrated in vacuo. The residue was purified by
chromatography on silica gel (-10:60 ethyl acetate;hexanes) to provide the
tale compound (yield: 500 rng. 75%). mp 193-195 C. 'H N~1R (300 MHz. CDCI,)
a 4.82 (s. ?H), 4.88 (q) J=9 Hz) '_'H). 6.98 (t. J=9 Hz, ~H), 7.19 (dd. J=9
Hz. 6 Hz, 25 2H). 7.30 (d. J=9 Hz, ?H), 7.88 (d. J=9 Hz. '_'H). 7.90 (s, 1
H). vIS (DCI/NH;) miz 428 f ~I+H)-. Anal. calc. for C,gH..;F,:~,O,S: C.
50.58. H, 3.06; N. 9.83. Found: C. 51.04; H, 3.?6; N, 9 63. E~cam~le 69 1~0
WO UOI2-1^t9 ~ ? MAY 288g PCT:'LS991?5234 ?-(?.?.~-Trifluoroeth4 I
)-4-(.~-chlorophe:wl )-~-[~-( aminosul fonvl)phenvll-3(2H1 p~~ridazinone
The title compound from Example 77 was converted to the sulfonamide product
according to the method of Example 68 (yield: ~-10 m~;, 70"/"). mp 1
~-1-ls6 C. 'H N1~IR 5 (300 MIHz, CDCI;) d 4.86 (s, 2H). 4.87 (q. J=9 Hz.
'_'H), 7.1 ~ (d. J=9 Hz, 2H), 7.?9 (d, J=9 Hz, 2H), 7.:1 (d. J=9 Hz, 2H),
7.89 (d, J=9 Hz, ?H). 8.00 (s, 1H). ivlS (,DCI;'I~1H;) m/z 4~-t (M-H)'.
Anal. calc. for C,qH,3ClF;~;O,S~ C. =l8.71; H. 2.9g 1\'. 9.46. Found: C.
49.0g I-I,3.Ol;N,9.1~. Example 70
'_'-('',`'.'_'-Tritluoroethvll--t-I?-propoxvl-~-i-~-I
ammosulfonvllphenvll-~(?H)-w ridazinone The methyl sulfide intermediate
prepared in Example S3C was oxidized with one equivalent of
mesa-chloroperoxybenzoic acid to promde the methylsulfoxide which was
converted to the sulfonamide final product accordin~ to the method of
Example 68 (yield. U 396 mg, 60i) mp 1 ~8-160 'C 'I-I NVtR ( Q00 VtI-Iz.
CDCI;) ~ 1.? 1 (d. J=6 I-Iz, 6H), -1.83 (q, J=7.~ Hz, 2 H), 4 86 ( s.
'_'H), ~ 46 (p, J=6 Hz. 1 I-I), 7. 7'_' (d. .T=9 Hz, 2H), 7.8? ( s. 1 H),
8.03 (d, J=9 )-iz, ~~1). I~IS (DCI~".~H;) nvz 39'_' (Vt~-H)` Anal. calc.
for C,;H,~F;N;O,S. C. .I6.03; H, 4.12: N, l0.73. Found C, 46.08, H,
-1.?'_'. ~, (0.~~. 3o Example 71 ?-(''.'_',?-Trifluoroethvl
~-.~-(=1-IluorophenoW-~-L4-( aminosul fonvllphew 1]-3 ( 2H o pvridazinone 



The methyl sulfide intermediate of Example 76 was oxidized with one
equivalent of meta-chloroperovybenzoic acid to provide the methylsulfovide
which was converted to the sulfonamide tinal product according to the
method of Example 68 (yield: 180 mg, 3 7,'0). mp 1 ~0-1 ~? C. `H'.~I~1R
(300 IvIHz. CDC1;) o -1 71 (q. J=7.~ Hz, '_'H). 4.72 (s, 2I-I). 6.88 (dd,
,l=9 Hz. =1 ~ Hz, ?H). 7.0 (t. J=9 Hz. ?H). 7.73 (d. J=9 Hz. ~'H). 7.98 (s,
1 Hl. 8.0~ (d, J=9 Hz. 2H). vIS (DCI,'':~1H:) m;'z-l~l-1 (VI~H)`. Anal
calc. for C;~H,;Fy;UaS: C, -18 76. H, '_'.9;; M. y -17 Found C. 18.49; H.
'_'.8: ~. 8 93   2 ? M AY, 2003 w0 OOIZ-t719 PCT/US99-25234 E~camnle 72
2.4-Bis-(=1-fluorophenv!)-s-f
~-fluoro--1-(aminosulfonvl~phenvll-3j?H)-pvridazinone s Example 72A
2-Fluorothioanisole A deoxygenated solution of''-fluorothiophenol (lU ~T,
78 mmol) in anhydrous DvIF ( 10 mL) was treated mth iodomethane (=1.9 mL.
78 mmol) and potassium carbonate ( 10.8 g. 78 mmol). The reaction mixture
was stirred at room temperature fur 1 hour. A thin layer chromotography (
100,' hexanes) sample indicated that the reaction had not gone to
completion, so an additional equivalent of base and iodomethane were added
and the reaction mixture was stirred overnight at roam temperature The
reaction was acidified with 10% aqueous citric acid and extracted w ith
hexanes (2 1 125 mL). The combined organic extracts were washed mth brine,
dried over :~'IgSO,, and filtered. The filtrate was ~5 concentrated under
reduced pressure to provide the desired compound as a pale yellow oil
(yield: 6.68 g; 60%). Example 72B ?-Fluorothioanisole '_'0 An alternative
method for preparing ?-fluorothioamsole begins with a solution of
1,L-difluorobenzene (0.79 mL, 8 mmol) in anhydrous DMF (~0 mL) was treated
with sodium thiomethoxide (0.~9 g, 8 mmol ). The reaction mixture was
stirred at room temperature for 6 hours, and partitioned between hexanes
and water. The organic layer was washed with brine, dried over ~1~S0,. and
filtered. The filtrate was concentrated 35 under reduced pressure to
provide the desired compound ( 1.1 ~=. 100%) slightly contaminated with
1..'-bis(methy lthio )benzene. a lower Rf material, which was r emoved by
chromato~~raphv wtth 100% hexanes y0 9 ~~. 80~0). 'H NM1R (300 NtHz. CDC13)
0 2.~6 (s. 3H). 6.98-7.19 im. 3H) 2.26 ldt. .1=9 Hz. 3 Hz. 1H).   WO
00i2-t"19 Example ?2C =I-Bromo-'_'-fluorothioanisole ~ 7 M AY 2003
PCTIUS99I~533-t A solution of ?-fluorothioanisole ( l .42 g, l 0 mmol) and
iron powder (0.03 g, 0.5 mmol) in dichloromethane (20 mL) was chilled to C
and treated dropw ise with Bromine 5 (0.~ mL) 10 mmolj. Upon completion of
the Bromine treatment, the reaction was sampled for TLC ( 100% hexanes). A
new, higher Rf material was present but the reaction had not gone to
completion so another equivalent of bromine was added along with a
catalytic amount of aluminum chloride The reaction mixture was stirred
overnight at room temperature. Aqueous sodium sulfite was added to the
reaction mixture and the organic 1G layer was isolated. dried over ~IgSO,.
and filtered The filtrate was filtered through a pad of silica gel to
remove color then concentrated under reduced pressure to provide the
product as a clear, colorless oil (yield. 1.3 g; 60.'). 'H Ni~~IR (300 MHz.
DMISO-db) 8 2.48 (s. 3 Hl, 7.11 (t. J=9 Hz, 1 H). ?.-I3 (dd, J=9 Hz. 3 Hz.
1 H) ?.~-l (dd) J=9 Hz. 3 Hz, 1 H). E~cam~le ?2D
3-Fluoro--I-(methvlthio)benzeneboronic acid A solution of
-1-bromo-'_'-fiuorothioanisole 10.i g, 2~.6 mmol) in drv THF (20 mL) was
chilled to -73 C under a nitrogen atmosphere The reaction mixture was
treated with 1.6 vI n-butyllithium in hexanes ( 1.? mL, ~?.1 mmol ). and
the mixture was warmed to  20 -10C where it was maintained for 0.~ hours.
The reaction mixture was then chilled to ?8C and three equivalents of
triisopropyl borate ( 1. >6 mL. 67.8 mmol) were added. The reaction mixture
was allowed to warm to room temperature and stirred for 1 ~ hours. At '
this point. 10,% aqueous KOH (200 mL. 36G mmol) was added and the mixture
was stirred overnight at room temperature. The reaction mixture was then
poured into an 25 iceiconcentrated HCI mixture with stirring to Meld a
white precipitate. This solid was dned in a vacuum oven (6~ C. 29 in H~)
overnight to provide the title compound (yield: 0..' g; s'_'.:I.'~) ~H WIR
(300 VIHz. DI~ISO-d~,) c~ 2.48 (s. 3H). ?.31 (t. J=9 Hz. 1H), 7.49 (dd.
J=12 Hz, l.~ Hz, 1Hj 7.~-l (dd. J=9 Hz. 1 ~ I-lz. 1H).   ~ 7 M AY 2on~ CVO
00/24A9 PCT/US99/25234 E~cample 7?E
2.-1-Bis-(4-fluorophenvl)-~-(s-fluoro-=1'-(aminosulfonvl)phenyl)-3(?H)-pvri
dazinone 2-Benzyl-4-chloro-~-methoxy-3(2H)-pyridazinone (J. Het. Chem.,
1996, 33, 1 Q79-1 s8?) was converted to the ~-hydroxy-analog according to
the method of Example 7 5 and then to the
~-trifluoromethylsulfonvloxv-analog following the method of Example 8.
Subsequent coupling to 3-fluoro-:J-(methvlthio)phenylboronic acid,
according to the method of Example 9, provided
''-benzvl--I-chloro-~-[3-fluoro--1-(methylthio)phenyl]3(2H)-pyridazinone.
This intermediate was coupled in the -1-posoion with 4fluorophenylboronic
acrd follomn~; the method of Example 6. This product was N debenzylated
according to the method of Example 1 1 and Iii-arvlated ~~-ith =I
fluoroiodobenzene according to the method of Example 6?. The resulting
sulfide was oxidized wth one equivalent of meta-chloroperoxybenzoic acid to
provide the methylsulfoxide which was converted to the sulfonamide final
product according to the method of Example 68 (yield: Q00 m~, 7~%). mp
2''?-'_'24 C. 'I-i i~~IR (300 MHz, ~s CDC1;) o i.06 (s, 2H), 7.01 (t. (I=9
Hz. 2H), 7 06 (d. J=9 Hz, ?H). 7.10 (d, J=9 Hz, 2H), 7.l8 (t. J=9 Hz.
?I-i), 7.69 (dd, J=9 Hz. 3 Hz, 2H), 7.88 (t. J=9 Hz. 1 Fi). 7.9~ (s, 1H).
MS (DCI:~NH,) m;z =1~8 (V1~1-I)`. Anal. calc. fur C"I-I"F;N,O,S~ C. Q7.76;
H, 3.08; N. 9.18 Found: C. 57.i, H, 3.1 ~; N, 8.8 20 E~cample 73
='-(?.'_.2-Tritluoroethvll-=1-(-1-chloro-3-fluorophenvl)-~-(-1-(
ammosulfonvl )phenv( -3(2H) ridazinone The methyl sulfide intermediate
prepared in Example 67 was oxidized with one equivalent of
meta-chloroperoxybenzoic acid. according to the method of Example 68 to 35
provide the methyl sulfoxide. The methyl sulfoxide was converted to the
sulfonamide product according to the method of Example 68 (yield: I . ~ g.
63'). mp 180-183 C. 'H NViR (300 I~tHz, DVISO-db) ~ ~ 09 (q. J=9 1-lz.
~'H). 7.01 (dd. .1=9 Hz. 3 Hz. I H). 7.I ~ (dd, J=9 Hz. 3 Hz, 1 H ). 7 39
(dd. J=9 I-lz. 3 Hz, 1 H). r .47 (dd. J=9 I-I-r.. 3 IJz. 1 H). 7. (t. J=9
H2. 1 H). 7.7l (t. J=9 Hz, IH). 7.78 (s. '_'H). 8.37 (s. 1H). ;~fS (DCI;
'~'I-I;) m/'z 480 oa   ~V0 00/2 i 19 2 7 M AY 2003 PCT,''l.'S99r'=523.i
(iVI+H)'. Anal. talc. for C,hH"C1F;N,O;S. C. 4~.0~: H, i.31; N. 8 7~.
Found: C, 46 19: H, 3.02; N, 7.~3. E~cample ?4 5
'_'-Benzvl-4-(?-propoxv)-s-j-i-( methvlsul'ronvl~Iphenvll-312H)-pvridazmone
'-Benzyl-4-chloro-~-methoxv-3(''H)-pyndaztnone (J. Het. Chem.. 1996, 33,
1579-158`_') was converted to the ~-hydroxv-analog according to the method
of Example 7 and then to the ~-trifluoromethvlsulfonvloy -analog following
the method of E~cample 8. Subsequent coupling to
~-(methy'lthiolphenylboronic acid according to the method of Io Example 9
provided 2-benzyl--l-chloro-s-[-4-lmethvlthio)phem Ij-3(?H)-py'ridazinone
This -1-chloro-intermediate thus prepared w as treated with 2-propanol (?0
mL, 261 mmol j and potassium t-butoxide ( 1 10 mg, 0.98 mmol) at rzflw for
4s minutes furnished 2benzy(--J-(2-propoxy)-5-[~-(methylthio)pentv
1)-3(2H)-pyridazinone This methyl sulfide was oxidized according to the
method of Example 10 to provide the title compound (yield: 15 l 80 m~_,
80i) nip 109-1 11 C. 'H N!~fR (300 ~I1-Iz. CDCI,I c~ 1.l8 (d, J=6 Hz) 6H),
3.1? (s, 3H), i.36 (s, 2H), ~ 49 (h. J=6 1-Iz, 11-I), ?.36 (m. 31-I). 7a17
(dd, J=9 Hz. 3 Hz. ?I I), 7.7-L (d, J=9 1-Iz, 2H)) 7.79 (s, lII), 8.03 (d,
J=9 Hz, 2E-I). VIS (DCI,~H;) miz 399 (M+I-f) Anal. talc. for C,,H"N,OaS: C,
63a9: H. 6.~6: N. 7.03 Found: C, 63.17; H) ~ ~7; N. 6.9~. 30 Example 7
2-Benzvl--t-(4-fluorophenowt-~-[:1-(methvlsulfonv])phew
il-3(2H)-pvridazinone The title compound waS prepared according to the
method of Example 7=1 subsmutmg -1-t~uorophenol in place of 2-propanol
(yield: l80 ma. 99.%) nip 188-190 C. '_'S 'H NI\~'(R (300 MI-Iz. CDCI;) 0
3.1'_' (s. 3H). ~.~6 (s,'_H), 6.86 (dd. J=9 Hz. 6 Hz. ?H). 6 99 (t. J=9 Hz.
?H). 7.31 (m. 3H). 7.-l6 (dd, J=9 Hz. 3 Hz. 2H1, 7.7. (d. J=9 Hz, ?H), ?.9?
(s, 1H). 8.0? (d. J=9 Hz,?H) MS (DCh'NH,) m,%z-1~1 (VttH)-. .Anal. talc.
for C,aH;~FIV_U,S. C. 63.98, H, 4.2~; N, 6."_' 1 Found: C, 63.7: H. -1.'_';
N, 6.1'_' n=   WO 00/2.g19 ~ '~P~~~99~~~3~ Example 76
2-f'?.'_'.2-Trifluoroethv 1 )--~-f T-fluorophenow)-5-(-1-(meth~~ lsul fonvl
)~henvl l-3 (? H) pvridazinone The title compound was prepared according to
the method of Example 7~ 5 substituting
'_'-('','_',?-tril7uoroethvl)-=1-chloro-~-[-I-(methylsulfonyl)phenyl]-3(2H)
pyridazinone in place of
2-benzvl-~-chloro-~-[~-(methylsulfonvl)phenyl]-3(2H)pyridazinone (yield:
180 m~" 63,0). mp 161-l64 C. 'H NMR (300 MHz. CDCI;) 0 3.09 (s, 3H), 4.81
(q. J=9 Hz, 21-I), 6 88 (dd, J=9 Hz, ~l.s Hz, 2H). 7.0 (t, .1=9 Hz, 2H),
7.78 (d. J=9 Hz, ?H). 7.79 (s. 1 H). 8 06 (d. J=9 Hz. 21I). MS (DCh'NH;)
m,'z ~l=I3 (~I+H)`. Anal. calc. for C,9H"F,N,O,S: C, s 1.~8: H. 3 18. N.
6.33. Found: C. ~ 1.8; H, 3.3; N, 6.2?. Example 77
~?.`_'.2-Trifluoroethvl)-=~~4-chlorophenvl)-~
14-(methvlsulfinvl)phew~-3f2H1 p~ ridazinone t5
2-Benzyl-4-chloro-~-methoay-3('_'I-I)-pyridazmone (J. Het. Chem.. 1996, 33.
1~79I Q82) was converted to the ~-hydrovy-analog according to the method of
Example 7 and then to the s-trifluoromethylsulfonyloxy-analog according to
the method of Example 8. Subsequent coupling to 4-(methvlthio)phenylboronic
acid, according to the method of Example 9. provided 2-bet:zy
i-~t-chloro-~-[=l-(methylthiojphew I]-3(2H)-pyridazinone. 3o This
intermediate was coupled with -1-chlorophenylboronic acid according to the
method of Example 6. This product was N-debenzylated according to the
method of Example 1 I and N-alkylated with 2-todo-1,1,1-trifluoroethane
according to the method of Example '_' 0 The resulting sulfide was oxidized
to the corresponding sulfoxide with one equivalent of
meta-chloroperoYVbenzo~c acid, accordin~T to the method of Example 5 to
provide the title compound yield: 130 mg, 70%). mp ls.l-1  C. 'H NMR (3U0
MHz, CDC1;) c~ 2.7-l (s. 3H), 4.88 (q. J=9 Hz. ?I-1). 7.1a (d. J=9 Hz. 2H).
7.26 (d. J=9 Hz. 2H), 7.31 (d, J=9 Hz. 2H), 7.61 (d, J=9 Hz. 2H). 7.8'_'
(s. IFI). MS (DCI~''~H,) miz-1'_'7 (M~HI' Anal. calc. for C,,,H"CIF-N=O,S:
C. ~3 -l6; H, 3.3: N. 6.~6. Found: C. ~3.~8: H. 3.3.1: N. 6.4'' 1=~ b   WO
00l2,4'19 PCT,~US99/2523.1 Example 78
2-Benzvl--I-chloro-~-(4-(methvlsulfonvl)phenvll-3(?H)-~,vridazinone The
title compound was prepared by oxidizing 2-benzyl-=I-chloro-S-[4
(methvlthio)phenyl]-3(2H)-pyridazinone, (prepared as an intermediate in
Example 77) 5 according to the method of Example 10 (yield: 180 mg, 83%).
mp 166-167 C. 'H NMR (300 MHz, CDC1,) 8 3.1? (s, 3H). ~ 41 (s, 2H), 7.37
(m. 3H). 7.53 (dd. J=9 Hz. 3 Hz, ?H). 7.68 (d, J=9 Hz, 2H), 7.7-4 (s, 1 H).
s.0s (d, J=9 Hz) ''Hl. MS (DCI~IvH,) m,~z 37~ (M+H)'. Anal. calc. for
C,xH,;ClN,O,S: C. Q7.67: H. 4 03: N, 7.47. Found. C, Q7.43; H. 4.06; N,
7.3~. ~0 Example 79 -i?,2
?-Trifluoroethv!)--I-(=I-methylpheml)-~-[~-lmethvlsulfonvl)Lh~nvl]-3(?H)
pvridazinone ?-Benzyl-=l-bromo-s-methow-3(2H)-pyridazinone (J. Het. Chem.,
1996, 33, I ~79 15 1~8?) was converted to the ~-hydroxy-analo~ according to
the method of Example 7 and then to the
s-(trifluoromethvl)sulfonvloxy-analog according to the method of Example 8.
Subsequent coupling to -1-lmethvlthio)phem~lborome acid, according to the
method of Example 9, provided
?-benzvl--~-bromo-~-[-1-(methvlthio)phenyl]-3(~H)-pyridazinone. This
intermediate was coupled with 4-methylphenylboronic acid according to the
method 20 of Example 6. This product was 1~-debenzylated according to the
method. of Example 1 I and N-alkvlated with 2-iodo-I,I,1-trifluoroethane
according to the method of Example 20. The resulting sulfide was oxidized
to the title compound according to the method of Example 10 (yield: ? 10
m~;, 98%). mp l~-I-I ~6 C. 'H NMR (300 MIHz, CDCI;) d 2.33 (s. 3H), 3.07
(s. 3H). =1.89 (q, J=9 Hz, ?H). 7.08 (s, -4H). ?.37 (d. J=9 Hz. 2H). 7.88
(s, IH), 35 7 89 (d, J=9 Hz. ?H). l~tS (DCI~~H;) miz -1'_'3 (Vt-Hl-. Anal.
calc. for C,~H,-F;N,O,S. C, Q6.86; H, ~.0~; N, 6.63. Found' C. ~6.~9; H.
-1.11: V. 6.~3. E~amnle 80   w0 00/2i i 19 ~ 7 M AY 2003 PCT/US99/35234
'?-(?.'_',?-Tnfluoroethvll-4-(4-chloro-3-fluorophen ~I~y )-;
-j~l-(aminosulfonvl)phenvll-3(2H) pyridazinone
2-Benzyl-.I-chloro-5-methoxy-3(?H)-pyridazinone (J. Net. Chem., l 996, 33,
I ~79 158?) was converted to the 5-hydroxy-analog according to the method
of Example 7 and 5 then to the 5-(trifluoromethyl)sulfonyloxy-analog
according to the method of Example 8. Subsequent coupling to
~-(methylthio)phenylboronic acid, according to the method of Example 9,
provided ''-benzyl-=1-chloro-5-[~-(methylthio)phewl]-3(2H)-pyridazinone.
This intermediate was coupled with -t-chloro-3-tluorophenylborontc acid
according to the method of Example 6. This product was N-debenzylated
according to the method of ) o Example I 1 and N-alkv lated with 2-iodo-1.
l .1-tri fluoroethane accordm~, to the method of Example '_'0. The
resulting sulfide was omdized to the corresponding sulfoxide with one
equivalent of meta-chloroperoxybenzoic acid to provide the methvlsulfoxide
which was converted to the sulfonamide final product according to the
method of Example 68 (yield: 500 mS. 75~a). mp 21-4-215 C. 'H NMR (300
IvIHz, CDCI,) d =1.8? (s, ?H). 4.88 (q. J=9 



Hz, ?H), 6.88 (m. 1H). 7.09 (dd. J=9 Hz. 3 I-Iz, 1H), 7.31 (d, J=9 Hz. IH),
7.32 (d, J=9 Hz, 2H), 7.90 (s. 1H ), 7.92 (d. J=9 Hz, 2H). 1~MS IDCI;~'H;)
m/z-I6? (W+Hl-. anal. calc, for C,BH,,FaC1'~3D,S: C. -46.81, H. 3.61; N. 9
09 Found: C. =46.79. H. '_'.59, N, 8.86. Example 81 20
?-f2,=.'?-Trifluoroethvl )-4-( 3.-4-dichloroghenr 1 >-5-L-4-(methv lsul
fonvl )phenyl i- 3(?I-i) pvndazi none The product described in Example 65
was N-debenzylated accordm~~ to the method of Example 11. The intermediate
was N-alhvlated according to the method of Example 20. substituting
2-iodo-1,1,1-trifluoroethane in place of .I-tluorobenzyl bromide to provide
~5 the title compound (yield: 16~ mg. 55ro). mp 197-198 C. ~H NVIR ( 300
ViHz. CDC1;) c5 3.09 (s. 3H1. 4.88 (q, J=9 Hz, ?H ). 6.98 (dd, J=9 Hz. 3
Hz. 1 H ). ? .3 ; (d. J=9 Hz, ~H), 7.91 ls. 1 H). 7.95 (d. J=9 Hz, '_'H).
1~IS (DChNH;) m,'z -t77 ( VIrH )-. Anal. calc, for C,~H, ;F;CI,N:O;S. C,
47.S 1; H, '_'. 7=4: N, 5 86. Found: C, Q7.9-1: 1-i.'_ S ;': \. 5.8 3. ins
wo ~~ , 9 2 ? PMA~s9200~ Example 8`_' ?-Benzvl-4-(?=propvlamino)-s
~4-(me!hvlsulfonvl)phew 1130H)-pvridazinone
2-Benzyl-.1,~-dibromo-3(?H)-pyridazinone (? g) 6 mmol) was reacted with =
aminopropane (? mL, '_'3.~ mmol) and potassium t-butoxide (910 mg, 6.6
mmol) m 5 toluene (-10 mL) at reflw for 18 hours to prow ide the
4-(?-propyamino) derivative after column chromato;raphy (silica gel) 9'_:8
hexanes~`ethvl acetate). The intermediate was coupled in the ~-position
with =1-(methvlthio)phenylboromc acid accordtn; to the method of Example 6.
The methyl sulfide was oxidized, according to the method of Example 10, to
provide the title compound (yield: 1?0 mg. -l8io). mp 1-16-1-l7 C. 'H NVIR
(300 o MIHz. CDCI;) c> 0.9~ (d, J=6 Hz, 6H). 3.l 1 (m. 1 H), 3.13 (s. 3H).
5.3.i (s, ?H), ~.~9 (m, 1H). 7 3; (m, 3I-i). 7 =1'_' (s, 1H), 7.-~8 (dd.
J=9 Hz, 3 Hz, ?H). ".~6 (d, J=9 Hz, ?H), 8.00 (d, J=9 Hz, '_'Fi). :HIS
(DCIiivTH3~ m,~z 399 (~WH)'. Anal. calc. for C,,H,3NjO;S: C. 63.-l~. H,
i.83; N, 10a7. Found: C> 63.3I; H, i.87; N, 10.e4. 15 Example 83
?-(?.=.?-Tritluoroethvl)--I-(2 pro~ow)-~-~.:-(methvlsulfonvl ~phem 1]-3(?H
E-pvridazmone Example 83r1 ?-l?._'.2-Trifluoroethv 11-4.~-dibromo-~ (?H ~-w
ridazinone '_o .1 solution of mucobromic acid ( 10 ~, 38.8 mmol) and
trifluoroethyl hydrazine (70% in water) 4.88 mL. 38.8 mmol) in 100 mL of
methanol was preparzd and heated at retlux for 3 hours. The reaction
mixture was concentrated in ~ acuo and partitioned ` between ethyl acetate
and water. The ethyl acetate layer was dried over ~IgSO~, filtered, passed
throu~~h a silica ;el pad, and concentrated in vacuo . The product was
obtained as ?5 yellowish solid (yield: 8.8 g, 68 o) ' H N~IR f,300 MHz,
CDCI , ) o -1.78 (q. J=9 Hz, ?H). 7.87 (s. 1H). 1~~IS (DCL~N1I,) m,'z 337
(I`~I+H) Example 83B '_'-(''.~'.'_-Trifluoroethvl ~--l-i?-~por~l-~-bromo-a
3H1-nvridazmone l:~   WO 00/2d719 2 ~ MAY Z003 PCT~'US99I25234 A solution
of 2-(?,2,2-trifluoroethyl)-4,5-dibromo-3(2I-I)-pyridazinone (? g, 6 mmol),
isopropyl alcohol (3 mL) and sodium hydride (60% dispersed in oil, 290 mg,
7.2 mmol) in toluene (40 mL) was heated at reflux for ~ hours. The reaction
mixture was partttioned between ethyl acetate and water. The ethyl acetate
layer was filtered, and 5 concentrated in vacuo . The residue was purified
by chromatography (9~:~ hexanesiethyl acetate) to provide the product as a
greenish oil (yield: 1.22 g, 65%). 'H NMR (300 MHz, CDC1;) 0 1.46 (d, J=7.5
Hz. 6H), 5.48 (h, J=6 Hz, 1 H), 7.87 (s. 1 H). NIS (DCl/NH,) m,~z 316
(NI+H)' Example 83C 2-('_'._'.2-Trifluoroethv
l)-4-(2-propoxvl-5-[4-(methvlthio)phenvll-3(?Hl-pvridazinone A solution of
2-(?,?,2-trifluoroethyl)-4-(2-propoxy)-~-bromo-3(2H)-pyridazinone ( 1.2 g,
3.8 mmol), 4-(methylthio)phenylboronic acid (704 mg. 4.19 mmol),
tetrakis(triphenylphosphine)palladium(0) (220 mg, ~% mmol) and cesium
carbonate (?.7~ ~ 5 g, 8.3 mmol) in 20 mL of ethylene glycol dimethyl ether
was heated to retlw for ~ hours. The mixture was partitioned between ethy 1
acetate and water. The ethyl acetate layer was washed with water, brine,
dried over :~IgSO~ and concentrated in vacuo . The residue was purified by
chromatography on silica gel (94:6 hesaneslethyl acetate). The product was
obtained as a greenish solid (yield: 1.1 g, 81%). 'H N:~'IR (300 MHz,
CDCI,) b 1.19 (d, 2o J=7.5 Hz. 6H), 2.55 (s, 3 H), 4.83 (q. J=9 Hz, 2H).
5.28 (h, J=6 Hz, 1 H). 7.3'_' (d, J=9 Hz. 2H), 7.52 (d, J=9 Hz, 2H), 7.85
(s, 1H). NIS (DCI) miz 3~9 (ICI+H)-. Exam~~le 83D 2-(?.?,?-Tritluoroethvl
)-:~-(?-propoxvl-s-j=1-1 methvlsulfonvllphenvl l-3(? H >-pvridazinone ?5
The title compound was prepared according to the method of Example 1 U,
substitutin~~
?-('_','',?-trilluoroethyl)-=I-(2-propovy)-5-[4-(methvlthio)phenyl]-3('?H)p
yridazinone in place of
.I-(a-f7uorophenyl)-5-[~-(methylthio)phenyl]-3('_'H)-pyridazinone (yield:
??0 mg, 100,'). mp 15'_-153 C 'H NvIR (300 ylHz. CDC1;) 0 1.2 (d, J=6 Hz,
6H). 3 13 (s. 3H1. -I 84 (q, J=9 Hz. ?H). ~.:I9 (p. J=6 I-Iz. 1 H). 7.78
!d, J=9 Hz. ?Hl, 7.8? 1-l U   VV'O OOI2.l7t9 PCT/US99/2523-t 2 ? M AY 2003
(s, 1 H), 8.06 (d, J=9 Hz, 2H). MS (DChNH,) m~'z 391 (~I~H)~. Anal. talc.
for C,6H"F,N,OaS: C, 49.22; H, 4.38; N, 7.l7. Found: C. 49.34: H. 4.26; N,
7.01. Example 8=f 5
2-(2.2.2-Trifluoroethvl)-4-cvclohexvloxv-~-f4-(methvlsulfonvl)phenvll-3(2H)
wridazinone The title compound was prepared according to the method of
Example 83, substituting cyclohexanol in place of 2-propanol (yeld~ 2~0 mg.
62%). mp 129-l30 C. `I-f NMR (300 MHz, CDCI;) 8 I.l-1.6 (m, 8H). 1.8-I (m.
2H). 3 12 (s, 3H), 4.83 (q, J=9 Hz, 2H), 6.2 l (h, J=-4.~ Hz. 1 H). 7 .77
(s, 1 H), 7 80 (d. J=9 Hz. 2H). 8.06 (d. J=9 Hz. 2H). MS (DCI,~NH3) miz 431
('~I+H)- :anal. talc, for C,~,H=,F,N,O,S: C, 63.01; H. 4,91; N, 6.60.
Found: C, 62.96. l~l, 4.84, N, 6.46. E~cample 86 15
~'-(2.2.'_'-Tritluoroethv
Il-=I-cvclopentvlotv-~-f-1-(methvlsulfonvl)phenvl]-3(2H)~vr~dazinone The
title compound was prepared according to the method of Example 83,
substituting cyclopentanol m place of 2-propanol (yreld: 260 mg. 52%). mp
148-150 C. 'H NMR (300 MHz, CDCI,) a 1.36-I.66 (m. -IHj, 1.68-1.76 Im.
~IH), 3.12 (s. 3H), 4.83 (q, 2o J=9 Hz. 21-1). 6.89 (h, J=-l.6 Hz. 1 H),
7.76 ~d, J=9 I-Iz. 2H). 7.83 (s, I H). 8.04 (d, J=9 Hz, '_'H). MS (DCI,NH;)
m;'z 417 (ICI+H)'. Anal. talc for C,gH,~F;N,O~S. C, 61 91; H, 4.69; N.
6.72. Found: C, 62.04, H. 4.60; N. 6.6s. Example 86 25 ''-f ~'.2.'_'-Tri
tluoroethv ll--'-~'_'-proylamw O-6-f=1-( methvlsul fonvl )phenyl -3(2H1
pyndazinone Etample 86.i 2-(-.=,~- T rilluoroethvl y--1-~ ~'-rropvlamtnW
-6-bromo-3l? Hl-nvac'amnone ni   WO 00/?4719 PCT/L S99/ 5234 2 7 M AY 2003
The title compound was prepared according method of the Example 83B>
substituting 2-propylamine in place of 2-propanol (yield: 70%). MS
(DCL'I~TH,) m/z 315 (M+H)'. 5 Example 86B 2-(?.2.?-Tritluoroethvl
)-4-(2-propylamino)-5-(4-(methvlthiolohenv 1)-3(?H)-~yridazinone The title
compound was prepared according method of the Example 83C, substituting
?-(?,'_',2-trifluoroethyl)-4-(?-propylamino)-~-bromo-3(?H)-pyridazinone in
place of
''-('_','_',?-trifluoroethyl)-~.-isopropoxy-~-bromo-3(?IJ)-pyridazinone
(yield: 80%). t0 MS (DCIil~'H,) m%z 3~8 (M+H)'. Example 86C
2-(2.'_'.?-Trifluoroethv
I)-4-(2-propvlamino)-~-(-1-(methvlsulfonvllphenvll-3(?1-Il pvridazinone ~ 5
The title compound was prepared according to the method of Example 10 ,
substituting ?-('_',2,2-Trifluoroethyl)-4-(?-propylamtno)-3-[-4-~methy
Ithio)phenyl)-3(''H)pyridazinone in place
of-I-(4-fluorophenyl)-~-[4-(methylthio)phenyl)-3(?H)-pyridazmone (yield:
180 mg, 83%). mp I73-17=t C. 'H NMR (300 IvIHz, CDCI,) a 0.9~ (d, J=6 Hz,
6H), 3.13 (s, 3H). 4.81 (q, J=9 Hz. 2H). i.97 (s. 1H), 7.-1~ (s, IH). 7.~9
(d, J=9 Hz, 2H), 20 8.03 (d, J=9 Hz, '?H). VLS (DChNH,) m;'z 3-10 (ICI+H)-.
Anal. talc. for C,~,H,gF;N,O,S: C, 49.3g I-I, 4.65; N, l0.79 Found: C,
49a9; H. 4.~2; N. 10.6 Example 87 -Benzvl-4-(4-mor,~holino)-5-~4-1
methvlsulfonvl)phenvll-3('_'H)-wridazinone 25
2-Benzvl-4.3-dichloro-3(2I-I)-pyridazinone. prepared following the
procedure in Example 2. was reacted with morpholine following the procedure
of Example 86 to provide the 4-morpholtno-derivative. The morpholtno
intermediate was coupled at the ~position with -1-(methvlthio)phenylboronic
acid according to the method of Example 6. The resultm<. methyl sulfide was
oxidized to the title compound according to the method ~ -t.   W O 00/2.l?
19 PCT,'L S99i'_' S23.1 2 7 MAY 2~~~ of Example 10 (yield: 1~0 mg, 69~0).
mp 1~8-l60 C. 'H Nh~IR (300 MHz, CDC1;) 8 3.06 (t, J=:~ 5 Hz, 3H), 3.12 (s,
3H), 3.69 (t, J=4.5 Hz. 3H), i.33 (s, 2H), 7.33 (m, 3H), 7.~ (m, 4H), 7.~8
(s, 1H). 8.0~ (d, J=9 Hz, ~H). MS (DCI/NH;) m,''z 426 (M+H)-. Anal. calc.
for C"H,,N,O~S: C, 6'_'.10; H, 3.-I-J; :~, 9.87. Found: C, 61.74; H, 5.-l7;
;~, 5 9.~9. Example 88 ?-(2,3.
3-Trifluoro-?-propen-1-vll~]--1-l-~-fiuorophenvl)-~-f-1-i
methvlsulfonvllphenvlL l? Hl-n~~ridazinone to Example 88.q 1-Methvlsulfonv
foxy-?.3.3-trifluoro-2-propene 2,3,3-Trif~uoro-2-propen-1-of was prepared
as reported in (J. Org.Chem., (1989) ~.~. 5640-~6=I2) The mesylate was
obtained by reacting 2,3.3-trifluoro-?-propen-1-of with ~ 5 mesyl chloride
m diethyl ether. Standard workup provided the product, which was used
without purification. Example 88B ?-f'_.3.3-Tnfluoro-'_'-propen-l -v 1
~-4-( 4-tluorophenvh-~-[-1-t methvlthio)phcnvll-3('_'H 1 '_'o pvridazinone.
4-(~4-Fluorophenyl)-~-[4-(methylthio)phenyl]-3(2H}-py ridazinone is
prepared starting with the 2-benzyl-pyridazinone from Example 9 and
debenzvlatm~, the compound according to the procedure of Example 1 1. A
mixture of =1-{-I-fluorophenvl)-~-[~-(methvlthio)phenyl]-32H)-pyridazinone
z (2~0 m~, 0.8 mmol), Cs,CO, (6~0 m~~. ? mmol), and 3-methv
lsufonyloxy-1,1.'_' trit7uoropropene (mesylate, 230 mg, 1.19 mmol) in ethyl
acetate (30 mL) was stirred at ~ 3 C for 1.~ hours. The mixture was
partitioned between ethyl acetate and water. The organic layer was washed
with bane, dried with M;SO, and filtered. The filtrate was concentrated m
vacuo. The residue was purified by column cluomatography on silica gel 1-~3
~ ~ ~Y ~n~~ WO 00/24719 PCT/U S99/? 523a eluted with 1 ~% ethyl
acetate/hexanes, to provide the methy 1 sulfide, 2-(3,3.3-trifluoro-2
propen-1-yl)-4-(4-fluorophenyl)-5-[4-(methylthio)phenyl]-3(?H)-pyridazinone
as a greenish oil (yield: l75 mg, 53%). 5 Example 88C 



2-(?.3.3-Trifluoro-2-proyen-1-vl)]-4-(4-fluorophenyl)-5-f-1-(methylsulfonvl
)phenvll 3(2H1-oyridazinone The methyl sulfide, prepared above, was
oxidized to the title compound according to the method of Example 10
(yield: l?5 mg, 68%). mp 154-I 56 C. 'H NMR (300 MHz, o CDCI,) b 3.07 (s,
3I-I), 5.1 (ddd. J=? 1 Hz. 3 Hz, 1.5 Hz, 2H), 6 98 (t, J=9 Hz) 2H). 7.19
(dd, J=9 Hz, 6 Hz, 2H), 7.35 (d. J=9 Hz, 2H), 7.89 (s. 1 H), 7.9 (d, J=9
Hz, 2H). NIS (DCh'NH,) m/z 439 (NI+H)+. Anal. calc. for C,H,aFaN,O~S: C.
54.79; H, 3.21; N, 6.38. Found: C, 54.52; H, 3.15; N, 6.21. ~5 Example 89
2.4-Bis(4-fluorophenvl)-~-L4-(aminosulfonyl >phenvll-3(2H)-pvridazinone The
title compound was prepared according to the method of Example 68
substituting
2.4-bis(4-fluorophenyl)-5-[4-(methylsulfinyl)phenyl]-3{2I-I)-pyridazinone
in place of
2-(2,?,2-trifluoroethyl)-4-(4-fluorophenyl)-5-[4-(methylsulfinyl)phenyl]-3(
2H) 2o pyridazinone (yield: 118 mg, 43~0). mp 213-216 C. 'H NMR (300 MIHz,
DMSO db) 8 7.1 ~ (t, 2H), 7.27 (m, 2H), 7.4 (m, 6H), 7.7 (dd, 2H), 7.76 (d,
J=91-Iz, 2H), 8.2 (s, 1 H). MS (DCI/NH~) m,~z 440 (IvI+H)', 439.44
(M+NH,)'. Anal. talc. for C,,I-I,SFN,O,S,: C, 60.13; 1-I, 3.44; N, 9.56.
Found: C, 59.94; H, 3.37; N, 9.46. 25 Example 90
2-f2,?.?-Trifluoroethvll-4-cvclonrowlmethoxv-5-[4-(methvlsufronvllphenvll-3
('-H) pvridazinone Example 90.4 1-i-t   2 7 MAY 2003 CVO 00/24719
PCT~'US991?5234
2-(2.2,?-Trifluoroethvl)-4-methoxv-~-bromo-3(~H)-p~ridazinone The title
compound was prepared according method of the Example 83B, substituting
methanol in place of isopropanol (yield: 78%). ' H NMR (300 iVIHz, CDCI,) a
4.; (s, 3H), 4.76 (q, J=91-Iz. ?H), 7.8~ (s, IH). MS (DChTIH,) m/z?88
(M~H)'. 5 Example 90B
2-('?.?.2-Trifluoroethvl)-=I-methoxv-~-[4-(methvlthio)phenvl]_3(2I-1)-pvrtd
azinone The title compound was prepared according method of the Example
83C, substituting
?-{?,?,2-trifluoroethvl)--1-methoxy-~-bromo-3(?H)-pyridazinone in place of
2 (''.2,2-trifluoroethyl)-4-{2-propoxy)-~-bromo-3(2H)-pyridazinone (yield:
80.0). 'I-I NMR (300 MHz, CDCI;) 8 2.~4 (s, 3H)) 4.11 (s, 3H), 4.82 (q, J=9
Hz, 2f-~), 7.33 (d. J=9 Hz, 2H), 7.=18 (d, J=9 Hz. 2H), 7.84 (s, 1 H). MS
(DCI/NH,) nvz 331 (NI~-H)`. Example 90C 15
2-(?.2.2-Trifluoroethvll-4-hvdroxv-~_[4-(methvlthio)~henvll-3(2H)-pvndazino
ne A solution of
2-(?,2,2-Trifluoroethyl)-4-mcthoxy-5-[4-(methylthio)phenyl]-3(2~I)
pyridazinone (2 g, 6.1 mmol) and hydrobromic acid (40% in water, '_'0 mL )
in acetic acid (40 mL) was heated at reflux for 3 hours. The reaction
mixture was cooled to room temperature and water (50 mL) was added. The
crystals formed were filtered, washed 20 with water and ~% ethyl acetate in
hexanes, and dried to constant weight. The product was obtained as a white
solid (yield: 1.7~ g, 91%). 'H NMR (3U0 MHz, CDC13) 8'.~4 (s, 3H), 4.82 (q,
J=9 Hz. 2H). 7.47 (d, J=9 Hz, 2H), 7.65 (d, J=9 IIz, 2H), 7.73 (br s, 1H).
8.00 (s, 1 H). IV~IS (DCI) m/z 317 (M+H)'. ?s E~cam~le 90D
`_'-l''.?.2-Trifluoroethvl)-4-cvclo~ropvlmethoxv-s-[:~-(mcthvlthiolphenvl]-
3(21-I) pvridazinone A solution of
2-(?.?,2-trifluoroethvlj-4-hydroxy-~-[-4-(methylthio)phenyl]-3(?H)
pyndazinone 11 ~0 mg, 0.47 mmol). cvclopropyl methanol f43 mL, 0.~~' mmol)
and ia   W O 00/24719 2 7 M AY 2n3 PCT~U S99125234 triphenylphosphine ( 124
mg, 0.47 mmol) in freshly distilled THF was prepared and added dropwise to
diethyl azodicarboxylate (76 mL, 0.52 mmol) at 0 C. The mixture was allowed
to warm to room temperature, stirred for ~ hours and concentrated in vacuo.
The residue was purified by chromatography on silica gel (96:6
hesanesiethyl acetate) to 5 provide the product as a colorless oil (yield:
l40 mg, 81 %). 'H NMR (300 MHz, CDCI;) 8 0.22 (m, 2H), 0.48 (m, 2H), 1.6
(m, 1H), 2.~3 (s, 3H). 4.26 (d, J=7.5 Hz, 2I-I), 4.72 (q, J=9 Hz, 2H), 7.32
(d, J=9 Hz, 2H), 7.66 (d, J=9 Hz, 2H). 7.87 (s, 1H). MS (DCI/NH,) m/z 37l
(M+H)'. Example 90E l0
2-(2.2.2-Tritluoroethvll-4-cvclopropvlmethoxv-~-[4-(methv
lsulfonyl)phenyl]-3(2H) pvridazinone The title compound was prepared
according to the method of example 10, substituting
2-(2,2,2-trifluoroethyl)-4-cyclopropylmethoxy-~-[4-(methylthio)phenylJ
3(2H)-pyridazinone in place of 4-(4-fluorophenyl)-6-[4-(methv
Ithio)phenylJ-3(2H) 15 pyridazinone (yield: 130 mg, 8~%). mp t33-135 C. 'H
NMR (300 MHz, CDC13) c7 0.2? (m, 2H), 0.5 (m, 2H), 1.07 (m, IH), 3.I2 (s,
3H). 4.4 (d, J=9 Hz. ?H), 4.83 (q, J=9 Hz, 2H), 7.79 (s, 1 H), 7.83 (d, J=9
Hz, 2H), 8.07 (d, J=9 Hz, 2H). vIS (DCh'NH3) m,~z 403 (M+H)'. Anal. calc.
for C"H"F,N,O,S: C, 60.74; H, 4.2~; N. 6.96. Found: C, 50a6; H. 4.09; N,
6.88. 20 Example 91 2-(2,2.2-Trifluoroethv 1)-4-( 3-~ropen-1-oxv
~-5-[4-(methv lsulfonyllphenv 1 J- 3 (2H ) gvridazinone The title compound
was prepared according to the method of Example 90, 35 substituting
2-propen-1-of in place of cyclopropylmethanol (yield: 120 mg, 77%). mp
l21-123 C. 'H NMR (300 MHz, CDC13) 0 3.1? (s, 3H), 4.84 (q. J=12 Hz,'H),
5.07 (d, J=6 Hz, 2H), i.21 (dd, .1=13.i Hz, 1 Hz, I I-I), i.37 (dd, J=1 ~
Hz. 1 Hz, 1 f-I)) 5.85 (m. 1 H), 7.26 (d. J=9 Hz, 2H), 7.83 (s. 1 H), 8.06
(d, J=9 Hz, 2H). MS (DCI/hIH,) miz 389 (M+I-I)'. ~.to   2 7 MAY ?n~3 W O
00/247I 9 PCT/US99/25234 Anal. calc. for C,6H,SF;N,O~S. C. -19.48, H, 3.89;
V, 7.21. Found: C, 49a4, H, 3.7 7; N, 7.16. Example 9'? 5
?-(?.2.?-Tri(luoroethvl)-4-(4-tluoro-a-methvl6enzv1owL5-(.~-(methvlsulfonvl
)phenv~ 3(2H)-pvridazinone The title compound was prepared according to the
method of Etample 90, substituting 4-fluoro-alpha-methvlbenzyl alcohol in
place of cyclopropylmethanol (yield: 1~5 mg, 76%). mp 133-13s C. 'H NMR
(300 MHz, CDCI;) ~ 1.s7 (d. J=6 fIz, 3H), 3.13 t o (s, 3 H). 4.7~ (q, J=7.5
Hz. 1 H), 4.87 (q, J=7.~ I-Iz, 1 H), 6.34 (q. J=6 Hz, 1 H j, 6.83 (t, J=9
Hz, 2H), 6.98 (dd, J=9 Hz, 6 Hz. '_'H). 7.~9 (d, J=9 Hz), 7.70 (s. 1H),
8.03 (d. J=9 Hz, 2H). MS (DCI,~NH,) m/z 471 (~:~I+H)-. Anal. calc. for
C,,H,gF,N,OaS: C, Q3.61; I-I. 3.85; N, 5.9~. Found: C, ~3.~4; H, 3.73; N,
5.86. t 5 Example 93 2-[4-(Methvlthio
)phenvl~-.~-l4-fluorophenvl)-~-[4-(methvlsulfonvl)phewll-3(?H)
,~yridazinone A solution of the product from Example 1 1.
4-(4-Fluorophenyl)-5-[4 (methylsulfonyl)phenyl]-3(2H)-pyridazinone (344 mg.
1.0 mmol), -1-bromothioanisole 20 (812 mg, 4.0 mmol), and copper (70 mg,
1.1 mmol) in 20 mL of pyridine was stirred at reflux under a nitrogen
atmosphere for 18 hours. After cooling to room temperature, the reaction
mixture was diluted with a mixture of water and ethyl acetate. The two
layers were filtered through Celitec7, and separated. The orbanic layer was
washed with 10% aqueous citric acid, with brine, dried over MgSO,, and
filtered. The filtrate was 25 concentrated in vacuo and the residue
puriF~ed by column chromatography (silica gel. 93:7 diehloromethane%ethyl
acetate) to provide the utle compound as a foam (yield: 380 mg, 81.i%). 'H
NMR (300 NIHz, CDCI;) 8 2.~~ (s. 3H). 3.0~ (s, 3H), 6.98 (t. (1=9 Hz. 2H).
7.2'_' (dd. J=9 I-Iz, 6 Hz. 2iI), 7.38 (dd, J=8 i-iz, ? Hz, 4H). 7.64 (d,
J=9 Hz. ?H). 7 91 (d, i=t   2 ~ M AY 2003 WO 00/2d719 PCT/US99l25234 J=9
Hz, 2H), 7.98 (s, l I-I). MS (DCh'NH;) m/z 467 (M+H)`. Anal. calc. for
Cz4H,,,FN,03S,.0.5 H,O: C, 60.63; H, 4.21; N, 5.90. Found: C. 60.7?; H.
3.96; N, 5.70. Example 94 5
2.5-Bisf4-(methvlsulfonvllphenvll-4-(4-fluorophenvl)-3(2H)-pvridazinone The
title compound was prepared by oxidizing the product of Example 93,
according to the method of Example 10 (yield: 156 mg, 78%). 'H NMR (300
MHz. CDCI,) 8 3.10 (s. 3H), 3.I2 (s, 3H), 7.02 (m) 2H), 7.24 (m. ?H), 7.42
(br d. J=9 Hz. 2H), 7.94 (dd, J=9 Hz. 2 Hz, 2H). 8.02 (dd, ,1=9 Iiz, 2 Hz.
2H). 8.l0 (I11, 31-1). V1S (DCI/NH;) to m/z 499 (M+H)-. 516 (M+NH~)`. Anal.
calc. for C,aI-I,,,FN,O;S,.0.5 H,O: C. 56.80; H, 3.94; N, 5.53. Found: C.
56.50; H. 3.88; N, 5.38. Examyle 95
2-(3-Nlethyl-2-thienvl)-4-(-.~-fluorophenvl)-5-f4-(methvlsulfonyl)phenvl]-
3(?H) 15 pyridazinone The title compound was prepared according to Example
93 , substituting 2-bromo 3-methylthiophene in place of 4-bromothioanisole
(yield: 190 mg, 43 o). mp ? 15-217 C. 'Fi NMR (300 NIHz, CDC1;) 8 2.21 (s.
3~I), 3.08 (s, 3H), 6.90 (d, J=9 Hz. 1 H). 6.98 (t. J=9 Hz. 2H), 7.24 (dd)
J=9 Hz, 6 Hz. 3H), 7.41 (d, J=9 Hz, 2fl). 7.94 (d, J=9 Hz. ?H). 7.98 (s, '0
1 H). NIS (DCI,~IVH,) miz 441 (MwH)') 458 (Nf+NHa)-. Anal. calc. for
C,=H,.FN=O,S=.0.5 H,O: C, 58.80; H, 4.01; N, 6. 24. Found: C. 58.85; H.
3.78; N. 5.99. Example 96 ?-(2-Trifluoromethvl-4-nitrophenvll-4-(
4-fluorophenvll-5-[-1-( methvlsulfonvllphenyl] 35 32H)-nvridazinone The
title compound was prepared according to Example 93 , substituting 2-bromo
5-nitrobenzotrifluoride in place of-1-bromothioanisole (yield. 39U m~;,
73,%~J 'H NMR (300 MHz, CDC13) ~ 3.U8 (s, 3H), 6.98 (t, J=9 Hz, 2H). 7.2 J
(dd. .1=9 flz. 6 Hz, 2H), 7.43 (d. J=9 Hz, 2H). 7.80 (d. J=9 Hz, l H). 7.96
(d. J=9 Hz. '? H 1. 8.0? (s. 1 H ), 8.61 (dd. J=9 t as   WO 00/2A719 2 7
MAY ?nn3 PCTIU S99i2~234 Hz, 3 Hz, 1H), 8.75 (d, J=3 Hz, 1 H). MS (DC1,~NH;
) m/z 53~: (V1~H)', SS 1 (M+1~'H~)'. Anal. calc. for C,~H,SFaN;O5S.0.75
H,O: C, 5.70, H, 3 02; N. 7.69. Found. C, S2.42; H, 3.04; N, 6.82. 5
Example 97 2-(3-(ylethvlthio)phenyl]-.I-(.~-fluoro~hem~l)-5-[4-(methv
lsulfonvllphenvll-3~`_'H~ p-vridazinone 



The title compound was prepared according to Example 93 , substituting 3
bromothioanisole m place of 4-bromothioanisole (geld: 355 mg, 76%l. mp 196
C. 'H ( o N~IR (300 vlHz. CDCIj) b 2.55 ( s) 3 H), 3.08 (s, 3 H ), 6.99 (t.
.I=9 Hz, 2H). 7.23 ( dd, J=9 Hz, 6 Hz, 2II), 7.'_'8-7.33 (m, 1 H). 7
.37-7.-I9 (m, ?H), 7.=IO (d. J=9 Hz, 3H j. 7.58 (m, 1 H). 7.92 (d, J=9 Hz,
?H), 7.99 (m, 1H). ivlS (DCI/NH;) m/z:~67 (M+I-I)`, 484 (M~-'~'Ha) . Anal.
calc. for C,~H,~FN,O,S,: C, 61.80, H. :L08; N, 6.01. Found. C, 61.56; H,
3.93; N, S.86. 15 Example 98
2-(3-(l~tcthvlsulfon~lphenvll-4-l4-fluoro~heny~
5-(4-(methvlsulfonyl)phenvl]-312H) pvridazinone The title compound was
prepared by oxidizing the product of Example 97, 20 according to the method
of Example 10 (yield: 98 mg. 65.6r). mp 141-142 C. 'H NMR (300 MHz,
DMSO-db) 8 3.25 (s, 3H), 3.35 (s, 3H), 7.18 (t. J=9 Hz, 2H), 7.32 (dd, (J=9
Hz. 6 Hz, 2 H). 7.52 (d, J=9 Hz, 2 H), 7.83 (t, J=9 Hz, 1 H ), 7.95 (d. J=9
I Iz, 2H), 8.05 ( m, 1 H). 8.25 (t. J=1.5 Hz, 1 H). 8.33 (s, 1 H). lviS
(DCIlNH3) m/z 516 (M+NI-h)- Anal. calc. for C,aH,,,F~I,OSS,.H=0: C, 55.81;
H. 4.07; N. 5.43 Found. C. 56.2.1; I-I, .L?9; N, S.10. 35 E~cample 99
2-(:1-Fluoro~henvl'?--1-(4-chloro~henvl )-5-[=l-( methvlsulfon~~l
?phenvll-s(2 H~>-ovridazmone I-?~   2 7 M AY ?O03 WO 00/2J719
PCT/US99/2523d
4-(4-Chlorophenyl)-5-[.~-(methylsulfonyl)phenyl]-3(2H)-pyridaztnone is
prepared starting with the 2-benzylpyridazinone from Example 53 and
debenzylating the compound according to the method of Example 11. The title
compound was prepared according to the method of Example 93, starting 5
with 4-(4-chlorophenyl)-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone in
place of 4 (4-fluorophenyl)-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone
and substituting 1fluoro-4-iodobenzene in place of 4-bromothioanisole
(yield. '_'-15 mg, 54%). mp l95-197 C. 'H NMR (300 M>-lz, CDC1,) a 3.08 (s,
3H), 7.19 (m. 4H). 7.?5 (m. ?H). 7.41 (d. J=9 Hz, ?H), 7.70 (m, 2H), 7.95
(d, J=9 Hz, ?H). 8.01 (s, 1H). rvlS (DCI,/NH;) m/z 455 (M+H)', 472
(M+NHa)~. Anal. calc. for C,,H,hCIFN,O,S: C, 60.78: I-1, ~.~?; N, 6.17
Found: C, 60 81, H. 3.53; N, 5.93. Example 100
2-~s-Chloro-?-thienvl)-4-(=1-chlorophenvl)-s-[4-(methvlsulfonyl)~henU]-3(2H
15 pyridazinone The title compound was prepared according to Example 93 ,
substituting 4-(4
chlorophenyl)-5-(4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone in place of
4-(-1 fluorophenyl)-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazmone and
substituting 2 bromo-5-chlorothiophene in place of 4-bromothioanisole
(yield: I 50 mg. 45%). mp 249 20 251 C. 'H NMR (300 MHz, CDC1,) ~ 3.05 (s.
3Hj. 6.9? (d, J=9 Hz, 1 H), 7.18 (d, J=9 Hz, ?H), 7.31 (d, J=9 Hz. 2H),
7.39 (d. J=9 Hz. 2H), 7.58 (d. J=6 fiz. 1 H), 7.94 (d, J=9 Hz, 2 Hz, 2H),
8.04 (s, 1H). MS (DCUNH,) m/z 477 (M+H)', 494 (M+NHa)-. Anal. calc. for
C,,H,,,ChN,O;S,.H,O: C, 50.9; H. 3.03; N, 5.60. Found: C, 50.5; lI, 2. 79;
N. 5.26. 25 Example 10l ?-(
;-Trif7uoromethvlphenvl)-.~-(=1-chlorophenvl)-s-[4-(methUsulfonvl)phenvl]-3
(?I-1) pyridazinone The title compound was prepared according to Example 93
, startin~~ with 4-(4 chlorophenvl
r-5-(-1-(methylsulfonvl)phenyl]-3(?H)-pyridazinone m place of -l-(4 i ~C1
2 7 MAY 2003 WO 00/24719 PCT.%U S99/2,5234
fluorophenyl)-5-[4-(methvlsulfonyl)phenyl]-3(2H)-pyridazinone and
substituting 3iodobcnzotrifluoride in place of 4-bromothioanisole (yield:
210 mp, 59.5%). mp 103-105 C. 'H NMR (300 ivlHz. CDCI,) 8 3.08 (s, 3H),
7.18 (d, J=9 Hz, 2H), 7.28 (d, J=9 Hz, 2H), 7.41 (d, J=9 Hz, 2H). 7.65 (m.
2H), 7.95 (m, 3I-I), 8.04 (m, 2H). HIS (DCI/NH;) miz 5 505 (M+H)', 52~
(M+NH,)-. Anal. calc. for C,aH,~CIF,N,O,S: C, 57.14; H, 3.17; N, 5.56.
Found. C, 56.61; H, 3.28; N. 5.38. Example l02 ?-(3-Chloro-4-1W
orophenvl)-.~-l4-chlorophenvl)-5-[=I-(methvlsulfonvl)phenvll-3(?H)
pvridazinone The title compound was prepared according to Example 93 ,
starting with 4-(4
chlorophenyl)-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone (described in
Example 99) in place of
4-(4-fluorophenylj-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone and
substituting 1-bromo-3-chloro-4-fluorobenzene in place of
.I-bromothioanisole (yield: 330 v 5 mg, s8.8%). mp 205 C. ' H NMR (300 MHz,
CDC1,) S 3.10 (s, 3H), 7.17 (d, J=9 Hz, 2H), 7.23-7.31 (m, 1 I-I), 7 ?8 (d,
J=9 Hz, 2H), 7.41 (d. J=9 Hz. 2H). 7.6~ (ddd, J=9 Hz, 3 Hz, 1.5 Hz, 1 H),
7.85 (dd. J=9 Hz. 3 Hz, 1 H), 7.93 (d, J=9 Hz, 2H), 8.01 (s, 1 H j. MS
(DCI/'IrrH3) m/z 489 (M+H)-. 508 (M+NHa)'. Anal. calc. for C,3fI,;CI,N,O,S.
C, 56.=14: H. 3.17; N, 5.73. Found: C, 56.37; H. 3.19; N, 5.6:I. ~' 0
E:camp-le 103 2-(3-Fluorophenvl)-4-(4-fluorophenvl)-5
~:~-(methvlsulfonvl)phenvll- 312H)-pvridazinone The title compound was
prepared according to Example 93 , substituting I -fluoro 3-iodobenzene in
place of 4-bromothioanisole (yield: 310 mg. 70.8%). mp 2:I5-247 C. 25 'H
NvIR (300 MHz, CDCI;) a 3.08 (s, 3H), 6.98 (t, .1=9 Hz, 2H), 7.14 (m, IH).
7.24 (dd. J=9 Hz, 6 Hz. 2H), 7.:10 (m, 2H). 7.5? (m, 3H), 7.92 (d, J=9 Hz.
2H), 8.01 (s, 1H). :HIS (DCh~'~iH;) m/z 439 (MI+H)-, 456 lM+NHa)-. Anal.
talc. for C,,H!bF,N,O,S.0.25 H,O: C, 6'_'.3.I, 1-I. 3.67; N, b.38. Found'
C. 62.33; H. 3.68; N, 6.2?.   Q ? MAY 20~1~ WO 00/2719 PCT/IJ599/2523d
Example 104 2-f
2-(Methylthio)phenyl]'-4-(4-fluorophenvl)-5-[4-(methvlsulfonvl)phenvl]-3(2H
) pvridazinone The title compound was prepared according to Example 93 ,
substituting 2 5 bromothioanisole in place of 4-bromothioanisole (yield:
280 mg. 60%). mp ?06-208 C. 'H NMR (300 MHz, CDCl3) a 2.49 (s, 3H), 3.08
(s, 3H), 6.95 (t. J=9 Hz, 2H), 7.?5 (dd. J=9 Hz, 6 Hz, 2I-1), 7.29-7.5I (m,
4H), 7.43 (d, J=9 Hz, 2H), 7 92 (d, J=9 Hz, 3H), 8.01 (s. 1 H), 7.98 (s, 1
H). MS (DCI/NH,) m/z 467 (M+H)', 484 (1~~1~NH,)'. Anal. calc. for
C,~H,,,F?~',OjS~.H,O: C, 59.50; H, 4.13; N, 5.79. Found: C, 59.62; H. 4.15;
N. 5.52. 10 Example l05
2-(5-Nitro-2-thienvl)-4-(4-fluorophenvl)-5-[4-(methvlsulfonvllphenvll-3(?H~
pvridazi none The title compound was prepared according to Example 93,
substituting 2-bromo 15 5-nitrothiophene in place of 4-bromothioanisole
(yield: 330 mU. 70ro). mp 252-'_53 C. 'H N~MR (300 MHz, CDCI,) 8 3.06 (s.
3H). 7.05 (t. J=9 Hz, ?H), 7.25 (dd, J=9 Hz, 6 Hz, 2H), 7.40 (d, J=9 Hz,
2H), 7.71 (d, J=6 Hz, I H), 7.95 (m. 3H). 8.14 (s. 1 H). MS (DCh`NH,) mlz
472 (M+I-I)', 489 (M+NH~)- Anal. calc. for C,,H"FN,O;S,.0.5 H,O: C, 52.50;
f-1. 3.0?; N, 8.75. Found. C, 52.79; H. 3.18; N, 8.74. 30 Example 106
?-(3,4-Difluorophenvl)-4-(4-chlorophenyl)-5-L4-(methvlsulfonvl)phenvll-3(2H
) pvridazinone The title compound was prepared according to Example 93 ,
starting with 4-(-1 25
chlorophenyl)-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone in place of
4-(-I fluorophenyl)-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinonc and
substitutin~~ l bromo-3,4-difluorobenzene m place of 4-bromothioanisole
(yield: 310 m~, 65.7%). mp 187-l88 C. '1-I NMR (300 MHz. CDCI;) cS 3.09 (s,
3H), 7.18 (d, .1=9 Hz, 2H). 7.29 (m. 3 H), 7.41 (d, J=9 Hz, 2H), 7.5 ~ (m,
1 H). 7.65 ( m, 1 f-I ), 7.9~ (d. .1=9 Hz, ? H). 8.01 (s, 1 H ).   2 7 MAY
20n3 W O 00/Z ~1? l 9 PCT~'US9912~234 MS (DCL'NH,j m!z 473 (MrH)-. 490
(Ib1+NH,)-. Anat. calc. for C"H,;CIF~N,O,S.0.5 H,O: C, 57.38; H, 3.33; N,
5.82. Found: C, 57.44; H, 3.38; N. 5.52. Example 107 5
~-(3-Benzothienyl)-4-(4-lluoro~phenvl)-5-f4-(methvlsulfonvl)phenyl]-3(2H)-p
vridazinone The tale compound was prepared according to Example 93 ,
substituting ~ bromobenzothiophene in place of 4-bromothioanisole (yield:
185 mg. 41 %), mp '?65-267 C. '1-I NVIR (300 MHz, CDCI;) 8 3.09 (s. 3H).
7.0 (t. J=9 Hz. 2H), 7.27 (dd. J=9 Hz, 6 Hz, 2H), 7.39-7.47 (m, 2H), 7.4=1
(d. J=9 Hz, ?H), 7 75-7.8? (m. 1 H), 7.87-7.94 (m. 2H), l0 7.94 (d. .I=9
Hz, 2H). 8.05 (s. 1 H). N1S (DCI,~NH;) m!z 477 (M+H)', 494 (VI+NH,)'. Anal.
calc. for C=;H"FN=O,S,: C. 63.03; H. 3.57; N, 5.88 Found: C, 62.89; H. 3
55; N, 5.71. Example l08 l5
2-f4-Fluorophenvl)-4-(4-fluorophenoxv)-5-[4-(mcthvlsulfonyl)phenvll-3l?H)
pvridazinone Example 108A 4-~4-Fluorophenorv)-5-f4-Lmethvlsulfonvl)phenvll-
3(2H)-pvridazinone 20 The title compound was prepared by treating '?-benzv
1--t-(4-fluorophenoxy)-5-[4 (methylsulfonyl)phenyl]-3(?H)-pyridazinone
(Example 75) wnh AlBr3 in toluene according to the procedure in Example 11
( yield: 1.8 g, 95%). Example 108B 25
?-1.~-Fluorophenvll-4-(4-fluorophenoxv)-5-[4-(methvlsulfonvl )phenyl]-3(?Hl
pvridazinone The title compound was prepared according to Example 93 ,
starting with 4-(4 fluorophenoxy)-5-;
4-(methvlsulfonyl)phenyl]-3(2H)-pyndazmone and substituting 1
fluoro-=1-iodobenzene in place of ~1-bromothioanisole (yield: 6U mg. 53 o).
mp 8 3-85 C. 1~3   ~ 7 MAY Z003 WO 00/2.t719 PCT-'1;599/2523~1 'H NMR (30U
MHz, CDCI,) b 3.10 (s, 3H), 6.89-7.03 (m, 4I-I;), 7.15 (t. J=9 Hz, 2H),
7.65 (dd, J=9 Hz, 6 Hz, 2H), 7.83 (d, J=6 Hz, 2H), 8.07 (d, J=9 Hz. 2H),
8.08 {s. 1 H). MS (DCI/NH,) m/z 455 (M+H)', 472 (ivI+NH~)y. 5 Example 109
?-(3.4-Di fl uorophenvl )-4-(4-fluoro~henoxv)-5-(4-( methvlsulfonv I
)phenyl ]-3 (? I-I) pvridazinone The title compound was prepared according
to Example 93 , substituting 1-bromo 3,4-difluorobenzene in place of
4-bromothioanisole and 4-(4-fluorophcnoxy)-5-[4 to
(methylsulfonyl)phenyl]-3(2H)-py ridazinone (Example 108A) in place of 4-(4
fluorophenyl)-5-[4-(methylsulfow 1)phenyl]-3(2H}-pyridazinone (yield: 185
my, 39%). mp I 78- l 80 C. ' EI NMR (300 MHz, CDCI,) a 3.11 (s, 3 H).
6.89-7.04 (m, 4H), 7.45-7.5. (m, 1 H), 7.45-7.52 (m, 1 H), 7.6l (dt, J=6
Hz, 3 Hz, 1 H), 7.82 (d, J=9 Hz. 2H), 8.07 (d, J=9 Hz, 2H), 8.U8 (s, 1 H).
MS (DCh'i~l-i,) m/z 473 (M+H)`, 490 lM+NH,)-. Anal. calc. for 15 C,;H,SF;
N,OaS.0.5 H,O: C, 57.38; H, 3.33; :~1, 5.83. Found: C. 57.17; H. 3.1 3; M,
s.62. Example 110
2-(3-Bromophenvl)-4-f4-fluorophenoxv)-5-(4-(methvlsulfonvl)phenvll-312H1
pvridazinone 2o The title compound was prepared according to Example 93 ,
substituting 1,3 dibromobenzene in place of 4-bromothioanisole and
4-(4-fluorophenoxy)-5-[~ (methylsulfonyl)phenyl]-3('H)-pyridazinone
(Example 108 A) m place of 4-(4
fluorophenyl)-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone (yield: 260
mg, 50.5' j. mp 208-? 10 C. '1-1 NIvIR (300 MHz. CDCI_;) b 3.09 (s, 3H).
6.89-7.04 (m. 4H). 7.34 (t, 



25 J=9 I-Iz. 1 E-I). 7.53 (br d, J=9 Hz, 1I-I), 7.64 (br d, (I=9 Hz, 1H).
7.82 (d, J=9 Hz, 2I-1), 7.87 (t. J=1.5 Hz, 1 H). 8.08 (d. J=9 Hz. ?H}, 8.09
(s. 1 H). IV1S (DCI/NH;) m~'z 517 (YI+H)-, 534 (M+NHa)-. Anal. calc, for
C,:H,6BrFI~I,O~S. C, 53.7; H. 3.1 1, N, 5 45. Found: C, 53.46; H, 2.88; N,
5.l8. l 5-t   t ~ MAY Zoos WO 00I24'39 PCT!US99~'2~23~ Example 111
2-(3.5-Difluorophenyl)-4-(4-fluorophenoxv)-5-~4-(methvlsulfom~llphenvl~-3(2
H1 pvridazinone The title compound was prepared according to Example 93 ,
substituting 1-bromo 5 3,4-dilluorobenzene in place of 4-bromothioanisole
and 4-(4-fluorophenoxy)-S-[4 (methylsulfonyl)phenyl]-3(2H)-pyridazinone
(Example 108A) in place of 4-(4
fluorophenyl)-~-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone (yield: 17~
mc, 37%). mp 209-211 C. 'H NMR (300 LMHz, CDCI~) d 3.10 (s, 3EI). 6.85 (tt,
J=9 Hz. 3 Hz, 1H), 6.90-7.04' (m, 4H)) 7.38 (dd. J=9 Hz, 3 Hz, 2H), 7.8l
(d, J=9 Hz. 21-i), 8.0? (d, J=9 Hz, 2H). 8.I0 (s, 1H). MS (DCI,~H,) m;z 473
(i~I+H)', 490 (M+NHa)-. Anal. calc. for C,,H,;F,N,OaS.H,O: C, 58.47; H,
3.18: N, 5.94. Found: C, 58.31; H, 3.1 ~; N, 5.82. Example 112
2-(3-Chlorophenyl)-4-(4-t~luorophenoxv)-5 ~4-lmethvlsulfonvl)phenyll-3(2H)
~ 5 pyridazinone The title compound was prepared according to Example 93 ,
substituting I -bromo 3-chlorobenzene in place of 4-bromothioanisole and
4-(4-tluoruphenoxy)-~-[4 (methylsulfonyl)phenylJ-3(2H)-pyridazinone
(Example 108A) in place of 4-(4
fluorophenyl)-~-[4-(methylsulfonyl)phenyl]-3(?H)-pyridazinone (yield 25 m;.
5.3,'). mp 20 211-213 C. 'H NMR (300 IvII-lz. DMSO-db) d 3.30 (s, 3H). 7.15
(d, J=9 Hz, 4H). 7.51 7.64 (m, 3H), 7.71-7.75 (m, 1H). 7.91 (d, J=9 Hz,
2H), 8.06 (d, J=9 Hz, 2H), 8.41 (s, 1H). MS (DCI/NH3) m/z 471 (M+H)-. 488
(M+NH~)'. Anal calc. for C,3H,~C1FN,O,S.O.> H,O: C, 57.62; H, i.44; N,
5.8~. Found: C, 57.62; H, 3.52; N. 5.48. 25 Example 113
2-l4-Nitrobenwl)-4-(4-l7uorophenvl)-5-f4-(methvlsulfonvl~henvll-;
(?H~>-rvridamnone The title compound was prepared according to the method
of Example ?0, substituting 4-nitrobenzyl bromide in place of
4-fluorobenzyl bromide (yield: l64 mg, 58.90). mp l83-184 C. 'H NMR (300
MHz, CDC1..) b 3.05 (s, 3I-I), ~ 4'.' ~s. ?1-11. 6.96 (t.   Q 7 M AY 2003
WO 00/24719 PCT/US99!25234 J=9 Hz, 2H). 7.16 (dd, J=9 Hz, s Hz. 2H), 7.32
(d, J=9 Hz. 2H). 7.70 (d, J=9 I-lz, ?H), 7.87 (s, 1H), 7.88 (d, J=9 Hz,
2H). 8.22 (d, J=9 ~Iz. 2H). MS (DCh"s1I-I3) m/z 480 (M+H)`. m!z 497
(MTNH,)-. Anal. calc. for C,aH,gFN305S: C, 60.I2; H, 3.78; N, 8.76. Found:
C, 59.89; H, 3.83; N, 8.6l . s Example 1 14
?-(4-Acetoxvben-rvl)-4-(4-ffuorophenvl~[4-(methvlsulfonvl~phenvl]-3(?Hl
p~~ridazinone The title compound was prepared according to the method of
Example 20, substitutin<~ 4-(chloromethvl}phenyl acetate in place of
4-fluorobenzyl bromide ( yield: 220 mg, 76.9~0). mp 172-174 C. 'H NMR (300
MHz, CDCI~) cS'_.30 (s. 3H). 3.05 (s, 3H), i.38 (s, 2H), 6.9~ (t) J=9 Hz,
2H), 7.06 (d, J=9 Hz, 2H). 7.16 (dd, J=9 1-Iz. ~ Hz. 2H), 7.31 (d, J=9 Hz.
?H), 7.60 (d, J=9 Hz, 2H). 7.81 (s, 1I-I), 7.87 (d, J=9 Hz, 2H). STS
(DCh'NH,) m/z Q10 (M+NH;)'. Anal. calc. for C,6H,,FN,O;S: C, 63.40: H.
4.30; N. 5.69. Found: C, t s 63.28; H, 4.41; N, 5.39. Example 1 1 ~
2-(4-Hvdroxvbenzyl)-4-(4-fluoro~henvl~-~-[4-(methylsulfonvl)phenvl]-3(2H)
wridazinone A solution of 2-(4-acetoxybenzyl)-4-(4-fluorophenyl)-~-[4 20
(methylsulfonvllphenyl]-3(2H)-pyridazinone (0.2 g, 4.06 mmoll (Example 114)
in Tf-IF (20 mL) was treated with a solution of lithium hydroxide
monohydrate (0.0~ g, 1.2? mmol) in water (5 mL). Methanol (2 mL) was added
to provide a homogeneous solution which was stirred at room temperature
overnight. The reaction mixture was then acidified with 10% aqueous citric
acid and extracted with ethyl acetate. The ethyl acetate layer was 25 dried
over MgSU~ and filtered. The filtrate was concentrated in vacuo to provide
a white foam which was purified by column chromatography (silica `;el.
6~:3~ hexanes/ethyl acetate}. Product fractions were combined and
concentrated in vacuo. The residue was crystallized from ethyl
acetatz!hexanes (yield: 19~ m~.a,. 70i). mp 2'_'s-2`'6 ~C. 'H NMR (300
Ml-Iz. CDCI~) cS 3.0~ (s, 3H1. 4.86 (s. 1 Hl. .33 (s. ?H). 6.80 (d. J=8.~
I-iL, ?I-I), 6.9s ~ ~C   2 7 M AY 2003 WO 00/24719 PCT/US99/25234 (t, J=9
Hz, 2H), 7.15 (dd, J=9 Hz. ~ Hz. 2H). 7.30 (d. J=8.~ Hz. 2H). 7.46 (d,
J=8.~ Hz, 2H), 7.83 (s, I H), 7.87 (d, J=8.~ Hz. 2I-I). MS (DCI/NH~) miz
:~~ 1 {M+H)`. Anal. talc. for C,aH~~FN,OaS: C, b3.99; H, 4.25; N, 6.32.
Found: C, 63. 73, H. 4.l6; N, 6.11. 5 Example 116
2-(3-Nitrobenzvl)-=1-(4-fluorophenvl)-3-f4-(methvlsulfonv(lohenvll-s(2~I)-p
vridazmone The title compound was prepared according to the method of
Example 20, substituting 3-nitrobenzyl bromide in place of 4-fluorobenzyl
bromide (yield: I9i mg, 70%). mp 1 ~6-1 ~7 C. ' H NMR (300 MHz. CDCI~) S
3.OS (s. 3H), i.48 (s. 2H), 6.96 (t, 7o J=9 Hz, 2H), 7.16 (dd, 3=9 Hz, ~
Hz. 2H). 7.33 (d. J=8.~ Hz.'_H). 7.s.~ (t, J=7 llz, IH), 7.88 (s, 1 H),
7.90 (d. J=8.~ Hz, 2H), 8.19 (br d. J=7 Hz, IH). S.37 (t, J=1.7 I-Iz) 1 H).
MS (DCI/NH,) m/z .180 (M+H)', m/z 497 {M+NHa)'. Anal. talc for C,~H,~FN;
OSS: C, 60.1?; H, 3.78; N, 8.76. Found. C, Q9.98; H, 3.73; N. 8.67. 15
Example 117 2-(3,=l.~l-Trifluoro- 3-butenyl
)-4-(4-fluorophenvll-5-[4-(methvlsulfonvllpaenvl]-3('Hl p-vridazinone The
title compound was prepared according to the method of Example 20)
substituting 4-bromo-1,1,2-trifluoro-I -butene in place of =1-fluorobenzyl
bromide (yield. 20 38 mg, 14.i%). mp 131-I32 C. 'H NMR (300 MHz, CDCI:) a
2.92 (br d, J=? 1.7 Hz, 2H), 3.06 (s, 3H), 4.47 (t, J=6.6 Hz, 2H). 6.98 (t.
J=9 Hz, 2H). 7.17 (dd, J=9 Hz. 5 Hz, 2H), 7.35 (d, J=8.~ Hz, 2I-I), 7.8~
(s, 1 H), 7.89 (d, J=8.~ Hz, '_'H). MS (DCh~NH,) m/z 453 (M+H)', m/z 470
(M+NHa)-. Anal. talc. for C,,H,~,F~N,03S. C. 5.75; H, 3.56; N, 6.19. Found:
C, 55.63; H. 3.62: N, 6.10. 35 Example l18
2-(2-Hexvnvl)--1-(=1-fluoruphenvll-5-(,-1-i
methvlsulfonvllphenvl~-3(?H)-pvridazinone The title compound was prepared
according to the method of Example 20, substitutin~,~ I-chluro-?-hexyne in
place of-1-fluorobenzvl bromide (yield: 170 m~, 69,~0).   1 ? MAY 2003 WO
00I2-t719 PCT/US99/2523d mp 79-80 C. 'H NMR (300 MHz. CDC1;) 8 0.99 (t,
J=7.5 Hz. 3H), 1.56 (h. J=7.5 Hz, 2I-I), 2.21 (m, 2H), 3.06 (s, 3H), 5.01
(t, J=3 Hz, 2H), 6.96 (t, J=9 Hz, 2H). 7.18 (dd, J=9 Hz, 6 Hz. 21-I), 7.34
(d, J=9 Hz. 2H), 7.88 (s, 1H), 7.89 (d, J=9 Hz, 2H). MS (DCI~'I~~H,) m,'z
425 (M+H)`. Anal. talc. for C,,H,,FN,O;S: C. 65.07; H. 4.98; N, 6.59.
Found: C, 5 64.87; H, 4.90; N, 6.58. Example 119 2-(
3,3-Dichlor~-?-propenvl)-=1-~4-tluorophenvl)-5-j4-(ammosulfonvl?phenvll-3('
?H,~ gvridazinone I o The title compound was prepared according to the
method of Example ''0, substituting 1,1,3-trichloropropene in place of
4-fluorobenzyl bromide (yield: 1.15 g, 68%). mp 184-185 C. 'H NMR (300 MHz,
DMSO-dh) S 4.39 (d, J=7.5 Hz, 2H), 6.43 (t, J=7.5 Hz, 1 H), 7.14 (t, J=9
Hz, 2H), 7.23 (dd, J=9 Hz, 6 Hz. 2H), 7.38 (d, J=9 Hz. 2H), 7.43 (s. 2F-I),
7.73 {d, J=9 Hz. 2H). 8.11 (s, 1H). MS (DCh'NH;) miz 454 (NI+I-i)`. Anal.
15 talc. for C,~H,aCI,FaN30;S: C. 50.23; H, 3.1; N, 9.24. Found. C, 50.28,
H, 3.29, N, 9.19. Example 120
2-Cvclohexyl-4-(4-fluoroehenvl)-5-(4-(methvlsulfonvl~phenvl]-3(2H)-pvridazi
none The title compound was prepared according to the method of Example 20
2o substituting cyclohexyl bromide m place of 4-fluorobenzyl bromide
(yield: 163 mg, 76%). mp 169-171 C. 'H NMR (DMSO-db, 300 MHz) b 1.23 (m, 1
H), 1.41 (m, 2H), 1.71 {m, 3H), 1.87 {m, 4H), 3.23 (s, 3H), 4.85 (m, 1 H),
7.11 (m, 2H), 7.22 (m, ?H), 7.-I6 (d. J=9 Hz, 2H), 7.85 (d. J=9 Hz, 2H),
8.11 (s, 1 H). MS (DCI/NH,) m/z -1'_'7 (M+H)- and m/z 444 (M+NH,)-. Anal.
talc. for C,;H,.FN=O;S.0.5 H,O: C, 63.43; H. 5.55; N. 6.-I3. Found: C, ?5
63.25; H. 5.28; ~I, 6.28. Example 1~' l
'?-Cvclopentvl-=1-(.~-fiuorophenvll-5-(.~-(methvlsulfonvllphenvl]-
3(?I-f)-~vridazinone Iss   ~y ? MAY 2003 WO 0012a719 PCT; US99I25234 The
title compound was prepared according to the method of Example ?0,
substituting cyclopentyl bromide in place of 4-fluorobenzyl bromide (yield:
16~ g, 80%). mp l91-193 C. 'H NI~IR (DMSO-d5, 300 MHz) 8 1.67 (m, 2H), 1.8~
(m, 4H), ?.OS (m, 21I). 3.?3 (s, 3H), i.36 (m, 1 H), 7.l2 (t, J=9 Hz. ?H),
7.22 (m. 2H), 7.~1~ (d, J=9 Hz, 2H), 5 7.8~ (d, J=9 Hz. 2H), 8. l 3 (s, 1
H). MS (DCI;'NH,) m/z .~ 13 (M+H)- and m!z 430 (M+NH4)+. Anal. talc. for
C2?H,,FN,O,S.O.~ H,O: C, 6?.69; H. i.26: N, 6.J7. Found: C, 62.53; I-I,
4.93; N. 6.~0 Example 12~ to
2-Cvclobutvl--4-(:~-fluoro_phenyl)-~-j4-(methvlsulfonvl)phenyl]-3(2H)-pvrid
azinone The title compound was prepared according to the method of Example
20, substituting cyclobutyl bromide in place of 4-fluorobenzyl bromide
(yield: ?7U g, 68%). mp 202-203 C. 'H NMR (DMSO-d~, 300 MHz) 8 1.8~ (m,
2H), 2.32 (m, 2H). 2.~0 (m, 2H), i.40 (quintet, J=7 Hz, 1H), 7.11 (t, J=9
Hz, 2H), 7.21 (m. 21-I), 7.47 (d, J=9 Hz, 2H), 15 7.86 (d, J=9 Hz, 2H),
8.16 (s, 1 H). IvIS (DCI;NH,) miz 399 (M+H)' and m%z 416 (M+NH~)'. Anal.
talc. for CZ,H,,,F:v,O,S.0.7~ f-1,0: C. 61.22: H, 5.0l; N. 6.80. Found: C,
61.19; H, 4.6?; N, 6.73. Example 1'_'3 20
2-(3-Methyl-2-butenvll-=I-(4-fluorophenvl)-~-
3-fluoro-4-(ammosulfonvllphenvl i-3(?H) pyridazinone
2-Benzyl-4-(4-f7uorophenyl}-~-[3-fluoro-4-(aminosulfonyl)phenyl]-3(2H}
pyridazinone, prepared according to the method of Example 68, was
N-debenzylated accordin~~ to the method of Example I 1. The intermediate
was N-alky fated according to 35 the method of Example ?0, substituting
l-bromo-3-methyl-'_'-butene in place of -l-fluorobenzyl bromide, to provide
the title compound (geld. s0 mg. 30%>. mp 1 34-l36 C. 'H NMR (300 MHz.
CDC1;) d 1.79 (s. 3H), 1.86 (s. 3H). 4. i8 (s, '_'H), 4.83 (d, J=7.3 Hz.
2H). 5.-I8 (t, J=6 Hz. 1 H), 6 96 (t, J=9 Hz, 2H), 7. I 8 (dd. J=9 f-Ir. 6
Hz. '_'H), 7.28 (d. l59   ~ 7 MAY 2003 WO 00/24719 PCT/US99/25234 J=9 Hz,
2H), 7.83 (s, 1H), 7.85 (d, J=9 Hz. 2H). MS (DCI~'I~'H;) m/z 414 (M+H)'
Anal. calc. for C,,H,FN;O,S: C, 61; H, 4.87; N, I0.16. Found: C, 60.98; H,
4.66; N, 9.95. Example 1 ?~ 5 ?-(2.4-Difluorobenwl)-4
~-I-fluorophenvl)-~-[4-(aminosulfonvl)phenvll-3(2H) pvndazinone
2-Benzyl-4-(4-fluorophenvl)-s-[4-(aminosulfonyl)phenyl]-3(2H)-pyridazinone,
prepared according to the method of Example 68, was N-debenzylated
according to the method of Example 11. The intermediate was N-alkylated
according to the method of 10 Example 20. substituting
2,4-ditluorobenzylbromide in place of 4-fluorobenzyi bromide to provide the
title compound (yield 6~ mo, 2~.%). mp 236-238 `C. 'H NMR (300 MHz. CDCI,)
8 4.78 (s, 2H), 5.43 (s, 2H). 6.88 (m. 2I-I), 6.97 (t, J=9 Hz, 2H), 7.l8
(dd, J=9 Hz, 6 Hz. 2H), 7.38 (d, J=9 Hz, 2H), 7.>j (m, 1H). 7.85 (s, 1 H).
7.86 (d, J=9 Hz, 2H). MS (DCI~'NH,) miz 472 (M+I-I)'. Anal calc. for C,;
H,6F.N,O,S: C. ~8.~9; H. 3.4'_'; N, 8.91 15 Found: C, 58.44; H, 3.47; N)
8.72. 



Example 125 2-(Pentafluorobenzvl)-4-(4-tluorophenvl)-~-f-1-(aminosulfonvl
)phenyl]-3(2H)pvndazinone 2o The title compound was prepared according to
the method of Example 124, substituting 2,3,4g,6-pentafluorobenzyl bromide
in place of i-bromo-3-methyl-2-butene (yield: 10~ mg, 3~%). mp 201-203 C.
'H NMR (300 MHz. CDC1~) a 4.8 Is, 2H), 5.~ (s, 2H), 6.98 (t, J=9 Hz, 2H),
7.l8 (dd. J=9 Hz. 6 Hz, 2H). 7.28 (d. J=9 Hz, 2H). 7.32 (s, 1H). 7.37 (d,
J=9 Hz. 2H). MS (DCI/I~`H3) m,'z ~?6 (M+H)~. ,Anal. talc. for C,~H,
;F6N,O3S: C. ~5 52.57; H, 2.49; N, 7.99. Found: C. ~?.66. 1-1. 2.68; N, 7.8
Example l26 2-(3-Cvclohexenvl l-4-(4-fluorophenv I )->-~4-t aminosulfow I
>Phenvl l-3 f? I-1 ~-pvridazinone r6o   WO 00/24719 ~ 7 M AY 2003 PCT/US99;
25234 The title compound was prepared according to the method of Example
124, substituting 3-bromocyclohexene in place of 1-bromo-3-methv 1-2-butene
(yield: 30 mg, 10%). mp 206-208 C. 'H NMR (300 MHz, CDC1;) F~ 1.75-1.85 (m,
3H), 2.1-2.3 (m, 3H), 4.8 (s, 2H), 5.75 (m, 2H), 6.1 (m, 1H). 6.97 (t, J=9
I-Iz, 2H), 7.20 (dd, J=9 Hz, 6 Hz, 5 2H), 7.28 (d, J=9 Hz, 2H), 7.86 (d.
J=9 Hz. 2H), 7.90 (s, 1 H). MS (DCI/NH;) m/z 426 (M+H)'. Anal. calc. for
C=,H,~FN,O,S: C. 62.10: H. =t.73; N, 9.87. Found: C, 61.27; H, 4.75; N,
9.56. Example 127 to ?-(3.4-Difluorobenzvl)-.~-(4-fluorophenvl
)-S-[4-(aminosulfonvl)phenvl]-3(2HZ pvridazinonc The title compound was
prepared according to the method of Example 124, substituting
3,4-difluorobenzyl bromide in place of 1-bromo-3-methyl-2-butene and
running the reaction in DMSO instead of DMF to prevent formation of
byproducts (yield: I ~ 210 mg, 62~0). mp 253-2S5 C. 'H NMR (300 MHz,
DMSO-db) 8 5.33 (s, 2H), 7.13 (t, J=9 Hz, 2H). 7.22 (dd, J=9 Hz, 6 Hz, 2H).
7.28 (m, I H), 7.39 ( d, J=9 I-I~. 2H), 7.42 (s, 2I-I), 7.47 (m, 2H), 7.73
(d, J=9 Hz, 2H), 8.12 (s, lI-I). MS (DCh''NH3) m/z 472 (M+H)'. Anal. calc.
for C,,H,6F3N;O,S: C, 58.59; H, 3.42; N, 8.91. Found: C, 58.05; l: i, 3.55;
N, 8.49. 3U Example l28 ?-(2.3-Dihvdro-1 H-inden-?-vll-=1-(4-fluorophenvl
)-5-[~4~methvlsulfonvl)phenvll-3(2H) pvridazinone A solution of
4-(4-fluorophenyl)-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone 25 ( 172
mg, 0.5 mmol), prepared m Example 11, 2-indanol (67 m~, 0.5 mmol) and Ph,P
(262 mg, 1 mmol) in toluene (?0 mL) and ethyl acetate (5 mL) was prepared
and added dropwise a solution of DIAD (0.2 mL, l mmol ) in toluene ( 10
mL). The mixture was stirred at room temperature for 6 hours and
concentrated in vacuo. The residue was chromatographed (silica gel, 19:1
CH=C1,-ethyl acetate) to provide ''00 mg of product Lei   t 7 MAY 2003 WO
00I24719 PCTrI'S99/25234 (contaminated with reduced DI AD). A second column
chromatography (hexanes-ethyl acetate 1:1) furnished the title product
(yield: I70 mg, 74%). mp 97-100 C. 'T-I NMR (DMSO-db, 300 MHz) S 3.?2 (s.
3H), 3.32 (m, 2H), 3.44 (dd, J=9 Hz and 15 Hz, 2H), 5.83 (m, 1 H), 7.2~ (m,
4H), 7.34 (m. 4H), 7.46 (d, J=9 Hz, 2H), 7.8~ (d, J=9 Hz, 2H). 8.06 (s, 5 1
H). 11S (DCI/NH~) m/z 46l (Mf+H)' and m/z 478 (M+NI-Ia)-. Example 12~
2-(2.3-Dihvdro-1 I-I-inden-1-vl )--1-(4-fluorophenvl )-s
~4-(methvlsulfonvl)phem~l]-3 (2~1)pvridazinone I o The title compound was
prepared according to the method of Example 128 substituting 1-mdanol in
place of .-indanol (yield: 110 mg, 480). mp 128-130 C. 'H NMR (DMSO-dh, 300
MHz) b 2.40 (m, lI-I), 2.60 (m, IH), 3 00 (m, 1H), 3.22 (s~m, 4H), 6.60
(dd, J=9 Hz, 6 Hz, 1 H), 7.16 (m, 4H), 7.27 (m, 4H), 7.47 (d, J=9 Hz, 2H),
7.8~ (d. J=9 Hz, 2H), 8.02 (s, l H). IvIS (DCI/NH,) m/z 461 (M+H)` and m~'z
478 (M+NH;)'. 15 Example 130 2-(4-Tetrahvdro-2I-I-pvran--1-v l
)-4-(4-fluorophenvl)-5-f 4-(methvlsulfonvl )phenyl l-3(?H) pyridazinone The
title compound was prepared accordinc to the method of Example 128 20
substitutinc -1-tetrahydropyranol in place of 2-indanol (yield: 140 g,
6~,%). mp 230-231 C 'H NLtR (300 MHz. DMSO-d5) b 1.75 (m, 2H), 1.93 (m,
2H), 3.1=1 (s, 3H), 3.=16 (m, 2H), 3 93 (m, 2H); 5.02 (m, IH). 7.05 (t, J=9
Hz, 2H), 7.15 (m. 2H), 7.40 (d. J=9 Hz, 2H), 7.80 (d. J=9 Hz, 2H), 8.08 (s,
I H). MS (APCI-) m/z 428 (M-H)- and m/z 463 (lei-~C1)Anal. calc. for
C=,H,,FN,O,S.1.?~ H,O: C, 58.59; H, ~.2~; N, 6.21. Found: C. Q8.31: H, 25
:1.7~; N, 6.0~. Example 131
2-t?-'ylethvlcvclopentvll-.1-(=1-fluoronhenvl)-~-(4-( methvlsul
fonvl'lphenvl]-3(2H1 pvridazinone I 6'_'   WO 00/2a719 ~ 7 MAY 20C13
PCT/US99/2523d The title compound was prepared according to the method of
Example 62 substituting 3,5-difluorobromobenzene in place of I
-bromo-4-fluorobenzene (yield: 250 mg, 96~0). mp 166-168 C. 'H NMR (300
MHz, DMSO-db) 8 3.25 (s, 3H), S 7.15 (t, 2H), 7.27 (m, 2H), 7.4 (m, IH).
7.4l {m, 2H). 7.51 (d. J=9 Hz. 4H). 7.9 (d, J=9 Hz, 2H), 8.3 (s, 5 1 H). MS
(DCI/NI-I;) m/z 457 (M+H)', =174 (M+NH~)'. Anal. calc. for C=,H,;F3N,O;S:
C, 6U.13; H, 3.31; N, 6.14. Found: C, 60.49; H, 3.31; N, 6.03. Example 181
2-(2.4-Difl uorophenvl)-4-(4-fluorophenv I)-5-L-(methvlsulfonvl
)phenyl]-3(2H) ~yridazinone The tale compound was prepared according to the
method of Example 6? substituting 2.4-difluorobromobenzene in place of
1-bromo-4-fluorobenzene (yield: 40 mg, 15%). mp 245-247 C. 'H NMR (300 MHz,
DMSO-d6) 8 3.23 (s, 3H), 8 7.15 (t, 2H), 7.3 (t. 2H), 7.54 (m, 2H), 7.57
(m, ?H), 7.75 (m, 1H), 7.9 (d, J=9 Hz, 2H), 8.27 (s. 1H). l5 MS (DCI/NH;)
mrz 457 (iVI+H)-, 474 (M+NI--la)' Anal. calc. for C,~H,;F;N,O,S: C, 60.5';
H,3.31; N,6.03. ExamQle I82 '_'-(3.4-Dif<uorophenvl)-4-(4-fluorophew
1)-5-L-1-(methvlsulfonvl)phenvll-3(?H) 30 pvridazmone The title compound
was prepared according to the method of Example 62 substituting
3,4-difluorobromobenzene in place of I -bromo-4-fluorobenzene (yield: 170
mg, 70%). mp 109-110 C. 'H NMR (300 MHz, DMSO-dbj a 3.23 (s, 3H), S 7.15
(t, ?H), 7 3 (t, 2H), 7.25 (m, 2H), 7.59 (m, 4H), 7.83 (m. 1 H), 7.9 (d,
J=9 Hz. 2H), 8.27 (s, 1 H). 25 ~iS (DCI,~NH,) n~t/z 457 (M+H)', 474
(M+NH,)'. Anal. calc. for C,;H,~F,N,O;S: C, 60.5?; H, 3.3I; N, 6.14. Found
60.60: H. 3.48; N. ~ 89 Example l83 '_'-(3-Furvl)--1-(4-fluorophenvl
l-5-j:~-(methvlsulfonvl ~phenvl 1-32H )-pvridazinone ~s3   ~ 7 MAY 20t13 WO
00/24719 PCT/US99J25234 The title compound was prepared according to the
method of Example 62 substituting 3-bromofuran in place of
1-bromo-~-fluorobenzene (yield: 176 ma, 73%j. mp 239-242 C. 'H NMR (300
MHz. DMSO-db) cS 3.25 (s, 3H), 7 09 (d, I H), 7.15 (t, 2H), 7.29 (m, 2H),
7.5 (d, J=9 Hz 2H). 7.8 (t, 1 H) 7.91 (d. J=9 Hz. 2H), 8.3 (s 1 H), 8.58
(s, 1 H). s MS (DCI/N H3) m/z 41 I (MTH)-, a28 (M+NH,)'. Anal. calc. for
C,, H..;F N,OaS.0.5 H~O: C, 61.46; H, 3.68; N, b.83. Found. C, 59.9l ; H,
3.5-I; N, 6 ~.~ Example 184 2-(
3-Fluoro-4-methoxvphenvll-4-(4-fluorophenvl)-s-(4-(methv
lsulfonvllphenvl]-3(?H) pvridazmone The title compound was prepared
according to the method of Example 62 substituting
3-fluoro-4-methoxybromobenzene in place of 1-bromo-4-fluorobenzene (yield
230 mg, 85%). mp 97-l01 C. ~H NMR (300 MHz, D~tSO-db) 8 3.2~ (s, 3H), 3.9
(s, 3H), 7.16 (d, 1 H), 7.29 (m, 3H). 7.5 (m. 4H), 7.91 (d, J=9 Hz. ?H),
8.23 (s 1 H). M9S 15 (DCh~TH;) nvz 469 (M+H)', 491 (M+NH,)-. Anal. calc.
for C:,H,~F=N,O;S.O.~ H,O: C. 61.53; H, 3.87, N. 5.98. Found: C. 61.18: H.
4.01; N. 5.58. Example 18~ 2
~2-Fluoro~heml)-4-(4-fluorophenyll-~-f=I-(methvlsulfonvllQhenvl
l-32H)-pvridazinone 2o The title compound was prepared according to the
method of Example 62 substituting 2-fluorobromobenzene in place of
1-bromo-.~-fluorobenzene (yield: 195 mg, 75%). mp 96-103 C. 'H NMR (300
MII-iz, DMSO-d~) a 3.23 1s. 3H), b 7.15 (t, 2H), 7.3 (m, 3H). 7.55 (m,
SI-i), 7.9 (d, J=9 Hz, ?H), 8.?7 (s, 1 H). vtS (ESI) m/z 437 (M-H)-). Anal.
calc. for C,,H,6F,N,O,S: C. 63.01; H. 3 68; N, 6.39. Found. C, 62.9l, H,
4.06; N, 25 5.99. Example I86
2-f4-(Aminosulfonvl)phenvlJ--I-t4-fluorophenvl)-5-f4-I methv
lsulfonvl)phenvl i-3(2H) pvridazinone 18-1   W O 00/2.l719 '~ ? M AY 2003
PCT/US99/~5234 The title compound was prepared according to the method of
Example 62 substituting 4-aminosulfonyl-1-bromobenzene in place of
1-bromo-4-fluorobenzene. mp 213-216 C. 'H I~iNiR (300 MHz. DMSO-d~) 8 3.2~
(s, 3H), 7.1~ (t, 2H). 7.29 (m, 2H), 7.~3 (s, 2H) 7. (s, 1 H). 7 7 (dd. 2H)
7.91 (t, 4H), 7.98 (d, 2H), 8.3 (s. I H). MS 5 (DCI,TfH~) m/z 499 (M+H)`.
517 (W~NH~)'. Anal. calc. for C,,H,BFN,O~S,.O.~ H,O: C, 5.30; H, 3.63; N,
8.4l. Found: C. Q4.4; H. 3.79; N, 7.78. Example 187
2-(3-Chloro-4-fluorophenvl)-4-(4-fluorophenvIl-s-'[4-(methvlsulfonvl)phenvl
]-3(2I-I) l o p~~rida7inone The title compound was prepared according to
the method of Example 62 substituting 3-chloro-4-fluoro- I -bromobenzene in
place of 1-bromo-4-fluorobenzene (yield: 320 mg, 78%). mp 1 -1 ~7 C. 'H NMR
(300 MI-Iz, DIVISO-db) 8 3.23 (s, 3H), 8 7.1 ~ (t, 2I-I), 7.3 (t, 2H)) 7.2~
(m, 2H). 7.~3 (d, J=9 Hz, 2H), 7.~9 (t, 1 H), 7.73 (m, l5 1 H), 7.9 (d.
.1=9 Hz, 2H) 7.96 (m. 1 H), 8.27 (s, 1 (-I). MS (DCI/NH;) mz 4 73 (M+H)',
490 (M+NHa)-. Anal. calc. for C"H,SC1F,N,O;S. C, 58.4?; H, 3.2; N, 5.92.
Found Q8.23: H. 2.87; ~;, 5.70 Example l88 20
2-(3.~-Dichlorophenvl)-4-(4-f7uorophenvl)-~~4-(methvlsulfonvl)phenvll-3(2I-
Il pyridazinone The title compound was prepared according to the method of
Example 62 substituting 3,~-dichlorobenzene in place of
1-bromo-4-fluorobenzene (yield: 360 mg, 78%). mp 289-294 C. 'H NMR (.i00
MHz, DMSO-d~) 8 3.2~ (s, 3H), 0 7.1~ (t, 2H), 35 7.27 (m, 2H). 7.~1 (d, J=9
Hz, 4H). 7 7~ (t, 1H), 7.83 (d, 2H). 7.9 (d, J=9 Hz, 2H). 8.3 (s, 1 H). MS
(DCh'NI-I;) miz 490 (M+I-I)-, s07 (M+NH;)`. Anal. calc. for C,,H,SCI,FN,O;S
U.~ H,O: C, ~6.4~; H. 3.09, N, ~.7?. Found. C, Q5.36: H. 3.00; N, ~.~0.
Example 189 I8_   2 7 MAY 20f13 WO 00/24'19 PCT/US99/2523.1
2-(4-Fluoro-3-methvlphenvl~-4-(4-fluor~henvl)-5-'~[4-(methvlsulfonvllphenvl
l-3(2Hl ~~ridazinone The title compound was prepared according to the
method of Example 62 substituting 1-bromo-4-fluoro-3-methylbenzene in place
of 1-bromo-4-fluorobenzene 5 (yield: 275 mg, 71 %). mp 168-170 C. 'I-I NMR
(300 MHz, DMSO-db) 8 2.3 (s, 3H), b 3.25 (s, 31-I), 7.15 (t, 2H), 7.3 (m,
3H). 7.56 (m, 4H), 7.9 (d. 2H). 8.23 (s, ~H). MS (DCI/NI-i,) m/z 453
(M+H)`. 471 (M+NHa)'. Anal. calc. for C,;H,gF,N,O,S. C, 63.71; FI. 4.01; N,
6.0l . Found: C, 63.53; H, 4.06; N, 5.92. Example 190
2-(4-Chloro-3-fluorophenvl)-4-(4-fluorophenyl)-5-[4-~methvlsulfonvl)~henvll
-3(2Hl pvridazinone: The title compound was prepared according to the
method of Example 62 



substituting 4-bromo-1-chloro-2-fluorobenzene in place of
1-bromo-4-fluorobenzene 15 (yield: 220 m~, 80%). mp 102-110 C. 'H NIVIR
(300 MHz, DMSO-db) b 3.23 (s, 3FI), 7.1 1-7.19 (m, 2H), 7.25-7.32 (m, 2H),
7.51 (d, J=5.6 Hz, 2H), 7.58-7.64 (m, 1H), 7.75 7.87 (m, 2H), 7.91 (d,
J=5.6 Hz, 2H), 8.?8 (s, I FI). MS (APCI+) miz 473 (M+H)'. Examele 19l 20
''-(4-Chloro-2-fluorophenvl)-4-l4-ftuorophenyl)-5-[4-1'methvlsulfonvl)~henv
ll-3(2H ~yridazinone: The title compound was prepared according to the
method of Example 62 substituting 1-bromo-4-chloro-2-fluorobenzene in place
of 1-bromo-4-fluorobenzene O field: 65 mg 24%). mp 250-260 C. 'H NMR (300
MHz. DMSO-dbl 8 3.31 (s, 3H), 25 7.l2-7.19 (m, 2H), 7.25-7.32 (m, 2H),
7.49-7.58 (m, 3H), 7.68-7.78 (m, 2H). 7.91 (d, J=8.7 Hz, 2H), 8.29 (s, 1H).
MS (APCI+) miz .473 (M+H)'. Anal. calc. for C=,H,;C1F,N,O;S~ C, 58.41; H,
3.19; N, i.92. Found: C, 58.69: H, 3.45; N, 5.78. Example 192 i86   WO
00/247I9 ~ ? M AY Q003 PCT/L S 99/25234 2-( 1-Adamantvloxvcarbonyl)-4-(4-fl
uorophenvl )-5-[4-( methvlsul fonvl~phenvl l-3 (2 H ) pvridazinone A
solution of 4-(4-t7uorophenyl)-5-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone, prepared according to the procedure of Example 1 1 (200 mg,
0.~8 mmol) in 5 CH,C1, (8 ml) was prepared and stirred.
1-Adamantylfluoroformate (17? mg, 0.87 mmol), dimethylaminopyridine ( 14
mg, 0.01 1 mmol) and triethyiamine (0.12 ml) 0.87 mmol) were added. The
reaction mixture was stirred at room temperature overnight. The reaction
mtxture was diluted with CH,CI, (~0 ml) and washed with 10% citric acid (~0
ml), brine (~0 ml) and dried over MgSOa, and concentrated in vacuo. The
resulting crude to residue was purified using flash chromatography (StO,.
eluting with 1~:1 CH,CI,:diethyl ether) to provide the desired product
(yield: >j mg, 18%). 'H NI~IR (300 h'IHz, DMSOdb) cS 1.66 (bs, 6H). 2.?5
(bd, 10H), 3.21 (s. 3H). 7.1 ~ (t. 2H), 7.?4 (m, 2H), 7.6 (dd, 2H), 7.88
(d, J=9 Hz, 2H), 8.1~ (s, 1H). MS (ESI) m./z 52l (M-H)'. Anal. calc. for
CZ,H~sF N,O,S,: C, 6=1.35; H) i.20; N, 5.36. 15 Example 193
?-(2.2.2-Trifluoroethvl)-=1-(4-fluorobenzvll-5-[4-
methvlsulfonvl)phenyl~-3(?Hl pvridazinone zo Example 193 A
2-(2,2.2-Trifluoroethyll-4.~-dichloro-3 (? H)-pvridazinone
'',2,2-Trifluoroethylhydrazine (70% solution in water. 3~.0 g, 0.307 mol)
was treated with mucochlortc acid (~ 1.88 g, 0.307 mol) in ethanol (300 mL)
and retluxed for ~ hours. The solvent was concentrated in vacuo. The
crystals obtained were washed with 25 water and atr dried (yield: 50 g;
67.5ro). ~H NMR (300 MHz. CDC13) d 4.8 (q. J=9 Hz, '_'H), 7.8~ (s, lH). MS
(DCl-NH,) m.%z 264 ('vlTNH4)~. Example 193B ?-(2.?.2-Trifluoroethvl
1-=l-chloro-s-hvdrotv-3 (? H )-pvridazmone IS"   WO 00/2.t719 ~ 7 MAY 2003
PCT. t1S99I25234 2-(2.?,2-Trifluoroethyl}-4,~-dichloro-3(2H)-pyridazinone (
15.0 m 60.7 mmol), and potassium carbonate ( 10 g, 72.4 mmol.) were mixed
with water (~00 mL) and stirred at reflux for 6 hours. TLC (l:1:2
CH,CI,/hexanesiethyl acetate) indicated that all starting material was
consumed.) The reaction mixture was cooled to room temperature. The pH 5 of
the reaction mixture was adjusted to about 4 with hydrochloric acid ( I
~%). The product was extracted with ethyl acetate (700 mL). The organic
phase was washed with brine, dried over anhydrous MgSO, and filtered. The
filtrate was concentrated under reduced pressure. The hydroxy compound was
obtained as a light brown solid (yield: 13.1 g, 94%). 'H NivIR (300 Ml-iz,
DIVtSO-db) a 4.92 (q, J=9 Hz, 2I-1). 7.9 (s, 1 H) MS (DCI/NH;) m/z 229
(M+H)'. Example 193C
2-(?.2.2-Trifluoroethvll-4-chloro-~-(trifluoromethvlsulfonvloxvl-
3(2H1-pvrtdazinone Anhydrous Na,CO; (9.U4 m. 85.32 mmol) was placed in a
500 mL round bottom t 5 flask and anhydrous CH,CL~ (200 mL) was added. The
reaction mixture was cooled to 0 oC under N,. The halohydroxy pyridazinone
prepared in Example 193B was dissolved in CH,CL, ( 100 mL) and added
slow~lv to the flask and stirred overnight. The reaction slowly warmed to
room temperature. (TLC (~: 1 hexanes/ethy acetate) indicated completion of
the reaction.) The reaction w`as quenched with H_O. The organic phase 20
containing the product was separated. washed with brine and dried over
!vIeSO,. The resulting filtrate was concentrated under reduced pressure.
The crude product was isolated as deep red-brown residue. Purification
using a silica gel column (30:70 ethyl acetate/pentanes) provided the title
compound as a dark. reddish residue ( 14.3 m. 70%). 'H NMR (300 MHz. CDC13)
cS 4.8~ (q. J=9 Hz. 2H), 7.9 (s, 1 Hl. MS (DC1/NH,) m/z 378 25 (M+NHa)~.
Example 193D 2-(?.?.2-Tritluoroethvl)-:1-chloro-5-L-1-Imethvlthio,~nhew Il-
3(2H)-pvridazmone ~s8   WO 00/247I9 2 7 M AY 2003 PCT/US9912523.1 A
solution of the trif3ate prepared in Example 193C ( 1.~6 g 4.3 mmol), 4
(methylthio)phenylboronic acid (870 mg, 5.16 mmol),
tetrakis(triphenylphosphine)palladium(0) (2~0 mg, ~% mmolj and
triethylamine (l.44 ml, 10.32 mmol) in toluene was heated at reflux for 1
hour. The mixture was partitioned 5 between ethyl acetate and water. The
ethyl acetate layer was washed with water, then brine, followed by drying
over MgSO~ and filtration. The filtrate was concentrated in vacuo . The
residue was purified by column chromatography (silica gel, 92:8
hexanes/ethyl acetate) to provide the coupled intermediate as a pale,
greenish-yellow solid (yield: Q00 mg, 35io). mp l30-l39 ''C 'H NMR (300
MHz, CDC1;) 8 2. (s, 3H), 4.87 I o (q, J=9 Hz. 2H), 7.37 (d, J=9 Hz. ? H).
7.48 (d. J=9 Hz. 2H). 7. 82 ( s. 1 I-I). It~IS (DCI~'NH3) m/z 33~ (M~H)'.
Example 193E ?-12,2.?-Trifluoroethvl
)-4-chloro-5-[4-lmethvlsulfonvl)phenyl]!-3(2H)-pwridazinone t 5 The title
compound was prepared according to the method of Example 10, substituting
the coupled intermediate prepared in Example 193D in place of
2-benzyl-4-(4fluorophenyl)-5-[4-(methylthio)phenyl]-3(2H)-pyridazinone
(yield: 440 mg, 81i). mp 221-222 C. 'H NMR (300 MHz. DMSO-d~) b 3.33 (s.
3H), i.10 (q, J=9 Hz, 2H). 7.90 (d, J=9 Hz, 2H). 8.12 (d, J=9 Hz, 2H). 8.20
(s, 1H). MS (DCIINH,) m/z 367 (M~H)-. zo XlE AH Example 193F
2-(2.'_',2-Trifluoroethv l )-4-(4-fluorobenzvl)-5-[4-(methvlsul
fonvl)phenvl l-3(?H) pvridazmone 35 Magnesium turnings (~00 m~) were placed
in a dry 2~0 mL round bottom flask. Anhydrous ether (20 mL) was added under
N, at room temperature then fluorobenzyl bromide (3 mL) was added and
stirred. The reaction was heated at 40 C for 2 hours. All magnesium was
consumed resulting m a pale brownish-yellow solution. The
?-(?.?,'_'trifluoroethvl)--1-chloro-s-[-I-(meths
lsulfonyl)phenyl]-3(2H)-pyridazinone prepared m I89   WO 00/24A9 ~2 ? M AY
2003 PCT/US99/25234 Example 193E was dissolved in dry THF (2~ mL) and
transferred to the Grignard solution. The mixture was heated for 3 hours.
TLC ('_': l hexanes/ethyl acetate) indicated that the pyridazinone starting
material was consumed.) The reaction was cooled to room temperature then
quenched with a saturated NHaCI solution. The product was extracted 5 with
ethyl acetate (250 mL); and the organic layer was washed with saturated
NHaCI, and brine. The ethyl acetate solution was dried over MeSOa and
filtered. The filtrate was concentrated under reduced pressure. The product
was isolated as an orange residue. Purification using a silica gel column
(?0:80 ethyl acetate!pentanes) provided the title compound as a pale yellow
powder (yield: l40 mg, ?8i). '1-I Nh4R (300 MHz, ) o CDCI,) c3 3.13 (s,
3I-I), 4.8~ (m. 2H). 6..93 (m. 4I-I). 7.49 (d, J=9 I-lz, ?I-1) 7. i'_' (s,
1 H), 8.08 (d. J=9 Hz, 2I-I). MS (DCI/h,'H,) m;!z 441 (M+H)'. Anal. calc.
for C,H,hF;ivr,O,S.O.~ H,U: C. ~3 4~; H, 3.81; N. 6.?3. Found C. ~3.4~; H,
3.81; N, 6.?3. E~cample l94 l5
~-(4-Fluorophenvll-4-(4-fluoro~henoxvmethvl)-5-~[4-(methMsulfonvl)phenvll-3
(?H~) pvridazinone Example 194A '_' ~4-Fluorophenvl,)-4.5-di bromo-3
(21-I)-pvridazinone Mucobromic acid (~.0 g, 19.4 mmol) dissolved in acetic
acid ( 1 10 mL ) was treated with 4-fluorophenyl hydrazine.HCl, and the
heterogeneous mixture broutiht to reflux at a bath temperature of 115 C for
15 hours. During the course of reaction. the mixture became a homogeneous
deep red solution, and upon cooling to ?3 C, a crystalline precipitate
forn~ed. The solution was poured Into ice water ( l 000 mL) and stirred for
20 ~'S n;tnutes. The yellow/brown crystals were filtered off, washed with
additional cold water. and dried in vacuo to provide 5.8 g (86,') of
product. (J. I-Iet. Chem... 1993. 30. 1 Q01, Heterocycles 198a ?3, 2603)'H
N:~~tR (300 MHz, DMSO-d5) ~ 7.31-7,4l (m. ?H). 7.> 77.64 (m. 2H). 8.29 (s.
1 H). MS (DCI+) m,'z 3-17 (Br,~,Br,y NI+H)-, m; z 349 (Br",Brg, IVf-fI)-,
miz 364 (Br,9Br-~ M+~IH,)~, and miz 366 (Br.9Brs; M+NI-ly)' . j 9l)   2 7
MAY 2003 WO 00/24719 PCT,~lJS99/25234 Example 194B
2-(4-Fluoro~henvll-4-methoxv-~-bromo-3(2H1-pvridazinone A 23 C homogeneous
solution of 2-(4-fluorophenyl)-4.5-dibromo-3(2H) 5 pyridazinone {.7.18 g,
20.6 mmol) prepared above in tetrahydrofuran {322 mL) was treated with
methanol (0.843 mL, 20.8 mmol) and after 5 minutes wtth NaI-I (0.833 b,
20.8 mmol, 60% oil dispersion). The reaction exothermed for several minutes
and then was continued for 8 hours at 23 C (Note: several reactions have
run to completion at this point). The reaction did not run to completion,
and so the temperature was raised to retlux for 4 hours to more. The
reaction was still not completed. An additional 0.1 equivalent of NaOMe
solution was prepared in a separate flask as above with the quantities: 32
mL of tetrahydrofuran, 0.084 mL of methanol, and 83 mg of 60' NaI-1 oil
dispersion. This NaOI~Ie solution was added via syringe to the reaction
mixture cooled to 23 C. and then the temperature raised to reflux for 4
hours The reaction was still not complete, and so 15 another 0.1 equivalent
NaOMe solution was prepared. added. and the reaction brought to reflux, as
above. After this 4 hours, the reaction was completed. The mixture was
cooled to 23 C and diluted to 2000 mL with water. The yellow/white
precipitate that formed was filtered off, washed with additional water, and
concentrated in vacuo to provide i.39 g (88%) of product. (J. Het. Chem.,
l988, 2~. 177)'H NMtR (300 MHz. DMSO-db) S 4.1 3 2o (s, 3H), 7.30-7.40 (m,
2H), 7.56-7.62 (m, 2H). 8.22 (s, I H). MS ( APCIt) m/z 299 ('9Br M+H)' and
m/z 301 (~'Br I~1+H)~. Example 194C 2-(4-Fluorophenvll-4-methow-5-!~4-(
methvlthio)phenvll-3(?H)-pvridaainone ~5 The title compound was prepared
according to the method of Example 6 starting with
2-(4-fluorophenyl)-4-methoxy-~-bromo-3(2H)-pyridazmone in place of
2-benzyl-4brorno-~-methoxy-3(2H)-pyridazinone and substitutin~_
4-(methylthio)benzeneboronic acid in place of 4-fluorobenzeneboronic acid
{meld: 70 mg, 61 . o). 'H NMR (~00 MHz. DiVISO-db) a 2.s4 (s, 3H), 4.0'_'
(s, 3H). 7.33 (dd. J=9.0. 9.0 Hz. 2H). 7.39 (d, J=8.~ Hz,   ~~ ? M AY 2003
W O 00I? 4719 PCTlUS99I25?34 2H), 7.6l (d, J=8.~ Hz. 21-I), 7.6~ (dd,
J=9.0. ~.0 Hz. 2H), 8.14 ls. 11-I). MS (APCI+) m/z 343 (M+H)'. Exam~e 194D
5 2-~4-Fluorophen~l)-4-methyl-~-f 4-( methvlthio)phenvll-3(~H)-pvridazinone
The title compound was prepared according to the method of Example 228
substituting methyl magnesium bromide in place of cyclohexvlmagnesium
chloride (yield: 0.83 g, 87%). 'H NMR (300 MHz. CDCI,) 8 2.?~ (s, 3H), 2.~
(s, 3H), 7.l7 (dd. J=8.8, 8.8 Hz. 2 H). 7.31 (d, .I=8.7 Hz, 2 H), 7.3 8 (d.
J=8.7 Hz, 2 H ). 7 61-7.68 (m, 2H), 7.82 ( s, I H). MS (APCI+) m/z 327
(M+H)-. Example 194E
2-(4-Fluorophenvl)-=1-meth~~l-~-[4-(methvlsulfonvI)phem
l]-3(2H1-pvridazinone The title compound was prepared according to the
method of Example 10 15 substituting
2-(4-fluorophenyl)-4-methyl-5-[4-(methylthio)phenyl]-3(2H)-pyridazmone in
place of
2-benzyl-4-(4-lluorophenyl)-5-[:~-(methylthio)phenyl]-3(2H)-pyridazinone
(yield 473 mg, 86ro). ' H N MR (300 MHz. CDC l;) 0 2.24 (s. 3 H). 3 . l -1
(s, 3 H). 7.19 (dd, J=8.8, 8.8 Hz, 2H), 7.61 (d, J=8.4 Hz, ?H). 7.63-7.69
(m. 2H), 7.80 (s. 11-I), 8.12 (d, J=8.4 Hz, 2H). MS (APCI+) rrv~z 359
(M+I-I)- and m,-z 376 (M+NHa)'. 20 Example 194F 2-(4-Fluorophenvl
l-.~-bromomethvl->-L-f methvlsulfonyl)phenv,-3(2H)-pvridazinone 



To a heterogeneous, refluxing solution of
2-(4-fluorophenyl)-.I-methyl-~-[.I
(methylsulfonyl)phenyl]-3(2H)-pyridazinone (~90 mg, 1.6~ mmol) and carbon
25 tetrachloride (24 mL) was quickly added N-bromosuccinimide (yield: 308
mg. 1. 73 mmol) followed by benzoyl peroxide ( 12 mg. 0.0~ mmol). <4fter 1
hour the reaction had only run to near ~0i completion. Additional benzoyl
peroxide ( 1 `' mg 0.0~ mmol ) was added, and the reaction checf:ed after
another 1 hour. The reaction was still not complete; and so more benzoyl
peroxide (4 mg. 0.0l 7 mmol n was added. After 30 minutes, the reaction was
I 9'_'   WO 00I24'19 ~ 'T M AY 2003 PCTf'LiS99/25?34 completed. The mixture
was cooled to 23 C and diluted with ethyl acetate. The acetate solution was
washed with saturated NaHCO,, water, and brine. The solution was dried over
MgSO,, filtered, and concentrated in vacuo. The residue was chromatographed
(flash silica gel. ethyl acetate/hexanes gradient 1:1 to 4:1 ) to provide
the product (yield: 530 mg. 5 74%). 'H NMR (300 MHz, CDCI;) 8 3.16 (s, 3H),
4.34 (s, 2H)) 7.20 (dd. J=8.8, 8.8 Hz, 2H), 7.67-7.74 (m, 2H), 7.82 (d,
J=8.7 Hz, 2H), 7.86 (s, 1 H), 8.17 (d, J=8.7 Hz, 2H). MS (APCI+) m/z 437
(M+H)'. Example 194G I0
2-(4-Fluorophenvll-4-l:l-fluoroghenoxvmethvll-~-[4-(methvlsulfonvl
)phenyl]-3(2H) pvridazinone To a homogeneous solution of
2-(4-fluorophenyl)--1-bromomethyl-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone, Example 194F. (107 mg, 0a46
mmol) and 4-fluorophenol (30.3 mg, 0.270 mmol) dissolved in acetone (=# mLl
was added powdered l5 K,CO; (37.3 mg, 0.270 mmol). The mixture was stirred
at 23 C for 2 hours. filtered through a bed of Celite, and concentrated in
vacuo. The residue was chromatographed {flash silica gel, ethyl
acetate/hexanes 3:2) to provide the product (yield. 83 mg, 72ro). mp 65-80
C. 'H NMR (300 MHz, CDCIj) 8 3.l2 (s, 3H), =1.94 (s. ?I-I), 6.78-6.86 (m,
2H). 6.91-7.00 (m, 2H), 7.1 ~-7.21 (m, 2H), 7.6~-7.72 (m, ?H). 7.74 (d,
J=8.7 Hz. 2H), 7.93 (s, 20 1 H), 8.08 (d, J=8.7 Hz, 2H). '~iS (APCI+) m/z
469 (M+H)T. Anal. talc. for C,,H,gF,N,O,S: C, 61.53; H, 3.87; N, 5.97.
Found: C, 61.22; H. 3.63; N, 5.64. Example l95 2-(4-Fluoro~henvl)-4-(
3-fluoro~henowmethvli-5-'~4-(methvlsulfonvl'Iphenvl]-3(2H) 35 pvndazinone
The title compound was prepared according to the method of Example 194G
substituting 3-fluorophenol in place of 4-fluorophenol (yield 9:1 mg. 88i).
mp 142-1-14 C. 'H NV1R (300 MHz, CDC1~) b 3.12 (s, 3H), 4.98 (s, 2H).
6.49-6.~6 (m. 1H), 6.60-6.73 (m. 2H), 7 .1 ~-7.2~ (m) 31-I). 7.6~-7.7~ (m,
4FI). 7.93 (s. 1 H). 8 07 (d, .1=8.7 Hz, 2H). 11S 193   WO 00/2.t719 Q ? M
AY 2003 PCT~IlS99/35234 (APCI+) miz 469 (NI+H)'. Anal. calc. for
C,aH,aF,N,O,S: C, 61 a3; H, 3.87; N, i.97. Found: C, 61.20; H, 3.92; N,
i.86. Example 196 5 ?-f4-Fluorophenvl)-4-pheno~cvrnethyl;
~-j4-(methvlsulfonvl)phenvll-3(2H)-pvridazinone The title compound was
prepared according to the method of Example 294G substituting phenol in
place of 4-fluorophenol (yield: 67 g. 93%). mp 42-7~ C. 'I-I NMR (300 MHz,
DMSO-dG) 8 3.28 (s, 3H), 4.92 (s, 2H), 6.83-6.90 (m, 2H). 6.91-6.99 (m,
1H). 7.2'_'-7.30 (m. 2H), 7.3~-7.4=l (m. 2I-i). 7.66-7.73 (m, 2H).
7.8l-7.88 (m,''H). 8.02-8.08 (m, to ?H), 8.21 (s, 1 H~. MS (APCI-) m!z 4~ 1
(M+I-If . Example I97 2-(4-Fluorophenvl)-4-(t-butvlthiomethvl )-5-[4-(
methvlsulfonvl )phenvll-3(2H) pyridazinone 15 A 0 C solution of the
?-(:I-fluorophenyl)-=I-bromomethyl-~-[4
(methylsulfonyl)phenyl]-3(ZH)-pyridazinone prepared in Example 194F (92.i
mg, 0.21? mmol) in acetone (?.~ mL) was treated with NaI (35 m~. 0a33
mmol). and after 5 minutes, the cooling bath was removed and the reaction
warmed to ?3 C. Atier 30 minutes, conversion to the
2-{4-l7uorophenyl)-4-iodomethyl-~-[4-(methylsulfonyl)phenyl] 2o
3(2H)-pyridazinone was complete (thin layer chromatography. ethyl
acetate'hexanes 4: I ). The NaBr and residual Nal were filtered off through
a pad of Celite~~. Additional acetone (2 mL) was added along with
2-methyl-2-propanethiol (?0.~ mg, 0.'_'27 mmol). and the solution cooled to
0 C before addition of Ag,CO; (63 mg. 0.227 mmol). After 3 minutes, the
cooling bath was removed and the solution warmed to ?~ C for s hours. The
reaction ''S mixture was filtered through Celite:a; and concentrated in
vacuo. The residue was chromatographed (flash silica gel, ethyl
acetate!hexanes gradient 1:1 to 3:2) to provide the product (yield: ~7 mg,
60 o). mp ~0-70 C. 'H NMR (300 MHz, CDC1,) 8 1 3.~ (s, 9H). 3.14 (s, 3H).
3.6~ (s, 2H), 7.13-7.21 (m, ?H). 7.63-7.70 (m. 2H), 7.79 (s, 1I-i). 7.84
(d, 19-I   ~ 7 MAY 200 WO 00/2719 PCT/U 599; 25234 J=8.7 Hz, 2H). 8.13 (d,
J=8.7 Hz. 2H). I~IS (APCIr) m/z 447 ( 1vI+H)'. Anal. calc. for C"H"FN,O,S,:
C, 59.17; H, i.19; N, 6.27. Found: C, Q9.48; H. 5.36; N, 5.90. Example 198
5
2-(4-Fluorophenvll-4-(2-methvlpropvlthiomethvl)-~-f4-(methvlsulfonvllphenvl
l-3(2H1 pvridazinone The title compound was prepared according to the
method of Example l97 substituting ?-methyl-1-propanethiol in place of
2-methyl-2-propanethiol (yield: 66 mg, 70%). mp 45-60 C. 'H NVtR (300 NIHz.
CDC1.) cS 0.95 (d. J=6.6 Hz, 6H), 1.67-1.82 (m. 10 1I-I),'_.62 (d. J=6.6
Hz,'_'1-I), 3.1~ (s. 3H), 3.61 (s. 2H), 7.19 (dd..1=8.2, 8.2 Hz, 2H), 7.62
7.71 (m, 2H). 7.75 (d, J=8.4 Hz, 2H). 7.79 (s. 1 H), 8.13 (d, J=8.:~ Hz,
?H). MIS (APCI+) m/z 447 (1VI+H)~. Anal. calc. for C"H,;FN,O,S,: C> 59.17,
H. 5.19; N, 6.'_'7. Found: C, 59.35; H, 5.25; N, 6.05. is Example 199
-Fluorot~henvll-4-f 2=pro~oxv)-5-f4-lmethylthio)phem~-3(2H)-pyridazinone
The title compound was prepared by the following sequence of reactions.
'viucobromic acid and 4-fluorophenylhydrazine hydrochloride were reacted to
provide 2 (4-fluorophenyl)-4,5-dibromo-3(2H)-pyridazinone following the
procedure in Example 30 194A. The dibromo intermediate was reacted
according to the procedure described in Example 194B, substituting
isopropanol in place of methanol, to selectively react at the 4 position
and provide
2-(4-fluorophenyl)-4-('_'-propoxy)-~-bromo-3('_'H)-pyridazinone. The
5-bromo-compound was coupled to 4-(methylthiolphenylboromc acid 35
according to the method of Example 6 to provide the title compound (geld:
=135 mg, 53.9%). mp 135-137 C. 'H NMR (300 MHO. CDCI,) d 1.'' 1 (d. J=6 Hz.
6I-1). 2.55 (s, 3I-I), 5.26 (sept, J=6 Hz. 1 H). 7.17 (t. J=9 Hz. 2H ),
7.34 (d, .1=9 I-lz. 2H), 7.57 (d, J=9 Hz. 2F-I). 7.58-7.66 (m. 2H), 7.95
(s, 1 H). IVIS (DCh'NH3) m/z 37l (iVt+H)'. 19s   2 7 MAY 2003 WO 00/2a719
Example 200 PCT/US99/2323a 2-(4-Fluorophenvl)-4-(2~ropowl-S-[4-(methylsul
fonyl)phenvll-3(2H1-pvridazinone The methyl sulfide compound prepared in
Example I99 4vas oxidized according to the method of Example 10 to provide
the title compound (yield: Q40 m~. 92i). mp I60 5 162 C. ' H NiVtR (300
I~tHz, DNtSO-db) b 1.30 (d, J=6 Hz, 6H). 3.41 (s, 3I-1}. 5.41 (m, 1 H),
7.48 (t, J=9 Hz, 2H), 7.77 (dd, J=9 Hz, 6 Hz, 2H), 8.0~ (d. J=9 Hz. 2H),
8.19 (d. J=9 Hz, 2H), 8.31 (s, 1 H). MS (DCI/I~'H,) m/z 403 (M+H)', 420
(M+NHa)-. Anal. calc. for C,H,~FN,O,S: C. Q9.70; H, 4.73; N. 6.97. Found:
C, Q9.40; H. 4.86; N, 6.69. 10 . Example 201
2-(3-Chloro~henvl)-4-(2-prono~:~~)-~-[4-Imethylsulfonvllphenvll-3('?H
)-nvridazinone
2-(3-Chlorophenyl)-4-(2-propoxy)-5-[4-(methylthio)phenyl]-3(?
H)-pyridazinone was prepared according to the method of Example 199 ,
substituting 3 chlorophenylhydrazine hydrochloride in place of
4-fluorophenvlhydrazine hydrochloride. ) 5 in the first step. The resulting
methyl sulfide was oxidized according to the method of Example 10 to
provide the title compound (yield: 260 mg, 80%). mp 134-136 C. 'H NMR (300
MHz, CDC1,) b 1.24 (d, J=6 Hz, 6H), 3.13 (s, 3H). ~ =18 (sept. J=6 Hz, 1
H), 7.37-7.48 (m, 2H). 7.~9 (dt, J=7 Hz. 1.5 Hz, 1 H), 7.70 (br s, 1 ~I ).
7.84 (d. J=9 Hz, 2H)) 7.93 (s, 1 H)) 8.06 (d, J=9 Hz, 2H). MS (DCI/NH~) m/z
4l9 (i\rI+H)T, 436 (M+NI-l,)'. 2o Anal. calc. for C,H,,,C1N,O~S. C,
67.4'_'; H. 4.~~; N, 6.70. Found. C, Q7.08; H, 4.59; N, 6.44. Example 20?
2-(3-Fluorophenvl)-4-(?-propoxvl-~-j4-(methvlsulfonvl)phenvl
[-~(?H)-pvridaztnone 25 The methyl sulfide intermediate was prepared
according to the method of Example 199 , substituting
3-fluorophenylhvdrazine hydrochloride in place of 4-fluorophenylhydrazine
hydrochloride in the first step. The resulting methyl sulfide compound was
oxidized according to the method of Example 10 to provide the title
compound ~yiela: ?90 mg) 72ro). mp 110-1 I? C. 'H NivtR ( 30t7 MHz, CDCI,)
c~ 1.31 (d. I96   ,~ 7 M AY ~nn~ WO 0012.l^19 PCT; US9912523d 3=6 Hz,
6I-I), 3.11 (s, 3H), 5.47 (sept, 3=6 Hz. 1 H), 7.09-7. I 8 (m, 1 H),
7.41-7.52 (m, 3H), 7.83 (d, J=9 Hz, 2H), 7.93 (s, 1H). 8.08 (d, J=9 Hz,
2H). MS (DCIINH;) m/z 403 (M+H}-, 447 (NI+NH,)'. Anal. calc. for
C,H,FN,O,S: C. 59 70; H, 4.73; N, 6.97. Found: C, 59.54; H. 4.87, N, 6.70.
5 Example 203 2-(3-Bromo~henvl?-4-(?-pro .Loxvl-5-f
4-(methvlsulfonvl)phenvl]-3(2H )-pvridazinone The methyl sulfide
intermediate was prepared according to the method of Example I99 ,
substituting 3-bromophenylhydrazine hydrochloride in place of 10
4-fluorophenylhydrazine hydrochloride. 'The resulting methyl sulfide
compound was oxidized according to the method of Example 10 to provide the
title compound {yield: 75 mg, 77.6%). mp l30-132 C. 'H NMR (300 MHz, CDC1;)
S 1.23 (d, J=6 Hz, 6H), 3.15 (s. 3H), 5.48 (sept, J=6 Hz, 1 H), 7.38 (t,
J=9 Hz, l I-I), 7.55 (br d, J=7 Hz, 1 H), 7.65 (br d, J=7 Hz, 1 H),
7.79-7.87 (m, 1 H). 7 .83 (d, J=9 Hz, 2F-I), 8.13 (s, 1 H), 8.06 (d, J=9
I-Iz, 2H). 15 MS (DCI,~NH;) m/z 465 (M+H)~. 480 (M+NH~)'. Anal. calc. for
C,H,9BrN,O,S: C. ~ 1 84; H, 4.10; N, 6.05. Found: C, ~ 1.95; I-I, 4.18; N,
5.74. Example 204 2-(?.~-Difluorophen~l~-4-('_'~ropoxvl->
l4-(methvlsulfonyl)phenvl~-3(2 H )-pvridazinone 20
''-(2,~-Difluorophenyl)-.l-(2-propoxy)-5-[=4-(methylthio)phenyl]-3(2H)
pyridazinone was prepared according to the method of Example 199,
substituting 2,~ difluorophenylhydrazine hydrochloride in place of
4-fluorophenylhydrazine hydrochloride. The resulting methyl sulfide
compound was oxidized according to the method of 25 Example 10 to provide
the title compound (yield: 390 mg, 90,'). mp 161-164 C. ' H N1~~1R (300
MHz. CDCI,) c~ 1.23 (d. J=b Hz, 6I-I), 3.12 (s, 3I-I). 5.55 (sept, J=6 Hz.
I H), 7.12-7.29 (m. 3I-I), 7.82 (d, J=9 Hz, 2I-I), 7.92 (s, 1 H), 8.07 (d,
.1=9 Hz, 2H). A~IS (DCIINH,) m/z 421 (M+H)-, 438 (vI+NH,)'. Anal. calc. for
C="H,g F=N,O~S.O.s 1-1,0: C, 55.94; H, 4 31: N, 6.53 Found: C. 55.86: H.
4.19; N, 6.38. 19"   2 7 M ~Y 2nn3 WO 00/24719 PCT/US99125234 Example 205
2-(3-Chloro-4-fluorophenvl)-4-(2-methvloropoxv)-5-![3-fluoro-4-(methvlsulfo
nvl)phenvll 3(2H1-nvndazinone 5 The title compound was prepared by the
followinb sequence of reactions. Mucobromic acid and
3-chloro-4-fluorophenylhydrazine hydrochloride were reacted to provide
2-(3-chloro-4-fluorophenyl)-4,~-dibromo-3(2H)-pyridazinone according to the
method of Example 194A. The intern~ediate was selectively reacted at the
4-position with isobutanol and base 



l0 to provide 2-(4-fluorophenyl)-4-[ I
-(2-methylpropoxy)]-5-bromo-3(,~H)-pyridazinone according to the method of
Example 194B The 5-bromo-compound was coupled to
3-fluoro-4-(methvlthio)phenylboronic acid prepared in Example 194C
according to the method of Example 6 to produce the intermediate methyl
sulfide. The sulfide compound was oxidized to the title methyl t5 sulfone
according to the method of Example 10 (yield: 810 mg, 83.8'). mp 142-144 C.
H NMR (300 MHz, CDCh) b 0.90 (d, J=6 Hz) 6H), 1.95 (sept, J=6 I lz, 1 I-I))
3.30 (s, 3H), 4.37 (d, J=6 Hz, 2H), 7.26 (t, J=9 Hz, l H), 7.~'_'-7.61 (m,
3H), 7.7~ (dd, J=9 Hz, 3 Hz, 1 H), 7.89 (s, 1 H), 8.10 (t, J=9 Hz, 1 H). MS
(DCI;'I~1H,) m/z 469 (MtH)-, 486 (M+l~ H;)'. 20 Example 206
2-(3.4-Difluorophenvl )-4-(4-lluoronhenyl)->-f 3-methyl-4-I methvlsul
fonvl)phenvl]-3 (2H) pvridazinone Example 206A 25 ~-Methvlthioanisole A
solution of 2-bromothioanisole ( 10.53 j, 52 mmol) m tetrahydrofuran ( 173
mL) as prepared and cooled to -78 C. n-BuLi (' 1.8 mL, 5=1.5 mmol, ?.5 M
solunon in hexanes) was slow ly added along the interior wall of the
reacuon vessel. The resultant light yellow solution was stirred for 30
minutes before methyl iodide (8.10 ~. Q7.1 mmol) 198   2 7 MAY ~nn3 WO
00/24719 PCT,~US99; 2523d diluted with tetrahydrofuran (6 mL) was slow ly
added along the interior wall of the reaction vessel. The mixture was
stirred for another 30 minutes at -78 C. The cooling bath was removed, and
the mixture stirred for 1 hour. The solution was cooled to 0 C and a
saturated aqueous NHaCI solution added. The resultant solution was
extracted several 5 times with ethyl acetate, and the combined acetate
layers washed with brine, dried over MgSOa, filtered, and concentrated in
vacuo. The residue was chromatographed (flash silica gel, ethyl
acetate/hexanes 1:19) to provide the product (yield: 6.74 g, 94%). ' H
NIvIR (300 MHz. CDCI,) c~ 2.34 (s. 3H), 2.46 (s. 3H). 7.02-7.09 (m. 1 H).
7.12-7.22 (m, 3H). to Example ?06B 4-Bromo-2-methvlthioanisole. To a 0 C
solution of 2-methylthioanisole (0.50 g, 3.~7 mmol) in methylene chloride
(40 mL) was added powdered Fe (20 mg, 0.36 mmol) followed by dropwise
addition of bromine (0.58 g, 3.54 mmol). After 30 minutes, the starting
material had been consumed (thin layer chromatography, hexanes). The excess
bromine was quenched by adding a solution of NaHSO~ and stirring for
several minutes. The methylene chloride layer was separated, and the
aqueous phase extracted with additional methylene chloride. The combined
methylene chloride solution w as dried over MaSO,. filtered, and 2o
concentrated m vacuo. The resultant oil was chromatobraphed (flash silica
gel, ethyl acetate/hexanes 1:49) to provide the product (yield: 0.74 g.
96,~0). 'H NMR (300 NIHz, CDC1~) ~ 2.30 (s, 3H), 2.45 (s, 3H), 7.00 (d.
J=8.4 Hz, 1 H), 7.2?-7.33 (m, 2H). Example 206C 35
3-Methyl-4-Imethvlthio)benzeneboronic acid.
3-Methyl-4-(methylthio)benzeneborontc acid was prepared according to the
method of Example I , substituting 4-bromo-2-( methylthio)amsoie in place
of 4 bromothioanisole (yield: ~ 3 g, 67,-). mp 208-'_' 10 . 'H NMIR ~.?8
(s, 3H), 2.46 (s. 3H), 7.20 (d. J=8.4 Hz, IH), 7.6~ (s, 1H). 7.70 (d. J=8.4
1-iz. IH) I99   2 ? M AY 2003 Vl-'O 00/24719 PCT/US99/2~234 Example 206D
2-f 3.4-Difluorophenvl )-4, 5-dibromo-3 (2H)-pvridazinone. The title
compound was prepared according to the method of Example 194A. 5
substituting 3,4-difluorophenyl hvdraune~I-ICl in place of 4-fluorophenyl
hydrazine~HCl (yield: 39 g, 78%). 'H NMR (300 MHz. DMSO-db) 8 7.45 (m. 1
H), 7.61 (m, 1 H), 7.75 (m, 1H). 8.30 (s, lI-I). MIS (DCLNH;) m/z 38?
(M+NHa)'. Exam~e 206E 10 ?-(3.4-Difluorophem f
~--t-methoxv-s-bromo-s(?Hl-pvridamnone. The title compound was prepared
according to the method of Example 194B, substituting
2-(3,4-difluorophenyl)--1.5-dibromo-3(2H)-pyridazmone in place of 2-(4
fluorophenyl)-4,5-dibromo-3(2H)-pyridazinone (yield: 15 m;, 88%). 'H WiR (
300 MHz, D1v9S0-db) 8 4.14 (s, 3 H), 7.45 (m. 1 H), 7.60 (m, 1 H), 7.74
(III. 1 H). 8.2-l (s, 1 H). MS 15 (DCIII~IH,) m/z 317 (M+H)~ and m,'z 3s4
(M+NH;)T. Example 206F
2-(3.4-Difluorophenvl)-4-methoxv-5-~3-methvl-_4~ethvlthio)phenvl~-3(2H)
pyridazinone 2o The title compound was prepared according to the method of
Example 6 starting with
2-(3,4-difluorophenyl)-4-methoxy-5-bromo-3(2H)-pyridaztnone in place of
2-benzyl 4-bromo-5-methoxy-3(2H)-pyridazinone and substitutinb 3-methyl-4
(methylthio)benzeneboromc acid in place of 4-fluorobenzeneboron tc acid
(yield: 2.0 ~; 85%).'H ~II~IR (300 MHz, CDCI;) 0 2.39 (s, 3H), 2.53 (s,
3H). -1.11 (s, 3H), 7.22-7.32 (m, ?5 2I-I), 7.34 (s. 1 H). 7.42-7.50 (m, 2H
). 7.55-7.64 (m. 1 H), 7.92 (s. 1 H). NtS (APCI+) m;'z 375 (MPH)-. Example
206G you   w0 00/2d719 2 7 MAY ~^^'~ PCTJUS99J2~23~1 'The title compound
was prepared according to the method of Example l28 substituting
2-methylcyclopentanol in place of 2-indanol (yield: 230 g, 86%). mp 180-181
C. 'H NMR (300 MHz, DiVISO-db) 8 0.75 (d, 3=7 Hz, 3H). 1.60 (m, 2H). 1.89
(m, 2H), 2.10 (m, 1 H), 2.2l (m. 1 H). 2.40 (m, 1 H), 3.23 (s, 3H), 5.37
(q, .1=7 Hz, 1 H). 7.l2 (t, J=9 5 Hz, 2H), 7.21 (m, 2H), 7.47 (d, 3=9 Hz.
2H), 7.86 (d. J=9 Hz, 2H), 8.11 (s, 1I-I). MS (APCI+) m;z 427 (M+I-i)T and
(APCI-) m/z 461 (IvI+Cl}-. Anal. calc, for C,;I-I,;FN,O~S: C, 64.77; H,
5.43; N, 6.56. Found: C, 64.71; H, i.34: N, 6.?8. Example 132 10
2-(2-AdamantYl)-4-(4-fluorophenvl)-5-[4-lmethvlsulfonvl)phenyl)-3(2H1-pvrid
azinone The title compound was prepared according to the method of Example
128 substituting 2-adamantanol in place of 2-indanol, (yield: 75 g, 25%).mp
195-197 C. 'H NMR (300 MHz, DMSO-db) 8 1.60 (m. 2H), l.77 (m, 2H), 1.94 (m,
6H), ~.3~ (m, 4H), 3.?3 (s, 3I-I), 4.83 (m, 1H), 7.11 (t, J=9 Hz, 2H), 7.22
(m, 2H). 7.47 (d, J=9 Hz, 2I-1), 7.87 ~5 (d, J=9 Hz, ?H), 8.11 (s. 1 H). MS
(APC1~) ma`z 479 (M+f-I)' and (APCI-) m:'z 478 (M-H) m/z Q13 (Ivl+CI)~.
Anal. calc. for C,,H"FN,O,S.0.25 H,O: C, 67.13; H, 5.73; N, 5.79. Found: C,
67.06; H, 5.76, N, 5.06. Example 133 20
2-(3-Methvlcvcl~entvll-4-(4-f7uorophenvl)-~-~4-(methvlsulfonvl)phenvlL3(2H)
pyridazinone The title compound was prepared according to the method of
Example 128 substituting 3-methylcyclopentanol in place of 2-indanol
(yield: 15~ g, 73ro). mp 169-171 C. 'H NMR (300 ?~lHz, DMSO-do} 8 1.0~ (dd,
2:1, 3I-I), 1.2=l (m, 11-1), l.63 (m, 1 I-I). 2.00 35 (m, 3H), ?.22 (m,
2I-I), 3.23 (s, 3H). 5.43 (m, 1 H), 7.1 (t, J=9 Hz, 2H), 7.21 Vim, 2H),
7.46 (d. J=9 Hz, 2I-I), 7.86 (d, J=9 Hz, 2H). 8.1 ? (two s, 2:1. 1 H). MS
(APCI-) m'z 27 (M+H )~ and ( APCI-) miz 426 (M-H)-, m;z 461 (I~I~CI)~.
Anal. calc. for C,,H,,FN=0;S.0.25 H,O: C, 64.09; H, 5.49: N, 6.:l9 Found:
C, 64a7; H. 5.62; N, 6.46. 16~   2 7 M AY 203 WO 00/Z.1719 PCT~'US99/25234
Example 134 2-(
1-Methvlcyclopentvl)-4-(4-fluorophenvl)-~-~4-(methvlsulfo~l~phenvll3(?H)
ravridazinone A solution of
4-(4-fluorophenyl)-5-[=l-(methylsulfonyl)phenyl]-3(2H)-pyridazinone 5 (206
mg. 0.6 mmol j, prepared according to the method of Example 1 I (
1-methyl-1 cyclopentanol (60 mg, 0.6 mmol), DMAP ( 18 mg, 0.12 mmol) and
Ph,P (262 mg, 1 mmol) in toluene (30 mL) in ethyl acetate (~ mL) was
prepared and added dropwise to a solution of DI.AD (0.2 mL, 1 mmol) in 10
mL of toluene. The mixture was stirred at room temperature for 6 hours and
then concentrated in vacuo. The residue was chromatographed (silica ~,el,
19:1 CH,C1=-ethyl acetate) to prov ide 80 m~ of product (contaminated with
reduced DIAD). A second column chromatography (hexanes-ethyl acetate 1:1 )
furnished the title product, (yield ~0 mg. 19%). mp 107-110 C. 'H NMR
(DMSO-db, 300 IvIHz) 8 1. (s, 3H), 1.70 (m, 4H). 2.08 (m, 2H), 2.32 (m,
2I-1), 3.22 (s, 3H), 7.10 (t. J=9 Hz, 2H). 7.20 (m, 2I-I), 7.=1~ (d) J=9
Hz, 2H). 7.86 (d, J=9 Hz, ?H). 8.03 5 ( s, 1 H). MS (APCI+) miz 427
('~t+H)- and (APCI-) m/z 426 (M-H)-, m/z 461 (M*C1)-. Example 135
2-13.4-Difluor~henvl)-:I-(-I-fluoro-3-vinvlnheyl)-~-~4-(methvlsulfonvl)phen
vl]-3(2H) pvridazinone. 20 Exampel 135A 5-Bromo-?-fluorostvrene. A mixture
of methyltriphenylphosphonium bromide ('?.14 ~, 6 mmol) and potassium
t-butoxide (672 mg, 6 mmol) in ~0 mL of THF was refluxed for 30 minutes 25
under N, and then cooled to room temperature. ~-Bromo-2-lluorobenzaldehyde
( 1 02 ~, ~ mmol) was added and the resulting mixture was ref7uxed for 2
hours (until the TLC showed the disappearance of starting aldehyde). The
reaction  as concentrated m vacuo and partitioned between water and ethyl
acetate. The acetate iaver was washed with water and brine. The solution
was dried over IvlgSO, and concentrated in vacuo. The residue m-;   2 7 M
ay 2003 WO 00/2d719 PCT/US99/25234 Example 136 2-(
3.4-Dilluorophenvl)-4-(6-methyl-3-heptenvl)-~-L~-(methylsulfonyl~phenyl~-3(
2H) pvridazinone A Grignard, prepared as described in Example 13~ ,
substituting ?-(2-bromoethyl)5 1,3-dioxane (~86 mg, 3 mmol) in place of
5-bromo-'_'-fluorostyrene, was added to a solution
of'-(3,4-difluorophenvl)-4-methoxy-5-[4-(methylthio)phenyl]-3(2H)pyridazino
ne (7?0 mg, 2 mmol) in THF (30 mL) at -78 C. The mixture was left at room
temperature for 14 hours, quenched with a saturated solution of NH,CI and
extracted with ethyl acetate to obtain 900 mg of crude sulfide. The
intermediate sulfide product was dissolved in CH,CI, ( 10 mL) and treated
at 0 C with 33% solution of CH,CO,H in Cl-13CO,H (0.7 mL) for 1 hour. The
mixture was concentrated in vacuo and the residue was partitioned between
saturated NaHCO~ and ethyl acetate. The acetate layer was dried over MgSO,
and concentrated in vacuo to provide 950 mg of crude sulfonyl derivative. t
5 The sulfonyl compound, prepared above, was dissolved in acetone (50 mL)
and treated with ? N HC1 ( 1 D mL). The resulting mixture was refluxed for
16 hours and concentrated in vacuo. The residue was extracted with ethyl
acetate to provide 900 mg of
2-{3,4-difluorophenyl)-4-(2-formylethyl)-~-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone (crude aldehyde, contaminated with some unreacted starting
dioxane 2o derivative). A mixture of isoamyltriphenylphosphonium bromide
(.~1-~ mg, 1 mmol) and potassium t-butoxide ( I 12 mg, 1 mmol) m toluene
(2~ mL) was refluxed for 30 minutes and then cooled to room temperature.
The crude aldehyde was added and the mixture was refluxed for 14 hours. The
reaction mixture was then cooled to room temperature and 2s concentrated in
vacuo. The residue was dissolved in ethyl acetate and was washed with
water, 10% citric acid, brine, dried over'~~I~:SO., and concentrated in
vacuo. Puriticatton by column chromatography (silica gel, 1.1 hexanes-ethyl
acetate) provided the title compound as an oil (yield: I ~0 m~~. 13,~0) 'H
NMIR (300 iVlHz, D:VISO-db) 0 0.7:i (d. J=7 Hz. 6H). 1.=1-~ (m, 1H), l .70
(t. J=' Hz. 2H). ''.'?? (m. '?Hl.'_.~~ (m. ?H): 3.30 (s. 3H). ~.?9 16G   ~
7 M AY 2003 WO 00/247l9 PCT!1JS99/25234 was purified by chromato<yraphy
(silica gel. 1 ~:1 hexanes-diethyl ether) to provide 900 mg (90%) of
~-bromo-2-fluorostyrene. Example 135B 5
2-(3.4-Difluorophenvl)-4-(4-tluoro-3-vinvlphenvll->-(4-(methvlthio)phenvll-
3(2H, pvridazinone. The bromo-styrene compound, Example 13 ~A, in 10 mL of
THF was added dropwise to a heated mixture of magnesium turnings ( 120 m~=.
~ mmol) and a few drops of 1,2-dibromoethane in TI-IF (20 mL) at a rate to
maintain a gentle retlux. The mixture was refluxed for the next 30 minutes
and cooled to room temperature The Gngnard reagent 



solution was cooled to -78 C and added. dropwise, to a solution of
2-(3.4ditluorophenyl)-4-methoxy-~-(~1-(methylthio)phenyl]-3(2H)-pyidazinone
(~40 mg, 1.5 mmol) in THF (20 mL). The reaction mixture was allowed to warm
to room temperature for 12 hours. Afterwards, a saturated solution of NH~CI
was added and the mixture was 15 extracted with ethyl acetate to provide
3'_'0 mg of crude sulfide. Example 135C
2-(3,4-Difluorophenyl)-4-(4-fluoro-3-vinvlphenvl)-s-[4-(methvlsulfonvl
)phenyl]-3(2f-I) pyridazinone. ?o The sulfide, Example 13B. was dissolved
in CH,CI, (?0 mL) and at 0 C was treated with 30% CH;C03H in CH;COZH (0.5
mL). After 1.~ hours, 10% NaHC03 was added and the mixture extracted with
CH,C1,. The extract was concentrated m vacuo and the residue purified by
chromatography (silica gel, 1:1 hexanes-ethyl acetate) to provide the title
compound (yield: 270 mg. 37%). 'H NMR (DMSO-d~,. 300 MHz) 8 3.22 (s, 3H),
25 i.37 (d, J=12 Hz, I H), 5.6~ (d, J=18 Hz, 1 H), 6.7 7 (dd. J=12 Hz and
18 rIz, 1 H), 7.1 ~ (m, 2I-I). 7.s7 (m, ~Hl. 7.9U (m, 3H). 8.?8 (s. 1 H).
I~1S (APCI+) tll~z -183 (VI+H)' and (APCI-) m/z 317 (iVt-~C1)~ Anal. calc.
for C,;H,;F;N=O,S.0.3 H=O: C. 61.09; H. 3.69; N. 3.69 Found: C. 61.04; I-1.
3.71; N, i.34 fir;   ~ ~ M AY 2003 WO 00124A9 PCT/US99125234 (m, 2H), 7.51
(m, 1 H), 7.63 (m, 1 H), 7.74 (d, J=9 Hz, 2H), 7.82 (m, 1 H), 8.02 (s, 1
H), 8.10 (d, J=9 Hz, 2H). MS (APCI+) m,'z 473 (M+H)' and (APCI-) m/z 47l
(M-H)-, m/z 507 (M+C1)'. Anal. calc. for C,;H,6F,~1,O~S: C, 63.54; H, 5.54;
N. 5.92. Found: C, 63.74; H, 5.67; :~i. 5.58. 5 Example 137
2-(3,4-Difluorophenvl)-4-(3-cvcloprowlidenepropyl)-5-[4-(methvlsulfonvl)phe
nvl] 3(2H)-pvridazinone The title compound was prepared according to the
method of Example 136 to substituting cyclopropyltriphenylphosphonium
bromide in place of isoamyltriphenylphosphonium bromide (yield: 55 mg.
12%). mp 1''8-l29 C. 'H NMR (300 MHz, DMSO-db) d 0.81 (m. 2H), 0.97 (m.
2H), 2.34 (m. 2H), 2.65 (m, 2H), 3.32 (s, 3H), 5.64 (m, 1 H), 7.~2 (m, l
H), 7.63 (m, t H), 7.73 (d, J=9 Hz. 2H), 7.81 (m, 1 I-I), 8.02 (s, 1 H),
8.10 (d, J=9 Hz, 2H). MS (APCI+) rrv'z 443 (M+I-I)` and (APCI-) miz 441
(M1-H)-, t 5 m/z 477 (M+C1)'. Anal. calc. for C,~H,oF,N,O;S.0.5 H,O: C,
61.18; H, 4.68; N, 6.20. Found: C, 61.48; H, 4.60; N, 6.02. Example 13 8
2-(3.4-Difluorophenvl)-4-(5-methyl-3-hexenvl)-~-j4-(methvlsul fonvl
lphenvll-3(2H1 20 pyridazinone The title compound, an oil, was prepared
according to the method of Example l36 substituting
isobutyltriphenylphosphonium bromide in place of
isoamyltriphenylphosphonium bromide (yield: 170 mg, 74,%). 'H NMR (3U0
iVIHz, DMSO-d6) cS 0.75 (d, J=7 Hz, 6H), 2.22 (m. 3H), 2.54 (m, 2H). 3.32
(s, 3H). 5.l2 (m, 2H), 3, 7.52 (m. 1 H), 7.60 (m. l l-I), 7.72 (d, J=9 Hz,
2H), 7.80 (m, 1 H). 8.02 (s. 1 H). 8.10 (d, J=9 Hz, 2H). iVIS (:1PCI+)
m,%z=t59 (VI+I-I)' and (APCI-) m,'z 4~7 (M-H)-, m!z 493 (vlTCl)~. Anal.
calc. for C,aH,,F,N_O;S: C. 6?.86; ~J. 5.27, N, 6.l0. Found: C, 6`_'.57; H,
5.32; N, 5.81. l6?   Q 7 MAY 2003 WO 00/.1719 PCT/US99/25234 Example 139
2-(3.4-Dif<uorophenvl)-4-(5-methvlhexvl~-5-~4-(methvlsulfonyl)phenYll3(2H)
pvridazinone The title compound, an oil. was prepared according to the
method of Example 5 135B , substituting 5-methylhexylmagnesium bromide for
3-fluoro-4 vinylphenylmagnesium bromide, (yield: 28 mg, 10i).'H NNIR (300
MI-Iz, DMSO d~) 8 0.77 (d, J=7 Hz, 6H), 0.88 (m, 1 H), 1.03 (m, 2H)) 1.20
(m. 1 H), 1.46 (m, 5H), 3.32 (s, 3H), 7.52 (m, 1 H), 7.62 (m. 1 H). 7.75
(d, J=9 Hz. 2f1), 7.8? (m. 1 H), 8.02 (s, 1 H), 8.11 (d, J=9 Hz, 2H). MS
(APCI+) m/z 461 (:~1+H)' and (APCI) m;'z 459 (M-H)-, m; z 495 to (M+Cl)~.
Example I40 2-(3-Chloro- l
-methyl-?E=propenvl)-.~-l4-f(uorophenyl)-5-[-I-(aminosulfonvl)phenyl]
2H1-Qvridazinone l5 The title compound was prepared according to the method
of Example 124, substituting 1,3-dichloro-1-butene in place of
2,4-difluorobenzvl bromide (yield: 55 mg, 30%). mp 152-154 C. 'H NMR (300
MHz. CDCl3) 8 4.71 (dt. J=15 Hz, 7.5 Hz, 2H), 2.28 (d, J=1.5 Hz, 31-I), 4.8
(s, 2H). 4.99 (d, J=1 Hz, 1 H), 5.02 (d, J=1 Hz, 1 H), 5.85 (td, J=4 Hz, I
Hz, 1 H), 6.98 (t, J=9 Hz, 2H), 7.19 (dd, J=9 Hz. 6 Hz. 2H), 7.28 (d. J=9
Hz, 20 2H), 7.86 (s, 1 H), 7.87 (d, J=9 Hz. 2Hj. i~~tS (DCI/NH,) m/z -I34
(M+I-I)-. Anal. calc. for CzH"ClFN30~S: C, 55.36; H, 3.94; N, 9.68. Found:
C, 54.99: H, 3.83; N, 9.34. Example 141
~?.3,3-Trifluoro-'_'-propen-1-vl)--I-(4-fluorophenvl)-5-f4-(ammosu(fonyl)nh
envll-3(?H) z5 wridazinone The title compound was prepared according to the
method of Example 124 , substituting
1-methylsufonyloxy-~.3,3-triiluoro-2-propene (mesylate), prepared in
Example 88, in place of 2,4-difluorobenzy 1 bromide (yield: 10 mg) 4%). mp
l73-l75 C. ~H 'V'VIR (300 iV'IHz. CDC1~;1 cS -I.39 (s) 2H). 5.09 (ddd. J=26
Hz. J=3 flz, J=1 Hz. ?H). 6.98 ~bs   Q ? M AY 2003 WO 00/24719 PCT/L
S99/25234 (t, J=9 Hz, ?H), 7.19 (dd, J=9 Hz. J=6 Hz. 2H), 7.29 (d, J=9 Hz,
2H), 7.78 (s, I H), 7.78 (d, J=9 Hz, 2H). l~tS (DCI/NH,) m,'z 440 (M+H)',
IV~fS (F, high res.) m/z calc. for C,~H,~FaN,03S: 440.0692 (M+H)-. Found:
440.0695 (M+H)'. (0.7 ppm error}. 5 Example 142
2-Q1.1.2-Trifluoro-2-propenvl)-
:-(4-fluorophenyl)-5-[4-(aminosulfonvl)phenv~-3(2H) pvridazinone The title
compound was isolated from the same reaction mixture (Example 141 ) that
was used to prepare
?-(2.3.3-trifluoro-2-propen-1-yl)-4-(4-fluorophenyl)-5-[=1 to
(aminosulfonyl)phenyl]-3(?H)-pyridazinone (The title product is a result of
an SN2' attack.) (yield: 50 mg, 20%). mp ?30 ?32 C. 'I-I NMR (300 MHz,
CDCI,) S 4.7 (s, ?H). 5.28 (dd, J=15 Hz, 4.5 Hz, 1H), 5.39 (dd, J=45 Hz,
4.5 Hz, 1H), 6.98 (t, J=9 Hz, 2H), 7.19 (dd, J=9 Hz, 6 Hz, 2H), 7.3 I (d,
J=9 Hz. 2H), 7.9 (d, J=9 Hz, 2H), 7.92 (s, 1 H), . MS (DCI/NH,) rn<'z 440
(M+H)'. Anal. calc. for C,~H,;F~N303S: C, 51.93; H. 2.98; N, 9.56. 15
Found: C, 51.88; I-I, 3.01; N, 9.1 ~. Example l43 2-(3,3-Difluoro-2
gropenvll-4-l4-fluorophenyl)-5-I~:I-(aminosulf'onyl)phenvl]-3(2H)
pvridazinone 2o The title compound was prepared according to the method of
Example I24 , substituting 1,3-dibromo-1,1-difluoropropane in place of
2,4-difluorobenzyl bromide and employing 5 equivalents of potassium
carbonate (yield: 220 mg, 65%). mp l91-l94 C. ' 'H NMR (300 MHz, DMSO-db) a
4.77 (d, J=7.5 Hz, 2I-i), 4.95 (dtd. J=24 Hz, 7.5 Hz) 1 I-Iz. IH), 7.12 (t,
J=9 Hz. 2H), 7.?3 (dd, J=9 Hz, 6 Hz, ?H). 7.49 (d, J=9 I-Iz, 2H), 7.50 (s.
25 2H), 7.74 (d. J=9 Hz. 2H), 8. I (s. 1 H). NfS (DCI/NH~) m/z 4'_'2
(M+H)-. Anal. calc. for C,9H,~F,N,O,S: C, 54.15; H, 3.3-I: N, 9.97 Found:
C. 53.88: H. 3.4?: N, 9.76. Example 144 l69   ~ 7 MAY 2003 WO 0012a719
PCT/LjS99I25234 2 ~a-Methvl-3-fluorobenzv
ll-4-(4-fluor~henvi)-5-[4-(aminosulfonvl)phenyll-3(2H2 pyridazinone The
title compound was prepared according to the method of Example l24 ,
substitutinb 3-fluoro-a-methylbenzyl chloride in place of
2,4-difluorobenzyl bromide 5 (yield: 2?0 mg. 65%). mp 192-l94 C. 'H NMR
(300 MHz. DMSO-db) 8 1.76 (d, 6 Hz, 3H), 6.27 (q, J=7 Hz, 1H), 7.1 (t, J=9
Hz, 2H). 7.22 (dd. J=9 Hz, 6 Hz, 2H), 7.49 (d, J=9 Hz, 2H), 7.5 I (s, 2H),
7.72 (d. J=9 Hz, 2H), 8. I 8 (s, 1 H). MS (DCI/NH,) m,%z 4b8 (IvI+H)'.
Anal. calc. for C,,H,9F,N30;S: C, 6l.66; H, 4.09; N, 8.98 Found: C, 61.36;
fI. 3.96; N, 8.86. Example 14~ 2-( I -Cvclohexenvlmethyl)-4-(4-fluoronheny
1)-~-(4-( aminosulfonvi)phenvl]-3(2H) pvridazinone The title compound was
prepared according to the method of Example l 24 , ~ 5 substituting
1-bromomethylcyclohexene in place of `',4-difluorobenzyl bromide (yield: 70
mg, 28%). mp I92-193 C. 'H NMR (300 MHz, DMSO-d~) 6 1.~~ (m, 4H), l.98 (m,
4I-I), 4.6=l (s, 2H), ~.53 (s, 1 H). 7.12 (t, J=9 Hz, 2H), 7.22 (dd, J=9
Hz, 6 Hz, 2H), 7.39 (d, J=9 Hz, 2H), 7.39 (s, 2H), 7.72 (d, J=9 Hz, 2H),
8.07 (s. IH). MS (DCI/NH,) miz 440 (M+H)'. Anal. calc. for C,3H"FN30~S: C)
62.85; H, i.04; N. 9.~6. Found: C. 62.47; H, 20 5.23; N, 9.14. Example 146
3-(a-Methvl-2.3,4-trifluorobenzvl)-4-(4-fluorophenvl)-5-(4-(ammosulfonvl)~h
envlL 3(2H1- vridazinone 35 The title compound was prepared according to
the method of Example 1?4 , substituting 2,3,4-trifluoro-a-methylbenzyl
chloride in place of 2.4-difluorobenzyl bromide (yield: 70 mb, ~0~0). mp
19'_'-194 C. 'H NMR (300 NII-Iz, CDCI;) ~ 1.84 (d. J=6 Hz. 3H). 4.8 (s.
2H). 6.~4 (q. J=7 hlz, 1H), 6.96 (t, J=9 Hz. 2I-1), 6.99 (m. IH). 7.18 (dd.
J=9 Hz, 6 Hz. 2H). 7.2 (m. I H). 7.38 (d. J=9 Hz, 21-I), 7.86 (d. J=9 Hz.
'_'H). 7.88 (s. ~~o   ~j ? MAY ?(~0~ W O 00/24719 PCTIUS99/25234 1H). MS
(DCI/NH;) m/z 504 (M+H)`. Anal. calc. for Cz~H"F~N,O;S: C, 57.25; H, 3.4;
N, 8.34. Found: C, 56.84; H. 3.52; N, 7.91. Example 147 5
2-(a-Mlethvl-3.5-difluorobenzvll-4-(4-fluorophenyl)-5-[4-(aminosulfonvl)phe
nvl -3(2H) pvridazinone The title compound was prepared according to the
method of Example 124 , substituting 3.5-difluoro-a-methylbenzyl chloride
in place of ?.4-difluorobenzyl bromide (yield: 80 mg, 45%). mp l39-14l C.
'H NMR (300 NIHz, CDCI;) cS 1.83 (d, J=6 Hz, l0 3H), 4.79 (s, 2H). 6.3? (q,
!=7 Hz, 1 H), 6.84 (m, 1 H), 6.97 (t. J=9 Hz, 2f-I), 7.0? (dd, J=6 Hz, 1.5
Hz, 2H), 7.18 (dd, J=9 Hz, 6 1-Iz. 2H). 7.?8 (d. J=9 Hz. 2H), 7.85 (s. I
H), 7.9 (d, J=9 Hz, 2H). MS (DCh'NH;) m,'z 486 (MTH)'. Anal. calc. for
C,~H,~F,N;O,S. C. 59.37; H, 3.73; N, 8.65. Found. C. 59.00; H, 3.70; N,
8.35. ~ 5 Example 148
2-(a-Methyl-3.4-difluorobenzvl)-4-(4-fluorophenvl)-5-[4-(aminosulfonvl)phen
vl]-3(2H) pvridazinone The title compound was prepared according to the
method of Example 1'?:~, substituting 3,4-difluoro-a-methylbenzyl chloride
in place of 2.4-difluorobenzyl bromide 20 (yield: 200 mg, 58%). mp 2l4-2l5
C. 'Fi NMR (300 MHz, CDCI;) a 1.82 (d, J=6 Hz, 3H), 4.7 (s) 2H), 6.35 (q,
J=7 Hz, 1 H), 6.96 (t, J=9 Hz, 2H), 7 16 (m, 4H). 7 28 (d, J=9 Hz, 2H),
7.37 (m, I H), 7.84 (d, J=9 Hz, 2H), 7.90 (s, 1 H). MS (DCh'NH;) m/z 486
(M+H)'.  Anal. calc. for C,4H,gF,N;O;S: C, 59.37; H, 3.73; N, 8.65. Found:
C, 59.13; H. 3.73; N, 8.54. 25 Example 149 2-(3-Fluorobenzvl
)-4-t-I-t7uorophenvl)->-L-(aminosulfonvl )phenyl]-3l?H)-pvr~dazinone The
title compound was prepared according to the method of Example l24 ,
substituting 3-t7uorobenzvl bromide in place of 2.4-difluorobenzvl bromide
(yield: 160   w0 00I2-17t9 2 ~ M AY 2003 



PCT/US99/?5234 mg, 61%). mp 220-222 C. 'H NMR (300 MHz, DMSO-db) b 5.37 (s,
2H), 7.12 (t, J=9 Hz, 2H), 7.22 (m, SH), 7.39 (m, SH), 7.73 (d, J=9 Hz,
2H), 8.11 (s, IH). IvIS (DChNH,) m/z454 (VI+H)'. Anal. calc. for C,;H"F,N;
O~S: C, 60.92; H. 3.77; i~,'. 9.26. Found: C, 61.06; H. 4.22, N, 8.88. 5
Examale l50
2-(4-Fluorobenzvl)-4-(4-fluorophenvl)-5-I[4-(aminosulfonvl)phenyl]-3(2H)-pv
ridazinone The title compound was prepared according to the method of
Example l24 , substituting 4-fluorobenzyl bromide in place of
2,4-difluorobenzyl bromide (yield: 85 mg, 10 34%). mp 237-239 C. 'H NMR
(300 MHz, DMSO-db) 0 5.32 (s, 2H), 7.12 (t, J=9 Hz, 2H), 7.22 (m. 4H), 7.38
(m, 4H). 7.47 (dd, J=9 Hz, 6 Hz, 2H). 7.72 (d, J=9 Hz, 2H), 8.10 (s, 1
I-I). MS (DCI/N I-I;) m/z 454 (M+H)'. Anal. calc. for C,~H "F,N 30;5: C,
60.92; H, 3.77; N, 9.26. Found: C, 60.61; H. 3.96; N, 8.74. l5 Example 151
2-(2,4.6-Trifluorobenzvll-4-~4-fluorophenyl)-5-[4-
aminosulfonvl)phenvl]-3(2H) pvridazinone The title compound was prepared
according to the method of Example 124, substituting 2,4,6-trifluorobenzvl
bromide m place of 2,4-difluorobenzyl bromide (yield: 30 255,mg, 73%). mp
201-203 C. 'H N~tR (300 MHz, DMSO-d~) 8 5.38 (s, 2H), 7.l3 (t, J=9 Hz, 2H),
7.23 (m, 4I-I), 7.38 (d, J=9 Hz. 2H), 7.42 (s, 2H), 7.70 (d, J=9 Hz, 2H),
8.08 (s, 1H). MS (DCI/NH3) mlz 490 (M+H)'. Anal. calc. for C"H,;F4N,O,S: C.
56.44; H, 3.08: N, 8.s8. Found: C, 56.31; H. 3.09; N, 8.40. 35 Example 152
''-(2.4.5-Tri fluorobenzvl)-4~4-fl uorot~henyl)-5-[4-(aminosul fonvl
)phenyl]I-3 (2 H) pvridazinone The title compound was prepared according to
the method of Example 124 , substitutinc 2,4.5-trifluorobenzvl bromide in
place of ?,4-dit~uorobenzvl bromide (yield:   WO 00i24719 2 ? M AY 2003
PCT/U599/25234 l80 mg, 49%), mp 236-238 C. 'H NMR (30U MHz, DMSO-db) 8 5.35
(s, 2H), 7.l3 (t, J=9 Hz, 2H), 7.23 (dd, J=9 Hz, 6 Hz, 2H), 7.39 (d, J=9
Hz, 2H), 7.4l (s, 2H), 7.b (m, 2H), 7.72 (d, J=9 Hz, 2 H), 8.11 (s, 1 H). M
S (DCI/NH,) m/z 490 (M+H)'. Anal. calc. for C,,H,5F~N30;S: C, 56.4=1; H.
3.08: N, 8.58. Found: C, 56.38; H, 3.28; N, 8.41. Example 153
2-(2.3.4-Trifluorobenzvll-4-f4-fluorophenvl)-5-[~-(aminosulfonvl)phenvll
3(2H)pvri dazinone The title compound was prepared according to the method
of Example l24 , 10 substituting 2,3,4-trifluorobenzyl bromide in place of
2,4-difluorobenzyl bromide (yield. 220 mg, 63io). mp 218-220 C. ' H NMR
(300 MHz, DMSO-db) 8 5.40 (s, 2H), 7.13 (t, J=9 Hz, 2H), 7.22 (dd, J=9 Hz,
6 Hz, 2H), 7.34 (m. 2H), 7.39 (d, J=9 Hz, 2H), 7.42 (s, 2H), 7.73 (d, J=9
Hz, 2H), 8.l2 (s, I I-I). MS (DCI/NH,) m/z 490 (M+H)'. Anal. calc. for
C,3H,SFaN,O,S: C, 56.44; H, 3.08; N, 8.58. Found: C. 56.32; H, 3.24; N,
8.3l. 15 Example 154 2-(4,4.4-Tritluoro-3-methyl-2E-buten ly
1-4-(4-t7uorophenyl)-5-[4-(aminosulfonyl)phenyll 3(2H1-pvridazinone The
title compound was prepared according to the method of Example 124, 2o
substituting 1-bromo-3-methyl-4,4.4-trifluoro-2-butene in place of
2,4-difluorobenzyl bromide (yield: 160 mg, 48%). mp 155-157 C. 'H N~tR (300
MHz) CDCI;) 8 2.00 (s, 3H), 4.8 (s, 2H), 4.96 (d, J=7.5 Hz, 2H), 6.33 (m, 1
H), 6.99 (t, J=9 Hz, 2H), 7.19 (dd, J=9 Hz, 6 Hz. 2H), 7.29 (d, J=9 Hz,
2H). 7.95 (s, 1 H), 7.97 (d, J=9 Hz, 2H). MS (DCIINH,) m/z 468 (M+H)*.
Anal. calc. for C,,H"F,N,03S: C, 53.96; H, 3.66; N, 8.98. Found: C, 2;
53.84; H. 3.51: N, 8.77. Example 155
'._'-(4-BmhenvlL-l4-fluorophenvl)-5-~.1-(methvlsulfonvl~)phenyl]-3(2H)-ovnd
azinone I %3   2 ? M AY 2003 w'Q 00I24719 PCT/US99I25234 The title compound
was prepared according to the method of Example 62 substituting
4-bromobiphenyl in place of 4-iodo-I -fluorobenzene (yield. 0.275 g, 100%}.
mp 249-2~ 1 C. 'H NNIR (300 MHz, DMSO db) F~ 3.24 (s, 3H), 7.16 (m, 2H).
7.30 {m, 2I-I). 7.42 (m, IH), 7.48-7.~8 (rn, 4H), 7.7~ (m, 4I-i), 7.84 (m,
2H), 7.91 (m, 2H), 8.27 (s. 5 1 H). MS (DCI/'VH;) tn~'z 497 (MTH)+, 514
(M+NH~)-. Anal. calc. for C,;H,,FN:OsS: C, 70.15; H, 4.26; N, 5.64. Found:
C. 69.81; H, 4.42; N, 5.41. Example 1 ~6
?-(4-Bromophenvl)--1-f4-fluorophenvl)-~-[4-(methvlsulfonvl)phenvll-3(2H)~vr
idazinone The title compound was prepared according to the method of
Example 6? substituting 1,4-dibromobenzene in place of
4-iodo-I-fluorobenzene (yield: 0.337 g, 93%). 'H NMR (300 MHz, DMSO db) ~S
3.24 (s, 3H}, 7.I4 (m, 2H), 7.28 (m, 2H), 7.64 (m, 2H), 7.7~ (m. 2H), 7.90
(m, 2H), 8.25 {s, 1H). MS (DCI/NH,) mlz 499 (M+H)T, 518 (~I+NH~)'. Anal.
calc. for C,3H,6BrFN,O,S.0.7~ H,O: C, Q3.86, H, 3.43; I~, 5.46. Found: ~ 5
C, Q3.9'_'; H, 3.16: :~1, i.34. Example 1 ~ 7
2-(4-Nitrophenvl)-4-(4-fluorophenyl)-5
~4-(methvlsulfonvl)phenyl]-3(2H)-pvridazinone The title compound was
prepared according to the method of Example 62 2o substituting
1-iodo-4-nitrobenzene in place of 4-iodo- I -fluorobenzene (yield: 0 45 g,
100%). mp 110-116 C. 'H NMR (300 MHz, DMSO db) 8 3.24 (s, 3H), 7.l7 (m,
2H), 7.32 (m, 2H), 7.53 (m, 2H), 7.9l (m, 2H), 8.03 (m, 2H), 8.34 (s, 1 H),
8.40 (m, ?H). MS (DCI/NH3) m/z 466 (M+H);, 483 (M+NI-Ia)'. Anal. calc. for
C,~H,~FN~O;S. C, 59.3g H, 3.46; N, 9.03. Found: C, 59.02; H, 3.62; N, 8.82.
25 Ecample l58
2-r4-Phenoxvphenvl)-4-(4-fluoro~henvl)-5-[4-(methvlsulfonvl)phenvll- 3(2H)
~yridazinone I ?-1   WO 00/24719 2 7 MAY 2003 PCTlUS99/25234 The title
compound was prepared according to the method of Example 62 substituting
4-bromodiphenylether in place of 4-iodo-1-fluorobenzene (yield: 0.667 g,
22%). mp 118-125 C. 'H NMR (300 IviHz, DMSO d~) 8 3.2=4 (s, 3H), 7.l2 (m,
5H), 7.1 ~-7.33 (m. 4H), 7.46 (m, 2H), 7.52 (m. 2H), 765 (m, 2H1, 7.90 (m,
2H), 8.23 (s, 1 H). 5 MS (DChnIH;) tn/z 5l3 (M-H)~. Anal. calc. for
C,SH,,FN,OaS.0.75 H,O: C, 66.21; H, 4.31;1g, 5.32. Found: C, 65.98: H)
4.25; N, 5.27. Example 159 2 ~=1-t-Butvlphenvll-:~
~4-fluorophenvll-5-(4-(methvlsulfonvllphenyll-3 ?H)-pvridazinone The title
compound was prepared according to the method of Example 6~ substituting
1-bromo-4-t-butyl-benzene in place of 4-iodo-1-fluorobenzene. No product
was observed. The solution was concentrated in vacuo. The resulting solid
was dissolved in DMIF (5 mL) and CuI ( 13.3 mg, 0.07 mmol) was added. The
solution was al lowed to reflux overnight. L'pon completion, the mixture
was poured into 10i citric acid and ~ 5 extracted with ethyl acetate. The
organic layer was washed with water, dried over MgSO~ and concentrated in
vacuo. The crude solid was purified usin~~ flash chromatography (SiO~),
eluting with 5% diethyl ether/CH,CI, to provide the desired product (yield:
0.292 g, 84%). mp 132-l36 C. 'H NMR (300 MHz, DiVISO db) & l.34 (s, 9H),
3.?4 (s, 3H). 7.14 (m, 2H), 7.?9 (m, 2H). 7.54 (m, 6H), 7.90 (m, 2H), 8.23
(s. 1 H). MS (DC1,~NH,) rr>iz ?0 477 (M+H)', 494 (:vl+NHa)'. Anal. calc.
for C"H,SFN,O,S: C. 68.05; H, 5.'?9; N, 5.88. Found: C, 67.94; H, i.31; N,
5.67. Example 160 2-(4-Chlorophenvl)-=1~4-fl uorophenvl)-s-t4-(
methvlsulfonvl )phenvll-3(?H)-pvridazinone 25 The tale compound was
prepared according to the method of Example 62 substituting
4-bromo-1-chlorobenzene in place of 4-iodo-1-fluorobenzene (yield: 0.25=1
g, 83.5'). mp 21=1-216 C. 'H NMIR (300 \.-IHz, DMSO-d6) 8 3.?=1 (s, 3H),
7.16 (m, 2H), 7.?9 (m, 21-1), 7.5'_' (m, 2H), 7.6l (m) 2H). 7.71 (m, 2H).
7.91 (m. 21-I). 8.26 (s, 1H). MS   2 7 M AY 2003 WO 00/24719 PCT/US99/25234
(DCI/NH,) m/z 455 (MtH)', 472 (M+'~iH~)-. Anal. calc. for C,,H,6C1FN,03S :
C, 60.73; H, 3.55; N, 6.16. Found: C, 60.4a H. 3.41; N, 6.05. Example 161 5
2-(
3-ylethvlphenyl)-4-(4-fluorophenyl)-5-'[4-(methvlsulfonvl~ohenyl]-3(2H~pvri
dazinone The title compound was prepared according to the method of Example
62 substituting 3-bromotoluene in place of 4-iodo-1-fluorobenzene (yield:
0.262 g, 83%). mp 213-216'C. 'H NM1R (300 M'IHz. DMSO db) b 2.39 (s, 3H).
3.24 (s, 3H), 7.14 (m, 2H). 7.28 (m, 3H), 7.43 (m, 3H), 7.~3 (m, 2H). 7.80
(m, 2H), 8.22 (s. 1 H). MS (DCh'NH3) m/z 433 (M+I-I)'. 432 (M+NH~)'. Anal.
calc. for C,,H,9FN,O;S : C. 66.33: H, 4.41; N, 6.4~ Found: C, 66.00, H,
4.16; N, 6.23 Example 162 2-(
3-Vinvlphenvl)-4-(4-fluorophenvl)-s-[4-(methylsulfonvl)phenvll-3(2H)-pyrida
zinone 15 The title compound was prepared according to the method of
Example 62 substituting 3-bromostyrene in place of 4-iodo-1-fluorobenzene
(yield: 0.20'_' g. 62%) mp 182-183 C. 'H NMR (300 MfHz. DMSO d5) 8 3.2~ (s.
3H). s 3~ (d, J=12 Hz, 1 H), 5.9? (d, J=15 Hz, 1 I-I), 6.82 (m, 1 H), 7.1 ~
(m. 2H), 7.30 (m, 2H), 7.~0-7.60 (m, 4I-I), 7.74 (m, 1 H), 7.91 (nt, 2H).
8.24 (s, 1 H). MS (DCh'NH;) m/z 447 (M-H)+. 464 (M+NH,)`. Anal. 2o calc.
for C~SH,~FN,O,S.0.50 H,O: C, 6.92: I-I, 4.42: N, 6.14. Found: C, 6.86; H,
4.40; N. 6.07. Example 163 2-(2-Formylphenvl)-4-(4-fluorophenvl)-~-j4-(
methvlsulfonvl )phenvll-3(2H i-pvndazinone 25 The title was prepared
according to the method of Example 6'_' substituting 2 bromobenzaldehyde in
place of 4-iodo-l -fluorobenzene (yelc: 0.196 g, 60,'). mp 234 '_'36 C. 'H
NivIR (300 MHz, DMSO db) a 3.24 (s. 3H), 7 is im. 2H), 7.27 (m. 2H), 7.~4
(m. 2H), 7.64-7.7~ (m. 2H), 7.86-7.9~ (m. 3H), 8.01 (m. 1 H). 8.29 (s, 1
H), 10.02 (s, 1 H). 1''6   ~ ? M AY 200 w0 0012d^ 19 PCT/US99l25?3.l MS
(DCf/NH,j m,~z 449 (M+H)-. Anal. calc. for C"H"FN,O,S.0.50 11,0: C, 63.01;
H, 3.96; N, 6.l2. Found: 63.04; H, 3.82; N, 5.88. Example 164 5
2-(?-Nitrophenvl)-4-(4-filuorophenvl)-5-f4-(methYlsulfonvl)phenvll-3(2H)-py
ridazinone The title compound was prepared according to the method of
Example 62 substituting 1-bromo-2-nitrobenzene in place of
4-iodo-1-Iluorobenzene (yield: 0.307 g. 90.8i). mp 236-Q39 C. 'H NNfR (300
MHz, DMSO d~,) cS 3.?4 (s, 3H). 7.12-7.27 (m, 4H), 7 56 (m, 2H). 7.7-8.01
(m. 5H), 8.18 (m, 1 H), 8.3d (s, 1 FI). 'HIS (DCI/I~TH;) m/z 466 (I~l+H)`.
4g3 (M+NI-Ia)`. Anal. calc. for C,;H,bFN,O5S.0.'_'s H_0: C, 58.78: H, 3.53;
N, 8.94 Found: C, 58.63; H, 3.54, N. 8.88. Example l65
213-Chlorophenyl)-4-(4-fluoroDhenvl)-~-[4-(methvlsulfonvl)phenvll-3(2H)-pvr
idazinone ~ 5 The title compound was prepared according to the method of
Example 62 substituting 1-bromo-3-chlorobenzene in place of
4-iodo-1-fsuorobenzene (yield: 0.255 g, 77%) mp 232-235 C. 'H NMR (300 MHz.
DMSO d,,) d 3.?3 (s, 3H), 7.l4 (m, 2H), 7.29 (m, 2I-I), 7.49-7.58 (m, 4H),
7.66 (m, 1I-I), 7.79 (m. 1I-I). 7.90 (m, 2H), 8.25 (s, 1 H). MS (DC(~NH;)
m/z 455 (wt+H)`, 472 (M+NH,)-. Anal. calc. for C=,H,6C1FN,O,S: C, 60.73; 2o
H, 3.55; N. 6.16. Found: C. 60.40; H. 3.43, N, 5.98. Example l66 2-(
3-Bromophenvll-4-(4-fluorophenvl~-5-i[~-(methvlsulfonvtlphenvll-3(2H)-pvrid
azinone The title compound was prepared accordin~~ to the method of Example
62 3, subsntuting 1.3 dibromobenzene in place of 4-iodo-1-fluorobenzene
(yield: 0.216 g. 60%). mp 210-? 1 ^ C. 'H'~Ii~IR (300 MHz, DMSO db) ~ 3.23
(s. 3H). 7.1 s (m. 21-I), 7.29 (m, 2H), 7.48-7.~5 (m. 3I-I), 7.69 (m. 2H),
7.90 (m. 3H). 8.26 (s. 1 f-I). MS (DCI/NH3) miz 499 (M+H)', 519 (IVI+NHa)~.
Anal. calc. for C,,H,~BrFN,O;S~ C. ~ ~.3?: H, 3.23; N, 5.6I . Found: C.
~~.1?; H, 3.l2; N, 5.~1   WO 0U/24719 Example l67 i 7 MAY 2003
PCT/tJS99/25234 



2-(4-Cyanophenyl)-4-(4-fluorophenvl)-S-f4-(methvlsulfonvllphenvlL3(2H)-nvri
dazinone The title compound was prepared according to the method of Example
62 5 substituting= 4-bromobenzonitrile in place of 4-iodo-1-fluorobenzene
(yield: 0.349 g, 100%). mp 273-278 C. 'H N;~iR (300 MHz, DMSO d;) 8 3.24
(s, 3H), 7.11-7.21 (m. 2H), 7.2~-7.3~ (m, 2H), 7.52 (m. 2H), 7.88-7.96 (m,
4H), 8.04 (m) 2H), 8.31 (s, 1H). MS (DCh'IVH,) mi'z 44~ (Mt+H)-. Anal.
calc. far C,aH,6FN;O,S: C. 64.71; H. 3.62; N. 9.43. Found: C, 64.50; H,
3.53; N, 9.3~. to Example 168
?-(5-Mlethvl-2-thienvl))-4-(4-fluorophenvll-5-f4-(methvlsulfonvl)phenvll3(2
H) pvridazinone The title compound was prepared according to the method of
Example 62 ~ 5 substitutin` 2-bromo-5-methylthiophene in place of
4-iodo-1-fluorobenzene (yield: 0.200 g. 62 o). mp 2l9-224 C. 'H Nh~tR (300
MHz, DMSO db) ~S 2.4~ (s, 3H), 3.23 (s, 3H), 6.80 (m, 1H), 7.17 (m. 2H).
7.29 (m. 2H), 7.52 (m. 3~I), 7.89 (m, 2H), 8.33 (s, 1H). MS {DCI,!NH;) m/z
441 (M+H)', 4~8 (M+NH~)`. Anal. calc. for C"H,-FN,03S~ : C, 59.99; H, 3.89;
N, 6.36. Found: C, Q9.90; H. 3.91; N, 6.?6. ~o Example 169
?-(3-Bi~henvl)-4-l4-fluorophenvll-5-[4-(methvlsulfonvl)phenylj-3(2H)-pvrida
zinone The title compound was prepared according to the method of Example
62 substituting 3-bromobiphenyl in place of 4-iodo-1-fluorobenzene (yield:
0.28 g, 78%). mp 25 126-134 C. 'H NMR (300 MHz. DMSO db) S 3.24 (s, 3H),
7.15 (m. 2H), 7.31 (m, 21-I), 7.37-7.4~ (m, 1H), 7.~1 (m, 4H). 7 64 (m,
2H), 7.68-7.79 (m, 3H), 7.92 (m, 3H), 8.27 (s, 1H). MS (DCI:'NH,) m/z 497
(M+H)~, 5l4 (M+NHa)'. Anal. calc for C,9H=,FN,O;S : C, 70.1 ; H. 4.'?6: N.
i.64. Found: C, b9.91; H, 4.33; N. 5.74. ~'s   ~ ? MAY 2003 WO 00/2-1719
PCT/1iS99/2523d Example l70 ?-(3.5-Dimethvlphenvl)-4
~4-fluorophenvl)-5-(4-fmethvlsulfonyl)phenvll-3(?H) ~vridazinone The title
compound was prepared according to the method of Example 62 5 substituting
5-bromo-m-xylene in place of 4-iodo-1-ftuorobenzene (yield: 0.152 g,
46.5%). mp l30-l34 C. 'H NMR (300 MHz, DMSO db) 8 2.34 (s, 6H), 3.?3 (s,
3H), 7.07-7.l2 (m, 2I-1), 7.15 (m, 1 H), 7.21-7.32 (m, 4H), 7.52 (m, 2H),
7.90 (m. 2H), 8.29 (s, 1 H). MS (DCI;'NH;) m/z 449 (M+H)-. 466 (M+NHa)`.
Anal. talc. for C,;H,,FN,O,S : C. 66.95; H, 4.72; N, 6.25. Found: C, 66.81;
H, 4.57; N, 6.07. l0 Example 171 2-(3.~-Difluoro~hen
'l~l-a-(=L-fluorobenzyll-5-[.~-lmethylsulfonvl)~henvl~2N) ~ rida~inone
4-(=1-Fluorophenylmethyl)-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone
was l5 prepared according to the method of Example 1 1, starting with
2-benzyl-4-(4
fluorophenylmethyl)-~-[4-(methylsulfonyl)phenyl]-3(2H1-pyridazinone in
place of 2
benzyl-4-(4-lluorophenyl)-5-[~-(methylsulfonyl)phenyl]-3(2H)-pyridazinone
(yield: 0.3319 g. 83%). The title compound was prepared according to the
method of Example 6? 2o substituting
:1-(-1-fluorophenylmethyl)-5-[4-(methylsulfonyl)phenyl]-3l?H)-pyndazmone in
place of=4-(4-fluorophenyl)-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone
and substituting 1-bromo-3,4-difluorobenzene in place of
4-iodo-1-fluorobenzene (yield: 0,085 g. 54%). mp 157-159 C. 'H N'~1R (300
Ivil-Iz, DMSO db) 8 3..i0 (s, 3H), 3.88 (bs, 2H), 7.04 (m, :~H), 7.49-7.66
(m, 2H), 7.70 (m, 2H), 7.81 (m, 1H), 8.12 (s, 1H). MS (DCI/NH;) 25 m'z 471
(1~1+1-i)', 4gg (M+NH,)'. Anal. talc. for C,.,H"F;N,O;S.O.?5 H,O: C. 60.69;
H. 3.71; N, 5.84. Found C, 6.39; I-1, 3.76; N, 5.81. E~cample 172   WO
00I24719 2 7 MAY Z003 PCT/US99/25234
2-(3-Chloro-4-fluorophenvl)-4-(4-fluorobenzvl~-~-f4-(methv
Isulfonvl)phenvl]-3(2H) ~yridazinone The title compound was prepared
according; to the method of Example 62 substituting
4-(4-fluorophenylmethyl)-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone 5
in place of
4-(=I-fluorophenyl)-~-(4-(methylsulfonyl)phenylj-3(~H)-pyridazinone and
substituting 4-bromo-2-chloro-I -fluorobenzene in place of
4-iodo-1-fluorobenzene (yield: 0.1 10 g. 74io). mp 153-156 C. ~H NMR (300
:vlHz, DIvISO dh) cS 3.3O (s, 3H), 3.89 (bs, 2H), 7.0'_'-7.07 (m. 4H), 7.59
(m. 1 H), 7.6~-7.72 (m. 4IJ), 8.07 (,m. 2H). 8.1? (s. 1H). MS (DCL'Nl-I;)
m/z 487 (1v1+H)', 504 (M+NHa)-. Anal. talc. for C=,H,,C1F,N,O;S.O.?5 H,O.
C, 58.65; H, 3.58; N, 5.64. Found C. 58.41: H. 3.J6. N. 5.36. Example 173
2-(2-Thienvl )-4-(4-fluoro~henvl )-5-f4-(mcthvlsulfonvl )phenyl]-3(
3H)-pyridazinone The title compound was prepared according to the method of
E;cample 62 s 5 substituting ?-bromothiophene in place of
1-bromo-4-fluorobenzene (yield: 98 mg, 40%). mp ? 1 ~-? 17 C. 'H NMR (300
MHz, DMSO-dh) 8 3.25 (s. 3H ). 7.18 (m. J=9 Hz, 3H), 7.29 (m, 2I-I), 7.42
(d, 2H), 7.75 (d, 1 H), 7.93 (d, J=9 Hz), 8.4 ~s. 11-1). IVIS (DCI~'NH,)
m/z 427 (M+H)-, 444 (M+NH,)'. Anal. talc. for C,,H,SFN,O;S,. C. 59.14; H,
3.54, N, 6.57. 2o Example 174
2-(4-Trifluoromethvlphenyl)-4-(4-fluorophenvl)-5-[4-(methvlsulfonvl)phenvl
I-3(2H1 pwridazinone The title compound was prepared according to the
method of Example 62 substituting 1-bromo-4-trifluoromethylbenzene in place
of 1-bromo-4-fluorobenzene 25 (yield: l85 m~," 64%). mp 17l-I73 C. 'H ~iMfR
(300 VIHz. DMSO-db) a 3.2s (s, 3H), 7.18 (t, 2 H). 7.29 (m, 21-I), 7.52 (d.
J=9 I~Iz 2H ). 7.9l (d. J=9 Hz. 2 H). 7 .93 (s, 4H ), 8.3? ( s. 1H). MS
(DChNI-I;) m!z 489 (M+H)y. 506 y+NH;)~ Anal. talc. for C,aH,~FaN_O~S: C.
59.02: H, 3.3; N, 5. 7-1. Found: C, 58.75; H. 3.35; N. i.69. iso   t 7 MAY
2003 WO 00i24719 PCT/US99i25234 Example 175
2-j-t-(1-Pyrrovl)phenyl]-4-(4-fluorophenvl)-5-[4-(methylsulfonyl)phenvl]-3(
2H) pvridazinone The title compound was prepared according to the method of
Example 62 5 substituting 1-{4-iodophenyl)pyrrole in place of
1-bromo-4-fluorobenzene (yield: 140 mg, 50%). mp 229-231 C. 'H NMR (300
MHz, DMSO-db) ~ 3.'~ (s, 3H). 6.3 (t, 2H), 7.l8 (t, 2H), 7.29 (m, 2H), 7.a6
(t, ?H) 7.53 (d. J=9 Hz 2H), 7,76 (s, =4H). 7.91 (d, J=9 Hz, 2H), 8.27 (s,
1 H). ~1S (DCI/NH,) m/z 486 (M+I-I)-, 504 (M+NHa)-. Anal. calc. for
C,~H,FN,O,S.0.5 H,O: C. 66.79; H. 4.1 ~; N. 8.6s. Found C. 65.'? 1; H.
4.?9; ?~, 8.12. 10 Example l76 2-(
5-Chloro-2-thienvl)-4-(4-fluorophenvl)-~-[4-(methUsulfonvllphenvl]-3(2H)pvr
idazmone The title compound was prepared according to the method of Example
62 15 substituting 2-bromo-~-chlorothiophene in place of
1-bromo--1-fluorobenzene (yield: 22~ mg, 93i). mp 190-192 C. 'H NM1R (300
N1I-Iz, DMSO-d5) 6 '_'.38 (s, 3H), S 3.25 (s, 3H). 7.15 (t, 2H). 7.29 (m,
4H), 7.~ (D, 4H) 7.9l (d, J=9 Hz, ?H}) 8.? 1 (s. 1 H). iVIS (DCI/NH~) m/z
435 (Vt~H)', 452 (M~NH,)'. Anal. calc. for C,,H;,,F N,O:S: C, 66.35; H,
4.41; N. 6.45. Found: C. 66.15; H, 4.37; N. 6 3. 20 Example 177
2-(4-'Vlethylphenyl
)-4-(4-fluorophenvll-5~4-(methvlsulfonvllphenvll-3(2H)-pvridazinone ' The
title compound was prepared according to the method of Example 62
substituting 1-bromo-4-methylbenzene tn place of 1-bromo--1-t~uorobenzene
(yield: 79 25 mg. 31 %). mp 190-192 C. 'I-I NiVlR (300 MII-Iz, DMSO-d;,) a
?.38 (s. 3H), c~ 3.25 (s, 3H), 7.15 (t. ?H), 7.?9 (m. 4H), 7.s ( D, 4H)
7.91 (d, J=9 Hz. 2H). 8.? 1 ( s, 1 H). MS (DCh'NH~) miz 435 (M+H)-, 45?
(W+NHa)- Anal. calc. for C,,H,~F N_O~S C. 66.35; H. 4.41; N, 6.=15 Found.
C, 66.15; H. 4.37; i~;. 6.3. ~si   2 7 MAY 2003 WO 00/247l9 PCT/US99/25234
Example 178
?-(4-Fluorophenyl)-4-(2-ethyl-1-hexvloxv)-5-[4-(methvlsulfonvl)phenvl3(2Hl
l7vridazinone To a solution of ?-ethyl-1-hexanol (6~ mg, 0.~ mmol) in THF (
1 ~ mL) at room 5 temperature was added NaH (60% oil suspension) (20 mg,
0.~ mmol) and after 10 minutes
2-(4-fluorophenyl)-4-tosyloxy-~-[-~-(methylsulfonyl)phenyl]-3(2H)-pyridazin
one (l93 mg, 0.~ mmol) was added. The resulting mixture was stirred at room
temperature for the next 2 hours, The mixture was quenched with 10.% citric
acid and extracted with ethyl acetate. The extract was washed with water,
brine, dried with MgSO~, and purified by chromatography (silica gel, ?:1
hexanes-ethyl acetate) to provide the desired product (yield: 14U mg, 60%).
mp l20-122 C. 'H NMR (300 NIHz. DMSO-d~) c~ 0.7~ (m, 6H), 1.1 (m, 6H), 1.20
(quintet, J=7 Hz, 2H), 1.44 (m, 1H), 3.27 (s, 3H), 4.30 (d, J=6 Hz, 2H),
7.37 (t, J=9 Hz. 2H), 7.6~ (m, 2H), 7.89 (d, J=9 Hz, 2H), 8.06 (d, J=9 Hz.
2H), 8.l8 (s. 1H). MS (APCI+) m/z 473 (~I~H)-: {APCI-) m/z Q07 (M+CI)-.
Anal. calc. for IS C,;H,~FN,O,S.0.5 H,O: C, 6?.3~; f-I, 6.27; N, ~ 87.
Found: C. 62 22; H, 6.1=I: N, 6.2?. Example 179 2-(
3-Thienvl)-4-(4-fluoroohenvl)-5-(4-( methvlsulfonvl~phenvl]- 3(2H
)-pvridazinone The tale compound was prepared according to the method of
Example 62 3o substituting 3-bromothiophene in place of
1-bromo-4-tluorobenzene (yield: 2?5 mg, 93%). mp 200-202 C. 'I-I NMR (300
VIHz, DMSO-dh) a 3.?~ (s, 3H), 7.15 (t. 21-I). 7.29 (m, 2H), 7.5 (d, J=9
Hz, 2H), 7.6 (ivl, 1 H) 7.66 (dd, I H), 7.9I (d, J=9 Hz, 2H), 8.13 (dd, 1
H), 8.?~ (s. 1 H). MS (DCh/'~1H, j m/z 427 (M+H}', 444 (M+NH~)'. Anal.
calc. for C,,H,;FN,O;S,: C, s.07; I-I, 4.07; N, 6.11. Found. C, Q4.63; H.
3.47; N. 6.01. 25 Example 180 ?-l 3.3-Dtfluorop-henvl
l-4-l4-tluorophenvl)-3-(.I-lmethvlsultonvl)nhenvl]-3( 2H1 pyrida~inone Is~
2 ? M AY 2003 WO 00I24719 PCT/US9912523=t
2-(3,4-Difluorophenvl)-4-(4-f7uorophenvl)-5-~3-methyl-4-(methvlthio)phenyl~
-3(?H) wridazinone.
2-(3,4-Ditluorophenyl)-4-(4-fluorophenyl)-5-[3-methyl-4-(methylthio)phenyl)
3(2H)-pyridazinone, was prepared according to the method of Example 228,
starting with 5
2-(3,4-difluorophenyl)-4-methoxy-5-[3-methyl-4-(methylthio)phenyl]-3(2H)-py
ridazinone in place of
2-(4-fluorophenyl)-4-methoxy-S-j4-(methylthio)phenyl]-3(2H)-pyridazinone
and substituting =1-fluorophenyl magnesium bromide m place of
cvclohexylmagnesium chloride (yield: 330 mg, 56%). 'H NMR (300 MHz. CDC1;)
8 ''.?4 (s, 3H). 2.47 (s, 3H). 6.90-7.03 (m, 6H), 7.22-7.31 (m, 2I-I),
7.49-7.~4 (m. 1 H). 7 60-7.68 (m. 1 H}, 8.02 (s, I H). io IVtS (APCI+)
m/z-439 (M+H)'. Example ?06H
2-(3.4-Difluorophenvl~4-(4-fluorop"henyl)-5-[3-methyl-4-(methvlsulfonvl)phe
nyll 3(2H)-pyridazinone. ~ 5 The title compound was prepared according to
the method of Example 10. substituting
?-(3,4-difluorophenyl)-4-(4-fluorophenyl)-~-j3-methyl-4-(methylthio)phenyl)
3(2H)-pyridazinone in place of
2-benzyl-4-(4-fluorophenyl)-5-[4-(methylthio)phenyl]3(2H)-pyridazinone
(yield: 251 mg, 82%) mp 80-100 C. 'H NMR (300 MHz, DMSOdo) S 2.59 (s. 3H),
3.?5 (s, 3H), 7.13-7.34 (m, SH), 7.4~ (s, lH), 7.~2-7.69 (m. 2H), 7.81 (d,
J=8.4 Hz, I H), 7.81-7.90 (m, I H), 8.27 (s, 1 H). l~rS (APCI+) m/z 471
(iVI+H) and m;'z 488 (M+NHa)+. Anal. calc. for C,aH,,F,N,O,S: C, 61.27; H.
3.64; N, 5.95. Found: C, 6l.53; H, 3.92; N, 5.67. Example 207 'S
2-l3-Chlorophenvl)-4-(4-fluorophenoxvmethvl )-~-[4-lmethvlsulfonvl)phenvll-
3(2I-I) pvridazinone Example 207A ?-l
3-Chloro~henvl)-~1.5-dibromo-3(?H)-pvridazinone. Col   2 7 M AY 2003 W O
00/2.t719 PCT/US99/252,34 The title compound was prepared according to the
method of Example I 94A, substituting 3-chlorophenyl hydrazine~HCl in place
of 4-fluorophenyl hydrazine~HCl (yield: 24.8 g, 88%). 'H NMR (300 MHz,
DMSO-d~) cS 7.53-7.57 (m, 3H), 7.67-7.70 (m, 1 H), 8.29 (s, 1 H). MS
(DCh'NH;) m/z 3b5 (IvI+H)- and n~/z 38? (M+NHa+)'. 5 Example 207B
2-(3-Chlorophenvl )-4-methoxv-5-bromo- 3(2H1-pvridazinone. The title
compound was prepared according to the method of Example 194B, 



substituting 2-(3-chlorophenyl)-4,5-dtbromo-3(2H)-pyridazinone in place of
2-(4 fluorophenyl)-4,5-dibromo-3(2H)-pyr~dazinone (yield: I2.4 g. 95io) 'H
WfR (300 MHz. DMSO-db) cS 4.21 (s, 3H), 7.s8-7.6? (m) 3H ). 7.73-7.76 (m, I
H). 8.28 (s. 1 H). MS (DCI,~IVH;) m/z 317 (M+H); and rrL'z 334 (M+NH~+)'.
EYam~e 207C l5 2-(3-Chlorophenvl)-4-methoxv-5- 4- methvlthiol~hew
11-3(?H)-pvridazinone The title compound was prepared according to the
method of Example 6 starting with
2-(3-chlorophenyl)-4-methoxy-~-bromo-3(2H)-pyridazinone in place of
2-benzyl-4 bromo-5-methoxy-3(2H)-pyridazinone and substituring
4-(methylthio)benzeneboronic acid in place of 4-fluorobenzeneboronic acid
(yield: 3.3 g, 68~0). 'H NMR (300 MHz. 'o DMSO-db) b 2.54 (s, 3H). 4 03 (s,
3H), 7.40 (d. J=9.0 Hz, 2H). 7.50-7.64 (m. 5H), 7.73 7.77 (m, IH), 8.l8 (s,
1H). MS (DCI/NH,) m,~z 359 (M+H)'. Example 207D
2-(3-Chlorophenvl)-=1-methyl-5-[3-methvl-=1-( methvlthio)phenvll-3 ('-bI
)-pyridazinone. 35
2-(3-Chlorophenyl)-4-(4-fluorophenyl)-5-[3-methyl-.~-(methylthio)phenyl]-3(
2I-I) pyridazinone, was prepared according to the method of Example 228.
starting with
2-(3chlorophenyl)-4-methoty-~-(3-methyl-4-(methvlthio)phenyl]-s(2H)-pyridaz
mone in place of
2-(4-fluorophenyl)-4-mcihoxy-5-[=l-(methylthio)phenyl]-3('_H)-pyridazinone
and substituting 4-fluorophenyl maenesium bromide tn place of cv
clohewlma~nesium ~o=   ~ 7 ~I ~Y ~ (~ n'~ WO 00/24719 PCT/US99/25234
chloride (yield: 180 mg, 94%). 'I-I NMR (300 MHz. CDCI,) 8 2.2~ (s, 3H),
2.56 (s, 3H), 7.28-7.45 (m. 6H), 7.58-7.63 (m. 1 H), 7.71-7.74 (m. 1 H),
7.82 (s, 1 H). MS (APCI+) m/z 343 (M+H)` and m/z 360 (M+NH~)-. 5 Example
207E ~~-Chlorophenvl)-4-methyl-5-[4-(methvlsulfonylphem
1]-3(?H)-pvridazinone The title compound was prepared according to the
method of Example 10, substituting
2-(3-chlorophenyl)-4-methyl-~-[4-(methylthio)phenyl J-3(2H)-pyridazinone
for 2-benzyl-4-(4-fluorophenyl)-~-[4-(methvlthio)phenyl]-3(?H)-pyridazinone
(yield: 12~ mg, 67%). mp 164-168. `H NMR (300 MHz. CDC1,) 8 2.23 ~ ~. 3
f-I), 3 13 (s, 3H), 7.37 7.46 (m, 2H), 7.61 (m, 3H), 7.7l - 7 .74 (m. 1 H).
7.81 (s, 1 H), S.13 (d, J=8.7 Hz, 2H). MS (APCI+) m/z 343 (M+H)~ and m/z
360 ('vI+NHa)-. Example 207F l5
2-(3-Chlorophenvl)-4-bromomethvl-~-f4-(methvlsulfonvllphenvll-~(='H)-pvrida
zmone 2-(3-Chlorophenyl)-4-bromomethvl-~-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone was prepared according to the method of Example 194F,
substituting 2-(3
chlorophenyl)-4-methyl-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone in
place of 2
(4-fluorophenyl)-4-methyl-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone
(yield: 90 2o mg, 99%). 'H NMR (300 MHz, CDC13) 8 ~ 13 {s, 3H), 4.33 (s.
''H), 7.40-7.47 (m. 2H). 7.66 (ddd, J=2.4, 2.4, 7.2 Hz, 1 H). 7.76-7.78 (m,
1 H), 7.81 (d. J=8.7 Hz, 2H). 7 86 {s, 1 H), 8.17 (d, J=8.7 Hz, 2H). MS
(APCIT) m/z 433 (M+H)' and ml'z 470 (M+NH;)'. Exam,~le ?07G 25 2-(
3-Chlorophenvl)-4-(4-fluorophenoxvmethvl
>->-[4-(methvlsulfonvl)phen~ll-3('H) pvridazinone The title compound was
prepared according to the method of Example 194G, substituting
2-(3-chlorophenyl)-4-bromomethyl-~-[4-(methv(sulfonyl)phenyI]-3(2H)
pyridazinone in place of 2-(4-fluorophenvl )-.~-bromomethyl-3-[s-(
methylsulfonyl)phenyl] ~o;   ~ ~^ ~,,~ n.03 WO 00I24719 PCT!US99/25234
3(2I-I)-pyridazinone (yield: 30 mg. 31%). mp 50-80 C. 'H NMR (300 lvlHz,
CDCI;) 8 3.1 I (s, 3H), 4.94 (s, 2H), 6.78-6.8~ (m, 2H). 6.9l-6.99 (m, 2H),
7.39-7.48 (m, 2H), 7.64 (ddd, J=7.~, 1.9, I .9 Hz. I I-I), 7.7 l -7.77 (m,
3I-1), 7.93 (s, I H), 8.08 (d, 3=8.7 Hz, 2H). MS (APCI+) m/z 48~ (:vf+H)-.
5 Example 208
2-(3-Chlorophenvl)-4-(benzovloxvmethvl)-~-L-(methvlsulfonvl)vhenvlL 3(2H)
pvridazi none The title compound was prepared according to the method of
Example 207 10 substitutin_= benzoic acid in place of -1-fluorophenol
(yield: 33 mg, 34,~01. mp ~0-70 C. 'I-I NMR (300 MHO, CDCI,) cS 3.00 (s,
3H1, i.36 (s. 2H), 7.36-7.48 (m, 4H), 7.s2-7.~9 (m, 1 H), 7.61-7.68 (m,
3I-I), 7.75-7.78 (m. 1 H), 7.83-7.88 (m, 2H), 7.89 (s, 1 H), 8.02 (d. J=8.7
Hz, 2H). HIS (APCI+) m'z 49~ (M~H)'. I S Example 209
2-(2.2.2-Trifluoroethvll-4-f 3-methvlbut~~l,
)-[~.-(methvlsulfonvl)phenvl]-3(2H) pyridazinone The title compound was
prepared according to the method of Example 193, substituUng
l-bromo-3-methylbutane in place of4-t7uorobenzvl bromide (yield 80 mg. 20
19i). 'H NMR (300 MHz, CDCI;) b 0.81 (d. J=7.~ Hz, 6H)) 1.3-1.6 (m. 3H),
'_'.~2 Vim, 2H), 3.14 (3 H, s) 4.85 (q, J=9 Hz. 2H), 7.~~ (d, J=9 Hz, 2H)
7.67 (s, IH). 8.1 (d. J=9 Hz, 2H). 'VIS (DCI/NH;), m/z a03 (MtH)'. Anal.
calc. for C,gH_,F;N,03S.0.?~ II=O: C, \ 53.12; H, s.32; N, 6.88. Found C.
Q2.90; fl, i.14; N, 6.43. 35 Example 210 '_'-(2.2.2-Trifluoroethvl~
4-(4-fluor~- 3-methvlnhenvll-~-~-1-(methvlsulfonvllphenvl)-3(2H
)pvr~dazinone Evam~le `_' 1 OA o-t   2 ~ MAY 2003 WO 00/24719
PCT/US99/25234 4-fluoro-3-methvlbenzeneboronic acid:
S-Bromo-2-Iluorotoluene (6 g, 31.7 mmol) was dissolved in dry THF (50 mL)
and cooled to -78 C under N,. n-BuLi ( 14 mL, 2.5M solution in THF) was
added slowly using a dry syringe. Cloudiness appeared. The reaction was
stirred for 40 minutes at -78 C. 5 Triisopropyl borate (22 mL, 95 mmol) was
slowly added while stirring. The reaction was allowed to warm to room
temperature. Stirring continued for an additional 2 hours. A pale yellow,
cloudy solution formed. (TLC ( 1:2 ethyl acetate ~'hexanes)) indicated
disappearance of the starting material. The reaction was quenched by adding
10% aqueous NaOH (200 mL). After stirring for 45 minutes, 10% citric acid
solution (300 mL) was 10 added until, pH ~5.0. The product was extracted
with ethyl acetate (500 mL). The orjanic phase was washed with brine and
dried over WgSOa, and f ltered. The filtrate was concentrated under reduced
pressure to provide an off white solid (yield: 4.1 ~, 84%). Example 21 OB
~5
2-(2.2.2-trifluoroethyl)-4-(4-lluoro-3-methvlphenvl~-5-[.~-(methvlsulfonvl)
phenvl]-3(2H)pvridazinone The boronic acid ('?3l ma. 1.5 mmol), prepared in
example 210r1,
2-(2,2,2trifluoroethyl)-4-chloro-5-[4-(methylsulfonyl)phenyl)-3(2H)-pyridaz
inone (500 mg, 1.36 mmol), tetrakis-(triphenylphosphine)-palladium(0) (47
mg, 0.041 mmol), and CsF (413 20 mg, ?.72 mmol) were stirred at reflux in
DME (?0 mL) under N, for 5 hours. TLC ( 1:1 hexanes/ethyl acetate)
indicated that all the starting material was consumed. Volatiles were
removed in vacuo. The residue was partitioned between water and ethyl
acetate. The organic layer was washed with brine, dried over lvIgSOa, and
filtered. The filtrate was concentrated in vacuo. An off white powder was
obtained (yield: 275 mg, 46%). mp 8825 91 C; 'H NMIR (300 MHz, CDCI,, a
mixture of rotamers) ~S '_'.'_'. 2.?5 (2d. J=1.5 Hz, 3H) 3.05, 3.09 (2 s,
3H) 4.78-4.92 (m, 2H) 6.6l-6.8 (m, 1H) 6.82-6 98 (m, 1H) 7.:5 (d, 3=9 Hz, 1
H) 7.78 (d, J=9 Hz. 1 H ) 7.86-8.09 (m. 41-I). l~tS ( DCI~"~ H;). m; z 441
( MtH)'. Anal. talc. for C,H,6F,N,O,S.0.5 I-1,0. C, 53.45; H. 3.81: N,
6.'_'3. Found C, 53.1 ; . I-I. 3.65; N, 5.88.   2 7 MAY 2003 WO 00/24719
Example 211 PCT/US99/25234
2-(2.2,2-Trifluoroethvl)-4-(3.5-dichloroohenvl)-5-[~.-(methvlsulfonvl)phenv
ll-3(2I-Il pvridazinone 5
2-(2,2,2-Trifluoroethyl)-4-chloro-5-[-I-(methylsulfonyl)phenyl]-3(2H)
pyridazinone (150 ms, 0.409 mmol) (Example 193E) was dissolved in anhydrous
DME (8 mL) and heated to reflux with 3,5-dichlorobenzeneborontc acid in
presence of CsF ( 150 mg, 0.98 mmol) and
tetrakis(triphenylphosphine)-palladium (17.38 mg, 0.015 mmol) for 6 hours.
After cooling to room temperature the reaction mixture was diluted with
water and I o extracted with ethyl acetate ( 100 mL). The organic layer was
~~~ashed with brine, dried over MgSO~, and evaporated in vacuo. The
compound was puriC~ed on a silica gel column, eluting with 30% ethyl
acetate in pentanes, to provide the title compound (yield: 110 mg, 58%). 'H
NMR (s00 MHz. CDC1;) 8 3.08 (s, 3H), 4.88 (q, J=9 Hz, 2H), 7.06 (d, J=1.5
Hz, 9 Hz, 2I-I), 7.3l (t, .1=I .5 Hz. I H). 7.36 (d, J=9 Hz, 2H), 7.94 (s,
lIi), 7.96 (d, t5 J=9 Hz) 2H). MS (DCI;~TiH;) mlz 496 (M-~l~;Ha)-. Anal.
calc for C,~H"CI,F;N,O,S: C, 47.8l; H, ?.75; N, 5.87. Found: C, 47.77: H.
2.75; N, 5.65 Example 212
2-(2.2.2-Trifluoroethvll~4-(3-ethoxvphenvl~)-5-'[~-(
methvlsulfonvllphenvl]-3(2H1 30 pvridazinone The title compound was
prepared according to the method of Example 211, substituting
3-ethoxyphenylboronic acid for 3,5-dichlorobenzeneboronic acid (yield: I55
mg, 86%). 'H NMR (300 MHz, CDCI;) a 1.42 (t, .f=7.5 Hz, 3H), 3.06 (s, 3H),
3.90 (q, J=7.5 Hz, 2H)) 4.88 (q, (1=9 Hz. 2H), 6.65 (d. J=7.5 Hz, IH), 6.75
(t, J=I.5 Hz, 1H), 6.85 (dd, J=1.5 Hz, 9 H~, I H), 7.15 (t, J=9 Hz. 1 H).
7.38 (d, J=9 Hz. 2H), 7.88 (d. J=9 Hz, 2H). 7.90 (s, 1 H). MS (DCI/NH~)
m~`z =170 (M+NH,)`. Anal. calc. for C,,H,aCI,F;~,OaS. C, 55.75; H, 4.23; N,
6.19. Found. C. 55.62: H. 4.30; N. 5.99 Example 213 .ob   ~2 7 MAY Z003 WO
00I24719 PCT!US99/25234
2-(2,2.2-Trifluoroethyl)-4-(4-trifluoromethvlphenvll-5-[4-(methvlsulfonvl)p
henvl]-3(2H pvridazinone The title compound was prepared according to the
method of Example 21 l, substituting 4-(trifluoromethyl)benzeneboronic acid
in place of 3,5 5 dichlorobenzeneboronic acid (yield: 85 mg. 44%j. 'H NI~IR
(300 MHz, CDC1,) b 3.08 (s. 3H), 4.90 (q, J=9 Hz, 2H), 7.35 (t. J=9 Hz,
4H), 7.58 (d, J=9 Hz, 2H), 7.90 (d. J=9 Hz, 3H). MS (DCI/NH,) m/z 494
('~~f+NH,)'. Anal. calc. for C,H,aF~N,O;S. C, 50.42; H, 2.96; N, 5.88.
Found. C, 50.20; H. 3.02: N. 5.70 1o Example 21=I ?-(2.2.2-Trifl
uoroethvl)-4-(3-nitrophenvl )-5-(-I-Lmethylsul fonyl )pheny l]-3 (3I-i )
pvridazinone The title compound was prepared according to the method of
Example 211, substituting 3-nitrobenzeneboronic acid in place of
3,5-dichlorobenzeneboronic acid )5 (yield: 40 mg, 22%). 'H NMR (300 MIHz.
CDCI~) d 3.05 (s. 3H), 4.92 (q, J=9 FIz, 2H), 7.36 (d, J=9 Hz, 2H).
7.45-7.60 (m. 2H), 7.91 (d, J=9 Hz, 2H). 7.95 (s, 1H), 8.05 (m, lHj, 8. I
~-8.21 (m, 1 H). MS (DCh'NH~) m/z 471 (IvI+NHa)'. Anal. calc. for
C,~H,4CI,F3N~OSS.0.5 EtOAc: C, 50.70; H, 3.64; N. 8.44. Found: C, 50.61; H,
3.58, N, 8.53 20 Example 215 22,2
2-Trifluoroethvl)-4-(2-methylphenvl)-5-[4-(methvlsulfonvl)phenvll-3(2H)
pvridazinone The title compound was prepared according to the method of
Example 211, 25 substituting ?-methylbenzeneboronic acid in place of
3,5-dichlorolbenzeneboronic acid (yield: 45 mg, 27io). 'H NMR (300 MHz.
CDC1,) a 2.05. 2.12 (2s. 3H), 3.0I (s, 3H), :L75-5.05 (m, 2H), 6.88 (d, J=9
Hz. 1H), 7.03-7.2J (m. 3H). 7.3I (d, J=9 Hz, 2H). 7.85 (d. J=9 Hz, 2H),
7.95 (s. 1H). MIS (DCI~'NH;1 rrL'z-1=IO (M+NI-Ia)-. Anal. calc. for
C,~H,-F,N~O,S: C. 5 5.10; H. 4.2 7; N. 6.42. Found: C, 5 5.17: lI. 4.18: N,
6.10 .o   2 7 M AY 2003 WO 00I2:1719 PCT/US99/2523.t Example 216
2-(2,2.2-Trifluoroethvl)-4-(4-vinvlphenyl)-5-[4-(methylsulfonvl?phenyl]-3(2
H wridazinone 5 The title compound was prepared according to the method of
Example 211, substituting =I-vinyibenzeneboronic acid in place of
3,5-dichlorobenzeneboronic acid (yield: 56 mg, 32~). 'H NMR (300 NII-Iz,
CDC1;) b 3.06, 3.08 (2s, 3H), 4.78-4.95 (m, '' H), 5.3U (t. J=6 Hz, 1 H).
5.65, 5.75(2d, 3=18 Hz, 1 H), 6.58-6.92 (m, 1 H), 7.1-7.4 (m, 6H).
7.75-8.08 (m, 3I-I). MS (DCI;~1VH;) m/z 452 (NI+NH,)T. .Anal. calc. for to
C,,fI,,F;N,O;S: C, 58.06: II, 3.94: N, 6.45. Found: C. 57.82; H. 4.01; N.
6.09 



Example 217
2-(2.2.2-Trifluoroethvl?-4-[3-(trifluoromethvllphenvll-5-(4-(methvlsulfonvl
)phenvll 3(2H,)~yridazinone ~5 The title compound was prepared according to
the method of Example 211 , substituting 3-trifluoromethylbenzeneboronic
acid in place of ~,~-dichlorobenzeneboronic acid {yield: 120 mg, 63%). 'H
NitMR (300 i~~tHz, CDCI;) d 3.03, 3.08 (2s, 3H). 4.75-4.98 (m, 2H),
7.30-7.60 (m, 6H), 7.75-8.10 (m, 3H). MS (DCh~NI-I,) m/z 494 (M+NHa)'.
Anal. calc. for C,oH"F6N,O,S: C. 50.42; EI, 2.96; N, 5.88. Found: C, 50.38;
H, 2.97; N, 20 5.74 Example 218 2-(2.2.2-Trifluoroethvl)-4-(
3-fluoro-4-methoxyphenvl)-5-j4-(methvlsulfonvl)phenvll 3(2H)-pvridazinone
25 The title compound was prepared according to the method of Example 211
substituting 3-fluoro-4-methoxybenzeneboronic acid in place of 3,5
dichlorobenzeneboronic acid (yield: 32 mg, l8'j. 'H NMR (300 MHz, CDCI;) b
3.05, 3 09 (2s, 3H), 3.85, 3.87 (2s. 3H). 4 78-4 90 (m. 2H), 6.60-7.10 (m,
3H). 7.30-8.15 (m. Los   2 7 MaY 2aaa WO 00/247I9 PCT/US99/25234 51-i). MS
(DCI/NH3) rry'z 474 (M+NI-i,)'. Anal. talc. for C,H,6FaN,O~S.0.5 H,O: C,
5l.61; H, 3.68; N, 6.01. Found: C, 51.52; H, 3.65; N. 5.93 Examyle ? 19 5
2-(2.2.2-Trifluoroethvl)-4-(3-fluoro-4-methylphenvl)-5~4-(methvlsulfonvl)ph
envll-3(2H~ pvridazinone The title compound was prepared according to the
method of Example 211 substituting 3-fluoro-4-methylbenzeneboronic acid in
place of 3,5-dichlorobenzeneboronic acid (yield: 58 mg, 33%). 'H NMR (300
IvIHz. CDCI~) 8 2.2l. 2.25 (2d, J=1.5 Hz, 3H), 3.50, 3.55 (2s, 3H),
4.75-4.95 (m. 2H), 6.56-7.15 (m, 3H), 7.30-8.10 (m, 5H). MS (DCL'NH~) m/z
458 (M+?~1H~)'. .final. talc. for C,FI,~FaN,O;S.0.5 H,O: C, 53.45; H, 3.81;
N, 6.23. Found: C, 53.14; H, 3.80; N, 5.97 Example 2?0 l5
~2,?.2-Trifluoroethvl)-4-(3,5-difluoro-4-methoxvphenvl)-5-'[4-(
methvlsulfonvl)phenvll 3(2H1-pvridazinone The title compound was prepared
according to the method of Example 211 , substituting
3,5-difluoro-4-methoxybenzeneboronic acid in place of 3,5
dichlorobenzeneboronic acid. 'H NyiR (300 MHz, CDCI,) 8 2.9, 3.1 (2s, 3H),
3.9?, 4.0l 20 (2s, 3H), 4.78-4.95 (m, 2H), 6.25-b.80 (m, 1 H), 7.30-7.5 (m,
"'H), 7.7-8.15 (m. 4H). HIS (DCI/NH,) m/z 49? (M+NH~)'. Anal. talc. far
C,H,;F;N,O~S: C, 50.64; H, 3.19; N, 5.90. Found: C, 50.542; H, 3.4l ; N,
5.67 Example ?21 25 2-(2,?.2-Trifluoroethvll-4-(
1-oxo-1.3-dihvdro-2-benzofuran-5-vll-5-L4
(methvlsulfonvl)phenyl)-3(?H)~pv~ridazinone 6-Bromophthalide (300 mg, 1.40
mmol, Tcppema et al Recl. Tray. Chim. Pays Bays. ( 1923) 42, 47) and
hexamethylditin (3'_'6 ~L, l .55 mmol) were dissolved m toluene (~ mL),
degassed with a nitro;en stream for ~ minutes, treated with (Ph;P)aPd (79
m,) and '?p9   2 ? M AY 2003 WO 00/24719 PCT/US99I25234 heated at reflux
for 1 hour. The reaction was cooled and directly purified by chromatography
on a Biotage 40S column (pretreated with hexanes-TEA 400:1 then rinsed with
hexanes) eluted with 4:1 hexanes-ethyl acetate. The product fractions were
combined and evaporated to provide 6-(trimethyltin)phthalide (yield: 36'_'~
mg, 87%). 5 The tin reagent ( 180 mg, 0.61 mmol), prepared above, and
2-(2,2.2-tritluoroethyl)
4-chloro-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone, prepared in
Example 193E, (223 mg, 0.61 mmol) were dissolved in dry toluene ( 10 mL).
degassed with an nitrogen stream for 5 minutes, treated with (Ph,P)~Pd (34
mg) and heated at reflux for 1 day. The reaction was cooled and directly
purified by chromatography on a Biotage 40S column eluted with 4:1
hexanes-ethyl acetate. The product fractions ~~ ere combined and evaporated
to provide the title compound along with the 4-(
1,3-dihydro-1-oxo-6isobenzofuranyl)-isomer in a 9:1 ratio Further
manipulations to attempt to remove the minor isomer (ie chromatography,
recn~stallization from ethyl acetate-hexanes) failed (yield: 176 mg, 62%).
mp 237-''39 C. 'H NMR (300 MHz. CDC1;) S 3.07 (s, 3H), 4.91 ~5 (q, J=8 Hz,
2H), 5.30 (s, 2 H, major isomer), 5.33 (s, 2 H, minor isomer), 7.20 (dd,
J=1 Hz, 7 Hz, 1 H), 7.36 (d, J=8 Hz. 2H), 7.52 (s, 1 H), 7.79 (d, J=7 I-Iz.
1 H), 7.9? (d, J=8 Hz, ?H), 7.96 (s, 1H). M1S (DCIINN,} mlz 482
(1vI+~1H~)~. Anal. calc. for C,,H,;F,N,O;S: C, 54.31; H, 3.'_'6; N) 6.03.
Found: C, 54.15; H, 3.1?; N, 5.76. 2o Example 222
2-(2,?,2-Trifluoroethvl)-4-(2~ropenvl)-5-f 4-f
methvlsulfonvllphenvll-3(2H)-pvridazmone A suspension of
2-(2,?,2-trifluoroethyl)-4-chloro-5-[4-(methylsulfonyl)phenyl]
3(2H)-pyridazmone (200 mg, 0.546 mmol), prepared according to the method of
Example 193E, in THF (27 mL) was cooled to -78 C. A solution of
isopropenylmagnesium 25 bromide (2.8 mL, 0.5 i~1 in TI-IF , Aldrich) was
added. The reaction was warmed to room temperature and stirred for 30
minutes, The reaction was quenched at 0 C by the addition of saturated
ammonium chloride solution and partitioned betty yen ethyl acetate and
additional ammonium chloride solution. The organic layer was washed with
brine, dried over sodium sulfate, filtered. and concentrated under reduced
pressure to provide a reddish ~;o   WO 00/24719 2 ? M AY 2003
PCT/US99/25234 brown solid. The crude material was dissolved m methylene
chloride and adsorbed onto silica gel (2 g). Solvent was removed under
reduced pressure, the adsorbed silica gel layered over an Extract-Clean
Cartridge (Alltech, packing: 5 g silica gel) and the cartridge eluted with
a hexanes,!acetone step gradient consisting of 40 mL of the following 5
mixtures: hexanes, 8:1 hexanes/acetone, 4:1, 2:1, and 1:1. Fractions
containing desired product were combined, concentrated, and further
purified using HPLC (Technikrom Kromasil 60-5si1 column, 20 mm x 25 em).
The column was eluted with a linear gradient consisting of 30% ethyl
acetate/hexanes to 100% ethyl acetate at 10 mL/min over 50 minutes.
Fractions containing the title product were combined and concentrated under
to reduced pressure to provide a pale yellow solid (yield: 99.3 mil. 49%).
mp 192-195 C. 'H NMR (300 MHz. CDCI;) b 8.03 (d, J=17.4 Hz, 2H), 7.76 (s. I
H), 7.55 (d, 2H, .!=17.4 Hz), 5.23 (br s, 1 Hl, 4.84 (m, 3H). 3.1 1 (s,
3H), 1.98 (s, 3H). MS (DCI,~1H;) m!z 373 (M+H)+, m!z 390 (IvI+NHa)'. Anal.
talc. for C,6H,;F;N,O;S: C. 51.61; H, 4.06; N, 7.52. Found: C. 51.72;1-i,
4.24; N, 7.35. 15 Example Z23
2-(?.'_',2-Trifluoroethvl)--1-(2-buten-2-vl)-5-[4-(methvlsulfonyllphenvl]'~
-3(2H) ~,vridazinone The product was prepared according to the method of
Example 222 substituting 1 2o methyl-1-propenylmagnesium bromide in place
of isopropenylmagnesium bromide to provide a mixture of geometric isomers
(~3:1 ratio) as an off  bite solid (yield: 44.8 mg, 21%). mp 175-l80 C. 'H
NMR (300 MHz. CDCI;) 8 8.03 (d. J=I8.0 Hz, 1.5H). 8.0l (d, J=18.0 Hz,
0.5H), 7.29 (s, 0.75H). 7.28 (s. 0.25M), 7.56 (d, J=l7.4 Hz, 1.5H), 7 51
(d, J=l7.4 Hz. 0.5H), 5.55 (m, 0.75H). 5.33 (m, 0.25D), 5.86 (q. J=17.4 Hz,
2H), 3.1'_' (s, 25 2.25H), 3.11 (s, 0.7SI-Ij, 2.88 (m, ZH), ?.8~ (m. 1H),
1.27 (m. 31-i). MS (DCI/NH;) m!z 387 (M+H)', m!z =104 (M+NH~)~, miz 421
(wl-2NH~-H)~. :W al. talc. for C,,I-I,,F;N,O;S. C, 5Z.85; H, 4.43; N, 7.25.
Found: C, 53.l6. H, 4.68; N, 6.92. Example ?'?4 >   WO 00/24719 2 7 MAY 200
PCT/US99/25234 Q2.2.2-Trifluoroethvl)-4-L
-fluorobenzvl)-5-j4-(methvlsulfonvl~phenvll-3L2F1) p~ridazinone Example
224A 5 3-Fluorobenzyl macnesium bromide. 3-Fluorobenzyl bromide (613 pL, ~
mmol), followed by dibromoethane ( 10 ~tL), was added dropwise to an
oven-dried flask containing small pieces of magnesium ribbon ( 134 mg, ~.~
mmol) and diethyl ether ( 12 mL). Gas evolution was noted followed by
gentle reftux of the ether. The reaction was stirred until gas evolution
ceased and most of the magnesium had dissolved. The resulting pale yellow
solution of 3 fluorobenzylmaanesium bromide was used directly in the next
reaction. Example 24B 2-(2,2.2-Trifluoroeth,~
()-4-(3-fluorobenzvl)-~-[4-lmethvlsulfonvllphenvl]-3(2H) 15 ~vridazinone. A
suspension of 2-(2,2,2-trifluoroethy
1)-4-chloro-5-[=1-(methylsulfonyl)phenyl] 3(2H)-pyridaunone (200 mg, O.646
mmol), prepared according to the method of Example 193E, in THF ( 10 mL)
was cooled to 0 C. A solution of 3-fluorobenzyl magnesium bromide (4.0 mL,
~0.4? ivI in diethyl ether), prepared above was added. The reaction was 20
stirred at 0 C for 3 hours, quenched by the addition of saturated ammonium
chloride solution, and partitioned, between ethyl acetate and additional
ammonium chloride solution. The organic layer was washed with brine, dried
over sodium sulfate, filtered. and concentrated under reduced pressure to
provide a yellow oil. The crude material was dissolved in methylene
chloride and adsorbed onto silica gel (~ g). Solvent was removed 25 under
reduced pressure, the silica gel with the product adsorbed was layered over
an Extract-Clean Cartridges (Alltech, packing: 10 g silica gel) and the
cartridge eluted with a hexanesiacetone step gradient consisting of 60 mL
of each of the following mixtures: hexanes, 8:1 hexanesiacetone. 4:1. 2:1,
and 1:1. Fractions containing desired product were combined. concentrated,
and further purified using HPLC (Technikrom hromasil 60-~ sil   WO 00/24719
2 7 MAY 2003 PCT.~lJS99/25234 silica column, 20 mm x 2S cm). The column was
eluted with a linear gradient consisting of 30% ethyl acetate/'hexanes to
l00% ethyl acetate at 10 mLimin. for 50 minutes. Fractions containing the
title product were combined and concentrated under reduced pressure to
provide a pale yellow solid (yield: 130.9 mg, 54%). mp 58-62 C. 'H NMR s
(300 MHz, CDC13) b 8.07 (d, J=18.0 Hz, 2H), 7.73 (s. 1 H), 7.47 (d, J=17.4
Hz, 2H), 7. I 8 (m, 1 H), 6.88 (m, 11-1), 6.76 (br d, J=15.6 Hz, 1 H), 6.68
(br d. J=18.6 Hz, I H), 4.86 (q, J=17.4 Hz, 21-I), 3.93 (s, 2H), 3.12 (s,
3H) MS (DCI!'~1H;) m/z 441 (M=H)', m/z 458 (M+NHa)', mlz 475
(?~~1+2NH~-I-I)*. Anal. calc. for C,H,6F,,N,O,S: C. 4.54; H, 3.66; N, 6.36.
Found: C, S4.52; H, 3.8 l ; N, 6.17. 10 Example 2?S
2-Q2,2.2-Trifluoroethvl)-4-(
1-cvclohexenvll-S-[4-(methvlsulfonvl)phenvll-3(2H1 pyridazinone 15 Example
2?5A 1-Cvclohexenvltriflate. n-Butyllithium (2.5IvI in hexanes, i.20 mL,
5.50 mmol) was added to a solution of diisopropylamine (0.77 mL, S.50 mmol)
in THF (`?0 mL) at-78 C. The resulting pale yellow solution was warmed to 0
C for 30 minutes then was cooled to -78 C. 2o Cyclohexanone (0.~2 mL, S.0
mmol) was added and the nearly colorless solution was warmed to 0 C for 1
hour. N-Phenyltrifluorumethanesulfonimide ( 1.79 g, 5.5 mmol) was added as
a solid. The solution was stirred at room temperature for 12 hours. The
reaction mixture was then partitioned between diethyl ether and saturated
sodium bicarbonate solution. The ether layer was washed with water then
brine, dried over sodium sulfate, 25 filtered, and concentrated under
reduced pressure. The crude material was purified by flash chromatography
(20:1 hexanesiethyl acetate) to provide the triflate as a pale yellow oil
(yield' 0.73 g. 64%). Example ?2SB   2 7 MAY 2003 WO 00/2719 PCT/US99i25234
1-Cvclohexenvltrimethvltin. A solution of 1-cyclohexenyltriflate (412 mg,
1.79 mmol), prepared according to the method of Example 225A, and LiCI (380
mg. 8.95 mmol) in THF (9 mL) was deoxygenated by bubbling a stream of N,
through the solution. Hexamethylditin (339 ~tL. 5 1.61 mmol) and
tetrakis(triphenylphosphine)palladium(0) (=114 mg, 0.36 mmol) were added
and the reaction heated at reflux for 12 hours. The reaction was cooled to
room temperature and partitioned between diethyl ether and saturated Sodium
bicarbonate solution. The ether layer was washed with water then brine,
dried over sodium sulfate, filtered, and concentrated under reduced
pressure. The crude material was dissolved in 1 o hexanes ( 1 mL.) and
loaded onto an Extract-Clean Cartridge~F (.~lltech, packing: 10 g silica
geld which had been wetted with 10% triethylamine in hevanes. The cartridge
was eluted with hexanes and fractions containing the triflate combined and
concentrated under reduced pressure to provide 1-evclohexenyltrimethyltin
as a clear oil (yield: 150 mg, 34%). 



IS Example 225C 2-(2,2.2-Trifluoroethyl~l-4-(
1-cyclohexenvll-5-[4-(methvlsulfonvllphenyl]-3(2 H~ ~yridazinone. A
solution of 1-cyclohexenyltrimethyltin ( 150 mg, 0.6 I mmol), prepared
according 2o to the method of Example 225B. and
2-(2.~.~-trifluoroethyl)--1-chloro-5-[4(methylsulfonyl)phenyl]-3(2H)-pyrida
zinone (172 mg, 0.47 mmol), prepared according to the method of Example
193E, in anhydrous N-methylpyrrolidinone (1 mL) was ` deoxygenated with
nitrogen. Dichlorobis(triphenylphosphine j palladium(II) (6 6 mg, 0.009
mmol) and [ 1,1'-bis(diphenylphosphino)ferrocene] dichloropalladium(II)
(7.7 mg, 25 0.009 mmol) were added and the reaction heated at 80 C for 16
hours. The reaction mixture was cooled to room temperature and partitioned
beween diethyl ether and water. The ether was washed with two additional
ponions water then bane, dried over sodium sulfate, filtered, and
concentrated under reduced pressure. The crude material was dissolved in
acetone and adsorbed onto silica gel ( 1 <~). Solvelo was removed under
WO 00J24719 ~ 1 M AY 2003 PCT/U S99/25234 reduced pressure, the adsorbed
silica gel layered over an Extract-Clean Cartridge ( Alltech, packing: 10 g
silica gel) and the cartridge eluted with a hexanes/acetone step gradient
consisting of the following mixtures: hexanes (60 mL), 8.1 hexanes/ acetone
(80 mL), 4:1 hexanes/acetone ( 160 mL). Fractions containing desired
product were combined, 5 concentrated, and further purified using HPLC
(Technikrom hromasil 60-~ sil silica column. 20 mm x 26 cm). The column was
eluted with a linear gradient consisting of 30,'0 ethyl acetateJ'hexanes to
100,'o ethyl acetate at 10 mL/min. over SO minutes. Fractions containing
the title product were combined and concentrated under reduced pressure to
provide a pale yellow foam (yield: 96.0 mg, 49%). mp 76-81 C. 'H NMR (300
MHz. CDC1,) 8 8.02 (d, J=l7.4 Hz, 2H). 7.76 (s, 1 H), 7.66 (d, J=17.4 Hz.
2H). 6.61 (br s, 1 H), 4.83 (br q. J=l6.2 Hz, 3H). 3.11 (s, 3H), 2.18 (br>
2H), 1.96 (br, 2H), l.70-l.50 (m, 4H). MS (DCh'NH;) m/z 413 (MI+H)-, m/z
430 (M+NH,)`, m/z 4a7 {M~2NH,-H)-. Anal. calc. for C,~H,9F,N,O~S: C, 66.33;
H. 4.64; N> 6.79. Found: C, >j.63; H, 4.71; ?~I, 6.66. ~ 5 Example 226
2-(2.?.?-Trifluoroethvl)-=1-(3-methylbutvl)-5-[3-fluoro-4-(aminosulfonvl)ph
envl]-3(2H) pyridazinone Example 226A 2o
3-Fluoro--1-(methvlthio)benzeneboronic acid.
3-Fluoro-4-(methylth~o)beazeneboronic acid was prepared according to the
method of Example 1, substituting 4-bromo-2-f7uorothioanisole in place of
4-bromothioanisole. Example 226B ''S
2-Benzvl-.~-methoxv-6-bromo-3(2H)-pvridazinone
2-Benzyl-4-methoxv-6-bromo-3(2I-1)-pyridazinone is prepared according to
the method of Example 83B starting with
2-benzyl--~.J-dibromo-3(2H)-pyridazinone, in place of
2-(?,~.2-trifluoroethyl)--1.6-dibromo-3(2H )-pyndazinone and substituting
methanol in place of isopropanol.   2 7 MAY 2003 VVO 001247l9
PCT/US99/25234 Example 226C
2-Benzvl-=1-methoxv-5-[3-fluoro-=1-(methvlthio,2phenyl]-3(2H)-pyridazinone
3-Fluoro-4-(methylthio)benzeneboronic acid and 2-benzyl-4-methoxy-5-bromo 5
3(2H)-pyridazinone were coupled according to the method of Example 83C to
provide 2
benzyl-~-methoxy-~-[3-fluoro-~-(methylthio)phenyl]-3(2H)-pyridazinone as a
yellow solid (yield: 4.98 g, 91%). 'H NMR (300 MHz, CDC13) ? 7.76 (s,
II-I), 7.=17 (m, 21-i), 7.39-7.21 (m, 7H), 5.3=1 (s, 2H), -1.13 (s, 3H),
'?.~ 1 (s, 3H). MS (DCI/NH3) m;z 3~7 (MTH)', m/z 374 (M+NH4)'. to Example
226D 3-MethvlbutvlmaQnesium bromide An oven-dried flask containing small
pieces of magnesium ribbon (l3=1 mg, ~.~ mmol) was charged with diethyl
ether ( 1 ? mL). 1-Bromo-3-methylbutane (600 uL, s 15 mmol) was added
dropwise, followed by dibromoethane ( 10 pL). The reaction required heating
at gentle retlux before gas evolution was observed. The reaction was
refluxed for 3 hours and cooled to room temperature. The pale gray solution
of 3-methylbutylmagnesium bromide was used in the neat reaction. 20 Example
26E 2-Benzvl-4-(
3-methvlbutvl)-~-(3-fluoro-4-(methvlthioyhenvl]-3(2H)-pvridazinone A
solution of 2-benzyl--1-metho~cy-5-(3-fluoro-4-(methylthio)phenyl]-3(2H)
pyridazinone (~00 mg, 1.40 mmol), prepared according to the method of
Example 226C, in THF (20 mL) w-as cooled to-78 C. 3-Methylbutylmagnesium
bromide (5 mL, I .96 25 mmol), prepared in Example 226D, was added.
dropwise Upon completion of the addition, the reaction mixture was placed
in an ice bath. After ~'.~ hours, the reaction was quenched by adding
saturated ammonium chloride solution. The crude reaction mixture was
partitioned between ethyl acetate and additional ammonium chloride
solution. The organic layer was washed with brine, dried over sodium
sulfate. filtered, and concentrated '_' I 6   Z 7 MA's ~~~3 WO 00I24719
PCT/US99125234 under reduced pressure to provide a yellow oil (yield: 550
mg, 99%). 'H NMR (300 MHz, CDC13) a 7.67 (s, 1 H). 7.~9 (m. 2H), 7.39-7.25
(m, 4H). 7.02 (m. 2H). 5.35 (s. 2H), 2.572.49 (m, 2H}, 2.52 (s, 3H).
1.62-l.36 (m, 3H), 0.83 (d. 6H, J=12.0 Hz). MS (DCI/NH3) m/z 397 (IvI+H)',
m/z ~ 14 (M+NH4)'. MS (DCI/NH~) m/z 397 (M+H)-. m.~z 4l4 5 (M+NH~)'.
Example 226F 4-(3-Methvlbutv I)-5-f
3-fluoro-4-(methvlthio)phenyll-3('_'H)-nvridazinone.
2-Benzyl-4-l,3-methvlbutyl)-5-[3-fluoro-=I-(methylthio)phenyl]-3(''H)-pyrid
azinone 10 (550 mb, 1.39 mmol), prepared in Example ?26E, was debenzylated
according to the method of Example 1 I to provide
4-(3-methylbutyl)-5-[3-fluoro-4-(methylthio)phenyl]3(2H)-pyridazinone as a
pale yellow solid (yield: 375 mg, 88%). 'I-I NMR (300 MHz, CDC13) 8 7.65
(s, 1 H), 7.34 (dd, 1 H, J=I 6.2, 16.2 Hz). 7.11-6.98 (m, 2H), 2.60-2.50
(m, 2H), 2.54 (s, 3H), 1.65-I .37 (m, 3H), 0.83 (d. 6H, J=13.0 Hz). MS
(DCIINH3) m/z 307 ~ 5 (M+H)', m/z 324 (M+VH-l)' 1~IS (DCI,~NH,) m/z 307
(M+H}`, m/z 32-1 (~i-NH,)'. Example 226G
2-(2.2.2-Trifluoroethvll-=I-(3-methvlbutvl~)-5-[3-fluoro-4-(methv(th~olphen
vll 3~2H1 pyridazinone. 20
4-(3-utethylbutyl}-5-[3-fluoro-=1-(methylthiophenyl]-3(2H)-pyndazinone (375
me, 1.23 mmol), prepared in Example 226F, was alkylated according to the
method of Example 20 to provide
2-('_'.2.?-trifluoroethyl)-4-(3-methylbutyl)-5-[3-fluoro-4
(methylthio)phenyl]-3(2H)-pyridazinone as a clear oil (yield: 331 mg, 69%).
'H NMR (300 MHz, CDC13) b 7.6 7 (s, 1 H), 7.34 (dd, 1 H, J=16.8. 16.8 Hz),
7.11-6.98 (m, 2H), 4.83 35 (dd, 2H, J=17.=l, 17.4 Hz), i.60-2.51 (m, 2H).
2.53 (s, 3H), 1.6l-1.3'_' (m, 3H). 0.85 (d, 6H, J=l2.0 Hz). MS (DCI/NH3)
m~z 389 (M+H)`, tm'z 406 (M-NH-1)'. MS (DCI~'NH,) m/z 389 {M+H)-, m'z 406
('~I~NH~)-. Example 226H   Q ? MAY 2003 WO 00/2d719 PCT/IJS99/25234
2-(2.2.2-Trifluoroethvl)--1-(3-methvlbutv!)-s-(3-fluoro-4-(methvlsulfinvi)p
henvl]-3('_'H) pvridazinone.
2-(2,2,?-Trifluoroethyl)-4-(3-methylbutyl)-~-[3-fluoro-4-(methylthio)phenyl
] 3(2H)-pyridazinone (331 mg, 0.85 mmol), prepared in Example 226G, was
oxidized 5 according to the method of Example 5 using only one equivaient
of ~tCA to provide ~
(?,2,2-trifluoroethyl)-4-(3-methylbutvl)-~-[3-fluoro--1-(methv
lsulfinvl)phenyl]-3(2H)pyridazinone as an off white solid (yield: 240 mg,
69ro) ' H N~IR (300 'VIHz. CDCI~) b 8.02 (dd, 1 H. J=16.0, I 5.0 Hz), 7.67
(s. 1 H). 7.37 (dd. I H, J=17.4, 3.0 Hz), 7. I 1 (dd, 1 H, J=l8.6, 3.0 Hz),
4.84 (dd. ?H. J=17.4. 17.4 Hz), 2.91 (s, 3H), ?.63 (m. 2H). I.60 1.36 (m,
3H), 0.67 (d, 6H, J=1?.0 Hz). MS (DCLT1H3 ) miz 406 (I~~ITH)', m,'z 422
(Ivt+NH=I)-. VIS (DCI/NH,) m,-z 406 (MTcI)-, m/z ~4?2 (M+NH,)-. Example
2261 2-~.3
2-Trifluoroethvl)-=1-(3-methvlbutvl)-6-'~3-fluoro--I-(ammosulfonvl)phenvll-
3(2H) ~ 5 wridazinone
2-(2.2,2-Trifluoroethyl)-=i-(3-methylbutyl)-5-[3-fluoro--I-(methylsulfinyl)
phenyl] 3(2H)-pyridazinone (240 mg, 0.694 mmol), prepared in Example
2'_'6H, was converted to the sulfonamide according to the procedure of
Example 68 to provide the title compound as a white solid (yield: 109 mg.
=l4%1. mp 163-156 C. 'H I~1IR (300 MHz. ?0 CDCI,) b 8.07 (dd, J=15.0. 16.0
Hz, 1 H), 7.74 (s, 1 H). 7 .27- 7.19 (m. 2H). 6.14 (br s, 2H). 4.83 (q,
J=18.0 Hz, 2H), 2.62 (m> 2H), 1.66 (m, 1 H). 1.41 (m. 2H), 0.85 (d, J=l2.6
Hz, 6H). MS (ESI (-)) m/z 420 (M-H)-. Anal. calc. for C,.H,9F,N;03S. C, 48
45; H, 4.54, N, 9.97. Found: C, 48.24; H, 4.56; N, 9.80. 25 Example 227
2-(2.2.2-Trifluoroethvll-4-benzvl-~-f4-(methylsulfonvllyhenvll-
3(2H1-nvridazinone The title compound was prepared by addinj 1.0 M
benzylmagnesium chloride in ether (0.53 mL. 0.63 mmoll to a THF (20 mL)
solution of 2-(~.~.2-trifluoroethyl)-4
chloro-~-[4-(methvlsulfonyl)phenyl]-3(2H)-pyridazinone ( 1 ~ 0 mg, 0.4I
mmol), prepared >>s   WO 00124i19 ~ 7 MAY ~~Q3 PCT/US99/25234 according to
the method of Example 193E, at 0 C, then allowing the mixture to warm to
room temperature over 2 hours. After an aqueous work-up. the crude material
was purified by column chromatography (silica gel, 65:35 hexanes/ethyi
acetate) and crystallized from ethyl acetate;'hexanes to provide white,
crystalline product (yield: 74 mg, 5 43%). mp 112-114 C. 'H N~tR (300 MHz,
CDCI;) S 3.1'' (s, 3H), 3.94 (s, 2H), 4.86 (q, J=12 Hz, 2H). 6.99 (dd,
J=7.5 Hz. 3 Hz. 2H), 7.2 (m, 3H). 7.48 (d, J=9 Hz, ?H), 7.72 (s. 1H). 8.06
(d, J=9 Hz, ?H). MS (DCh~IH,) m/z 423 (M+H)-. Anal. calc. for C~oH"F3N,O,S:
C. 5b.86: H, 4.0~; N, 6.63. Found: C. 56.60; I-I, 4.13; N, 6.57. Example 2?
8 ?-(=1-Fluoroohenvl)--1-evclohe~cvl-~-[4-i
methylsulfonvllphemdl-3(2)-I)-pvridazinone A solution of
?-(4-fluorophenyl)-=1-methoxy-~-(4-(methylthio)phenyl]-3(ZH) pyridazinone,
prepared in Example 194C, (200 mg, 0.5l mmol) in THF (8 ml) was cooled to
-78 C and treated with cyclohexylmagnesium chloride, ? iVi solution in
ether (0.31 ml, 15 0,7 mmol). The reaction mixture was stirred at -78 C for
? hours and then was warmed up to room temperature by removing the cooling
bath. Stirred at room temperature for 2 hours water (~0 ml) was added to
the reaction mixture and ewracted with ethyl acetate (~0 ml). The organic
layer was dried over MgSO; and concentrated in vacuo. The resulting methyl
sulfide compound was purified by flash chromatography (SiO,, eluting with
9:1 2o hexanes:ethyl acetate) to provide the desired product (yield: 1'_'8
mg) 69'). ~1~TS {DCI/NH,) miz 39~ (NI+H)y, 412 (M+NH,)-. The methyl sulfide
compound, prepared above, ( 1?2 mg, 0.3 mmol) in CH,C1, ( 10 ml) at 0 C,
was treated wnh CH,CO,H (0.3 ml, 1 mmol). The reaction was complete in 2
hours. The reaction mixture was diluted with CH=C1, and washed with
saturated NaHCO; 25 and brine respectively. The resulting crude residue was
purified by flash chromatography (Si0=, eluting with 1:1 hexanes:ethyl
acetate) to provide the desired product (yield: 110 mg. 93,'). mp ?31-233
C. ~H WIR (300 NII3z. DMSO-d6) d 1.1 (m, 3FI). 1.6 (m. 6H), 2.1 ~ (m, 2H),
7.3 ~ (t, 2H), 7.6~ (m) ?H), 7.73 (dd, ?H) 7.93 (s, 1 H), 8.1 (d, 2H). I~1S
2I9   WO 00I24719 ~ ~ MAY e~'~'~ PCT/US99!25234 (DCI/NH,) m/z 427 (M+H)-.
=l-1=I (NI~NH,)-. Anal. calc. for C,, H,;FN,O,S.0.76 H,O: C. 64.77; H.
i.44; N, 6.57. Found: C. 62.86; H. 6.63; N, 5.78. Example 229 5
2-(4-Fluorophenvl)-4-i4-methvlphenvl)-~-L-(methvlsulfonvllphenvll-3~ZH)-pvr
idazinone The title compound ~.~as prepared according to the method of
Example 228 , substituting p-tolylmagnesium bromide in place of
cyclohexylmagnesium chloride (yield: 90 mg, 39,%). mp 24'?-2-1-I C. ~H
NiI~IR (300 MHz. DMSO-db) d 2.?~ (s, 3H). 8 3.26 (s, 3H), 7.1 (t. 4H), 7.35
(t. '_'H). 7.6 (d. J=9 Hz. 2H), 7.7 (dd) 21-I) 7 9 (d) J=9 Hz, 2H), 8.2 (s,
~ 0 1 H). ~-IS (DCI~'NH,) m,%z -433 ( I~I-~H)'. 4~? (M-~NH,)-. Anal. calc.
for C=,H,yFN,O;S.O.~ 1-I,O: C, 66.34: H, 4.41. N. 6.~s. Found: C. 64.61: H.
4.J7; N, 6.10. Example 230
2-(4-Fluor~henvll--1-benzvl-~-~4-(methvlsulfonvt~phenvll-3(2H1-pvridazinone
~ 5 The title compound was prepared according to the method of Example 228
, substituting benzylmagnesium bromide in place of cyclohexylmagnesium
chloride (yield: 179 mg, 81%). mp 180-18? C. 'H NMR (300 IvIHz. DMSO-d6) d
3.3 (s, 3H), 7.0 (d) 2H). 7.2 (m, 3H), 7.35 (t. ?H). 7.66 (m, 2H). 7.72 (d.
2H) 8.05 (m, 3H). MS (DCI,!NH;) m/z 436 (ivI+H)`. 462 (M+NH,)-. Anal. calc.
for C=,H,~FN_03S.0.6 H,O: C, 66.3-l; H. 30 4.41; N, 6.46. Found: C. 66.=I8:
H) 4.17, N. 6 36. Example 231
2-(4-Fluorophenvll-4~phenvlethvnvl)-6-1.~-(methvlsulfonvllphenvll-3(2H1-pvr
idazmone 



The title compound was prepared according to the method of Example 228 . 25
substituting phenylacetylene magnesium bromide in place of
cyclohexylmagnesium chloride (geld: 150 mg. 6 6.6 o). mp 203-204 C. ' H NMR
(300 MHz. DMSO-d~) 8 3.3 (s, 3H). 7.4 (m, 8H), 7. 7 (m. 2H). 8.16 (m. 4H) ;
8.36 (s, 1H). MS (DCI,~NH,) m/z 436 (:~I~H)-. 462 (M+NH,)-. Anal. calc. for
C,;H"FN,O;S: C, 67.56; H, 3.86: N, 6.30. Found: C, 67.63. H, 3.86. N. 6.30.
'_'30   2 ? M AY 20D3 WO 00/24719 Example 232 PCT/US99/25234
?-(3.4-Difluorophenvi)-.~-cvclohexvl-5-(4-(methvlsulfonvl)phenvll-3(2H)-pvr
idazinone The title compound was prepared according to the method of
Example 228 , 5 starting with
2-(3.4-difluorophenyl)-4-methoxy-5-[~-(methylthio)phenyl]3(2H) pyridazinone
in place of
2-(~-fluorophenyl)-4-methoxv-~-[4-(methylthio)phenyl]-3(2H)pyridazinone
(yield: ?4~ mg, 80%). mp 80-83 C. 'H NMR (300 ~IHz, DMSO-d6) 8 1.1 (m, 3H),
1.6 (m, 6H), 2.1 ~ (m. 2H), 7.5 (m, 1 H), 7.6 (m. 2H), 7. 7 (d, 2H), 7.78
(m. 2H), 7.93 (s, 1 H), 8.1 (d, 2H). MS (DCI/NH3) miz 44~ (Mi+H)~, 462
(vI+NH,)'. Anal. calc. for C,,H"F,N,O,S: C, 62.1 g H. 4.99; N. 6.30. Found:
C. 62.65: H. ~.2~; N. i.97. Example 233
,4-Difluorophenvl)-4-benzvl-5-L-(methvlsulfonvl)phenvl]- 3(2H) Fvridazinone
The title compound was prepared according to the method of Example 2?8 , i5
starting with
'_'-(3,4-difluorophenyl)-4-methoxy-~-[4-(methylthio)pheny!]-3(2H)
pyridazinone in place of
?-(=1-difluorophenyl)-4-methoxy--[4-(methylthiojphenyl]-3(2H)pyridazinone
and substituting benzylmagnesium bromide in place of cyclohexylmagnesium
chloride (yield 206 mg, 66%). mp I66-168 C. 'H i~MIR (300 NiHz, DMSO-d~) 8
3.3 (s, 3H). 3.9 (s, 2H). 7.0 (d, 2H1. 7.2 (m. 3H), 7.6 (m, ?H). 7.72 (d,
20 2H), 7.8 (d, 1 H), 8.05 (d, 2H). 8.12 (s) 1 H). MS (DCI,~NH,) m/z 453
(M+H)-, 470 (M+NHa)y. Anal. calc. for C,,H,9F:N,O,S: C, 63.71: H. 4.01; N,
6.19. Found: C, 63.53; H, 4.33; N, 5.76. Example 234 35
2-(3,4-Difluorophenvll-=4-1=1-methvlt~henvl)-~-f4-(methvlsulfonvllphenvl]-;
(2Hl pyridazinone The title compound was prepared according to the method
of Example ?28 , starting with
2-(3,4-difluorophenyl)-4-methoxy-~-[4-(methylthio)phenyl]-3(2H) pyridazmone
in place of 2-(4-ditluorophenyl)-4-methoxv-~-[-~-(methylthio)phenvl]-3(2H)
2 ? M AY 2~~3 WO 00l24719 PCTr'LS99I25234 pyridazinone and substituting
p-tolvlmagnesium bromide in place of cyclohexylmagnesium chloride (yield:
140 mg, ~6%) . mp 190-192 C. 'H N1~~IR (300 MHz. DMSO-db) S 2.28 (s, 2H), b
3.2~ (s. 3H). 7.1 (s) 4H). 7.~ (m, 4H), 7.89 (m. 3H). 8.0~ (d, 2H). 8.23
(s, 1H). MS (DCI/NH,) m/z 4~3 (M+H)'. -170 (M+NH,)-. Anal. calc. 5 for
C,,F,H,sN,O,S: C, 63.7t ; H. 4.01; N, 6.19. Found: C. 63.69; H. 4.29; N,
5.96. Example 23~
?-(3.4-Difluorophenvl)-4-(4-fluoro-3-methvlphenvl)-~-[4-(methylsulfonvl)phe
nvll-3(2H1 pvridazinone )0 The title compound was prepared according to the
method of Example 228 . starting wmh
?-(3.4-difluorophenyl)-4-methoxy-~-[4-(methv
lthio)phenyl]-3(2H)pyridazinone in place of
2-(4-fluorophenyl)-4-methoxy-~-[4-(methylthio)phenyl]-3(2H)pyridazinone and
substituting 4-fluoro-3-methylbenzenemagnesium bromide in place of
cyclohexylmagnesium chloride (yield: 180 mg, 72.5%) . mp 166-168 C. 'H NNIR
(300 15 MHz) DMSO-db) ~ 2.15 (s, 3H), 8 3.2~ (s, 3H), 7.01 (m, 2H). 7.25
(d, 1H), 7.6 (m, 4H), 7.9 (m, 3H), 8.26 (s, 2H). MS (DCI/NH,) m/z 471
(M+H)'. 488 (Iv1+NH,)'. Anal. calc. for C,,F,H,,N~O;S: C, 61.27; H, 3.64;
N, i,95. Found: C. 61.47; f-I, 3.84; N. i.67. Example 236 2o
2-(3.4-Difluorophenvl)-~-[4-( methvlsulfonvl)phenvlL=1-v
anvl-3(2H)-pvridazinone The title compound was prepared according to the
method of Example 228 , starting with
2-(3.4-difluorophenyl)-4-methoxy-~-[4-(methvlthio)phenyl]-3(2H)
pyridazinone in place of
2-(4-fluorophenyl)-4-methoxy-5-[-1-(methylthio)phenyl]-3(2H) pyndazinone
and substituting vinyl magnesium bromide m place of cyclohexvlma~nestum 25
chloride (yield: 85 mg, 31.8%). 'H NMR (300 MHz. DMSO-db) 8 2.1~ (s, 3H), a
3.3 (s, 3H), ~.7 (dd, 1 H), 6.4 (dd, 1 H), 6.7 (dd. 1 H) 7.01 (m, '?Hl. 7.
~ (m, 1 E-I). 7.65 (m. 1I~). 7.8 (m. 3H), 8.1 (s, 3H). MS (DCI,~NH3) m/z
389 (M+H)`, -106 (~-I~NHa)-. Example 237 ,.,   WO 00/24719 2 7 MaY 2_003
PCT/US99/25234
2-(3.4-Difluoroohenvll-4-(?-thienvl)-5-f4-(methvlsulfonv!)phenvll-3(?H)-pyr
idazinone The title compound was prepared according to the method of
Example 228 , starting with
2-(3.4-difluorophenyl)-4-methoxy-~-[4-(methvlthio)phenyl]-3(2H)
pyridazinone in place of
2-(4-fluorophenyl)-4-methoxy-5-(:~-(methylthio)phenyl]-3(2H) 5 pyridazinone
and substituting '?-thienylmagnesium bromide in place of
cyclohexylmagnesium chloride (yield: 66 mg, 28%). mp 189-191 C 'H NMfR (300
MHz. DMSO-db) 8 3.3 (s, 3H), 6.95 (m. 2H), 7.5 ~ (m. 1 H), 7.7 (m. SH).
7.85 (m, 1 H), 8.03 (d, J=9 Hz, ?H), 8. t 3 (s, 1 H). I~MS (DCI/NH;) m/z
44s (l~~t+H)'. 462 (M+NH,)'. Anal. calc. for C,,H"F,N,O,S,: C, 56.75: H,
3.17; N. 6.30. Found: C. 56.92, H, 3.9?, N, 5.79. ~o Example 238
2-(3.4-Difluorophenvl)-4-(
1-propvnvl)-~-~4-(methvlsulfonvl)p~henvll-3(21-I) :pvridazinone The title
compound was prepared according to the method of Example 228 , starting
with 2-(3,4-difluorophenyl)-4-methoxy-~-[4-(methylthio)phenyl]-3(2H) 15
pyridazinone in place of
2-(4-fluorophenyl)-4-methoxy-~-[4-(methylthio)phenyl]-3(2H) pyridazinone
and substituting methylacetylenemagnesium bromide in place of
cyclohexylmagnesium chloride (yield: 65 mg, 24%) . mp 149-150 C. 'H N1~IR
(300 MHz, DMSO-db) b 2.1 (s. 3H), 3.3 (s, 3H), 7.5 I (m, 1 H), 7.65 (m, 1
H), 7.8 (m, 1 H), 8.1 (m. 4H) : 8.3 (s, 1 H). iylS (DChNH,) miz 463M+H)-,
480 (M+NI3~)'. Anal. calc. for '_'0 C,H,aF,N,0~S.0.2~ H20: C. 59.94. H,
3.52; N, 7.00. Found. C. 59.49: H, 3.63; N, 6.34 Example 239
2-(3.4-Difluorophenvl)-4-t-butyl-5-[4-(methvlsulfonvl)vhenvl]-3(2H1-pvridaz
inone The title compound was prepared according to the method of Example
2?8 , ~5 starting with
2-(3,4-difluorophenyl)-4-methoxy-5-[4-(methvlthio)phenyl]-3(2H)
pyridazinone in place of
2-(4-fluorophenyl)-4-methoxy-s-(.~-(methylthio)phenyl]-3('H)pyridazinone
and substituting t-butvlmagnesium bromide in place of cyclohexylmaQnesium
chloride (yield: 60 mg, 24%). mp 158-161 C. 'H NMR (300 MHz. DMSO-dh) 0
1.21, (s, 9H), 3.3 (s, 3H). 7.51 (m, 1 H). %.-15 (m. 1 H). 7.75 (m, 4H), ;
2 7 MAY 2003 WO 00/Z4719 PCTIUS99~25Z3~1 8.02 (d, J=9 Hz. 2H). :vIS
(DCh'IvH;) m/z 419 (M+H)-. 436 (NI+NH,)-. Anal. calc. for C,,H,F,N=O,S: C,
60.27: H. 4.8?; N, 6.69. Found: C. 60.15; H, 6.10: N, 6.39 Example 240 5
2-(2
2.'_'-Trifluoroethvll--1-cvclohexvl-5-L-lmethvlsulfonvl)phenvll-3(''H)-pvri
dazinone The title compound was prepared according to the method of Example
228 , starting with
?-(~,'',~-trifluoroethyl)-4-chloro-~-[4-(methylthio)phenyl]-3(2H)
pyridazinone. prepared in Example 193D, in place of
?-(4-tluorophenyl)-4-methoxy-5-(4(methylthio)phenyl]-3(2H)-pyridazinone,
(yield: 1'_'0 mc, 63%). mp 215-218 C. 'I-I NMR (300 MHz. CDCI,) 0 1.1 (tt,
J=9 Hz. J=4.~ Hz. 2H), l .26 (tt. J=9 Hz. 4.6 Hz. 1 H), 1.49 (d, J=12 Hz,
?H). l .b.: (d. J=12 Hz. 1 H), 1.76 (dt. J=12 Hz. 3 Hz. ~'H), '_'.? 1 (qd,
J=9 Hz, 4.6 Hz, 2I-I), 2.51 (tt. J=1'_ Hz, 3 Hz, 1H). 3.17 (s, 3H). 4.83
(q. J=12 Hz, 2H), 7.49 (d, J=9 Hz. 2H), 7.6 (s, 1 H). 8.09 (d. J=9 Hz, 2H).
MS {DCI~'VH,) m/z =11 ~ (M+H)'. Anal. calc, for C,9H,,F;N,O,S: C. ~ i.06;
H, 5.1; N, 6.76. Found: C. ~ 5.08; H, 5.10; N, 6.70. l5 Example 241
~-(s-Chlorophenvl)-4-(3-tluorobenzyll-~-f 4-(methvlsul
fonvllphenvll-3(2H1-twridazinone
2-(3-Chlorophenvl)-4-(3-fluorobenzyl)-5-[4-(methylthio)phenyl]-3(2H)
pyridazinone was prepared according to the method of Example 2'_'8 (
starting with 2-i3 2o
chlorophenyl)-4-methox~-~-(4-(methylthio)phenyl]-3(2H)-pyridazinone,
prepared in Example 207C, and substitutinv 3-fluorobenzylmagnesium chloride
in place of cyclohexylmagnesium chloride to provide the methyl sulfide
compound. The methyl sulfide compound was oxidized according to the method
of Example 10 to provide the title compound (yield: l 80 mg) ~ 5 %). mp l
-12-143 C. ' H NMR (3 00 25 MHz. CDCI;) 8 3.14 (s, 3 H). 3.98 (s. 2H). 6.76
(br d. J=9 Hz, 1 H j, 6.82 (br d. J=9 Hz, 1 H), 6.88 (br t. J=9 Hz, 1 H ).
7 1 ~- 7 .23 (m. 1 H ). 7.3 7-7 47 ( m. 2 H). 7.64 (d. J=9 Hz. 2H), 7.63
(dt. J=9 Hz. 2 Hz, 1 H), 7 76 (t, J=~ Hz, 1 H), 7.82 (s, 1 H), 8.10 (d, J=9
Hz, ?I-I). MIS (DCh'NH;) m/z 469 (M+H)-. 486 (M+NH,)-. Anal. calc. for
C=,H,~C1F=N=O;5.0.6 H=O: C. 60.38; H, 3.88; N, 6.87. Found: C, 60.62; H.
3.89; N. 6.8?.   WO 00/24719 Example 242 2 7 M AY 2003 PCT/U S99/25234
2-(4-Fluorophenvll-4-( 3-fluorobenzvl)-514-(methvlsulfonvl)phenvll
312H)-pvridazinone
2-(4-Fluorophenyl)-4-(3-fluorobenzyl)-5-[4-(methylthio)phenvl]-3(2H) 5
pyridazinone was prepared according to the method o f Example 2? 8 ,
starting w ith 2-(4
fluorophenyl)-4-methoxy-5-[4-{methylthio)phenyl]-3(?H)-pyridazinone.
prepared in Example 194C, and substituting 3-fluorobenzylmagnesium chloride
in place of cyclohexylmagnesium chloride to provide the methyl sulfide
compound. The methyl sulfide compound was oxidized according to the method
of Example l0 10. to provide the title compound (yield: 450 mg. 66.8%). mp
176-178 C. 'I-I N1~IR (300 IvIHz, CDC1,) 8 3.l4 (s, 3H). 3.95 (s, 2H). 6.7~
(br d. J=9 Hz. 1 H). 6.8'_' (br d. J=9 Hz. 1 H), 6.88 (br t. J=9 )-Iz. 1
H), 7.14-7.?3 (m, 3H). 7.54 (d, J=9 Hz. 2H). 7.67 (dd, J=9 Hz, 6 Hz, ?H),
7.81 (s, 1H), 8.10 (d, J=9 Hz, 2H). I~~1S (DCI/I~'H,) n~/z 516 (VI+NHa)-.
Anal. calc. for C,,H,9F,N,O;S.H,O: C, 61.28; H. 4.04; N, 5.96. Found: C,
61.24; H, 4.09; N, 15 i.77. Example 243
?-(3.4-Difluorophenvll-4-(3-fluorobenzvll-5-f-t-t methvlsulfonvl)phenvll-
3(?I-Il pvridazinone 30
2-(3,4-Difluoropbenyl)-4-(3-fluorobenzyl)-5-[4-(methvlth~o)phenyl]-3(?H)
pyridazinone was prepared according to the method of Example 228 . starting
with
2-(3,4difluorophenyl)-4-methoxv-5-[4-(methylthio)phenyl]-3(2H)-pyridazinone
, and substituting 3-fluorobenzylmagnesium chloride in place of
cyelohexylmaenes~um chloride to provide the methyl sulfide compound. ?5 The
methyl sulfide compound was oxidized accordin~~ to the method of Example 10
to provide the title compound (yield: 390 mg, 68%). mp l61-l63 C. 'H NMR
(300 IvIHz, CDC1,) 8 3.1:1 (s. 3H), 3.95 (s, 2H). 6.74 (br d, J=9 Hz. 1 H),
6.82 (br d, J=9 Hz, 1 H), 6.89 (br t, J=9 Hz, 1 H), 7.15-7.3 3 (m. 2 H).
7.48-7.5 7 (m. 1 H). 7 . 53 (d, J=9 flz, ''H). 7.59-7.67 (m. 1 H), 7.83 (s.
1 H), 8.10 (d. J=9 Hz, ?1-I). MIS (DCI~'NH,) m;'z -171 (,vITH)`,   2 ? MAY
~n~~ WO 00/2.l719 PCT/US99/:523~ 488 (M+NH,)-. Anal. calc. for C,,H,,,F;
N,O;S.0.6 H,O: C. 60.13. H, 3.66; N> 6.86. Found: C, 60.08: H, 3.81; N.
5.54. Example 244 5 ~-l3-Chlorophenvl)-4-l-I-fluoro-3-methvlphenvl)-5-f
4-lmethvlsulfonvl)phenvll- f~Hl pvridazinone
2-(3-Chlorophenyl)-4-(4-fluoro-3-methylphenyl)-~-[-+-(
methylthio)phenyl]-3(2H) pyridazinone was prepared according to the method
of Example ''28 ( starting
with'-(3chlorophenyl)-4-methoxy-~-[4-(methylthio)phenyl]-3(2H)-pyridazinone
, prepared in vo Example 207C. and substituting
4-fluoro-3-methylphenylma~nesium bromide in place of cyclohexylmagnesium
chloride to provide the methyl sulfide compound. The methyl sulfide
compound was oxidized according to the method of Example 10 to provide the
title compound (yield: 620 mg, ~7%). mp '_'~8-230 C. 'H NiVIR (300 MHz,
CDCI;) S 2.20 (s, 3H), 3.06 (s, 3H), 6.83-6.93 (m, 2I-f). 7.19 (br d, J=9
Hz, 1H), ~ 5 7.37-7.47 (m, 2H), 7.40 (d, J=9 H-r_, 2H), 7.65 (dt, J=7 Hz. 3
Hz, 1 H), 7.68 (t, J=3 Hz, 1 H). 7.91 (d, J=9 Hz, 2H), 7.98 (s, 1 H). MS
(DCI,~NH3) m,~z 469 fI~H)', 486 (M+NHa)'. Anal. calc. for C,,H,eCIFN,O;S.
C, 6l.54; H, 3.85; N, 5.99. Found: C. 61.39: H, 3.84; N. 5.82. Example ''46
~-(4-Fluorophenvl)-4-(=l-fluoro-'~-methylphenvl)-6-
=1-lmethvlsulfonvllphenvll-3(2H) pvridazinone 2-(4-Fluoropheny
l)-4-(4-fluoro-3-methylphenyl)-~-[-1-(methylthio)phenyl]-3(2H) pyridazinone
was prepared according to the method of Example 228 , starting with 2-(4~5
fluorophenvl)-4-methoxy-~-[4-(methylthio)phenyl]-3(2H)-pyridazinone,
prepared in Example 194C, and substituting
4-fluoro-3-methylphenvlmagnesiurn bromide in place of 



cyclohexylmagnesium chloride to provide the methyl sulfide compound. The
methyl sulfide compound was oxidized accordin? to the method of ExamFie 10
to provide the title compound iyield: 690 m~, 74.4,~0). mp ?-16-247 C. 'H
NIvIR (300 2.6   WO 00/?4719 2 7 M AY 2003 PCT/US99/25234 MHz, CDCI,) cS
2.01 (s, 3H), 3.07 (s. 3H). 6.87 (m, 2H), 7.21 (m, 3H), 7.4I (d, 3=9 Hz.
2H), 7.68 (m, 2H), 7.92 (d. J=9 Hz. 2H), 7.97 (s. 1 H). MS (DCI/NH~) m/z
453 (M+H)-, 470 (M+NH,)`. Anal. calc. for C,,H,BF,N,O,S.0.5 H,O: C. 62.47;
H, 3.90; N, 6.08. Found: C, 62.11: H, 4.11: N. 5.81. 5 Example 246
2-(3-Chloro-4-fluorophenvll--I-cvclohexvl-5-L4-(methvlsulfonvl)phenvl]-3(2H
1 pyridazinone. Io Example 246A 2-(3-Chloro-4-fluorophenvl
)-4.5-dibromo-3(~H)-pvridazinone The title compound is prepared according
to the method of Example 194A, substituting 3-chloro-4-fluorophenyl
hydrazine~HCl in place of 4-fluorophenyl hydrazine.HCl (yield: 9.1 g, 9%).
'H NMR (300 MHz. CDCI~) 7.`''? (d, J=9 Hz, IH), l5 7.53-7.58 (m, 1 H)) 7.73
(dd, J=9 Hz, 3 Hz. 1 H), 7.94 (s, 1 H). MS (DC1/NH,) m%z 383 (M+H)', 400
(M+NH,)' Example ?46B 2-(3-Chloro-4-fluorophenvll-4-methoxv-~-bromo-
3(2H)-pvridazinone. 2o The title compound is prepared according to the
method of Example 194B. substituting
2-(3-chloro-4-fluorophenyl)-4.5-dibromo-3(2H)-pyridazinone in place of
2-(4fluorophenyl)-4,5-dibromo-3(2H)-pyridazinone (yield: 5.6 g, 84%). 'H
NMR (300 MHz. CDCl3) 4.32 (s, 3H), 7.'_'2-7.30 (m. I H), 7.45-7.55 (m, 1
H), 7.64-7.74 (m. 1 H), 7.94 (d, J=9 Hz, I H). MS (DCI/NH3) m/z 335 (M+H)-,
352 (M~NH,)'. 25 Example 246C
2-(3-Chloro-4-fluorophenvll-4-methoxv-~-~4-(methvlthio lphenv 1 ]-; (?
Hl-pvridazinone The title compound is prepared according to the method of
Example 6 starting with
?-(3-chloro-4-fluorophenyl)-4-methoxy-~-bromo-3(2H)-pyridazinone in place
of 2-benzyl   ? 7 MAY 2003 WO 00I24719 PCTIUS99;25234
~-methoxy-4-bromo-3('_'H)-pyridaztnone and substituting
4-(methylthio)benzeneboronic acid in place of 4-fluorobenzeneboronic acid
(yield: 3.2 g, 63%). 'H NMR (300 MHz, CDCI,) 8 2.53 (s. 3H}. 4.l3 (s, 3H),
7.?5 (t. J=9 Hz, IH). 7.35 (d, J=9 Hz. 2H), 7.52 (d, J=9 Hz, 2H), 7.55-7.64
(m. IH). 7.78 (dd, J=9 Hz, 3 Hz. 1H), 7.93 (s, .H). MS (DCI,~NH;} s m/z 377
(M+H)-, 394 (M~NH,}-. Examyle 246D
2-(3-Chloro-4-fluoro~henvll-4-cvclohexvl-5-[4-(methylthiolphenvll-3(2H)-pvr
idazinone The title compound is prepared starting with
2-(3-chloro-4-fluorophenvl)-4
methoxy-5-[4-(methylthto)phenyl]-3(2H)-pyndazinone in place of
2-(-~-fluorophenyl)-4 methoxy-~-[4-(methylthio)phenyl]-3(2H)-pyridazinone
by treatment of the methoxy sulfide compound with cvclohexvlmagnesium
chloride according to the method of Example 228 to provide the cyclohe~cyl
sulfide compound. i s Example 246E
2-(3-Chloro-4-fluorophenvl)-4-cvclohewl-5-f4-fmethvlsulfonvilphenvl~-3(?Hl
~vridazinone. The methyl sulfide compound was oxidized according to the
method of Example 10 to provide the title compound (yield: 150 mg, 53%). mp
180-181 C. 'H NMR (300 2o MHz, CDCI,) b 1.02-l .36 (m. 2H). I.49-1.68 (m,
4H). 1.75 (br d, J=12 Hz, 2H), ?.28 (dq, J=12 Hz. 3 Hz, 2H), 2.57 (tt. J=12
Hz. 3 Hz, 1 H), 3.17 (s, 3H), 7.?5 (t, J=9 Hz, 1 H), 7.53 (d, J=9 Hz) 1 H),
7.53-7.61 (m) 2H), 7.69 (s, I H), 7.78 (dd, J=9 Hz, 3 Hz. 1 H), 8.1? (d,
J=9 Hz, 2H). MS (DCI/NH,) m%z 461 (M+H)`, 478 (Ivt+NHa)-. Anal. talc. for
C,3H"CIFi~',O,S: C, 60.0l: H, 4.78; N, 6.09. Found. C, 59.85: H. 4.97; I~`.
5.79. 25 Examele ?.17 ?-f
3-Chloro-4-fluoro-phenvll-=I-l4-fluoro-3-methylphenyll-s-f=1-(methvlsulfonv
llphwvll 3(2H)-pvridazinone   2 7 MAY 2003 WO 00/24719 PCT/US99125234
2-{3-Chloro-4-fluorophenvl)-4-(4-fluoro-3-methylphenyl)-5-[4
(methylthio)phenyl]-3(2H)-pyridazinone was prepared according to the method
of Example 228 , starting with 2-(3-chloro-4-fluorophen~~l)-.~-methoxy-5-[4
(methylthio)phenyl]-3(2H)-pyridazinone, prepared in Example 246C, and
substituting 4 5 fluoro-3-methylphenylmagnesium bromide in place of
cyclohexylmagnesium chloride to provide the methyl sulfide compound. The
methyl sulfide was oxidized according to the method of Example 10 to
provide the title compound (yield: 118 mg, 53.7%). mp 207-208 C. 'H NI~tR
(.i00 MHz, CDC1,) 8 2.21 {br s, 3H), 3.08 (s, 3H), 6.8l-6.93 (m. 2H),
7.15-7.30 (m, 2H). 7.41 (d, J=9 Hz. 2H), 7.60-7.68 (m. 1 H). 7.85 (dd, J=9
Hz. 3 Hz. 1 H). 7.93 ( d, J=9 Hz, ? H). 7.99 (s. 1 H). MS (DCI,~1H,) n~/z
487 (M+H)'. 504 (MI+NI-I,)-. Anal. calc. for C,4H"CIF,N,O,S.0.25 H,O: C.
58.75; H, 3.52; N, 5. 7 '_'. Found: C, 58.74; H) 3.60; N, 5.32. Example 248
15 2-{-3-Chloro-4-fluorophenvll-4-benzyl-5-14-(methvlsulfonvl
)phenyl]-3(2H)-pvridazinone
2-(3-Chloro-4-fluorophenyl)-4-benzyl-5-[4-{methylthio)phenyl]-3(2H)
pyridazinone was prepared according to the method of Example 228, starting
with 2-(3
chloro-4-fluorophenyl)-4-methoxy-5-[4-(methylthio)phenyl]-3(2H)-pyridazinon
e, prepared in Example 246C, and substituting benzyimagnesmm chloride in
place of 2o cyclohexylmagnesium chloride to provide the meth~~l sulfide
compound. The methyl sulfide was oxidized according to the method of
Example 10 to provide the title compound (yield: 110 mg, 38.4%). mp 164-166
C. 'H NMR (.i00 MHz, CDCI,) 8 3.11 (s, 3H), 3.99 (s, ?H), 7.01-7.06 (m,
3H1. 7.17-7.?8 (m, 4H), 7.53 (d, J=9 Hz. 2H). 7.59-7.66 (m, 1 H), 7.8I (s,
1H), 7.82 (dd. J=6 Hz. 3 Hz. 1 H), 8.09 (d. J=9 Hz, 2H). 25 MS (DCI/NH,)
m/z 473 (M+H)'. 490 (M~-i~IH~)'. Anal. calc. for C,,H,sCIFN,O;S: C. 61.54;
H, 3.85: N, 5.99. Found: C. 61.40; H, 3.82: N. J.J~. Example 249 ~'?9   ~ 7
MAY 2003 WO 00/24719 PCT/l;~ S99/25234
2-(3-Chloro-4-fluorophenvll-4-(3-fluorobenzvl)-~-f
4-(methvlsulfonvl)phenvll-3(2H) wridazinone
2-(3-Chloro-4-t7uorophenvl)-4-(3-fluorobenzyl)-~-(4-(methylthio)phenyl]-3(2
H) pyridazmone was prepared according to the method of Example 228 .
starting with 2-(3 5
chloro-4-tluorophenyl)-4-methoxy-~-[4-(methylthio)phenyl]-3(2H)-pyridazinon
e, prepared in Example 246C, and substituting 3-fluorobenzylmagnesium
chloride in place of cyclohexylmagnesium chloride to provide the methyl
sulfide compound. The methyl sulfide was oxidized according to the method
of Example 10 to provide the title compound (yield: 33 mg. 1 ~%). mp
10l-103 C. 'H NMR (300 NIHz. t o CDCI, ) ~ 3 1 ~ (s. 3 H), 3.95 (s. 2 H ).
6.73 (br d. .1=9 Hz, 1 Hl. 6.8 I (br d. J=9 Hz, 1 H), 6.88 (br t, J=9 Hz. 1
H). 7.1 ~-7.28 (m. 21-I). 7.~ 1 (d. J=9 Hz, 2H). 7.~3 (ddd. J=9 Hz. 3 Hz,
1.~ Hz, 1H), 7.83 (dd. J=6 Hz, 3 Hz. 1H), 7.83 (s, IH), 8.10 (d, J=9 Hz,
2H). MS (DCI/NH,) m/z 487 (M+H)T, 504 (Ivt+NH,)~. Anal. calc. for C,~H,;
C1F,'~1,O,S: C, Q8.73; H. 3.32: N. S.62. Found: C, Q8.50; H, 3.65: N. i.29.
l5 Example 250 2-(4-Fluoro~henvl)-4-(3-fluoro-4-methvlphenvl)-5-[4-(
methvlsulfonvllphenvll-312H1 ~vridazinone
2-(:1-Fluorophenyl)-4-(3-fluoro-4-methylphenyl)-5-[=1-(methylthiolphenyl]-3
(?H) 2o pyridazinone was prepared according to the method of Example 228 ,
startme with 2-(~.
fluorophenyl)-4-methoxy-~-[4-(methylthio)phenyl]-3(?H)-pyridazinone.
prepared in Example 194C, and substituting 3-fluoro-~-methylphenylmagnesium
bromide in place of cyclohexylmagnesium chloride to provide the methyl
sulfide compound The methyl sulfide was oxidized according to the method of
Example I 0 to 25 provide the title compound (yield: 540 mg. 73%). mp
?4~-'_-'48 C. H NIVIR (300 MHz. CDCl3) a ~.?2 (br s, ~ H), 3.0~ (s. ~ H),
6.83 (dd. J=9 Hz. I .~ Hz, 1 H), 6.96 (dd, J=9 Hz, I .5 Hz, l I-I), 7 06
(t, J=9 Hz. 1 H), 7.18 (t, J=9 Hz, 2H). 7.41 ( d. J=9 I-Iz, 2 H), 7.6 ~- 7
.7'_' (m. 2H), 7.9I (d. J=9 Hz, 2H). 7.95 (s, IH). VIS (DCI/~'H;) m/z 432
(Vt+H)-. -Q70 (iv(+NH,)-. ~~o   2 7 M AY 2003 WO 00I24719 PCT/US99/25234
Anal. calc. for C,,H,$F,N,O,S: C. 63.86; H. 3.99; N, 6.21. Found: C, 63.49;
H, 4.13; N, 5.98. Example 251 5
2-(3-Chloro-4-fluorophenvl)-4-13.5-difluoro-4-methoxyphenvl)-~-f4
~methvlsulfonvl)phenvll-3(2H1-pvridazinone
2-(3-Chloro-4-fluorophenyl)-4-(3,5-di fluoro-4-methoxyphenyl)-5-[4
{rnethylthio)phenyl]-3(2H)-pyridazinone was prepared according to the
method of Example 228, starting with
?-(3-chloro-4-fluorophenvl)-4-methoxy-5-[4 to
(methylthio)phenyl]-3(2H1-pyridazinone, prepared in Example 246C, and
substituting 3,~ difluoro--1-methoxyphenvlmagnesium bromide in place of
cyclohexylmagnesium chloride to provide the methyl sulfide compound. The
methyl sulfide was oxidized according to the method of Example 10 to
provide the title compound (yield: 590 mg, 65.7%). mp 195-l97 C. 'H NMR
(300 MHz, 15 CDCI;) a 3.10 (s, 3H), 4.1 ~ (s, 3H), 6.8I (br d. J=9 Hz. 2H),
7.27 (t, J=9 Hz, 1 H), 7.43 (d, J=9 Hz. 2H)) 7.60-7.67 (m> 1H), 7.83 (br d,
J=9 Hz, 1H). 7.98 (d, J=9 Hz, 2H), 7.98 (s, 1 H). MS (DCI/NH;) m/z 487
(M+H)`, 504 (M+NHa)-. Anal. calc. for C,,H,6C1F;N,O;S.0.5 H,O: C, 54.44; H,
3.12: N, S.30. Found: C, Q4.50: H, 3.12; N. S. I ~. ='o Example ?5~
2-(3-Chloro-4-fluorophenvl)-4-(3-methvlbutvl)-~-[
3-fluoro-4-(methvlsulfonvllphenvll 2H1-wridazinone
2-(3-Chloro-4-fluorophenyl}-4-(3-methylbutyl)-5-[4-(methylthio)phenyl]-3(2H
) pyridazinone was prepared according to the method of Example 228 ,
startin2 with 2-(3 35
chloro-4-fluorophenyl)-4-methoxy-~-[4-(methylthio)phenyl]-3(2H)-pyridazinon
e, prepared in Example 246C. and substituting l-(3-methvlbutyi)magnesium
bromide in place of cvclohexylmagnesium chloride to provide the methyl
sulfide compound. The methyl sulfide was oxidized according to the method
of Example 10 to provide the title compound (yield: 425 mg. Q4.4%). mp
I02-l04 C. ~H N1~IR (300 MHz. ~3 I   2 7 M AY 2003 WO 00I24719
PCT/US99/:~23~f CDCI,) cS 0.85 (d, J=9 Hz. 6H), 1.41-1.62 (m. 1 H),
?.~0-2.63 (m, 2H). 3.30 (s. 3H), 7.227.38 (m. 3H), 7.67-7.64 (m. 1 H), 7.72
(br s. 1 H). 7.80 (br d, J=6 Hz. 1 H), 8.1 ~ (t, J=9 Hz, 1H). MS (DCI/NH,)
m/z =I67 (ivI+H)', 484 (M+NH,)-. Anal. calc. for C"H,,C1F,N,O,S: C. 66.66;
H, 4.61; N, 6.01 Found: C. 66.26: H. 4.49: N. 6.06. 5 Example 2~3 



2-(4-Fluorophenvl)-4-(
3-fluorobenzvl)-6-j4-laminosulfonvl~~henvll-312H)_pvridazinone The sulfide
from Example 242, 2-(4-fiuorophenyl)-4-(3-fluorobenzyl)-~-[4
(methylthio)phenyl]-3(2H)-pyridazinone. was oxidized to the methyl
sulfoxide with one equivalent of meta-chloroperoxybenzoic acid according to
the procedure in Example 69B to provide the sulfinyl compound. The
sulfoxide was converted to the title sulfonamide according to the method of
Example 68 (yield: 120 mg, 31 %). mp 199-202 C. ' H NMR (300 MHz. DMSO d6)
8 3.92 (s, 2H), 6.86 (br t. J=9 Hz, 2H), 6.99 (br t. J=9 Hz, 1 H), 7.26 (q,
J=7 Hz, 1 H). ~5 7.36 (t, J=9 Hz, 2H), 7.50 (s, 2H), 7.62-7.71 (m. 4H).
7.96 (d, J=9 Hz. 2H), 8.11 (s, 1H). MS (DCI,~NI-I,) m/z 464 (~1+H)', 47I
(M+i~iH,)-. Anal. calc. for C"H~,F,N,O;S: C, 60.86; H, 3.76; N, 9.27.
Found: C. 60.99; H, 3.76: N, 9.0?. Examnie 264 20
2-(3.4-Difluoraphenvl)-4-~phenvlethvnvll-6~~-(methvlsulfonvllnhenvi'-~12H)
pvridazinone The title compound was prepared according to the method of
Example ?28 , starting with
2-(3,4-difluorophenyl)-4-methoxy-~-(4-(methylthio)phenylJ3(2H) pyridazinone
in place of '?-(4-fluorophenyl)-4-methoxy-6-[4-(methylthio)phenyl]-3(2H) 25
pyridazinone (yield: '_'46 mg, 80%) and substituting phenylethynylmagnesium
bromide in place of cyclohexylmagnesium chloride (yieid: 196 mg. 61io). mp
?11-213 C. 'H NMR (300 vlHz. DMSO-db) 8 7.-16 (m, 6H). 7.66 (m. 2H). 8.18
(t, 4H) ; 8.-I (s, 1 H). MS (DCI/NH,) m/z 463M+H)-. -180 (VI+NH;)-. anal.
calc. for C=SH,6F,N,O,S: C. 64.66; H, 3.49; N, 6.06. Found; C. 64.49; H,
s.68; N. 6.86. ^ 1 ..J ..   2 7 M AY 2003 WO 00/24719 PCT/US99/2523-t
Example 255 2-(3,4-Difluorophenv f 1-4-( 3.4-di
fluorobenzvll-5-f4-(methvlsulfonvl)phenvil-3 (~ Hl ~vridazinone 5
3,4-Difluorobenzyl bromide (0.1 ml, 0.8 mmol) in ether ( 10 ml) was treated
with magnesium turnings ( 19.4 mg, 0.81 mmol) and the reaction mixture was
refluxed for 1 hour. The reaction mixture was cooled and added to a
solution of
2-(3.4-difluorophenyl)4-methoxy-5-[4-(methylthio)phenylj-3(2H)-pyridazinone
(0.'_'S g, 0.7 mmol) in THF (10 ml) at -78 C. The reaction mixture was
stirred at room temperature for 18 hours. Water to (50 ml) was added to the
reaction mixture and extracted with ethyl acetate (50 ml). The organic
layer was dried over MgSO, and concentrated in vacuo. The resultinL crude
residue was purified by flash chromatography (SiO,, eluting with 9:1
hexanes:ethyl acetate) to provide 120 mg of desired product and some
starting material. The methylthio compound ( 120 mg, 0.3 mmol) from above
in CH,C1, ( 10 ml) at 0 l5 C, was treated with CH~CO,H (0.3 ml, 1 mmol).
The reaction was complete in 2 hours. The reaction mixture was diluted with
CH,CI, and washed with saturated NaHC03 and brine respectively. The
resulting crude residue was purified by flash chromato~~raphy (SiO,,
eluting with 1:1 hexanes:ethyl acetate) to provide the desired product
(yield: 44 mg, 13%). mp l77-179 C. 'H NIvIR (300 MHz, DMSO-db) 0 3.3 (s,
3H), 3.9 (s. 2H). 20 6.85 (m, 1 H), 7.13 (m. 1 H). 7.'_'S (m. 2H), 7.6 (m,
7H). 8.1 ~ (m, 3H). HIS (DCI/NH;) miz 489 (M~-H)T, 506 (M+1~'Ha)'. Anal.
calc. for C,~H,6F,N,O;S.0.25 H,O: C, 59.01; H, 3.30; N, 5.74. Found: C, 58.
i 6; H. 3.56; N, 4.~ 1. Exam~e 256 25
2-(3,4-Difluorophenvi)-4-(3-methvlbutvl)-5-f4-lmeth~~lsulfonvl~phenvl]-3(?H
~) pvridazinone The title compound was prepared according to the method of
Exampie 2?8 , starting with
2-(3,4-difluorophenyl)--~-methoxy-5-[4-(methvlthio)phenylJ3(2H)pyridazinone
in place of 2-(4-fluorophenyl)-4-methoxv-5-[-1-(methylthio)phenvl]-3(2H)
233   2 ? M AY 2003 WO 00I24719 PCTlUS99/25234 pyridazinone (yield: 245 mg,
80%) and substituting 1-bromo-3-methylbutane in place of
cyclohexylmagnesium chloride (yield: 198 mg, 48%). mp 55-58 C. 'H NMR (300
MHz. DMSO-db) 0 0.75 (d, 6H), 1.4, (m. 3H), 2.48 (m. 2H), 3.3 (s. 3H), 7.51
(m, 1H). 7.65 (m. 1 H), 7.75 (d. J=9 Hz, 2H). 7.8 I (m. 1 H) 8.05 (s, 1 H).
8.12 (d. J=9 Hz. 2H). HIS 5 (DCI/NH: ) m.%z 433 (M+H)-, 450 (M+NH,)-. Anal.
calc. for C"H"F,N,O,S.O.?5 H,O: C. 61.10; H. 5.13; N. 6.48. Found: C.
6l.09: H, 5.23; N, 6.36. Example 257
2-(3-Chloro-4-fluorophenvil-4-l3-methvlbutvll-5-f 4-(methvlsul fonvl
)phenyl l-3 (2H1 to nvridazinone The title compound was prepared according
to the method of Example ?28 starttna with
2-(3-chloro-4-fluorophenyl)-=1-methoxy-5-[4-(methylthio)phenylJ-3(2H)
pyridazinone from Example 246C in place of
2-(4-fluorophenyl)-4-methoxy-5-[4 (methylthio)phenyl]-3(2H)-pyridazinone
and substituting 1-bromo-3-methylbutane in l5 place of cyclohexylmagnesium
chloride (yield: 256 mg, 88~0). mp 55-58 ~C. 'H NMR (300 MHz. DMSO-db) b
0.75 (d. 6H1, 1.4, (m, 3H). 2.48 (m. 2H), 3.3 (s, 3H), 7.62 (m. 2H), 7.75
(d, 2H), 7.93 (dd. 1 H). 8.05 (s, 1 H). 8.12 (d, J=9 Hz, 2H). MS (DCh'NH,)
rrvz 449 (M+H)', 466 (M+NH,)'. Anal. calc. for C"H"FN,O;SC1.0.25 H,O: C,
58.86; H, 4.94; N. 6.24 . Found: C. 59.23; H, 5.12: N, 6.00. 20 Example ?58
2-(3.4-Difluorophenvl)-4-f 3-methvlbutvl l-5-f
3-fluoro-4-(methvlsulfonyl)ohenvl]-3(? H ) pyridazinone 'The title compound
was prepared according to the method of Example ?28, 25 procedure startin5
with ?-(3,4-difluorophenyl)-4-methoxy-5-[3-fluoro-.~
(methylthio)phenyl]-3(2H)-pyridazinone in place of
2-(4-fluorophenyl)--4-methoxy-5-[3fluoro-.1-(methvlthio)phenyl]-3(2H)-pyrid
azinone and substituting 1-bromo-3methylbutane in place of
cyclohexvlmagnesmm chloride (yield: 100 mg, 20') . mp 1191A C. 'H N1~IR
(300 MHz, DMSO-d5j d 0.75 (d, 6H). l.=1. (m. 3H), 2.=18 fm, 2H1. 3.4 (s,
'_'3~l   2 7 MAY ?nr~3 WO 00/24719 PCT/1JS99i25234 3H), 7.~ I (m, 1H), 7.8
(m. "_'H), 7.8l (m, 2H). MS (DCI/NH:) m/z 4~ I (I~9+I-I)-, 468 (M+NH,)`.
Anal. calc. for C=_H,,F,N,O,S: C. 58.66: H. 4.7; N, 6.22. Example 259 5
2-f4-Fluoro-3-(methvlthio)phenvll-4-(:~-fluorophenvll-5-[4-(methvlsulfonvl)
phenyll^ 3(2H)-pvridazinone To a stirred solution of
2-(3,4-difluorophenvl)-4-(4-fluorophenyl )-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone (31 ~ me. 0.69 mmol), Example I
82, in DMF ( I 0 ml) at room temperature was treated with sodium
thiomethoxide (s I mg, 0.7 mmol). 1 o The reaction mixture was stirred at
room temperature for 3.1 ~ hours. The reaction was poured into water (7~ ml
) and extracted into ethyl acetate. The organic layer was washed two times
with brine, dried over IvIgSU,, and concentrated in vacuo. The resulting
crude residue was purified using flash chromatography (SiO,. eluting with (
1 ~ ~ I CH,CI,:diethyl ether) to provide the desired product (yield: 30 mg,
8%) . mp 10~-I07 C. 'H NMR (300 15 MHz. DMSO-d~) b 2.5~ (s. 3H), 3.23 (s,
3H), cS 7.15 (m, 2H). 7.3 (m. 2H). 7. (m, ~H), 7.9 (d, 2H), 8.2~ (s, I H).
VIS (DCI,/NH,) m,%z 48~ (M+H)', Q02 (~I+NH,)'. Anal. calc. for
C,aH,BF,N,O,S,: C, 59.49: H. 3.74; N, 5.78. Example 260
2-Benzvl-4-(-I-fluorophenvll-5-f4-~trifluoromethvlsulfonvl)phenvll-3(2I-I)-
pvrtdazinone: Example 260A
2-Benzvl-4-(4-fluorophenvl)-~-(4-(methylsulfinvl)phenyl]-3(2H1-pvrtdazinone
The title compound was prepared starting with
2-benzyl-4-(4-fluorophenvl)-3-[4 25 (methylthio)phenyl]-3(2H)-pyridazinone
and oxidizing the sulfide according to the procedure in example 69B Example
260B
Bis(4-(~-f2-benzvl-.~-(4-fluorophenvll-3(?H!-pvridazinone)phenvlldisulfide~
?35   ~ 7 MAY 2003 WO 00/24719 PCT/US99i25234 A heterogeneous solution of
2-benzyl-4-(4-fluorophenyl)-5-[4 (methylsulfinyl)phenyl]-3(2H)-pyridazinone
( 1.0 g, 2.39 mmol) in trifluoroacetic anhydride ( 10 mL. 70.8 mmoI) was
rapidly stirred at reflux for 2 hours with a bath temperature of 40-43 C.
The reaction solution was cooled to 23 C, concentrated in 5 vacuo, and
azeotroped with toluene (2 x 5-7 mL). The resultant yellowiorange oil was
cooled to 0 C. and methanol/triethylamme (1:1. 6 mL) was slowly added.
along the interior wall of the reaction vessel with rapid stirring. The
bright red-orange solution was stirred for 10 minutes at 0 C, the cooling
bath removed. and the reaction mixture stirred an additional 1.~ hours
warming to 23 C. The mixture was cooled back to 0 C, and a saturated NH,C1
solution (200 mL) slowly' added followed by enough aqueous 1 M HCI to
adjust the solution to pH 1-?. The cooling bath was removed and the
solution stirred overnight. The mixture was extracted with ethyl acetate.
The ethyl acetate solution was washed with water and brine, and
concentrated in vacuo. The resultant yellow/brown oil (0.89 g) was a
mixture of predominantly the mono-sulfide and desired di-sulfide. ~ 5
Subsequent rapid stirring of a portion of the crude reaction mixture (360
mg) in benzene ( 100 mL) with I, (648 mg, 2.5~ mmol) at 23 C for 30 minutes
completed the conversion of the mono-sulfide to the di-sulfide. CChem.
Pharm. Bull., 1992, 40. ?8-12) The mixture was treated with a 0.1 M Na,S,O;
solution to consume the excess I,. This solution was extracted with ethyl
acetate. and the ethyl acetate layers dried over MIaSO,, filtered, and 2o
concentrated in vacuo. The residue was dissolved in CH,CI,/hexanes and
concentrated in vacuo to provide the of product (yield: 347 mg, 90% for
pamal conversion). ~ H NMR (300 MHz, CDC1;) 0 5.38 (s, 4H), 6.9l (dd,
3=8.8, 8.8 Hz. 4H), 7.02 (d, J=8.7 Hz, 4H), 7.1 I-7.20 (m, 4H), 7.28-7.39
(m, lOH), 7.54 (dd, J=6.9, 1.6 Hz. 4H), 7.83 (s, 2H). 35 Example 260C
2-Benwl-4-(~.-fluorophenvll-s-[-1-(trifluoromethvlthio)phenvll-3~''Hl-pvrid
azinone: A rapidly stirred mixture of
bis[4-{5-[2-benzyl--1-(4-fluorophenyl)-3(?H)
pyridazinone]}-phenyl]-disulfide (1-t0 mg. 0.l81 mmol). potassium
trilluoroacetate ( mg, 0.361 mmol), and sulfolane ( 1.~ mL) was immersed in
a 180 C pre-heated oil bath. '_36   ~ 7 MAY 20~~ WO 00/2a719 PCTIUS99I2
5234 The oil bath was heated to increase the temperature to 210 C. and the
reaction flask was promptly removed from the oil bath after 10 minutes from
the point of first immersion. During the course of the reaction, the
mixture changed from colorless and heterogeneous to deep, blood red and
homogeneous. After cooling to '?3 C. the mixture was diluted with 5 ethyl
acetate and washed with aqueous 1 :vI HCI. water, and brine. The ethyl
acetate solution was dried over MgSOa. filtered and concentrated in vacuo.
The residue was chromatographed (flash silica gel, ethyl acetate/hexanes
1:4) to provide the product (yield: 17 mg, 41%). (Tetrahedron Lett.., 1996,
37, 9057)'H NMR (300 MHz, CDCI;) S 5.41 (s, 2H), 6.94 (dd, J=8.~, 8.2 Hz.
?H), 7.11-7.''0 (m, 4H). 7.31-7.:i2 (m. 3H), 7.52-7.61 (m, 4H}. 7.86 (s, 1
H). IvIS (APC1~) miz 457 (M~H)' and m:-z 47-I (Mt+NH,) Example ?60D
2-Benzvl-4-l4-fluorophenvll-5-f4-(trif<uoromethvlsulfonvilphenvll-3(2H1-pvn
dazinone: A solution of
2-benzyl-4-(4-fluorophenyl)-5-[4-(trifluoromethylthio)phenyl] t 5
3(2H)-pyridazinone ( 100 mg, 0.219 mmol), 3-chloroperoxybenzoic acid (3 80
mg, 1.3 mmol, 57-86%), and methylene chloride (~ mL) was brought to reflux
at a bath temperature of 55 C. After I .75 hours. 3.~ hours, ~ hours, and 6
hours, the reaction was not complete and additional 3-chloroperoxybenzoic
acid (380 mg, 1.3 mmol, 57-86%) was added each time. With the reaction
completed after 7.7~ hours. the mixture was cooled to 20 23 C and
concentrated in vacuo. The residue was diluted with ethyl acetate and
carefully shaken with a NaHS03 solution, 3 times, for several minutes to
consume the excess 3chloroperoxybenzoic acid. The ethyl acetate solution
was subsequently washed with a saturated Na,CO, solution (3x), water, and
brine and dried over MgSO,, filtered. and concentrated in vacuo. The
residue was chromatographed (flash silica gel. ethyl 25 acetate!methylene
chlorideiltexanes 1:'_':7) to provide of product (yield: 93 mg, 87%). (J.
Ivled. Chem., I990, 33, 2569) mp 80-I 15 C. 'H NNTR (300 MtHz, DNISO-db) cS
i.36 (s, ?H), 7.1 I (dd, 3=9.0, 9.0 Hz, ?H). 7.18-7.?6 (m, 2H). 7.=9-7a16
(m, 5H), 7.66 (d, J=8 7 Hz, 2H), 8.10 (d, J=8.7 I-lz, 2H), 8.18 (s, 1 H).
IvIS (~PCIT) tn~'z 489 (IV'I+H)` and rrir'z 506 .,   Q ? MAY 2003 WO
00/24719 PCT/US99/25234 (M+NHs)'. Anal. calc. for C,~H,~FaN,OiS: C, 59.02;
H, 3.30: N, i.74. Found: C, 59.30. H, 3.48; N, i.59. Example 261 5
2-l?.2.2-Trif<uoroethvl)-4-l2.?-dimethvlpropoxv)-5-I4-lmethvlsulfonvllphenv
l]-3(2Hl pvridazinone
2-(2,2,2-Trifluoroethyl)-4-chloro-~-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone ( 150 mg, 0.-I 1 mmol). prepared in Example 19.: E, and
neopentyl alcohol (43 mg, 0.49 mmol) were dissolved in DMF ('' mL) and NaH
(?~ mg, 0.6? mmol, 60% in 1 o mineral oil) was added with shaking and left
overnight. The reaction mixture was carefully quenched mth saturated NH~CI
solution, diluted with ethyl acetate and extracted with 1 N HCI, twice,
then water. 3 times, and then dried over MgSO;. After filtration of the
drying agent and concentration of the filtrate in vacuo, the residue was
purified by chromatography on silica gel (Biotage 40S) eluted with 2:1
hexanes-ethyl acetate. The ~5 product fractions were combined and
evaporated to provide the title compound (yield: 137 mg, 76%). mp 14~-146
C. 'H NMR (300 MHz, DMSO-db) d 0.76 (s, 9H), 3.28 (s, 3H), 4.06 (s, ?H),
5.02 (q, J=9 Hz, 2H). 7.88 (d. J=8 Hz, ?I-i), 8.04 (d. J=8 Hz. 2H). 8.13
(s. 1 H). MS (DCI/NH;) m/z 419 (M+H)', 436 (M+NH,)'. Anal. calc. for
C,gH,,F,N,O,S: C, 51.67, H, 5.06; N, 6.69. Found: C. ~ 1.47; H, 5.12: N.
6.48. 20 Example 262 



2-!2.?.2-Trifluoroethvll-4-!4-methoxvphenoxv)-s-f4-lmethvlsulfonvl
)phenyll-3(2H)  p~ridazinone The title compound was prepared according to
the method of Example 261, 25 substituting 4-methoxyphenol in place of
neopentyl alcohol (geld: 130 mg, 54%). mp l94-l95 C. 'H NvIR {300'~IHz.
D:~iSO-d~) 8 2.24 (s, 3H), 3.26 (s, 3H). 5.00 (q, J=9 Hz, 2H), 6.88 (d, J=8
Hz, 2H). 7.09 (d. J=8 Hz. 2H), 7.37 (d, J=8 Hz. 2Fi). 8.03 (d. J=8 Hz, 2H),
8.33 (s, 1H). MS (ESI-) miz-I39 (M-H)-. Anal. calc. for C,,H,-F,N,O,S: C,
54.79; H, 3.91; N, 6.39. Found: C> >~.O~I; H, 4.00; N, 6.11. ?38   t 7 MAY
2003 WO 00I24719 PCT/US99/25234 Example 263
?-~2.?,'_'-Trifluoroethvl)-4-(?-fluoro-~-trifluoromethvlphenoxv)-s-14
(methvlsulfonvl)phenvll-3(2H)-pvridazinone 5 The title compound was
prepared according to the method of Example 261, substituting
?-fluoro-~-trifluoromethylphenol in place of neopentyl alcohol (yield: 15~
mg, 89%). mp 133-135 C. 'H NIvIR (300 MHz. DMSO-db) 8 3.28 (s, 3H), i.03
(q, J=9 Hz, 2H), 7.10-7.53 (m, 2H). 7.72 (dd. J=I Hz. 7 Hz 1 H). 7.92 (d,
J=8 Hz. 21-I), 8.07 (d, J=8 Hz, 2H), 8.38 (s, I H). IvIS (DCI;'I~'H,) m/z
~?8 (IvI+NH;)-. Anal. calc. for C_oH,;F,'~I,OaS: C, 47.66; I-I. 3.09: N.
5.05. Found. C. 47.68: H. '? 9~; N. i.16. Example 264
2-(?.2.'_'-Trifluoroethvll-4-(4-cvanophenoxv)-s-~4-(methvlsulfonvl)phenvl]-
3(2H) pvridazinone 15 The title compound was prepared according to the
method of Example 261, substituting 4-cyanophenol in place of neopentyl
alcohol (yield: 109 mg, 71 i). mp 179181 C. 'H NMR (300 MHz. DMSO-db} b
3.26 (s, 3H), 5.02 (q, J=9 Hz, 2H). 7.25 (d, J=9 Hz, 2H), 7.81 (d, J=9 Hz.
?H), 7.86 (d, J=8 Hz, 2H), 8.03 (d, J=8 Hz, 2H), 8.37 (s. 1H). MS (DCI/NH,)
m~z 467 (Vi+NH~)T. Anal. calc. for C,H"F;N;O;S~ C, ~3.4~; H, 3.14; N, 20
9.35. Found. C, 53.19: H. 3.01: N, 9.09. Example ~6~ 2-12.2
2-Trifluoroethvll-4-(3wridvloxv)-5-(4-f methvlsulfonyl)phenvll-3(2H)
pvridazinone 25 The title compound was prepared according to the method of
Example 261, substituting 3-hydroxypyndine in place of neopentyl alcohol
(yield: l20 mg. 69%). mp 191-l93 C. 'H NiVIR (300 MHz, DMSO-db) 8 3.26 (s,
3H), i.01 (q. J=9 Hz, 2H), 7. 36 (dd, J=3 Hz, 8 Hz, 1 H), 7.53 (ddd, J=1
Hz, 3 Hz, 8 Hz, 1 H), 7.88 (d, J=8 Hz, 2IJ), 8.04 (d, J=8 Hz, 2H), 8.31
(dd, J=1 Hz, ~ Hz, 1 H ), 8.36 (s. 1 H). 8.38 (d. J=3 Hz. 1 Hl. MS '_39   ~
7 MAY 2003 WO 001Z4719 PCT,'US99/25234 (DCI/NH~) m/z 426 (M+H)-, 4-13
(M+NH,)'. Anal. calc. for C,8H,4F3N,O,S: C. 30.82; H, 3.32: N, 9.88. Found:
C. 30.95: I-i, 3.37; N, 9.71. Example 266 5
2-(2.2.?-Trifluoroethvll-:1-(.~-n-pro~vlphenoxvl-s-[4-(methvlsulfonvl)phenv
l)-3(2H) pvridazinone The title compound was prepared according to the
method of Example 26l, substituting 4-(n-propyl)phenol in place of
neopentyl alcohol (yield: 147 mg, 77.0}. mp 132-133 C 'I-i NMR (300 iViHz.
DMSO-d~) a 0.87 (t. J=7 Hz, 3H). 1.54 (h. J=7 Hz) 2H), 3.2~ (s. 3H). i.00
(q. J=9 Hz. 2H). 6.88 (d. J=9 Hz. ~H). 7.09 (d. J=9 Hz. 2H). 7.87 (d. J=8
Hz, 2I-I), 8.02 (d. J=8 Hz. '_'H), 8.3? (s. 1I-I), IvIS (DCI''.~,'Hj) m/z
48.1 (MI+H)-. Anal. calc. for C"H,,F~N,O,S: C, 56.33; H, 4.54; N, 6.01.
Found: C. 56.23: H, .1.73; N, 3.79. Example 267 15
2-(2.2.?-Trifluoroethvll--1-[4-(methvlsulfonvllphenoxvl-3-(-1-(methvlsulfon
vl)phenvll 3 (2H7-pvridazinone The title compound was prepared according to
the method of Example 26l, substituting 4-(methylsulfonyI)phenol in place
of neopentyl alcohol (yield: 11 ~ mg, 36%). mp 212-213 C. 'H NMR (300 MHz,
DMSO-db) 8 3.21 (s, 3H), 3 27 (s. 3H). 5.03 (q, J=9 2o Hz, 2H). 7.31 (d,
J=9 Hz. ~H), 7.83-7.89 (m, 4H), 8.0-1 ( d. J=8 Hz. 3H). 8.4U (s, 1 H). M1S
(DCI/'~IH,) m/z ~?0 (M+NH,)`. Anal. calc. for C,oH,-F:N,O6S,: C, 47.81; H,
3.41; N, 5.58. Found: C, 47.92; H. 3.18; N, 5.52. Example 268 25
2-12.2.2-Trifluoroethvll-4-(~1-phenvlphenoxv)-3-i.~-~
methvlsulfonvl)phenvll-3(2H) wridazinone The tale compound was prepared
according to the method of Example 261, substituting 4-phenylphenol in
place of neopentvl alcohol (yield: 103 mg. 31%). mp 163 163 C. 'H N~.-tR
(300 MHz. DMSO-db) d 3.26 (s, 3H). 3.0? (q, J=9 Hz, 2H), 7.10 (d, J=8 ~:~o
W O 00/24719 ~ ? M AY 2003 PCT/US99/2523d Hz, 2H), 7.33 (br t, J=7 Hz, 1
H), 7.44 (t, J=7 Hz. 2H), 7.57-7.63 (m, 4H), 7.92 (d, J=8 Hz. 2H). 8.04 (d,
J=8 Hz, 2H), 8.37 (s. 1 H). lviS (DCI/NH,) rrv'z 518 (~i-~NH,)'. Anal.
calc. for C,SH,9F,N,O~S: C. 60.00: H, 3.83; N. 5.60. Found: C, 60.18: H. 3
66; N, 5.52. 5 Example 269 Z-l2.?.2-Tri fluoroethv~-4-f
2-lmethvlthiolethoxv]-5-[4-f me thvlsulfonvl )phenvll-3LH1 wridazinone The
title compound was prepared according to the method of Example 261,
substituting 2-(methylthio)ethanol in place of neopentyl alcohol (yield:
105 mg. 61 %). mp 103-l05 C. 'H NMR (300 MHz. DMSO-db) 8 2.01 (s, 3H). ?.72
(t) J=7 Hz. ?H), 3.?9 (s. 3H), 4.59 (t, J=7 Hz, 2H). 5.03 (q. J=9 Hz. 2H),
7.91 (d. J=8 Hz. 2H), 8.04 (d, J=8 Hz. 2H), 8.15 (s, 1H). MS (DCI/NH,) m,~z
4'_'3 (M+H)~, 440 (Yi+NHa)'. Anal. calc. for C,6H"F,N,O,S,: C, 45.49; H,
4.06: N, 6.33. Found: C, 45.83: H, 4.11; N, b.42. 15 Example 270
2-(2.2,2-Trifluoroethvll-4-lphenvlmethoxv)->-f4-(methv
lsuifonvl)phenvl]-3(?Hl ~yridazinone The title compound was prepared
according to the method of Example 26I, substituting benzyl alcohol in
place of neopentyl alcohol (geld: 137 mg, 76%). mp 121 Zo l 23 C. ' H NMR
(300 MHz, DMSO-db) b 3.28 (s, 3 H). 5 .06 ( q. J=9 Hz. 2H), 5.48 (s, 2H),
7.20-7.25 (m, 2H), 7.27-7.8l (m, 3H), 7.76 (d, J=8 Hz, 2H), 7.98 (d, J=8
Hz, 2I-f), 8.12 (s. 1H). MS (DCI/NH3) m/z 456 (M+H)'. Anal. calc. for
C,oH,-F;N,OaS: C, 54,79: H, 3.91; N, 6.39. Found: C, 55.10; H, 3.91: N,
6.l3. 25 Example 271
2-(2.2.2-Trifluoroethvl)--1-(?-furvlmethoxv)-5-j4-lmethvlsulfonvllohenvll-3
(2H) pyridazinone The title compound was prepared according to the method
of Example 261, substituting 2-(hydroxymethyl)furan in place of neopentvl
alcohol (yield: 101 mg, 58%) jai   2 7 M AY 2003 WO 00/24719 PCT/US99/25234
mp 113-1 IS C. 'H NMR (300 MHz. DMSO-db) b 3.28 (s, 3H). 5.07 (q, J=9 Hz.
2H), 5.52 (s, 2H)) 6.41 (dd, J='_' Hz, 3 Hz. 1 H), 6.45 (d, J=4 Hz, 1 I-I),
7.62 (d. J=2 Hz, 1 H), 7.69 (d, J=8 Hz. 2H), 7.97 (d. J=8 Hz. 2H). 8.13 (s,
1 H). MS (DCI/NH,) m/z 446 (M+NH,)'. Anal. talc. for C,gH;;F,N,O;S. C.
50.66; H. 3.80: N, 6.21. Found: C. ~ l.02: H, 3.71; N, s 6.23. Example 272
2-(2.2.?-Trifluoroethvl)-=1-[2-(3.4-dimethoxyphcnvllethoxv)~-i-(4
(methvlsulfonvl)phenvll-3(2H1-wridazinone The title compound was prepared
according to the method of Example 26I ( substituting
2-(3,4-dime~hoxyphenyi)ethanol in place of neopentyl alcohol (yield: 118
mg. 56%). mp 133-134 C. 'I-i NMR (300 MHz, DMSO-d~) cS 2.82 (t, J=7 I-Iz.
2H), 3.28 (s, 3H), 3.63 (s, 3H), 3.70 (s. 3H), -1.68 (t, J=7 Hz, 2H), 5.01
(q, J=9 Hz, 2H). 6.61 (dd, J=2 Hz, 8 Hz, 1 H), 6.74 (d, J='_' Hz, 1 H),
6.77 (d, J=8 Hz, 1 H), 7.74 (d, J=8 I-Iz. 2H). 7.93 (d, ~5 J=8 Hz, 2H), 8.1
I (s, 1H). IvIS (DCI/NH,) m/z 530 (MI-~NH~)'. Anal. talc. for
C,,H,,F,N,O6S: C, 53.90: H. 4.52: N, 5 47. Found: C, 53.87; H, 4.a8; N.
5.45. Example 273
2-12.2.2-Trifluoroethvll-=l-[2-(=4-mor~holinolethoxv)]-5-[~4-(methvlsulfonv
l)phenvll 20 3(2H1-pvridazinone The title compound was prepared according
to the method of Example 261, substituting 4-(2-hydroxyethyl)morpholine in
place of neopentyl alcohol (yield: 111 mg, 59%). mp 147-148 C. 'H NMR (300
MHz. DMSO-db) 8 2.23 (m, 4H). ?.46 (t, J=5 Hz, 2H), 3.28 (s, 3H), 3.40 (m.
4I-I), 4.60 (t. J=5 Hz, 2H), 5.02 (q. J=8 Hz, 2H). 7.96 (d, J=8 2~ Hz, 2H).
8.03 (d, J=8 Hz, ~'H), 8.17 (s, 1 H). MS (DCh'NH,) miz 462 (M+H)`. anal.
talc. for C,~H"F;N,O;S: C, 49.-I5; H. =1.81: N, 9.11. Found C) 49.59; H,
4.80; N. 8.88. Example 274   WO 00I24719 2 7 MAY 2003 PCT/US99/25234
2-(2.2,2-Trifluoroethvl)-.~
j?-(1-~peridinvl)ethoxyll-~-f4-(methylsulfonvl)phenvll-3(2H) ~vridazinone
The title compound was prepared according to the method of Example 261,
substituting 1-(2-hydroxvethyl)piperidine in place of neopentyl alcohol
(yield: 103 mg, 5 55%). mp 117-118 C. 'H NMR (300 MHz. DMSO-db) b l.30 (br
s, 6H). 2.20 (br s, 4H), 2.41 (t, J=4 Hz, 2 H). 3.2 8 ( s. 3 H). 4.60 (t,
J=~ Hz, 2 H ). 5.02 ( q, J=9 Hz, 2H), 7.97 (d, J=8 Hz, 2H), 8.03 (d. J=8
Hz. 2H). 8.l5 (s, 1H). ivlS (DCI/NH,) m/z 460 (M+H)'. Anal. calc. for
CZOHzaF;N,O,S: C, 52.'_'8: H, 5.26; N, 9.15. Found: C, 52.22; H, 5.08: N,
8.94. Example 275 2-(2,2.2-Trifluoroethvl )-4-f 4-(carboxamido)pheno~cv
)1-~-[=I-(methvlsulfonvi )phenvll 3(2H1-pvridazinone The title compound was
prepared according to the method of Example 261, substituting
4-hydroxybenzamide in place of neopentyl alcohol (yield: 50 mg, 26%). mp >
250 C. 'H NMR (300 MHz, DMSO-db) a 3.26 (s, 3H). 5.02 (q. J=8 Hz, 2H), 7.08
(d, J=9 Hz, 2H), 7.30 (s, 1 H), 7.82 (d, J=9 Hz, 2H), 7.88 (d, J=8 Hz. 2H),
7.92 {s, 1 H), 8.03 (d, J=8 Hz, 2H), 8.47 (s, 1 H). MS (DCh/NH;) m,~z 468
(M+H)', 485 (M--NHa)-. Anal. calc. for C,H,6F,N30,S: C, 51.39: H, 3.45; N,
8.99. Found. C, 51.31; H, 3.28; N, 8.77. 2o Example 276
2-l2.2.2-Trifluoroethv 1)-=1-( 1-indanvloxv)-5-f4-lmethvlsulfonvl
)phenvll-3(2H) p-yridazinone The title compound was prepared according to
the method of Example 261, substituting 1-indanol in place of neopentyl
alcohol (geld: 8-1 mg, 44%). mp 113-114 C. 25 'H NMR (300 MHz. DMSO-db) b
2.07-2.14 (m, 1 H), 2.22-2.35 (m, 1 H), 2.73 (dd. J=5 Hz, 7 Hz, 2H), 3.24
(s, 3H). 5.00-5.22 (m, 2H). 6.48 (dd, J=2 I-Iz. 6 Hz, 1 H), 7.12-7.24 (m,
2H), 7.21-7.28 (m, 2H), 7.-l4 (d, J=8 Hz, ?H), 7.87 (d. J=8 Hz. 2H). 8.09
(s. 1H). MtS (DCI/NH3) m/z 482 (M+NH;)'. Anal. calc. for C"H,9F;N,OaS: C,
57.19; H, 4.-18; N, 5.80. Found: C, 57.36; H, 4.30; \. 5.78. 243   Z ~ SAY
zoos W O 00I2-t719 Example ?77 PCT/US99/25234
2-('_'.2.?-Trifluoroethvll-4-j=1-(acetamidolphenoxvll-~-[4-(methvlsulfonvl)
phenvll-3(2Hl pvridazinone 5 The title compound was prepared according to
the method of Example ?61, substituting 4-acetamidophenol in place of
neopentyl alcohol (yield: 45 mg, 23%), mp 21 ~-216 C. 'H NMR (300 lvlHz,
DMSO-db) S 2.02 (s. 3H). 3.26 (s, 3H), 5.02 (q, J=8 Hz, 2H), 6.61-6.65 (m,
1 H), 7.17-7.20 (m, 2H), 7.34 (br s. 1 H), 7.88 (d. J=9 Hz, 2H). 8.03 (d,
J=8 Hz, 2H). 8.36 (s, 1 H). 9.97 (s, 1 H). MS (DCI,rI~iH,) miz 499
(M+NHa)'. Anal. calc. 1o for C,,H,BF;N,O;S: C, 5'?.39: H, 3.77; N, 8.73.
Found: C. 5''.57; H. 4.0'?; N, 8.37. Example 278 



2-(2.2.Z-Trifluoroethvll-4~2-methylpropoxvl-~-[_-1-(methvlsulfo
~l~phenvll-3(2H) wridazinone 15 The title compound was prepared according
to the method of Example 261, substituting 2-methylpropanol in place of
neopentyl alcohol (yield: 111 mg, 50%). mp 108-110 C. 'H NMR (300 MHz,
DMSO-d5) S 0.77 (d. J=6.4 Hz, 6H). 1.52 (sept, J=6.4 Hz. 1H), 3.28 (s, 3H),
4.17 (d, J=6 Hz, 2H), 5.02 (q, J=9 Hz. ?H), 7.88 (d, J=9 Hz. 2H), 8.04 (d.
J=9 Hz, 2H), 8.14 (s. 1H). iVIS (DCL'Iv'H3) miz 405 (M+H)-, 4?2 (M+NH,)`.
2o Anal. calc. for C,,H,9F,N,O,S C) 50.49; H) 4.74; N, 6.93. Found C,
50.69, H. 4.89; N. 6.75. Example 279 2-(2.2.?-Tri fluoroethvl l--~-l
1-methvlcvclop_ropvlmethoxv 1-5-f-i-(methvlsulfonvllphenvl l 25
~?H~-pvridazinone The title compound was prepared according to the method
of Example 261. substituting 1-methylcyclopropanemethanol in place of
neopentyl alcohol (,yield: 360 ms, 75.5io). mp 98-99 C. 'H NMR (300 MHz,
CDC1;) b 0.35 (dt, J=40 Hz, ~ Hz, 4H), 0.91 (s, 3H), 3.11 (s, 3H), 4.3? (s.
?H), 4.82 (q. J=8.5 Hz, `_'H). 7.80 (d. J=8.5 Hz, 2H). 7.84 (s, 2 a.~   WO
00/24719 '~ ? ~~~ `lu';::~;~ PCT/US99/2523~i 1 H), 8.06 (d, J=9 Hz, 2H). MS
(DCI/NH;) m/z 417 (NI+H)-. miz 434 (M+NH,)-. Anal. calc. for C,8H,9F;N,OaS:
C. 51.92: H. 4.60; N, 6.73. Found: C. ~ 1.87; H, 4.72; N, 6.69. Example 280
5 2-(2,2.~'-Tritluoroethvl)-=~-(
3.3-dimethvlbutoxv)-s-f4-lmethvlsulfonvl)phenvll-3(2H) pvridazinone The
title compound was prepared according to the method of Example 261,
substituting 3.3-dirnethyl-1-butanol in place of neopentyl alcohol (geld:
270 mg, 67.4%). nip 83-85 C. 'H NMR (300 MHz. CDC1;) 0 0.88 (s, 9H), 1.~6
(t, J=8 Hz, 2H), 4.60 (t, J=8 Hz, '_'H). 4.83 (q, J=8.5 Hz, 2H). 7.73 (d,
J=8.~ Hz. 2H). 7.81 (s. 1H), 8.05 (d, J=8.~ Hz, 2H). MS (DCI/NH,) miz 433
(M-+-H)-, m/z 4~0 (VI+NH~)-. Anal. calc. for C,9H,;F;N,OaS: C. Q2.77; H,
5.36; N, 6.48. Found: C. 52.9: H. ~.?9; N, 6.3~. Examp_Ie 281 15
2-~.4-Difluorophenvl)-4-(4-chlorophenoxv)-S-f4-(methvlsulfonyl)phenvl]-3(2H
l pvridazinone A mixture of
2-benzyl-4-chloro-5-[4-(methylsulfonyi)phenyl]-3(2H)-pyridazinone ( 187 mg,
0.~ mmol), prepared in Example 78. p-chlorophenol ( 129 mg, 0.~ mmol) and
NaH (60% oil suspension) (40 mg, 1 mmol) in THF (2~ mL > was ret7uxed at 50
C for 3 ?0 hours and then concentrated in vacuo. The residue was
partitioned between water and ethyl acetate. The acetate layer was washed
with brine, dried over NIgSOa and concentrated in vacuo. The residue was
chromatographed (silica gel, 1:1 hexanes-ethyl acetate) to provide
2-benzyl-4-(4-chlorophenoxy)-~-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone (yield: 200 mg, 82%). 25 The above derivative was dissolved in
toluene (?~ mL) and was treated with AIBr; (400 mg. 1.~ mmol) for 20
minutes at 80 C. The mixture a as cooled to room temperature and poured
into ice-10% citric acid-ethyl acetate. The organic layer was separated.
dried over IvIgSO~ and concentrated in vacuo to provide crude desbenzvl
derivative. This compound was immediately dissolved in pyridine (~0 mL) and
was treated with 3,4 ?=t 5   2 7 MAY 2003 WO 00/24719 PCT/US99I25234
difluorobromobenzene (0.17 mL. 1.~ mmol). Cu (20 mg) and K,C03 ( 100 mg) I
.5 mmol) at reflux for 16 hours. After the mixture was concentrated in
vacuo, the residue was dissolved in ethyl acetate and was washed with
water. 10% citric acid and brine. Purification by column chromatography
(silica l;el, 1:1 hexanes-ethyl acetate) provided the 5 title compound
(yield: 73 mg, 30%l, mp 192-194 C. ~ H NMR (300 MHz, DMSO db) 8 3.22 (s,
3H), 7.13 (m. 2H). 7.3 5 (m, 2H), 7.50 (m. 1 H). 7.60 (m, 1 H). 7.75 (m, 1
H), 7.87 (d. J=9 Hz, 2H)) 8.0~ (d, J=9 Hz. 2H), 8.41 (s, 1 H). NIS (APCI+)
m:'z 488 (MTH) and (APCI-) m/z Q23 (M+C1)'. Exampl_a 282
?-(3.4-Difluorophenvll--1-(4-bromophenoxv)-~
L4-(methvlsulfonvl)phenvll-3(2Hl pyridazinone. The title compound was
prepared according to the method of Example 281 , substituting
p-bromophenol in place of p-chlorophenol (yield: ~4 mg, 20%). mp 196-199 ~5
C. 'H NIVtR (300 IvIHz. DMSO-dh) S 3.25 (s, 3H), 7.09 (d, J=9 Hz. 2H). 7.47
(d, J=9 Hz, 2H), 7. ~ 2 (m, 1 H), 7.62 (m. 1 H), 7.78 (m. 1 H), 7.89 (d,
J=9 Hz, 2H), 8 .05 (d, J=9 Hz, 2 H), 8.41 (s, IH). NIS (APCI+) m/z Q33
(M+H)- and (APCI-) m/z Q69 (1~I+C1)'. Example 283 '_0
2-(2.?.'_-Trifluoroethvll-4-(cvclopentvlthiol-~-[,4-(
methvlsulfonvllphenvll-3(2H) pvridazinone To a solution of NaH (26 mg, 1.I
mmol) in acetonitrile (3.0 mL), under nitrogen, was added cyclopentyl
mercaptan ( 120 ~L. 1.1 mmol) dropwise via syringe. The resulting solution
was flushed with nitrogen for a period of 20 minutes; after which 2-(2,2,2
25
trifluoroethyl)-4-chloro-~-(-I-{methylsulfonyl)phenyl]-3(2H)-pyridazinone,
prepared in Example 193E, (200 mg, 0 ~2 mmol) was added in one portion. The
solution was stirred for an additional 20 minutes at which time, all the
4-bromo pyridazinone was consumed. The solution was analyzed by TLC ( 1:1,
ethyl acetate-Hex). Water (~ mL) was carefully added and the reaction
partitioned between ethyl acetate ( 12~ mL) and saturated saline (~0 ~16
~ 7 MAY 2003 WO 00I24719 PCT/US99/25234 mL). The organic layer ~s washed
with saturated saline (50 mL), dried over MgSO" and concentrated in vacuo.
Silica gel chromatoeraphy (20% ethyl acetate-80% hexanes) provided a pale
yellow solid (yield: 202 mg. 83.1 %). mp 149-15I C. 'H NMR (300 MHz, CDC13)
b 1.40-1.3.I (m. 2H), 1.62-1.54 (m. 4H). I.93-1.88 (m. 2H), 3.13 (s, 3H)) 5
4.40-4.35 (m, I H), 4.85 (q. J=8.2 Hz, 2H). 7.58 (d, J=8.5 Hz, 2H), 7.66
(s, 1 H), 8.06 (d, J=8.4 Hz, 2H). MS (DCI/NH,) m/z 432 (M+H)', (MtNHa)'.
Anal. calc. for C,8H,9F,N,O,S,: C, 49.99: H. 4.43; N, 6.48. Found: C.
50.15; H, 4.39; N, 6.45. Example 284 ?-(?.''.'_'-Trifluoroethvll-.~-l 1
H-1.?.=I-triazole-3-vlthiol-~-f-I-(methvlsulfonvl)phenyll
3(2H)-pvridazinone. The title compound was prepared according to the method
of Example 283 , substituting 1H-1,2,4-triazole-3-thiol in place of
cyclopentyl mercaptan (yield: 164 mg, 93%). mp 197-200 C. 'H NMR {300 MHz,
CDC13) a 3.14 (s, 3H), 4.84 (q, J=8.I Hz, ~ 5 2H), 7.41 (s, I H). 7.68 (d.
J=6.8 Hz, 2H), 7.83 (s, 1 H). 8.00 (d. J=7. I Hz, 2H), 8.05 (s, 1H). MS
(DCI/NH3) m/z 431 {;VI+H)`, (M+NH,)`. .4nal. calc. for C,SH,,F,N,O,S,: C,
41.76; H, 2.80 ; N, I6.23. Found: C, 41.68; H, 2.85: N. 15.99. Exam,~le 285
20 ~_._
_-Trifluoroethvl)-:~-phenvlmethvlthio-~-f4-(methvlsuffonvflphenvll-3~2H)
p.~Lndazinone. The title compound was prepared according to the method of
Example 283 , substituting benzyl mercaptan in place of cyclopentvl
mercaptan (yield: 141 mg, 76%). mp 108-11 I C. 'H NMR (300 MHz, CDC13) a
3.01 (s, 3H). 4.38 (s, ?H), 4.87 (q, J=Hz, 25 2H), 7.10-7.06 (m, 2H).
7.=2-7,20 (m, 5H). 7.59 (s, I H). 7.9 (d, J=8.5 Hz) 2H). MtS (DCI/NH3) m/z
454 (M+H)-, (M-+NHa)'. Anal. calc. for C,H,,F3N,O,S,, 0,75 EtOAc: C, 53.06;
H. 4..I5 ; N, 5.38. Found: C, 53.55; H, 4.16; N. 5.84. Example 286 2-t 7
2 7 M AY 2003 WO 00/2719 PCT/US99/25234
-(?.?.2-Trifluoroethvl)--l-f4-fluorophenvlthio)-5-[4-(methvlsulfonvl~phenvl
l-3(2H) pyridazinone The title compound was prepared according to the
method of Example 283 , substituting :~-fluorophenylmethyl mercaptan in
place of cyclopentyl mercaptan (yield: 5 184 mo, 73.5%). mp 182-185 C. 'H
NMR (300 MHz. CDC1;) 8 3.08 (s, 3H). 4.82 (q, J=8.5 Hz. 2H), 6.87-6.81 (m,
2H). 7.19-7.11 (m, 2H), 7.48 (d. J=9.0 Hz, 2H). 7.68 (s, 1 H). 7.93 (d,
J=8.5 Hz, 2H). MS (DCI/NH,) miz 458 (M+H)~, (M+NH,)*. .final. calc. for
C,9H"F,N,O,S,: C, 49.78: H, 3.08 : N, b.l 1. Found: C. 49.89 : H, 3.18 ; N,
5.86 10 Example 287
~2,2.?-Trifluoroethvll-4-lcvclohexvlthio)-5-L4-lmethvlsulfonvllphenvlL3(~H)
pvridazinone The title compound was prepared according to the method of
Example 283 , substituting cyclohexyl mercaptan in place of cyclopentyl
mercaptan (yield: 189 mg, 15 78%). mp 165-l67 C. 'H NMR (300 MHz, CDC1,) 0
1.28-1.l7 (m. 5H), l.64-l.56 (m, 3H), 1.82-1.79 (m, 2H), 3.I 3 (s, 3H),
4.08-4.05 (m, 1 H), 4.86 (q, J=8.5 Hz, 2H), 7.58 (d, J=8.4 Hz, 2H). 7.67
(s, 1 H), 8.06 (d. J=8.5 Hz, 2H). MS (DCI/I~TH,) m/z =146 (M+H)', (M+NH~)*.
Anal. calc. for C~~H,,F3N,03S,: C, 51.11; H, 4.74 : N, 6.27. Found: C,
51.39 ; H, 4.72 ; N, 5.91. zo Example 288
2-(2.2,?-Trifluoroethvl)-4-(3-chloro-4-fluorophenvlthio~-5-L4-(methvlsulfon
vl)phenvll ~2H) ~vridazinone The title compound was prepared according to
the method of Example 283 , 25 substituting 3-chloro--1-fluorothiophenol in
place of cyclopentvl mercaptan (yield: l90 mg, 65%). mp 142-I ~45 C. 'H NMR
(300 MHz. CDC13) a 3.18 (s. 3H), 4.85 (q. J=8.4 Hz, 2H), 6.96 (ov, t, J=8.5
I-Iz, 1 H). 7.1.1-7.10 (m, 1 H), 7.18 (dd. J=?. I . 6.5 Hz. I H,), 7.53 (d.
J=8.4 Hz, 2H), 7.7 7 (S, 1 H), 7.96 (d. J=8.0 Hz, 2H). I~iS (CI) miz 493
(lei+1 )`, (M+NH,)'. ,.ss   WO 00/24719 ~~ 7 M~~ ~u~~ PCT/US99/.~,5234
Anal. calc. for C,9H"C1F~N,O3S,.0.2~ C6H5.H,0: C. 47.36 ; H, 2.92; N, 5.41.
Found: C. 47.88 ; H, 2.95; N. 5.24. Example 289 5
2-(2.'_'.2-Trifluoroethvl)-4-(2.''
2-trit7uoroethvlthio)-~-f4-(methvlsulfonvllphenvl -l~(?Hlpyridazinone. The
title compound was prepared according to the method of Example 283,
substituting '_'.2.2-trifluoroethyl mercaptan in place of cyclopentyl
mercaptan (yield: 175 mg, 66%). mp 155-158 C. ~H NMR (300 MHz. CDC1,) b
3.14 (s, 3H), 3.98 (q, J=9.8 Hz. 2H), .~ 86 (q, J=8.1 Hz. 2H), 7.~8 (d.
J=8.=1 Hz. 2H), 7.7~ (s, 1H). 8.10 (d, J=8.4 Hz. 2H). MS (DCI/NH,) m/z 446
(M+H)-, (~~1+NH~)'. Anal. calc. for C,;H,=F6N,O,S,: C, 40.36 ; H, 2.71; N,
6.28. Found: C. 40.50; H, '_'.72; N, 6.0I. Example 290 15
2-(2,2.?-Trifluoroethvll-4-lten-butvlthio)-~-[~4-(methvlsulfonvl)phenvll-3(
?H) pvridazinone. The title compound was prepared according to the method
of Example 283 , substituting tert-butyl mercaptan in place of cyclopentyl
mercaptan (yield: 212 mg, 85%). mp 186-189 C. 'H NMR (300 NiHz, CDC1,) a
1.25 ls. 9H). 3.13 (s, 3H). 4.87 (q, J=8.1 2o Hz, 2H), 7.6'_ (d. J=8.5 Hz,
''H). 7.6 7 (s. 1 H), 8.05 (d. J=8.1 Hz. 2H). MS (ESI) m,'z 420 (M+H)-,
(M+Na)-. Anal. calc. for C"H,~F,N,O,S,: C, 48.56 ; H, 4.55; N. 6.66. Found:
C, 50.15; H, 4.39; N, 6.45. Example 291 25
2-(2.'_.?-Trif7uoroethvll--1-(4-acetamidophenvlthiol-s-f~4-(methvlsulfonvl)
phenvl -3(?H)pvridazinone. The title compound was prepared according to the
method of Example 283 , substituting ~4-acetamidothiophenol in place of
cyclopentvl mercaptan (yield: l00 mg, 37%). mp 19l-193 C. 'H NivIR (300
iVIHz. CDCI,) 8 '_' 16 (s, 3H), 3.08 (s, 3H), 4.83 (q, ?49   2 ? MAY 2003
WO 00/24719 PCTIUS99125234 J=8.2 Hz, 2H), 7.00 (d. J=8.8 Hz. 2H), 7.19 (d,
J=8.8 Hz, 2H), 7.31 (d, J=8.1 Hz, 2H), 7.58 (s, 1 H), 7.78 (d, J=8.1 Hz.
2H). MS (CI) miz 497 (M+H)', (M+NH,)'. Anal. calc. for C,,I-i,BF;
:~1,0~5,.0.25H,0. 0.?~ C6Ho: C, 52.83; H. 4.06; N, 7.70. Found: C. 52.97:
H, 3.85; N. 7.65. 5 Example 292
2-(2,2.?-Trifluoroethvll-4-(?-propvlthiol-5-f4-(methvlsulfonvl)phenvll-3(2H
1 pvridazinone. The title compound was prepared according to the method of
Example 283 . i o substituting isopropyl mercaptan in place of cyclopentyl
mercaptan (yield: 180 mg, 81 %l. mp 165-167 C. '1-I NMR (300 MHz, CDCI;) S
1.17 (d, J=6.8 Hz, 6H), 3.13 (s, 3H), 4.33 (p, J=6.8 Hz, 1 H), 4.86 (q.
J=8.5 Hz, 2H), 6.59 (d, J=8.5 Hz. 2H), 7.68 (s, I H), 8.07 (d, J=8.1 Hz,
2H). MS (DCI/NH;) m/z 406 (ivI+H)-, (vl+NHa)-. Anal. calc. for C,6H,,F,N=O;
S=, 0.75H=O. C. =I.76 ; H, 4.4; N, 6.67. Found: C, 45.91; H, 3.98; N, 6.46.
IS 



Example 293
2-(2.''.2-Trifluoroethvll-.~-r~-methvlprop-1-vlthio)-5-f4-(methvlsulfonvllp
henvll 3(~H) pyridazinone. The title compound .vas prepared according to
the method of Example 283 , 2o substituun~ 2-methyl-1-propyl mercaptan in
place of cyclopentyl mercaptan (yield: 100 mg, 830). mp l35-138 C. 'H NMR
(300 MHz, CDCI;) 8 0.87 (d, J=6.4 Hz, 6H), 1.671.60 (m, 1 H), 3 .00 (d,
J=6.7 Hz, 2 H), 3 .1=1 ( s, 3 H), 4.84 (q, J=8.5 Hz. 2 H), 7.61 (d. J=8.4
Hz, 2H), 7.67 (s, 1 H), 8.08 (d, J=8.5 Hz, 2H). MS (DCI/NH;) m/z 420
(M+H)`, (M+NH,)`. Anal. calc. for C,,H,~F,N,O,S,: C, 48.56 ; H, 4.55; N.
6.66. Found: C. -17.86; ?5 H, 4.57: N, 6.5 1. Example 294
2-(2.2.'_'-Trifluoroethvll-.~-ammo-5
~(4-(methvlsulfonvllphenvll-,(2H)-pvridaztnone ?50   2 ? MAY 2003 WO
00I24719 PCT/US99125234
2-(2.2,?-Trifluoroethy!)-4-chloro-~-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone, prepared according to Example 193E, (~00 mg) I.36 mmol) was
dissolved in DMF (10 mL) and treated with NaN; (100 mg, 1 ~ mmol). After 2
hours at room temperature, the reaction was diluted with ethyl acetate and
washed with water. 4 times, 5 and dried over MgSO,. After filtration of the
drying agent and concentration of the filtrate in vacuo, the residue was
purified by chromatography on silica gel (Biotage 40S) eluted with':1
hexanes-ethyl acetate. The product fractions were combined and evaporated
to provide the azido intermediate,
2-(2,2.2-Trifluoroethvl)-4-azido-5-[4(methylsulfonyl)phenyl]-3(2H)-pyridazi
none (yield: 481 mg, 95%). to The 4-azido-compound above (39 mg, 0.105
mmoi) was dissolved in THF (3 mL) and MeOH (2 mL) and treated with excess
NaBH,. After 1 ~ minutes. the reaction was quenched with saturated'.~H,CI
solution and the product was extracted into ethyl acetate. The organic
layer was washed with water, 3 times. and dried over MgSO,. Filtration of
the drying agent and evaporation of the solvent provided the title compound
(yield: 26 mg, ~ 5 71 %). mp > 2b0 C. ' H NMR (300 MHz, DMSO-db) a 3.26 (s,
3H). 4.93 (q, J=9 Hz, 2H), 6.7l (s, 2H), 7.72 (s, I H), 7.76 (d, J=8 Hz,
2H), 8.02 (d. J=8 Hz, 2H). MS (ESI-) m; z 346 (M-H)'. Anal. talc. for C
"H,:F;N,O;S: C, 44.96; H. 3.48; I~`, 12.10. Found: C, 44.59; H, 3.52; N,
11.93. 2o Example 29~
2-(2,2,2-Trifluoroethvl)--1-(s-methoY~ropvlamino)-~-[=1-(methylsulfonvl)phe
nvlL3(2H1 pjrridazinone A solution of
2-{'_'.?.2-trifluoroethyl)-4-chloro-~-[4-(methylsulfonyl)phenyl]
3(2H)-pyridazinone (200 mg. 0.546 mmol), prepared according to the method
of Example 25 193E, and 3-methoxypropylamine ( 14~ mg, 1.64 mmol) in
pyridine (4 mL) was heated at l00 C for 16 hours. The reaction mixture was
cooled to room temperature, mined with silica gel (2 g), and the solvent
removed under reduced pressure. The adsorbed silica gel was layered over an
Extract-Clean Cartridge~~ ( Alltech. packing: 10 g silica gel) and the
cartridge eluted with a hexaneslacetone step gradient consisting of 60 mL
of each of the '_'S1   WO 00I24719 21 ~ A`~ Z003 PCT/US99/25234 following
mixtures: hexanes, 8:1 hexanes!acetone, 4:1. 2:1, and 1:1. Fractions
containing desired product were combined. concentrated, and further
purified using HPLC (Technihrom Kromasil 60-5 sil silica column, 20 mm x 26
cm). The column was eluted with a linear gradient consisting of 30% ethyl
acetate/hexanes to l00% ethyl acetate at 10 5 mL/min over 60 minutes.
Fractions containing product were combined and concentrated under reduced
pressure to provide the product as off white crystals (yield: ? 1 ~ mg,
96%). mp 110-113 C. 'H NMR (300 MHz, CDCI;) b 8.02 (d, J=l8.0 Hz, 2H), 7.55
(d, 2H, J=18.0 Hz), 7.48 (s. 1H). 6.67 (br t, 1H. J=9.0 Hz), 4.81 (q,
J=I7.4 Hz, 2H), 3.33 (t, J=12.0 FIz, 2H), 3.28 (s, 3H), 3.12 (s, 3H). 2.76
(dt. J=12.0, 12.0 Hz. ?H), 1.66 (tt, J=12.0, I2.0, to Hz. 2H). h-1S
(DCI/NH;) m/z 420 (M+H)-, m/z 437 [M+NHa]+, Anal. calc. for C,,H,F;N,O,S:
C. 48.68: H, 4.81: N, l0.02. Found: C, 48.74: H, 4.69; N, 9.84. Example 296
2-(2.?.2-Trifluoroethvl)-.1-lcvcl~entvlamino)-5-(4-(methvlsulfonyl)phenvll-
3~2H) t5 pyridazinone The product was prepared according to the method of
Example 295 , substituting cyclopentylamine in place of
3-methoxypropylamine to provide brown crystals (yield: l95 mg, 86%). mp
l34-139 C. 'H NIvIR (300 MHz, CDCI;) 8 8.03 (d, J=18.0 Hz, 2H), 7.56 (d,
J=18.0 Hz, 2I-I), 7.46 (s. 1 H), 6.12 (br d. J=l6.8 Hz. 1 H), 4.79 (q,
J=17.4 Hz, 2H), 3.33 20 (br m, 1 H), 3.1= (s, 3H), 1.64-l .?3 (br m, 8H).
MS (DCI,~1H,) m/z 416 (M+H)-. m/z 433 (M~NH~)'. Anal. calc. for C,gH,F;N;O;
S: C, 52.04; H, 4.86: N, 10.11. Found: C, 52.40; H, 4.93; N, 10.03. Example
297 25
2-(2,2.'_'-Trifluoroethvl~-:I-(cvclobutvlamino)-5-f4-(methvlsulfonvl)phenvl
l-3(2H1 gvridazinone The product was prepared according to the method of
Example 296 , substituting cyclobutylamine in place of 3-methoxypropylamine
to provide an off white solid (yield: 206 mg, 94%). mp l69-17'_' C. 'H NMR
(300 IVfHz. CDCI,) a 8.03 (d, J=17.4 Hz, 2H), 25'_   WO 00/2-t719 2 7 MAY
2003 PCT/US99/23Z34 7.54 (d, J=17.4 Hz. 2H). 7a15 (s, 1 H). 6.28 (br d,
J=16.2 Hz, 1 H). 4.81 (q, J=l 7.4 Hz, 2H), 3.42 (m, 1H). 3.13 (s, 3H). 1.79
(m, 4H), l.64 (m, 1H), 1.39 (m, 1H). MS (DCI/NH,) m/z 402 (M+H)', m/z 419
(M+NHa)`. Anal calc. for C"H,gF,N30,S.0.25 CH,COCH3: C, 51.25; H, 4.72; N,
10.10: found: C. 5I.3$: H. 4.68; N, 10.25. 5 Example 298
2-(2.2.2-Trifluoroethvll-4-(3.4-dimethoxvphenethvlamino)-5-f4-(methvlsulfon
vllphenvll 3 (? H)-purl dazinone The product was prepared according to the
method of Example 295 , substituting 3,4-dimethoxyphenethylamme in place of
3-methoxypropylamine to provide an off white solid (yield: ?06 mg, 9=I%).
mp I63-165 C. 'H NMIR (300 vtHz. CDC1,) d 8.02 (d, J=l 8.0 Hz, 2H), 7.5?
(d, J=18.0 Hz, 2 H), 7.45 (s, 1 H), 6.75 (d, J=16.2 Hz, 1 H), 6.50 (m. 2H),
6.16 (br d, J=11.4 Hz. 1H), 4.79 (q> J=17.4 Hz, '_'H), 3.8=l (s, 3H), 3.83
(s, 3H), 3.11 (s, 3H), 2.91 (dt, J=1?.6, 1?.6 Hz, 2H), 2.60 (t, J=l3.8 Hz,
2H). MS (DCI/NH,) m/z 529 ~ 5 (M+NHa)`. Anal. calc. for C"H~,F;N,O:S. C,
54.01; H, 4.73: N. 8.21. Found: C, 54.30: H, 4.b9; N, 8.16. Example 299
2-(?.2.2-Trifluoroethvl)-4-lcvclohexvlamino)-5~4-~methv
Isulfonvl)phenvl]-3(2H) 2o p_vridazinone The product was prepared according
to the method of Example 295 , substituting cyclohexylamtne in place of
3-methoxypropylamine to provide an off white solid (yield: 103 mg, 42%). 'H
NMIR (300 MHz. CDC1;) b 8.04 (d, J=I 8.0 Hz, 2H), 7.58 (d. J=18.0 Hz, 2H),
7.44. (s, 1 H), 6.06 (br d. J=18.6 Hz. I H), 4.8 I (q, J=18.0 Hz. 2H). 3
.11 (s, 3 H), 25 2.70 (m, 1H), 1.66-I .48 (m. 4H), I .42 (m. I H), 1.07 (m,
3H). 0.76 (m. 2H). MS (DCI/NH;) m/z 430 (iVi+H)-, miz :147 (:~I+NH,)-.
Anal. calc. for C,9H"F,N,03S: C, 53.14; H, 5.16; N, 9.78. Found: C. 52.86.
H, 5.06. N. 9.S2. Example 300 '_'S3   2 ? M AY 2003 V1'0 0Q/24719
PCTIUS99/25234 2-(2.2.2-Trifluoroethyll--1-[2-( I ~iperidinvl
lethvlamtnoLs-(4-(methvlsulfonvl)phenvll 3(2H)-~vridazinone 'The product
was prepared according to the method of Example ?9~ , substituting
2-(1-piperdinyl)ethylamine in place of 3-methoxypropylamine to provide an
off white 5 solid (yield: 210 mg, 84%). 'H NMR (300 MHz, CDC1,) 0 8.02 (d.
J=18.0 Hz, 2H), 7.~6 (d. J=18.0 Hz, 2H). 7.49 (s. 1 H), 6.91 (br. 1 H),
4.82 (q, J=18.0 Hz, 2H), 3.13 (s, 3H), 2.64 (br, 2H), 2.32 (br, 4H), 1.~8
(br, 6H), l.42 (br, 2H). MS (DCI/NH3) m,~z 4~9 (M+H)T. Anal. calc. for
C,9H"F,N ;O,S. C. 52.39; H. 5.Q0; N. 1''.?2. Found: C, ~?.64; I-i, 5.59; N,
12.00. Example 30l
?.2-Trifluoroethvl)--t-('?-tetrahvdrofurfurvlamino)-~-(4-(methvisulfonvl)ph
envll 3(2H1-pvridazinone The product was prepared according to the method
of Example 29~ , substituting 15 tetrahydrofurfurylamine in place of
3-methoxypropylamine to provide an off white solid (yield: 1 ~0 me, 64%).
mp 128-l29 C. 'H NMR (300 MHz. CDC1,) S 8.03 (d, J=18.0 Hz, 2H). 7.56 (d,
J=18.0 Hz, '_'H), 7,=I7 (s, 1H). 6.48 (br t. J=9.0 Hz, lI-i), 4.8l (q,
J=18.0 Hz, 2H), 3.84 (m, 2H), 3.72 (m. 1 H). 3.12 (s. 3H), 2.83 (m, 1 H).
''.64 (m, 1 H), 1.84 (m, 3H), 1.34 (m, 1 H). ISIS (DCI/NH,) rrvz 432
(M~H)-, m/z 449 (IVt+NH~)'. Anal. calc. for 2o C,~H,oF,N,O,S: C. Q0.1 l: H.
4.67: N. 9.7-1. Found: C. Q0.''3: H, 4.68: N, 9.68. Example 302
2-(2.?.'?-Trifluoroethvl)-4-lcvclo~ropvlmethvlaminol-~~4-(methvlsulfonvl)ph
enyll 3(2H1 :pyridazinone 25 The product was prepared according to the
method of Example ?9~ , substituting cyclopropylmethylamine in place of
3-methoxypropylamtne to provide an off white solid (yield: 130 mg, ~9%). mp
14~-146 C. 'H NMR (300 iVIHz. CDC1;) 8 8.01 (d. J=18.0 Hz, 2H), 7.~3 (d,
J=18.0 Hz, 2H), 7.48 (s, 1 H), 6.?0 (br, 1 H). 4.8'? (q, J=18.0 Hz. 2H).
3.12 (s, 3H). 2.4~ (br d, J=13.2 1-lz. '_'H), 0.88 (m. 1 H), 0.~ 1 (m. 2H
). 0.10 (m. ?H). MS 3~~1   2 7 M AY 2003 WO 00/2.t719 PCT/US99/25234
(DCI/NH3) m/z 402 (M+H)-, miz 419 (M+N Ha)'. Anal. talc. for C "H, aF,N30;
S. C, 50.87; H, 4.52; N, 10.47. Found: C. 51.00; H, 4.52; N, 10.44. Example
303 5 2-(2.2.?-Trifluoroethvl)-4-(2.3-dihvdro-1H-inden-1-vlamino)-5 ~,4
(methvlsulfonyphenvll-3(2H)-pvridazinone The product was prepared according
to the method of Example ?95 , substituting 1-indanylamine in place of
3-methoxypropylamine to provide an off white solid (yield: 82 mg, 32%). mp
155-158 C `H NMR (300 MHz. CDC1;) 8 8.04 (d, J=18.0 Hz. 2H), 7.68 to (d.
J=18.0 Hz, 2~-I), 7.49 (s. 1 H). 7 .'_'7-7.14 (m, 4H). 6.30 (br d. J=18.0
Hz, 1 H). 4.81 (q, J=18.0 Hz. 2H), 4.57 (m. 1 H). 3.09 (s, 3H)) 2.89 (m. 1
H). 2.60 (m. 1 I-I). 1.85 (m, 1 H), 1.68 (m, I H). MS (ESI (-) m/z 462
(M-H)'. Anal. talc. for C,~H~F,N30,S: C. 57.0I : H, 4.35; N, 9.07. Found:
C, 57.30; H, 4.45; N, 8.86. 15 Example 304 2-(2.2.?-Trifluoroethvll-4-(
1-piperidiny I)-5-(-~-lmethvlsulfonvl)phenvll 312H) pvridazinone The
product was prepared according to the method of Example 295 , substituting
piperidine in place of 3-methoxypropylamine to provide an off-white solid
(yield: 180 mg. 20 79%). mp l60-161 C. 'I-i NMR (300 MHz. CDC1,) b 8.04 (d,
J=18.0 Hz) 2H), 7.58 (s, 1H), 7.46 (d, J=18.0 Hz. 2H). 4.80 (q, J=18.0 Hz,
2H). 3.13 (s, 3H), 2.96 (m, 4H), 1.65 1.52 (m. 6H). MS (DCI/NH~) m/z 4l6
(M+I-I)'. Anal. talc. for C,8H2F,N,03S.H,0: C, 52.04; H. 4.85; N, 10.11.
Found: C. 52a1; H, 5.02, N, 9.75. 25 Example 30S
2-(2.'?.2-Trifluoroethvll-='.-l3-hvdroxvpro~vlaminol-5-f
a-(methvlsulfonvl)phenvll-3(2H) pvridazinone The product was prepared
according to the method of Example ?95 , substituting 3-hydroxvpropylamine
in place of 3-methoxypropylamine to provide a white solid (yield: 255   2 7
M AY 2003 WO 00/2A719 PCTNS9912523.1 l09.6 mg, 50%). mp 1 ~2-l54 C. 'H NMR
(300 MHz. CDC13) 8 8.02 (d, J=t 8.0 Hz, 2H), 7.56 (d, J=l8.0 Hz. ''H), 7.48
(s, 1H), 6.48 (br, 1H), 4.79 (q, J=l7.4 Hz, 2H), 3.63 (t, J=12.0 Hz. 2H),
3.12 (s. 3H), 2.81 (dt, J=12.0, 1?.0 Hz. 2H), 1.65 (tt, J=12.0, l2.0 Hz,
2H). MS (DCI/NH,) m!z 406 (M+H)', m/z 423 (M+NH,)'. Anal. calc. for 5
C,6H,gF,N,O,S: C. 47.41; H, 4.48; N, 10.37. Found: C. 47.53: H, 4.33, N,
10.27. Example 306 2-f 2.2.?-Trifluoroethvi l-4-(3-( 1 H-imidazol- I -vl
lpropvlaminol-5-f 4 (methvlsulfonvl)p,henvll-3(2H)-pyridazinone The product
w ~as prepared according to the method of Example ?95 , substituting
1-(3-aminopropyl)imidazole in place of 3-methoxypropylamine. The reaction
mixture was concentrated to dryness and the residue purified using RP-HPLC
(Rainin Dynamax C-18 column. 60 ~ pore size, 21.4 mm i.d.). The column was
eluted with a linear gradient consisting of 20% acetonitrile (containing
U.1 % TF A)/80% water (containing 0.1 % TFA) 15 to 100% acetonitrile
(containing 0.1 % TFA) at 15 mL/min over 70 minutes. The peak 



corresponding to the title product was collected and lyophilized to provide
a tan hygroscopic foam (geld: 70.2 m~> 28%). 'I-I NMR (300 MHz. DMSO) 8
8.95 (br s, 1H), 7.97 (d, J=l6.8 Hz, 2H), 7.66 (d. J=l6.2 Hz, 2H), 7.61 (s,
l H). 7.58 (d. J=15.0 Hz, 2H), 6.99 (br t, 1H, J=13.? Hz). 4.97 (dt,
J=18.0, 18.0 Hz, 2H). 3.97 (t. J=13.2 Hz. 2H), 3.28 (s, 20 3H), 2.69 (m,
2H), 1.81 (tt. J=13.2. 13.2 Hz, 2H). NIS (DCI/l~'H,) m/z 456 (M+H)`. Anal.
calc. for C~gH,F,NSO,S.1.4 CF3COOH: C, 42.S7; H, 3.51; N, 11.39. Found: C,
42.78: H. 3.58; N, 11.24. Example 307 25
2-(2,''.2-Trifluoroethvl)-4-(2R-hvdroxvlpropvlamino)-s-(4-imethvlsulfonyl)n
henvll ~2H?-gyridazinone The product was prepared according to the method
of Example ?9~ , substituting (R)-(-)-2-propanolamine in place of
3-methoxypropylamine to provide an off white solid (yield: l09.6 mg. 50%).
vl.p .=l40-142 C. 'H NMR (300 Mllz, CDCl3) 8 8.04 (d, ~sd   W O 00/24719 2
7 M AY 2003 PCT/US99/25234 J=18.0 Hz. 2H), 7.~6 (d, J=18.0 Hz. 2H). 7.:~9
(s, 1H), 6.42 (br, 1H), 4.79 (m, 2H), 3.80 (m, 1 H), 3.12 (s, 3H)) 2.68 (m,
2H). 1.02 (d. J=12.0 Hz, 3H). MS (DCI/NH,) m/z 406 (M+H)', m/z 423
(M+NH,)'. Anal. talc. for C,6H,gF,N,O,S: C. 47.41; H, 4.48; N, 10.37.
Found: C. 47a6; H, 4.41; N, 10.2. 5 Example 308
2-(2.2.2-Trifluoroethvl)-4-(?-cvanoethvlamino
)-~-f4-(methvlsulfonvl)phenvll-3(2H) pvridazinone The product was prepared
according to the method of Example 295 , substituting 2-cyanoethylamine in
place of 3-methoxypropylamme to provide an off white solid (yield: 27 mg,
12%). mp 172-174 C. 'I-! NV1R (300 MHz, CDCI;) d 8.09 (d, J=l8.0 Hz, 2H).
7.63 (d, J=18.0 Hz, 2H), 7.~ 1 (s, 1 H), 6.08 (br t, 1 H), 4 87 (y. J=18.0
Hz. 2H), 3.17 (dt, J=13.2, 13.2 Hz, 2H), 3.13 (s, 3H). 2.39 (t, J=13.2 Hz,
2H). ~rS (DCI/NH,) m/z 418 (M+NH~)'. Anal. talc. for C,6H,;F;N,O,S: C.
48.00; H, 3.78: N, 13.99. Found: C, 48.28; 15 H, 3.77; N, l3.80. Example
309 2-(2.2.?-Trifluoroethvll-4-(4-cvanoani
lino)-3-{4-(methvlsulfonvl)phenvl]'~~2H1 pvridazinone 2o A suspension of
_'-(=.?,2-tril3uoroethyl)-4-chloro-3-[-1-(methylsulfonyl)phenyl]
3(2H)-pyridazinone (300 mg. 0.830 mmol). prepared according to the method
of Example 193E, 4-aminobenzonitrile (290 mg, 2.46 mmol), and silver oxide
(760 mg, 3.28 mmol) in pyridine ( 1.5 mL) was stirred at 80 C for 24 hours.
The reaction was cooled to room temperature, adsorbed onto silica gel (2 g)
and solvent removed under reduced pressure. 25 The adsorbed silica 5e1 was
layered over an Extract-Clean Cartridge~~ (Alltech, packing: 10 g silica
gel) and the cartridge eluted with a hexanes/acetone step gradient
consisting of 60 mL of each of the following mixtures: hexanes, 8:1
hexanes/acetone, ~t: l , 2:1, and 1.1. Fractions containing desired product
were combined, concentrated. and further purified using HPLC (Technikrom
Kromasil 60-~sil column. ?0 mm ~ 25 cm). The column was 257   2 ? M AY 2003
WO 00/2719 PCT/US99/25234 eluted with a linear gradient consisting of 30%
ethyl acetate/hexanes to I00% ethyl acetate at 10 mL/min over ~0 minutes.
Fractions containing product were combined and concentrated under reduced
pressure to provide the product as a tan solid (yield: 149.9 mg. 41 %).
mp>230 C. 'H NIvIR (300 MHz. DMSO) 8 9.49 (s. 1 H), 8.00 (s, l I-I), 7.69
(d, 5 J=17.4 Hz. 2H), 7.43 (d, J=16.8 Hz. 2H). 7.32 (d, J=l8.0 Hz. 2H).
6.78 (d, J=18.0 Hz, 2H), 5.06 (q, J=18.0 Hz, 2H), 3.13 (s, 3H), 2.68 (m,
2H). 1.02 (d. J=l2.0 Hz. 3H). MS (DCI/NH,) m~z 466 (M+NH,)-. Anal. calc.
for C,oH,SF,NaO,S: C, 53a7; H, 3.37; N, 12.49. Found: C, 53.47; H. 3.49: N.
12.35. Example 3l0
2-(?.2.?-Trifluoroethvl)--~-[3-metho~cv-~-(trifluoromethvl)anilino -5-f4
(methvlsulfonyllphenvl]-3(2H)-pvridazinone The product was prepared
according to the method of Example 309, substituting 3
methoxy-~-(trifluoromethyl)aniline in place of 4-aminobenzonitrile to
provide a brown ~5 solid (yield: 226.5 mg, 80%). mp 206-208 C. 'H NMR (300
MI-iz, CDC1~) a 7.90 (s, 1 H), 7.77 (s, 1H), 7.71 (d. J=I 8.0 Hz, 2H), 7.28
(d. J=17.4 Hz. 2H), 6.61 (br s, 1 H), 6.46 (br s, 1 H), 6.31 (br s, I H).
4.90 (q, J=I 7.4 Hz, 2H). 3 72 (s, 3H), 2.94 (s, 3H). MS (DCI/Iv'H,) m/z
Q39 (Mt+NH,)-. Anal. calc. for C=,H"F6N,OaS: C, 48.37: H, 3.29; N, 8.06.
Found: C, 48.60: H, 3.33; N. 7.94. ?o Example 311 2
~2.2.?-Trifluoroethvil--1-amlino-5-~4-(methvlsulfonvll~henvl]-3(2H)_pyridaz
inone The product was prepared according to the method of Example 309.
substituting aniline ~n place of 4-aminobenzonitrile to provide a tan solid
(yield: 90 mg, 53%). mp 25 154-1 ~6 C. 'H NIVtR (300 MHz. CDC1;) 8 7.89 (br
s, 1 H). 7.72 (s. 1 H), 7.62 (d. J=l8.0 Hz, 2H), 7.19 (d. 3=18.0 Hz. 2H).
7.96-7.82 (m. 3H), 6.6l (d. J=l4.4 Hz, 2H). 4.90 (q, J=I8.0 Hz, 2H)) 2.94
(s, 3H). ivlS (DCh'IVrH;) m/z 424 (1~I+H)-, miz 441 (M+NH~)'. Anal. calc.
for C,~H,6F,N,O;S: C. 53.90; H, 3.81; N. 9.92. Found: C. 53.87; H, 3.73; N,
9.89. '_'S8   2 7 M AY ~~(l3 WO 00/24719 Example 312 PCT/US99/25234
2-(2.2.?-Trifluoroethvll-4-l'?.S-dimethoxvphenvlamino)-5-j4-(methvlsulfonvl
)phenvll 3(2H)-pvridazinone The product was prepared according to the
method of Example 309. substituting 5 2,5-dimethoxyaniline in place of
4-aminobenzonitrile to provide a tan solid (yield: 140 mg, 53%). mp 95-96
C. ' H NMR (300 MHz. CDCI;) 8 7.78 (br s, I H), 7.72 (s. 1 H), 7.63 (d,
J=18.0 Hz, 2 H), 7.18 (d, J= I 8.0 Hz, 2 H), 6.54 {d, J=18.0 Hz. 1 H), 6.3
8 (dd. J=6.0, 18.0 Hz, 1 H). 4.89 (q, J=18.0 Hz. 2H). 3.73 (s, 3N). 3.47
(s. 3H), 2.96 (s, 3H). MS (DCI/NH3) m/z 484 (:~i+H)', m/z 501 y1+NH,)'.
Anal. calc. for C,, H,F,N,OSS: C, 52.17; H, 4. i 7; t0 N, 8.69. Found: C,
S2.47: H, 4.17: N, 8.43. Example 313
2-(2.2.2-Trifluoroethvl)-4-l3-fluoroanilinol-5-[4-lmethvlsulfonvl)phenvl~-3
(2Hl p-yridazinone IS The product was prepared according to the method of
Example 309, substituting 3 fluoroaniline in place of 4-aminobenzonitrile
to provide a tan solid (yield: 1 ~ 1.3 mg, 42%). mp 156-158 C. `H NMR (300
I~tHz, DMSO) 0 9.18 (s, 1 H), 7.91 (s, 1 H), 7.62 (d, J=17.4 Hz) 2H), 7.36
(d. J=17.4 Hz, 2H). 6.88 (dd. J=15.0, 15.0 Hz. 1H), 6.56 (m, 1H), 6.49 (m.
?H), S.04 (q, J=18.0 Hz. 2H), 3.08 (s. 3H). 1.I5 (DCI/NH~) m./z 442 (M+H)-,
miz 20 4S9 (:fit+NH;)', m/z 476 (iVI-2NH,-H)`. Anal. calc. for C,,,H,SF;
N30,5.0.5 CH,COCH,: C, 52.33; H, 3.85; N, 8.93. Found: C, 52.51; H. 3.58;
N. 8.81. Example 314 ?-(?.?.?-Trifluoroethvll-4-(2.4-difluoroanilino)-S
14-(methvlsulfonvl~phenvll-3(2H ZS - pyridazinone The product was prepared
according to the method of Example 309, substituting 2,4-difluoroaniline in
place of 4-aminobenzonitrile to provide a tan solid (yield: 63.1 mg, 17%).
rnp l 70-l 75 C. 'H N~iR (.i00 MHz, DMSO) a 9.00 (s. 1 H), 7.80 (s, 1 H), 7
57 (d, J=17.4 Hz. 2H), 7.26 (d, J=I7.4 Hz, 2H), 7.05 (m, 1H). 6.75 (m, 2H).
5.05 (q. J=18.0 Hz. 259   2 7 M AY 2003 WO 0012.1719 PCT/US99125234 2H).
3.09 (s. 3H). MS (DCI/NH;) m/z 460 (M+H)-, miz 477 (M+NHa)-. Anal. calc.
for C,9H,~F5N,O,S: C. 49.68; H, 3.07; N, 9.15; found: C, 50.00; H) 2.95; N,
9.10. Example 315 5
2-(2.?.'?-Trifluoroethvll-4-(?,3.5-trifluoroanilino)-5-~4-(methvlsulfonvllp
henvlj-3(2H1 pvridazinone The product was prepared according to the method
of Example 309, substituting 2,3,5-trifluoroaniline in place of
4-aminobenzonitrile to provide a pale purple solid (yield: 85.3 mg. 22%).
mp l90-l94 C. 'H NMR (300 MHz. DMSO) S 9.27 (s, IH), 7.90 (s, 1 H). 7.70
(d. J=17.4 Hz. 2H). 7.39 (d, J=17.4 Hz, 2I-i), 7.03 (m. 1 H). 6.76 (m. 1
H), 5.06 (q, J=18.0 Hz. 2H), 3.14 (s, 3f-I). MS (DCI,~1H3) m,'z 495
(IvI+NH,)-. Anal. calc. for C,~H"F~N,O,S. C, 47.80; H, 2.74; N, 8.80.
Found: C, 47.51; H, 2.55; N. 8.63. Example 316 ~S
2-(?.2.'_'-Trifluoroethvl)-4-(.~-fluoroanilinol-5-L4-(methvlsulfonvl)phenvl
l-3(2H1 pvridazinone The product was prepared according to the method of
Example 309, substituting ~L fluoroaniline in place of 4-aminobenzonitrile
to provide a tan solid (yield: 15.8 mg, 4%). mp 158-160 C. 'H NMR (300 MHz,
CDC13) b 7.80 (br s. 1 H), 7.69 (s. 11-1). 7.65 (d. 2o J=18.0 Hz, 2H), 7.l8
(d, J=18.0 Hz, 2H1, 6.63 (d, J=3.6 Hz, 2H), 6.61 (s, 2H), 4.89 (q, J=17.4
Hz, 2H), 2.96 (s, 3H). MS (DCI/NH3) m/z 459 (M+NHa)'. Anal. calc. for
C,9H,SF~N,O;S.1.25 H,O: C, 49.19; H, 3.80; N, 9.05. Found: C, 59.57; H,
3.53; N, 8.70. Example 317 25
2-Benzvl-4-(3-thienvll-5-f4-(methvlsulfonvl)phenvll- 3(2H )-nvridazinone
2-Benzyl-4-chloro-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyndazinone prepared
in Example 78 ( 150 mg, 0.4 mmol), thiophene-3-boronic acid (66.5 mg. 0.52
mmol), CsF ( I 45.8 mg) 0.96 mmol), and tetrakis-(
triphenylphosphine)-palladium(0) ( I 3.9 mg, 0.01'_' mrnol) in DNIE ('_'S
mL) were stirred at reflux for 6 hours TLC ( 1 CH,CI,: l hexanes:1.5 260
2 7 M AY 2003 WO 00I24719 PCT/US99/25234 ethyl acetate) indicated that all
starting materials were consumed. The reaction mixture was cooled to room
temperature and concentrated under reduced pressure. The residue was
partitioned between w ater and ethyl acetate. The organic Payer was washed
with brine. dried over MgSO,, and filtered. The filtrate was concentrated
under reduced 5 pressure. The residue was purified using a silica gel
column (0.5:2.5:0.5 CH,C1,~'hexanes/ethyl acetate). A yellow powder was
obtained (yield: 50 mg, 31%). 'H NMR (300 MHz, CDCI,) a 3.09 (s. 3H). 5.41
(s, 2H)) 6.72 (dd. J=1.5 Hz, 9 Hz, 1H), 7.13 (dd, J=3 Hz, 3 Hz, 1H),
7.3-7.45 (m, 5H)) 7.5-7.6 (m, 3H), 7.78 (s, 1H). 7.92 (d, 9 Hz, 2H). MS
(DCI/NH3) tniz -t'_'3 (M+H)'. Anal. calc. for C" H,sN,03S,. 0.~ H,O: C,
6.23; H, t0 4.43: N, 6.49. Found C. 61.'_'9: H. 4.40; N. 6.16. Examt~le 318
2-Benzvl-4-(2-benzofuranvl)-5-j4-(methvlsulfonvl)phenvll-3(2H)-pvridazinone
The title compound was prepared according to the method of Example 317 , 15
substituting 2-benzofuranboronic acid for 3-thiopheneboronic acid {yield:
46 mg, 25%). 'H NMR (300 MHz, CDCI,) S 3.13 (s, 3H), 5.5 (s, 2 H,),
6.85-6.92 (m, 1 H), 7.15-7.25 (m, 3 H), 7.3-7.42 (m, 3 H), 7.45-7.7 (m,
SH), 7.79 (s, 1 H) 8.0 (d. J=9 Hz, 2H), 8.08 (s, 1 H). MS (DCI/NH3), m/z
457 (M+H)-. Anal. calc. for C,6I-I,oN,OaS.H,O: C. 65.80; H, 4.67; N, 5.90.
Found C, 65.44; H. 4.42; N. 6.14. 20 Example 319
2-Benzvl-4-(1-oxo-1.3-dihvdro-2-benzofuran-5-vll-514-~methvlsulfonvl)phenyl
l-3 2H) gvridazinone The title compound was prepared according to the
method of Example 221, 25 substituting
2-benzyl-4-chloro-5-[4-(methylsulfonyl)phenyl]-3{2H)-pyridazinone, prepared
in Example 78, in place of
?-{?.2.2-trifluoroethyl)-4-chloro-5-[4(methylsulfonyl)phenyl]-
3(?H)-pyridazinone (yield: I 12 mg. 44%). mp > 250 C. 'H NMR (30U MHz,
DMSO-~i5) 8 3.20 (s, 3H). 5.34 (s, 2H), 5.36 (s. 2H), 7.30-7.44 {m, 6H),
7.48 (d, J=8 Hz, 2H), 7.5 7 (s. 1 H). 7.73 (d. J=8 Hz. 1 H}, 7.85 (d. J=8
Hz, 2H), 8.17 (s, 26l   '~ ? M Av ~nrl~ WO 00I2-t719 PCTNS99/25234 1 H). MS
(DCh'NH;) m/z 4 7 3 (lei+H)`, 490 (M+NH,)- Anal. calc. for C,6H,N,OSS: C,
65.46; H. 4.33; N, 5.87. Found: C. 65.56; H. =1.48; N. 5.75. Example 320 5
2-Benzvl-4-(5-chioro-?-thienvl )-5-[;
~-Imethvlsulfonvl)ghenvll-3(?Hl-nvridazinone The title compound was
prepared according to the method of Example 317, substituting
5-chloro-2-thiopheneboronic acid in place of 3-thiopheneboronic acid
(yield: 



21 mg, 17%). 'H NMR (300 IviHz. CDCI;) 0 3.15 (s. 3H), 5.45 (s, 2H), 6.51
(d, J=4.5 Hz, 1 H), 6.7 (d. J=4,5 Hz, 1 H). 7.3-7.4 (m, 3H), 7.5=7.6 (m.
4H), 7.6 (s, 1 H). 8.05 (d, J=9 Hz. 2H). MS (DCI/l~`H,), miz -i57 (M+H)'.
Anal. calc. for C,BH, SCIN,O,S: C. 57.68; H, 4.03; N, 7.-17. Found C.
57.61: H. 3.8.i: N, 7.14. Example 321
2-Benzvl-=l-(3-nitro~henvl)-5-f4-(methvlsulfonvl)phenvll-3(2H)-pvridazinone
15 The title compound was prepared according to the method of Example 317 ,
substituting 3-nitrobenzeneboronic acid in place of 3-thiopheneboronic acid
(yield: 20 mg, 11%). 'H NMR (300 MiHz. CDC1;) b 3.0 (s, 3H), 5.93 (s, 2H),
7.6-7.8 (m, 9H), 7.8 (t, J=4.5 Hz, 3H), 8.04 (s, 1 H), 8.15 (m, 1 H). MS
(DCI/NH;), m/z 462 (Mi+H)`. Anal. calc. for C,a H,9N,O,S. 0.75 H,O: C.
60.68; H, 4.35; N, 8.8-1 Found C. 60.99; H. 3.97; N, 8.35 20 Example 322 2
-Benzv l-4-l4-vine f nhenvl l-5-L -(methvlsulfom~ l lphenv l l-3 (2H1-pvri
dazinone The title compound was prepared according to the method of Example
317 , substitutin~l 4-vinylbenzeneboronic acid in place of
3-thiopheneboronic acid (yield: 40 mg, 25 23%). 'H NMR (300 MHz, CDC1;) 8
3.05 (s, 3H), 5.?8 (d. J=12 Hz, 1H), 5.41 (s, 2H), 5.74 (d, J=18 Hz. 1 H)
6.65 (dd . J=12 Hz, 18 Hz, 1 H), 7.1-7.6 (m, 11 H) 7.83 (d, J=3 Hz, 2H),
7.85 (s, 1H). MS (DCh'NH;), miz 443 (M+H)-. Anal. calc. for C,6 H"N,O,S. C,
70.57; H. 5.0l; N, 6.33. Found C, 70.34: H, 4.67; N. 5.97. 262   WO
00I24719 Example 323 Q 7 MAY ?n13 PCT/US99/25234
2-Benzvl-4-(4-trifluormethvlphenvl)-5-[4-(methvlsulfonyllphenvl],-3(2H)pvri
dazinone The title compound was prepared according to the method of Example
317, substituting 4-(trifluoromethyl)benzeneboronic acid in place of
3-thiopheneboronic acid (yield: 101 mg, 52%).'H NMR (300 MHz, CDC1,) b 3.05
(s. 3H), 5.42 (s, 2H), 7.3-7.5 (m, 8H), 7.55-7.6 m, 3H), 7.85 (s. 2H), 7.9
(s, 1 H). MS (DCI/NH3) m/z 485 (M~H)'. Anal. calc, for C,SH,9F,N,O,S.O.?5
H,O: C, 6l.40; H, 4.0l: N, 5.7?. Found C, 6l.26; H, 4.01; N, 5.35. 1o
Example 324
2-Benzvl--1-(2-methoxvphenvll-5-j4-(methvlsulfonvl)phenyl]-3(2H)-pvridaZino
ne The title compound was prepared according to the method of Example 317 ,
substituting 2-methoxybenzeneboronic acid in place of 3-thiopheneboronic
acid (yield: 75 mg, 42%). ' H NMR (300 MHz, CDC1,) 8 3.01 (s, 3H), 3.5 (s,
3H), 5.40 (dd, J=12 Hz, 18 t 5 Hz, 2H), 6.76 (d, J=9 Hz, 1 H), 6.85-6.95
(m, 1 H), 7.09 (dd, J=1.5 I-Iz, 9 Hz, 1 H), 7.26-7.41 (m, 6H), 7.55 (dd.
J=1.5 Hz, 9 Hz, 2H), 7.82 (d, J=9 Hz, 3H). MS (DChNH,) m/z 447 (M+H)*.
Anal. calc. for C,~H,,N,OaS.0.5 H,O: C, 65.91; H, 5.08; N, 6.14. Found C,
65.86; H, 5.08; N, 5.58. ?o Example 3?5
2-Benzvi-4-(3.4-dimethvlphenvl)-5-f4-(methvlsulfonyl)phenvil-3(?H)-nyridazi
none 2-Benzyl-4-chloro-5-[4-(methylsulfonyl)phenyl]-3(?H)-pyridazinone (
150 mg, 0.4 mmol) prepared in Example 78 was dissolved in anhydrous DME (
10 mL) and heated to reflux with 3,4-dimethylbenzeneboronic acid in
presence of CsF ( 146 mg, 0.96 mmol) and 25
tetrakis(triphenyiphosphine)palladium ( 14 mg, 0.01? mmol) for 6 hours.
After cooling to room temperature the reaction mixture was diluted with
water and extracted with ethyl acetate ( 100 mL). The organic layer was
washed with brine, dried over MgSO~, and evaporated in vacuo. The compound
was purified on a silica gel column. eluting with 30% ethyl acetate in
pentanes, providing the desired compound (yield: 100 mg, 56'). 'H NNIR 263
WO 00/247l9 ~ 7 MAY ~nn3 PCTlU S99125234 (300 MHz, CDC13) 8 2.15, 2.20 (2s,
3H), 2.25. 2.30 (2s. 3H). 3.05, 3.08 (2s, 3H), 5.35, 5.40 (2s, 2H).
6.60-7.1 (m, 3H), 7.30-7.40 (m, 4H), 7.42-7.60 (m, 2H), 7.70-8, 02 (m, 4H).
MS (DCI/iVH,) m/z 445 (M+H)'. Anal. calc. for C~6H,~N,O~S.H,O: C, 67.51; H,
5.66; N. 6.05. Found: C, 67.45;H, 5.56; N, 5.85. s Example 326
?-Benz~r(-4-(3-fluoro-4-methoxvphenvll-5-(4-(methvlsulfonvl )phenvll-3(2H)
pvridazinone The title compound was prepared according to the method of
Example 325 , 1 o substituting 3-lluoro-4-methoxybenzeneboronic acid in
place of 3,4 dimethylbenzeneboronic acid (yield: 35 mg. 19%). 'H NMR (300
NIHz, CDC13) 8 3.05 (s) 3H), 3.85 (s, 3H), 5.3, 5.4 (2s, 2H), 6.75-7.03 (m.
3H), 7.3-7.40 (m, 5H), 7.4-7.55 (dd, J=1.5 Hz; 7.5 Hz. 2H), 7.8-7.95 (m,
3H). MS (DCh'NH3) m'z 465 (iVt+H)`. Anal. calc. for C,SH,,NZOaS.O.?5 H,O:
C, 64.02; H, 4.62; N) 5.97. Found: C. 63.93; H, 4.54; N, 5.43 15 Example
327
2-Benzvl-=~-(2-methoxv_pvrid-3-vl)-5-L4-(methvlsulfonvllphenvlL3(2H)-pvrida
zinone The title compound was prepared according to the method of Example
325 , substituting 2-methoxy-3-pyridylboronic acid in place of
3.4-dimethvlbenzeneboronic acid zo (yield: 35 mg. 19%). 'H NMR (300 MHz,
CDC1,) 8 3.05 (s. 3H), 3.58 (s, 36I), 5.4 (dd, J=15 Hz, 18 Hz; 2H), 6.88
(m, 1 H), 7.28-7.40 (m, 5H), 7.5-7.6 (dd, J=1.5 Hz; 7.5 Hz, 3H), 7.82 (s, 1
H), 7.85 (d, J=18 Hz, 2H), 8.15 (br s, 1 H). MS (DCI,~NH3) m/z 448 (M+H)`.
Anal. calc. for C,~H,,N,OaS: C. 64.42; H, 4.73; N, 9.39. Found: C. 64.17;
H, 5.11; N) 9.04 25 Example 3'_'8 2-Benzvl-4-(
3-ethoxvphenvll-5-f4-(methvlsulfonvllphenvll- 3("H )-pvridazinone The title
compound was prepared according to the method of Example 325 , substituting
3-ethoxybenzeneboronic acid in place of 3,=1-dimethylbenzeneboronic acid
(yield: 115 mg, 67%). 'H NMR f300 MHz. CDCI,) 8 1.31 (t, J=7.5 Hz, 3H).
3.05 (s, 3H), '_' 64   Q 7 MAY Q003 WO 00/24719 PCT/US99125234 3.89 (q,
J=7.5 Hz, 2H). 5.1-t (s, 2H), 6.65 (d, J=9 Hz. 1 H). 6.72 (t) J=1.5 Hz, 1
H), 6.8 (dd, J=1.5 Hz, 9 Hz, 1H), 7.15 (t. J=9 Hz. 1H), 7.3-7.4 (m, 5H),
7.5-7.6 (m, 2H). 7.85 (d, J=9 Hz, 3H). MS (DCIINH,) m/z 461 (M+H)'. Anal.
calc. for C,6H,4N,O,S.0.5H,0: C, 66.50; H, 5.36; N, 5.96. Found: C. 66.39;
H. 5.02; N, 5.77 5 Example 329 2-Benzvl-4-(4-fluorobenzvll-~-~4-(methylsul
fonvllghenvll-(2H1-pvridazinone Example 329A
?-Benzvl--t.5-dibromo-3(2H)-pvridazinone The title compound was prepared
according to the method of Example 194A, substituting benzyl hydrazine
hydrochloride in place of 4-fluorophenyl hydrazine hydrochloride (yield:
7.86 g) 60%). 'H NMR (300 MHz. DMSO db) 8 5.27 (s, 2H), 7.26 7.41 (m, 5H),
8.19 (s, 1H). NfS (DCI/NH,) miz 345 (M+H)-. 362 (M+H)`. 15 Example 329B
2-Benzvl-5-bromo-4-methoxy-3 (2Hl-Ewidazinone The title compound was
prepared according to the method described in Example 194B, substituting
2-benzyl-4.5-dibromo-3(2H)-pyridazinone for 2-(4-fluorophenyl}-4,5 20
dibromo-3('H)-pyridazinone (geld: 2.877 g: 85%). 'H N1~-fR (300 MHz, DMSO
db) i; 4.14 (s, 3H), 5.23 (s. 2H), 7.'_'6-7.38 (m, 5H), 8.11 (s. 1H). MS
(DCl-NH,) miz 295 (M+H)', 312 (M+NHa)`. Example 329C 25
?-Benzvl-4-methoxv-5-f4-(methvlthio)phenvll- 3f?I-I1-pvrtdazinone The title
compound was prepared according to the method described in Example 6,
substitutinc 2-benzyl--I-methoxy-5-bromo-3(2H)-pyridazinone for
2-benzyI-4-methoxy-5 bromo-3(2H)-pyridazinone (yield. 3.705 g). 'H NlvfR
(300 ~fHz, DMSO-db) 8 2.52 (s, 26~   2 7 M AY ?003 WO 00I24719
PCTIUS99/25234 3H), 3.99 {s, 3H), 5.28 (s, 2H), 7.26-7.41 (m, 7H), 7.55 (m,
2H), 8.02 (s. 1 H). MS (DCI NH,) m/z 339 (M+H)`, 3~6 (M+NH,)'. Example 329D
5 2-Benzvl-4-(4-fluorobenzvl-5-j4-(methvlthio)phenvll-3(2H)-pvridazinone
The title compound was prepared according to the method of Example 228,
substituting 4-fluorobenzl~I magnesium chloride in place of
cyclohexylmagnesium chloride and
2-benzyl-4-methoxy-~-[4-(methylthio)phenyl]-3(2H)-pyridazinone was
substituted in place of
2-(4-fluorophenyl)-4-methoxy-s-[4-(methylthio)phenyl]-3(2H) pyridazinone.
Example 329E
2-Benzvl-4-(4-fluorobenzvl)-5-[4-(methvlsulfonvl)phenyl]-(2H)-pvridazinone
The sulfide compound, Example 329D, was oxidized to the methyl sulfonyl 15
compound according to the method of Example 10. mp 186-189 C. ' H NMR (300
MHz, DMSO db) b 3.27 (s, 3H), 3.83 (s, 2H), 5.31 (s, 2H), 6.94-7.0~ (m,
4H), 7.27-7.40 (m, ~H), 7.67 (m, 2H), 7.94 (s, 1 H), 8.03 (m, 2H). MS
(DChTIH3) miz 449 (M+H)', 466 (M+NHq)'. Anal. calc. for C,SH,,FN,O,S: C,
66.9g H. 4.72; N, 6.3~. Found: C, b6.68; H, 4.75; N, 6.14. 20 Example 330
?-(tert-Butvll-4-(3-methvlbutoxv)-5-j4-lmethvlsulfonvl)phenyl]-3(2H1-pyrida
zinone Example 330A 25 2-ltent-Butyl)-4.5-dichioro-3(2H1-pvridazinone A
solution of mucochloric acid (33.8 g, 200 mmol) and tert.-butylhydrazine
hydrochloride (24.9 g, 200 mmol) in methanol (400 mLl was stirred at reflux
overnight. Methanol was removed in vacuo and the residue was partitioned
between ether and water. The organic layer was dried over ;vtgSO~ and
filtered. The filtrate was concentrated in ?66   2 7 MAY Q003 W O
00/2.t',19 PCT/US99/25234 vacuo and the residue was purified by column
chromatography (silica gel, 100% hexanes). Product-containing fractions
were combined and the title compound was crystallized from ether,~hexanes
(yield: 10.0 g, 22.6%). mp 63-64 C. ' H NMR (300 MHz, CDC13) 8 1.65 (s,
9H), 7.73 (s. 1 H). MS (DCI/NH,) m/z 221 (M+H)`) 238 (M+VH,)-. 5 Example
330B ?-(tert-Butvl)-4-( ~-methvlbutoxvLS-chloro-3(3H)-yvridazinone A
stirred, room temperature solution of 3-methyl-1-butanol (0.5 mL. 4.52
mmol) in tetrahydrofuran ( 10 mL) was treated with a 60% oil suspension of
sodium hydride (0.24 g, 5.88 mmol). After ~ minutes. hydrogen gas evolution
had subsided, so the dichloro intermediate from Example 330A ( 1.0 g, 4.52
mmol) was added and the reaction mixture was stirred at room temperature
for 20 hours. The reaction was quenched with 10% aqueous citric acid and
extracted with ethyl acetate. The organic layer was washed with brine.
dried over MgSO" and filtered. The filtrate was concentrated in vacuo, and
the 15 residue was purified by column chromatography (silica gel, 100%
hexanes). The title compound was obtained as a pale yellow oil (yield: 0.7
g. S6.7%). 'H NMR (300 MHz. CDCI,} b 0.95 (d, J=6 Hz, 6H), 1.63 (s, 9H),
1.64 (q, J=6 Hz, 2H), 1.85 (nonet, !=6 Hz, 1H), 4.49 (t. J=6 Hz. 2H), 7.64
(s, 1H). MS (DCI/NHs) m/z?73 (M+H)y, 290 (M+NH~)-. 2o Example 330C
2-ltert-Butyl)-4-(3-methvlbutoxy)-5-f4-(methvlthio)phenvll-3(2H)-pvridazino
ne A solution of the intermediate from Example 330B (700 mg, 2.57 mmol), 4
(methylthio)benzeneboronic acid (560 mg, 3.34 mmol). cesium carbonate (2.17
g, 6.67 nunol), and tetrakis(triphenyiphosphine)palladium(0) (210 mg> 0.18
mmol) in 



25 dimethoxyethane (40 mL) was heated at reflux for 5 hours. The heat
source was then removed and the reaction mixture was stirred at room
temperature for 64 hours. The reaction mixture was filtered and the
filtrate was concentrated in vacuo to provide a brown oil. This oil was
purified by column chromatography twice (silica gel, 97:3 hexanes/ethyl
acetate. then 96v hexanes/ethyl acetate) to provide a semi-solid product
267   2 7 M AY 2003 WO 00/24719 PCT/US99/25234 (yield: 270 mg, 29.2%). 'H
NvtR (300 MHz. CDC1,) 8 0.$1 (d, J=6 Hz, 6H). 1.49 (q. J=6 Hz. 2H), 1.63
(nonet, J=6 Hz. 1H), 1.69 (s. 9H), 2.52 (s, 3H), 7.32 (d) J=9 Hz, 2H), 7.50
(d, J=9 Hz, 2H). 7.73 (s, 1H). MS (DCI) m/z 361 (M+H)-. 5 Example 330D
2-(tert-Butvl)-4-(3-methvlbutoxv)-5-f4-(methvlsulfonvllphenvll-3(2H)-pvrida
zinone The title compound was prepared according to the method of Example
10, substituting
?-(tert.-butyl)-4-(3-methylbutoxy)-5-[4-(methylthio)phenyl]-3(2H)
pyridazinone for
4-(4-fluorophenyl)-5-[4-(methylthio)phenyl]-3(2H)-pyridazinone (yield: l0
188 mg. 63.9%). mp 138-139C. 'H NMR (300 MHz. CDCI;) 8 0.81 (d. J=6 Hz,
2H), 1.48 (q, J=6 I-Iz, 2H), 1.48-1.68 (m. 1 H). 1.69 (s, 9H), 3.10 (s.
3H), 4.38 (t. J=6 Hz, 2H). 7.71 (s, 1 H), 7.74 (d, J=9 Hz, 2H), 8.03 (d,
J=9 Hz, 2H). MS (DCh'NH,) m/z 393 (M+H)'. Anal. calc. for C,H,BN,OaS: C,
61.20; H, 7.19; N, 7.14. Found: C, 61.13; H. 7.23; N, 6'.89. 15 Example 331
2-(3-Chlorophenvl )-4-methoxv-5-14-(methylsul fonyl)nhenvl
l-3(2H1-pvridazinone The title compound was prepared according to the
method of Example 10, substituting
2-(3-chlorophenyl)-4-methoxy-5-[4-(methytthio iphenyl]-3(2H)-pyridazinone
20 (Example 207C) in place of
2-benzyl-4-(4-fluorophenyl)-5-[-I-{methylthio)phenyl]-3(2H) pyridazinone
(yield: 3.31 g, 96%). mp 112-1 14 C. 'H NMR (300 ivtHz. DMSO d6) b 3.31 (m)
3H), 4.l0 (m, 3H), 7.52-7.65 (m, 3H), 7.7S (m. 1 H), 7.90 (m, 2H), 8.07 (m,
2H), 8.21 (s, 1 H). MS (DCh'NH,) m/z 391 (M+H)', 408 (M+NH~)-. Anal. calc,
for: C,gH,5C1N,0;S.0.25 H,O: C. 54.68; H, 3.95; N, 7.08. Found: C, 54.59:
H, 3.65; N, 6.98. 35 Example 332
~-l3-Chlorophenvll-=1-hvdro~:v-5-(4-(methvlsulfonvllohenvll-3(2H)-pvridazin
one A suspension of
2-(3-chlorophenyl}--~-(methoxy)-5-[-1-(methylsulfonyl)phenyl]
3(2H)-pyridazinone (6.26 0, 16 mmol) in >% NaOH (~4 mL) dioxane (39.4 mL)
was ?68   2 7 M AY 2003 WO 00I24719 PCT/US99/25234 heated at reflux and
stirred for 1.~ hours. As the reaction proceeds, the solution becomes
orange and homogeneous. The mixture was cooled and poured into 1 N HCI,
with constant stirring. The resulting white solid was filtered and rinsed
with H,O and left to dry overnight. The mostly dr~~ product was taken up in
CH,C1, and azeotroped with toluene to 5 remove any remaining H,O. to
provide the desired product as a white solid (yield: 6.79 g, > 100%). 'H
NMR (300 IvIHz, DMSO db) 8 2.27 (s, 3H), 7.~ I -7.62 (m, 2H), 7.68 (m, 1
H), 7.79 (m, I H)) 8.03 (m, 4H). 8.24 (s, I H). MS (DCI/NH3) m,%z 377
(M+H)-, 396 (M+NH4)'. Example 333
?-(3-Chlorophenvl)-4-tosvloxv-~-[4-(methvlsulfonvllphenvll-312H)-pvridazino
ne To a 0 C solution of
2-(3-chlorophenyl)-4-hydroxy-s-[4-(methylsulfonyl)phenyl]
3(2H)-pyridazinone, prepared in Example 332, (6.79 g, 16 mmol) in pyridine
( 160 mL) was added p-toluenesulfonyl chloride (3.06 g. 16 mmol). The
solution was left to warm 15 slowly to room temperature with stirring under
nitrogen. After 2.5 hours, the mixture was poured into H,O with constant
stirring. The resulting off white solid was filtered, rinsed with H,O and
dried to provide the desired product (yield: 6.2b g, 79%). mp l98-200 C. 'H
NMR (300 MHz, DMSO db) 8 ?.3~ (s, 3H). 3.28 (s, 3H). 7.20 (m, 2H),
7.S2-7.64 (M) SH), 7.70 (m, 3H). 7.89 (m. 2H), 8.32 (s. 1H). MS ,APCI+ Q31
(M+H)-) 548 (M+H,0)-. 2o APCI-493 (M+35)'. Anal. calc. for C"H,yCIN,O6S,:
C, ~4.?9, H, 3.61; N, ~.?8. Found: C, ~4.5~; H, 3.46; N, 5.57. E~cam,~le
334
2-(3-Chlorophenvl)-4-chioro-~-f4-(methvlsulfonvl)ohenvil-3(2H)-pyridazinone
25 A solution of
2-(3-chlorophenyl)-4-hydroxy-~-[4-(methvlsulfonyl)phenyl]-3(2H)
pyridazinone. prepared in Example 332. in POC1, was heated to reflux for 3
hours while stirring under nitrogen. The mixture was cooled to room
temperature and poured into ice with constant swirling. The resulting white
solid was extracted with ethyl acetate. The combined organics were washed
with H,O, dried over MgSO,. and concentrated to a solid. 269   2 7 M AY
2003 W O 00I2.1719 PCT/US99/2523d The crude product was purified using
flash chromatography (SiO,, eluting with 1:1 ethyl acetate/hexanes) to
provide the desired product (yield: 0.1 ~ 1 g, 29%). mp 203-204 C. 'H NMR
(300 MHz, DMSO db) 8 3.?9-3.36 (3H, obstructed by H,O). 7.60 (m, 3H), 7.76
(m, 1 H), 7.92 (m, 2H), 8.14 (m. '_'H). 8.2S (s, 1 H). MS (DCI/NH;) m/z 396
(M+H)', 4l2 5 (M+NHQ)-. Anal. calc. for C"H,=Cl,NZO;S: C. 5l.66; H. 3.06;
N, 7.09. Found: C, 51.67; H. 3.03; N, 6.93. Example 335
2-(3-Chlorophenvll--1-l?-methvlpronoxvl-5-j4-(methvlsulfonvl)phenvfl-3(3H~
io pvridazinone To a stirred suspension
of''-(3-chlorophenyl)-4-tosyloxy-~-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone, prepared in Example 333, (0.17
g, 0.33 mmol) in THF (3.3 mL) w-as added isobutanol (0.03 mL, 0.33 mmol),
and NaH (0.0132 g, 0.33 mmol). The resulting solution was stirred under
nitrogen for 1 hour. The reaction ~ 5 was poured into H,O and extracted
with ethyl acetate. The combined organics v<~ere dried over MgSO; and
concentrated in vacuo. The crude solid was purified using flash
chromatography (SiO,, 2:1 hexanes:ethyl acetate) to provide the desired
product (yield: 0.1088 g 76%). mp l 66-l 69 C. ' H NMR (300 MHz. DMSO d6) a
0.78 (d, J=6 Hz, 6H)) 1.84 (m, 1H), 3.29 (s, 3H). 4.20 (d, J=6 Hz, 2H).
7.61-7.63 (m. 3H), 7.76 (m, 1H), 7.92 20 (m, 2H). 8.07 (m, 2H), 8.21 (s, 1
H). IvIS (DCh~H;) m'z 433 (M+H)', 460 (M+NH,)'. Anal. calc. for
CZ,H,,CIN,O,S: C. 67.07; H, 6.01: N, 6.33. Found: C, s7.06; H, 4.78: N,
6.13. Example 336 25
2-(3-Chlorophenvll-.~-lt-butoxv)-s-L.~-(methvlsulfonvllphenvll-3(2H1-pvrida
zinone The title compound was prepared according to the method of Example
336, substituting t-butanol in place of isobutanol (yield: 0.093 g. 66%).
mp 232-235 C. 'H NMR (300 MHz, DMSO d5) 8 l.18 (s. 9H), 3.30 (s, 3H),
7.62-7.64 (m, 3H), 7.74 (m, 1H), 7.92 (m. '_'H), 8.08 (m. 2H). 8.20 (s, 1
H). MS (DCI/NH;) m~z 433 (M+H)', 460 Q70   2 7 M AY 2003 WO 00/2.t719
PCT/US99/25234 (M+NH,)-. Anal. calc. for C,,H,,C1N,O,S: C, 68.26. H. 4.89:
N, 6.47. Found: C. 58.21: H, 4.88; N, 6.28. Example 337 5
2-(3-Chlorophenvl)-4-(cvclohexvloxy)-~-f4-(methvlsulfonvl)phenvll-3(ZH)-pvr
idazinone The title compound was prepared according to the method of
Example 336, substituting cyclohexanol in place of isobutanol (yield: 0.139
g. 92%). semi-solid;'H NNIR (300 MHz, CDCI,) b 1.09-1.60 (m, 6H), 1.57 (m.
2H). 1.88 (m, ZH), 3.13 (s, 3H), 6.19 (m) 1 H), 7.38-7.48 (m. 2H), 7.69 (m,
1 H), 7.70 (m, 1 H). 7.83 (m, 2H), 7.92 (s, 1 H). 8.07 (m. 2H). MIS APCI+
469 (M+H)-, 476 (M+H=0)-. APCI-468 (M)-. 493 (M+36)-. Anal. calc. for
C~,H,,C1N,O,S.0.2~ H,O: C, 59.60: H. 6.1 l: N. 6.04. Found: C. 69.48; H.
4.86; N, 6.88. Exam,~le 338 15
Z-(3-Chlorophenvll-4-(2.2-dimethvlproQ,oxvl-5-~[4-(methvlsulfonvl)nhenvll-3
(2H) pvridazinone The title compound was prepared according to the method
of Example 336, substituting neopentyl alcohol in place of isobutanol
(yield: 0.109 g, 74%). mp 151-163 C. 'H NMR (300 MHz. DMSO db) 8 0.78 (s,
9H). 3.Z9 (s, 3H), 4.10 (s. ZH), 7.6Z-7.b4 (m, 3H). 7.76 (m, 1 H). 7.9Z (m,
2H), 8.07 (m, 2H), 8.Z0 (s, 1 H). i~tS (DCI,~NH,) m/z 447 (M+H)-, 464
(M+NH4)-. Anal. calc. for C"H,3C1N,O,S: C. 69.12: H, 6.19; N, 6.27. Found
C, 69.40: H, 5.31; N, 5.99. Example 339 25 2-(
3-Chlorophenvl)--l-(3-methvlbutoxv)-6-~4-(methvlsulfonvllphenvl)-3(?H)-pvri
dazinone The title compound was prepared according to the method of Example
336, substituting 3-methyl-l-butanol in place of isobutanol (yield: 0.229
g, 80.5,'). mp 134 136 C. 'H NMR (300 MHz, DMSO db) S 0.79 (d, J=6 Hz. 6H),
1.42-1.6-1 (m. 3f-i), 3.30 (s. 3H). 4 -l3 (t, J=6 Hz, 2H). 7.~2-7.6~ (m,
3H), 7.76 (m. 1 H). 7 90 (m, 2H), 8.07 (m, 2H), Z71   WO oo/2:t719 2 ? t~
nY ?~~o~~ PCTIUS99/2523~1 8.21 (s, 1 H). MS (DCI/NH,) m/z 447 (MTH)-, 464
(M+NHa)'. Anal. calc. for C"H~3CIN,OaS: c, 59.12: H. 5.l9; N, 6.27. Found:
C, 58.91; H, 5.12; N, 6.01. Example 340 5 2-(3-Chlorophenvl)-4-(
3-octvn-1-vloxv)-5-f 4-(methvlsulfonyl)phenv~-3~2H) pyridazinone The title
compound was prepared according to the method of Example 335, substituting
3-octyn-1-of in place of isobutanol (yield: 0.128 g, 77%). Oil. 'H NMR (300
MHz, CDC1,) 8 0.88 (m, 3H), 1.25-1.44 (m, 4H), 2.05 (m, 2H). 2.52 (m, 2H),
4.68 (t, J=6 to Hz) 2H), 7.43 (m. 2H). 7.59 (m, 1H). 7.70 (m, 1H), 7.86 (m.
2H), 7.92 (s. 1I-I). MS (DCI/Iv'1-I,) miz 485 (M+I-I)-. Anal. calc. for C,;
H,;C1N,O,S: C, 61.94: H. 5.20; N, 5.78. Found: C, 61.82; H, 4.99; N, 5.S7.
Example 34l 15
~3-Chlorophenvl)-4-[2-(dimethvlaminolethoxyl-s-f4-(methvlsulfonvl~phenvl~-3
(2H) p~ridazinone The title compound was prepared according to the method
of Example 335. substituting N,N-(dimethyl)ethanolamine in place of
isobutanol (yield: 0.111 g, 75%). mp 110-113 C. 'H NMR (300 MHz. DMSO db) 8
2.29 (bs. 6H), 2.68 (bs, 2H), 4.68 (t, J=5 2o Hz, 2H). 7.38-7.48 (m, 2H),
7.57 (m, I H). 7.68 (m, l hI), 7.89 (m, 2H), 8.07 (m, 2H). MS (DCI/NH,) m/z
448 (M;H)'. Anal. calc. for C,,H~,CIN,O~S,0.50 H,O: C. 55.l9; H, 5.07; N,
9.19. Found: C, 55.24, H, 4.97; N, 9.07. Example 342 25
2-(3-Chlorophenvl)-4-[2-methyl-1-( 1-methvlethvl)propoxy-~-f4
(methvlsulfonvl)phenvll-3(?H~> pvridazinone The title compound was prepared
according to the method of Example 33~. substituting
2,4-dimethyl-3-pentanol in place of isobutanol (yield: 0.075 g, 48%). Semi
solid; 'I-I Ni~~tR (300 MHz, DMSO db) a 0.79 (m. 12H), 1.78-1.92 (m, J=6
Hz, 2I-1), 3.29 (s,   2 ? MAY 2003 WO 00/24719 PCT/US99125234 3H), 5.40 (t.
J=6 Hz, 1H), 7.s7 (m, 3H), 7.7? (m, 1H). 7.9I (m. 2H), 8.07 (m, 2H), 8.17
(m, 1 H). MS (DCI/NH~) m:~z 475 (M+H)', 492 (M+NH~)'. Anal. calc. for
C,~H,,CIN,OaS (0.75 H,0): C, 59.00; H, i.88: N. 5.78. Found: C, Q8.83; H,
i.74; N, 5.52. 



5 Example 343 2-(3-Chloro~henyll-4-(phenoxv)-S l4-( methvlsulfonvl)phenvll-
3(2H)-pyridazinone The title compound was prepared according to the method
of Example 33~, substituting phenol in place of isobutanol (yield: 0.03 g,
3~%). mp 20~-207 C. 'H NMR (300 MHz. DMSO d6) a 3.28 (s, 3H). 7.08 (m. 3H),
7.31 (m 2H), 7.~0-7.64 (m. 3H), 7.73 (m. 1 H), 7.90 (m, 2H). 8.0~ (m, 2H).
8.40 (s, I H). MIS (DCI/NH,) m/z 4~3 (M+H)-, 470 (M+NH;)'. Anal. calc. for
C,,H"C1N,O,S: C. 60.99; H. 3.78; N. 6.19. Found: C, 60.79; H, 3.65; N,
5.87. Example 344 l5
2-(3-Chloro_phenvll-4-j3-(dimethvlamino)phenoxvl-5-[4-(methylsulfonvllphenv
ll-3(2Hl pyridazinone The title compound was prepared according to the
method of Example 33~, substituting 3-(dimethylamino)phenol in place of
isobutanol (yield: 0.057 g) 60%). mp 191-193;'H NI~tR (300 MHz. DMSO db) ~S
2.8~ (s. 6H), 3.27 (s. 3H). 6.36 (m, 3H). 7.0~ 20 (m. 1I-i), 7.5 I-7.63 (m,
3H). 7.72 (m. 1 H), 7.90 (m. ?H), 8.0~ (m, ?H), 8.39 (s, 1 H). MS APCI+ 495
(M+I-I)', APCI-. -495 (M)-, 590 (NI+35)'. Anal. calc. for C,SH"C1N30,S: C,
60a4; H. 4.47; N, 8.47. Found: C, 60.04; H. 4.49; N. 8.26. Example 34~ 25
2-(3-Chlorophenvll-4-l-1-methoxvphenoxv )-5-(4-(methvlsulfonvll~henvl l-3
(2H) pvridazinone The title compound was prepared according to the method
of Example 33~. substituting 4-methoxyphenol in place of isobutanol (yield:
0.080 g, 69%). mp l82-l84 C. 'H NMR (300 MHz. DMSO db) a 3.?7 (s. 3H). 3.70
(s, 3H), 6.84 (m. 2H), 7.00 (m,   Luu WO 00I24719 PCT/US99i25234 2H), 7.56
(m) 3H). 7.72 (m, 1H). 7.90 (m. 2H), 8.04 (m. 2H). 8.38 (s, 1H). IVtS
(DCIiNH3) m/z 483 (M+H)-. 500 (M+NH,)-. Anal. calc. for C,,H,9CIN_055: C.
59.64; H. 3.97; N, 5.80. Found: C. 59.86; H. 3.94: N, 5.62. 5 Example 346
2-(3.4-Difluorophenvll-4-(2-methvlrJro~oxy)-5-[4-(methvlsulfonyl)phenvll-3(
2H)~vridazinone The title compound Was prepared according to the method of
Example 335, substitutinj
2-{3,4-difluorophenyl}-4-tosyloxy-5-[4-(methylsulfonyl)phenyl]-3(2H)pyridaz
inone in place of
2-(3-chlorophenyl)-4-tosyloxy-5-[4-(methvlsulfonyl)phenyl]3(2H)-pyridazinon
e (yield: 150 mg. 61 %) . mp 116-1 17 C. 'H NMR (300 MHz, DMSOd6) 8 0.78
(d, 6H)) 1.84, (m. 1 H). 3.3 (s, 3H), 4.2 (d. 2H), 7. ~4 (m, 1 H), 7.6 (m.
1 H), 7.82 (m. IH), 7.9l (d, 2H), 8.07 (d. 2H}. 8.21 (s, 1H). MS (DCIi'NH,)
m/z 435 {M+H)`, 452 (M+NHa)-. Anal. calc. for C=~F,H,oN,O,S: C, 58.06; H,
4.64. N, 6.45. 15 Example 347 2-(3.4-Dil7uorophenvl)-4-(
3-methyl-1-butoxv)-5-[4-(methvlsulfonyl)phenvll-3(2H1p~rridazinone The
title compound was prepared according to the method of Example 346 2o
substituting 3-methyl-1-butanol in place of isobutanol (yield: 63 mg, ~3%).
mp 1'' 1-I23 C. 'H NMR (300 MHz, DMSO-d5) d 0.78 (d, 6H). 1.48, (m. 3H),
3.3 (s, 3H}, 4.43 (t, 2H), 7.54 (m, 1 H). 7.6 (m, 1 H), 7.82 (m, I H), 7.91
(d. J=9 Hz. ?H). 8.07 (d, J=9 Hz, 2H), ' 8.2 (s, 1 H). IvIS (DCI/NHi) miz
449 (M+H)', 466 (M+NH~)- Anal. calc. for C"H"F,N,O;S: C. 58.9?: H. 4.94; N,
6.25. Found. C. 59.??: H, 4.97; N, 6.07. 25 Examvle 348
''-(3.4-Difluorot?henvll-4-(4-fluorophenoxv)-~ 13-fluoro-4-( methvlsulfonvl
)phenvll 3(2H t=pvridazinone '_' 74   2 7 M ev ~nn~ WO 00I24719
PCT/US99/25?34 The title compound was prepared according to the method of
Example 346, starting with
2-(3.4-difluorophenyl)-4-tosyloxy-5-[3-fluoro-4-(methylsulfonyi)phenylJ-3(2
H) pyridazmone in place of
2-(3,4-difluorophenyl)-4-tosyloxy-5-[4-(methylsulfonvl)phenyi]
3(2H)-pyridazinone and substituting 4-fluorophenol in place of isobutanol
mp l68-I70 C. 5 ' H NMR (300 MHz, DMSO-db) 8 3.39 (s, 3H), 7.15 (d, 4H),
7.51 (m. 1 H). 7.6 (m) 1 H) 7.75 (m, 3H), 7.97 (t, 1 H); 8.4 (s. 1 H). MS
{DCI/NH,) m/z 491 (M+H)`. 508 (M+NH,)'. Anal. calc. for C,,H"F~N,O,S: C.
56.33; H, 2.88; N, 5.71. Found) C, 56.07; fI, 2.94; N, 5.33. I o Example
349
?-l3.4-Difluorophenvll-4-!2.?-dimethvlpropoxvl-5-f4-(methvlsulfonvl)phenvl]
-3(2H1 ~Yridazinone The title compound was prepared according to the method
of Example 346 substituting neopentyl alcohol in place of isobutanol
(yield: 1.18 g, 94%). mp 126-128 C. t s ' H N MR (300 MHz, DMSO-db) b 0.78
(s, 9H), 3 .3 (s, 3 H), 4.1 (s, 2H), 7.51 (m, 1 H). 7.6 (m, 1 H), 7.82 (m.
1 H), 7.91 (d, J=9 Hz. 2H), 8.07 (d, J=9 Hz, 2H), 8.? 1 (s, 1 H). MS
(DCI~`NH,) m/z 449 (M+H)r, 466 (M~NH,)`. Anal. calc. for C"H:,F,N,OaS: C)
58.9?; H, 4.94; N, 6.25. Found: C, 59.03: H, 5.03; N, 6.l8. ?0 Example 350
?-(3.4-Difluorophenvl)-4-f
2-(isopropox~ethoxv]-5-[4-(methvlsulfonvl)phenvll-3l2H) pvridazinone The
title compound was prepared according to the method of Example 346
substituting 2-(isopropoxy)ethanol in place of isobutanol (yield: 432 mg,
72,%). mp 105 25 107 C. ~H NMR (300 MHz, DMSO-d~) b 0.95 (d) 6I-I), 3.3 (s,
3H), 3.43 (m, 1H). 3.54 (m, 2H). 4.63 (m, 2H), 7.54 (m. 1 H), 7.6 (m, 1 H),
7.8 (m, 1 H), 8.01 (m. 4H). 8.2 {s, 1 H). MS (DCIr'NH3) m/z 465 (M+H)-, 482
(M+NH~)Y. Anal. calc. for C"H"F,N,O;S: C. 56.89; H, 4.77: N, 6.03. Found,
C, 57.03; H, 4.65; N, 5.83. ?~s   2 7 MAY 2003 WO 0Q/24719 PCT/iJ599/25234
Example 351 2-(3.4-Difluorophenvl)-4-(
3-methvloentvloxyl-5-[4-(methvlsulfonvl)phenvll-3(2H)- ' pvridazinone The
title compound was prepared according to the method of Example 346 5
substituting 3-methylpentyl-1-of in place of isobutanol (yield: 400 mg.
80%). mp 100-102 C. 'H NMR (300 MHz. DMSO-d6) 8 0.75 (m, 6H), 1.05 (rn, 1
H), 1.28 (m, 3H) 1,6 (m, I H), 3.3 (s, 3H), 4.45 (m, ?H), 7.5 (m, 1 H). 7.6
(m, 1 H), 7.8 (m, 1 H), 7.9 (d, J=9 Hz. 2H) 8.05 (d, J=9 Hz, 2H). 8.2 (s. 1
H). MIS (DCI/NH,) m/z 463 (M+H)T, 480 (lei+NH,)'. Anal. calc. for
C,,I-haF,N,O,S: C. 59.73; H, 5.23: N, 6.06. Found. C, 59.78, H. 5.31; N.
6.00. 10 Example 35?
2-(3.4-Difluorophenvl)-4-(4-methyl-3-penten-1-vloxv)-5-l.~-(methvlsulfonvl~
iphenvl)-5 3(2H)-~vridazinone The title compound was prepared according to
the method of Example 346 15 substituting 4-methyl-3-pentene-1-of in place
of isobutanol (yield: 405 mg, 67,8%). mp 88-90 C. 'H NMR (300 MHz. DMSO-d5)
8 1.5 (d, 6H), 2.27 (m, 2H) 3.3 (s, 3H), 4.43 (t, 2H), 4.95 (m, 1 H), 7.5
(m. 1 H), 7.6 (m, 1 H). 7.8 (m, 1 H), 7.9 (d, 2H), 8.06 (d, 2H), 8.2 (s, 1
H). MS (DCh'I~'H,) m/z 461 (M+H)', 478 (M+NH~)-. Anal. calc. for
C"H"F,N,OaS: C, 59.99; I-i. 4.82; N. 6.08. Found, C, 59.88; H. 4.76: N.
5.84. 20 Example 353
2-(3.4-Difluorophenvl)-4-[3-(methoxvlbutoxv)-5-[4-(methvlsulfonvl)phenvll-3
(2H) pvridazinone The title compound was prepared according to the method
of Example 346 25 substituting 3-methoxybutyl-1-of in place of isobutanol
(yield: 350 mg, 68%) . mp 99-101 C. 'H NviR (300 MHz. DMSO-db) S 0.97 (d.
3H), 1.7 (m, 2H), 3.05 (s, 3H). 3.2 (m, 1H) 3.3 (s, 3H). 4.45 (m, 2I-I),
7.54 (m, 1 H), 7.6 (m. I H), 7.8 (m. 1 H). 7.9 (d. J=9 Hz. 2H) 8.01 (d, J=9
Hz, 2H), 8.2 (s. 1H). MS (DCI/NH,) m/z 465 (M+H)'. 482 (M+NH;)-. .Anal.
calc. for C"H"F,N,O;S: C, 56.89; H, 4.77; N, 6.03. Found. C. 56.60; H,
4.83; N. 5.96. ~76   2 ? M AY 2003 WO 00/24719 PCT/US99/25234 Example 354
2-(3-Chlorophenvll-4-~?~I-methvlbenzUamino)-s-[4-(methvlsulfonvllphenvl]-3(
2H) pvridazinone: 5 To a rapidly stirred 0 C mixture of N-methvlbenzylamine
(67.5 mg, 0.56 mmol) and tetrahydrofuran (3.7 mL) was slowly added dropwise
an n-BuLi solution (0.235 mL, 0.59 mmol, 2.5 M in hexanes). The reaction
mixture was stirred for 10 minutes at 0 C and 1 hour at 23 C. The solution
was cooled to -78 C, and a tetrahydrofuran ( 10-1 ~ mL) solution of the
2-(3-chlorophenyl)-4-methoxy-~-[4-(methylthio)phenyl]-3(2H)pyridazinone
(200 mg. 0.56 mmol) slowly added along the interior wall of the reaction
vessel This reaction mixture was stirred overnight. slowly  arming to 23 C
as the cooling bath evaporated. The reaction was duenched with water and
diluted with a large excess of ethyl acetate. The layers were separated.
and the ethyl acetate layer washed with additional water and brine and
dried over MgSOa, filtered, and concentrated in vacuo. The 15 residue was
chromatographed {flash silica gel, ethyl acetate/hexanes 1:9) to provide
2-(3chlorophenyl)-4-(N-methyl
benzylamino)-~-[4-(methylthio)phenyl]-3(2H)-pyridazinone (yield: l45 mg,
58%). The title compound was prepared according to the method of Example
10, substituting
2-(3-chlorophenyl)-4-(N-methylbenzy~lamino)-5-[-1-(methylthio)phenyl]20
3(2H)-pyridazinone in place of
?-benzyl-~l-(4-fluorophenyl)-5-[4-{methylthio)phenyl] 3(2H)-pyridazinone
(yield: l43 mg, 95%). mp 60-85 C. 'H NMR (300 MHz, CDC1,) b 2.46 (s, 3H),
3.09 (s, 3H), 4.63 (s, 2H). 7.l9 (d, J=8.7 Hz, 2H), 7.24-7.29 (m, 2H),
7.32-7.48 (m, 5H), 7.60 (ddd, J=7.2, 1.8. 1.8 Hz. 1 H), 7.67 (s, 1 H), 7.70
(dd. J=1.8, 1.8 Hz, 1H), 7.91 (d, J=8.7 Hz, 2H). IvIS (APCI+) m;~z 480
(1~f+H)T. ZS Example 3 2-(4-Fluorophenvl)-4-( 1
pineridinv()-5-(4-(methvlsulfonvi ~phenvl]-3 (2H1-pvridazinone To a
slightly heterogeneous solution of piperidine (99.7 mg, 1.17 mmol) and
toluene (8 mL) cooled to -7S C was slowly added dropwise an n-BuLi solution
(0.?3~ '_' ; i   ~ ? M AY 2003 WO 00/2.1719 PCT/US99/25234 mL, 0.59 mmol,
'_'.5 M in hexanes). After stirring at -78 C for 10 minutes, the cooling
bath was removed and the mixture stirred an additional 1 hour at 23 C. The
2-(4fluorophenyl)-4-methoxy-5-[4-(methylthio)phenyl]-3(2H)-pyridazinone
(400 mg, 1.17 mmol) was dissolved in portions in toluene (3 x 6-7 mL
aliquots) with a heat gun and 5 cooled to 0 C prior to transfer via syringe
to the Lithium amide solution (cooled to -78 C). The addition was made
slowly along the interior wall of the reaction vessel. This reaction
mixture was stirred overnight, slowly warming to 23 C as the cooling bath
evaporated. The reaction was quenched with water and diluted with a large
excess of ethyl acetate. The layers were separated. and the ethyl acetate
lad er washed with additional l0 water and brine and dried over MeSO,.
filtered. and concentrated in vacuo. The residue was chromatographed (flash
silica gel. ethyl acetate,'hexanes 1:2) to provide 4=f0 mg (95ro) of
2-(4-fluorophenyl)-5-[4-(methylthio)phenylJ-4-piperidino-3(2H)-pyridazinone
. The title compound was prepared according to the method of Example 10,
substituting
2-(4-fluorophenyl)-5-[4-(methylthio)phenyl]-4-piperidino-3(2H)-pyridazinone
15 in place of
2-benzyl-4-(4-tluorophenyl)-5-[4-(methylthio)phenyl]-3(2H)-pyridazinone
(yield: l65 mg, 98%). mp 80-100 C. 'H NMR (300 IvfHz. CDCh) a I.59 (br s.
6H), 2.59 (br s, 4H). 3.1-1 (s, 3H), 7.17 (dd. J=8.7, 8.7 Hz, 2H). 7.51 (d,
J=8.7 Hz. 2H). 7.55-7.62 (m, 2H), 7.68 (s, 1 H), 8.06 (d. J=8.7 Hz. 2H). MS
(APCI+) miz 428 (M+H)'. Powdered out in CH,Cl,/C6fI". Anal. calc. for
C"H"FN;O,S.0.25C5H;,: C. 62.85: H, 5.72: N. 9.35. 2o Found: C. 62.46: H,
5.77; N, 9.13, Example 356 2-(4-Fluorophenvl~-4-( 1-pvrrolidinvl)-5-f
4-(methylsulfonvl)phenyl]-3(2H1-pvridazinone The title compound was
prepared according to the method of Example 355 , 25 substituting
pyrrolidine for piperidine (yield: 107 mg, 82%). mp 192-195 C. 'H NivfR
(300 MHz. CDCI;) b 1.71-1.80 (m. 4H1, 3.13 (s. 3H). 3.40-3.=1~ (m, 4H).
7.16 (dd. J=8.7, 8.7 Hz, 2H), 7.47-7.60 (m, 5H). 7.99 (d. J=8.7 Hz. 2H).
MfS (APCI+) ttv'z 414 ('vl+H)`. Anal. calc. for C,,H,FN;O,S: C. 61.00; H,
4.87; N. 10.16. Found: C, 60.95; H, 4.94; N, 10.07. ~~s   2 ? MAY 2003 WO
00I24719 PCTIUS99/25234 Example 357
2-(3-Chlorophenvll-4-(4-methvlphenvlthio)-5-f4-(methvlsulfonvllphenvll-3(2H
) pvridazinone 5 To a stirred suspension of
2-(3-chlorophenyl)-4-tosyloxy-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone, prepared in Example 333,
(0.0802 g, 0.15 mmol) in EtOH (1.5 mL) was added thiocresol (0.019 g, 0.15
mmol) and K,CO; (0.0203 g, 0.15 mmol). The suspension was heated to 50 C
with stirring for 2.5 hours. The mixture was poured into H,O with constant
stirring. The resulting precipitate was filtered, rinsed with H,0 and dried
to provide the desired product (yield: 0.060 `. 83%). mp 178-178 C. 'H NMR
(300 lvlHz, DMSO d~,) cS '_'.19 (s, 3H), 3.23 (s, 3H), 6.95 (m. 2H), 7.08
(m, 2H). 7.52-7.66 (m, 3H), 7.72 (m, 1H), 7.88 (m, 2H), 8.08 (s, 1H). MS
(DCh~NH3) m/z 483 (M+H)-, 500 (M+NH;)'. Anal. calc. for:
C~aH,9C1N,03S=.0.75 H,O: C, 58.05; H, 4.16; N, 5.64. Found: C, 57.99; H,
3.69; N, 5.76. 15 Example 358
?-(3-Chloro~henyl)-4-(2-wridvlthio)-5-f4-(methvlsulfonvl)phenyl]-3(?H)-pvri
dazinone 



The title compound was prepared according to the method of Example 357,
substituting 2-mercaptopyridine in place of thiocresol (yield: 0.061 g,
39,'0). mp 110-114 '0 C. 'H NMR (300 MHz. DMSO db) ~ 3.28 (s, 3H), 7.16 (m,
1 H). 7.37 (m, 1 H). 7.5I-7.71 (m, 5H), 7.8l (m, 2H}, 8.03 (m, 2H), 8.27
(s, 1 H), 8.34 (m, 1 H). ~iS (DCI/NH;) m/z 470 (M+H)`. Anal. calc. for
C"H,6CIN,O;S,.0.50 H:O: C. 55.16; H, 3.57: N. 8.77. Found: C, 54.88; H,
3.l9; N, 8.59. 25 Example 359 2-(3-Chlorophenvll-4-(phenvlmethvlthio)-5
j4-(methvlsulfonvi)phenvll-3(2H1 pvridazinone To a stirred suspension of
2-(3-chlorophenyl}-4-tosyloxy-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone, prepared in Example 333, (0.175
g, 0.33 ?79   2 ? M AY 2nn3 WO 00/24719 PCT/U S 99/25234 mmol) in THF (3.3
mL) was added benzyl mercaptan (0.04 mL, 0.33 mmol) and TEA (0.046 mL. 0.33
mmol). The resulting solution was stirred at room temperature under
nitrogen for 1 hour. The mixture was poured into H,O and extracted with
ethyl acetate. The combined organics were dried over MeSO, and concentrated
in vacuo. The resulting 5 crude product was purified using flash
chromatography (SiO,. 2:1 hexanes:ethyl acetate) to provide the desired
product (yield: 0.136 g 85%). mp 14?-I45 C. 'H NMR (300 MHz, DMSO db) 8
3.31 (s, 3H), 4.36 (s, 2H), 7.I7 (m, 2H), 7.21-7.33 (m, 3H), 7.5I (m, 2H),
7.57-7.64 (m, 3H), 7.74 (m. 1 H). 8.01 (m. 2H). MS (DCI/NH3) m/z 483
(M+H)', 500 (M+NH,)'. Anal. calc. for C,aH,,,C1I~T,O,S,: C) 59.68; H, 3.96:
N, 5.80. Found: C, 59.40; I o H. 4. I 1; N. 5 .71. Example 360 2-f
3-Chlorophenvl)--1-(2-futvlmethvlthio)-5-(4-lmethvlsulfonvl)phenvll-3(2H)
wridazinone I S The title compound was prepared according to the method of
Example 359, substituting furfuryl mercaptan in place of benzyl mercaptan
(yield: 0.162 g, 100%). mp 140-l49 C. 'H NMR (300 MHz, DMSO db) 8 3.31 (s,
3H). 4.46 (s, 2H), 6.20 (m. 1H), 6.37 (m, 1 H), 7.50-7.67 (m. 6H), 7.77 (m,
1 H), 8.03 (m, 2H), 8.08 (s, 1 H). MS (DCI/NH;) m/z 473 (M+H)`, 490 (M~NH;
)-. Anal. calc. for C"H,,CIN,O,S,: C. 55.87; H, 3.62; N, 20 5.92. Found: C,
55.84; H. 3.61; N, 5.8?. Example 361 `
2-(3-Chlorophenvl)-4-12-(methvlQro~vl)thio]-5-f4-(methvlsulfonvl)phenvll-3(
2H) pyridazinone 25 The title compound was prepared according to the method
of Example 359, substituting ?-methyl-1-propanethiol in place of benzyl
mercaptan (yield: 0.134 g, 91%). Oil. 'H NMR (300 MHz, DMSO db) b 0.61 (d,
J=6 Hz. 6H). 1.54-1 69 (m, 1H), 2.91 (d, J=6 Hz. 2H), 3.33 (s. 3H).
7.s2-7.64 (m. 3H), 7.74 (m, 1H), 7.79 (m. 2H1, 8.04 (m, 3H). ego   WO
00/24719 2 ? M AY 2003 PCT/1~ S99!.5234 MS (DCI/NH,) m/z 449 (Li+H)-. 466
(lei+NH,)-. Anal. calc. for C,,H,,C1N,O,S, (0.50 H,0): C, 55.07; H, 4.84;
N. 6.11. Found: C, 54.70: H. 4.64: N. 5.85. Example 362 5
2-(3-Chlorophenvl)-4-(cvclopentvl)-5-f4-(methvlsulfonvllphenvil-3(2H)-pvrid
azinone To a -78 C solution of 2-(3-chiorophenyl)-4-tosyloxv-5-(4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone. prepared in Example 333. (0.175
g, 0.33 mmol) in THF (3.3 mL) was added cvclopentyl magnesium chloride
(0.17 mL, 1.0 M in diethyl ether). The resulting solution was stirred under
nitrogen less than 1 hour with o warming to room temperature. The reaction
was poured into water and extracted with ethyl acetate. The combined
or~anics were dried over MgSO, and concentrated in vacuo. The resulting
crude product was purified using flash chromatography (SiO,, 2:1 ethyl
acetate:hexanes) to provide the desired product (yield: 0.1328 g, 94%). mp
155-157 C. 'H NMR (300 MHz, DMSO db) b 1.50 (m. ?H), I .66 (m. 2H), l.79
(m. ?H), 2.09 (m. ?H), ~5 2.90 (m, J=8 Hz, IH), 3.26-3.37 (3H, obstructed
by H,O). 7.49-7.63 (m. 3H), 7.71 (m, 3H), 7.97 (s, 1H)) 8.10 (m, ?H). MS
(DCI/NH,) miz 429 (M+H)', 446 (M+iVH~)'. Anal. calc. for Cz,f-I,,C1N,O,S:
C, 61.60; H, 4.93; N, 6.53. Found: C. 61.48: H, 4.81; N, 6.22. Example 363
20
2-(3-Chlorophenvll-4-(2-methvlpropvl)-5-[4-(methvlsulfonvl)phenvll-3(?Hl-pv
ridazinone The title compound. an oil. was prepared according to the method
of Example 362, substituting isobutyl magnesium chloride in place of
cyclopentylmaenesium chloride, (yield: 0.132 g, 96%). 'H NMR (300 MHz,
CDCI,) b 0.77 (d. J=6 Hz, 6H), 2.08 (m. 1H), 2.54 (d, J=7 Hz, 2H),
7.36-7.46 (m. ?H), 7.56 (m, 2H), 7.6'' (m. 1H). 7.73 (m, ?I-I), 8.11 25 (m,
2H). iviS (DCI/NH3) miz =117 (M+H)- , 43-1 (IvI+NHa)~. Anal. calc. for
C,,H,,CIN,O,S.0.50 H,O: C. 59a1; H, 5.?0: N. 6.57. Found: C, 59.27; H,
5.40; N) 6.12. Examcle 364 ~8~   2 7 MAY 2D03 WO 00I24719 PCT/US99I25234
2-(3-Chlorophenvl)-4-lcvclopentvlmethvl)-5-(-1-(methvlsulfonvl)phenvll-3(2H
1 pvridazinone The title compound, an oil. was prepared according to the
method of Example 362, substituting cyclopentylmethyl magnesium bromide in
place of cyclopentvl magnesium chloride (yield: 0.0579 g. 38%). 'H NMR (300
MHz, DMSO db) 8 0.66 (m, 2H). 1.03 (m, 3H), l.50 (m, 6H), 1.61 (m, 1H).
2.46 (m, IH), 3.27-3.42 (3H, obstructed by H,0), 7.507.66 (m, 3H), 7.75 (m,
3H), 7.99 (s, 1 H). 8.10 (m, 2H). MS (DCI/NH,) m/z 457 (M+H)~, 474
(M+NHa)`. Anal. talc. for C,,H,SC1N,O,S: C, 63.08: H, 5.51: N, 6.13 Found:
C, 63.08; H. 5.47; N. 6.04. to Examgle 365 2-(
3-Chlorophenvl)-4-(2-cvclopentvlethvl)-S-(4-1 methvlsulfonvl )phenvll-3(2H)
pyridazinone The title compound was prepared according to the method of
Example 362, t 5 substituting cyclopentylethyl magnesium bromide in place
of cyclopentvl magnesium chloride (yield: 0.16 g, 94%). 'H NMR (300 MHz.
DMSO db} b 0.76 (m, 3H). 0.99-1.21 (m, SH), 1.31-1.62 (m, 8H). 2.42-2.56 (
I H, obstructed by DMSO), 3.25-3.34 (2H, obstructed by H,0), 7.48-7.65 (m,
3 H), 7.48-7.65 (m, 3 H), 7.76 (m, 3I-I). 8.01 (s. 1 H), 8. I 0 (m, 2H).
~.-IS (DCI/NH,) m/z 471 (M+H)-, 488 (M+NI-I,)~. Anal. talc. for C,,H"C1N,O;
S. 2o C, 63.75: H. 5.78, N, 5.95. Found: C. 63.48; H, 5.70; N. 5.67.
Example 366
-Chlorophenvl)-=1-(3-methvlbutvl)-5-j4-(methvlsulfonvl)phenyl]-3('?H)-pyrid
azinone The title compound was prepared according to the method of Example
362, 25 substituting 3-methylbutyl magnesium bromide in place of
cyclopentylmagnesium chloride (yield: 0.0221 g, 16%). mp 60-65 C. ' H NivIR
(300 MHz, DI\~tSO db) a 0.75 (d, J=7 Hz, 6H), 1.32-1.52 (m, 3H), 3.31 (s,
3H), 7.50-7.65 (m. 3H), 7.77 (m, 3H), 8.03 (s, 1 H), 8.11 ( m, 2H). MS
(DCI/1VH3) m/z 43 I (MPH)-, =148 ('vI+NHa)'. Anal. talc. for C"H,,C1N,O;
S.O.?5 H,O: C, 60.68: H, 5.43: H. 6.=43. Found C, 60.29; I-I. 5.60; N,
6.l7. 2s~   2 7 MAY ?003 WO 00I24719 PCT/LS99125234 Example 367
~-(3-Chlorophenvl)-.4-benzvl-~-f4-(methylsulfonvl)phenvll-3(2H)-pvridazinon
e The title compound was prepared according to the method of Example 362, 5
substituting benzyl magnesium chloride in place of cyclopentylmagnesium
chloride. mp 174-l77 C (yield: ''S.9 g, ~7%). 'H NMR (300 MHz, DMSO db) 8
3.30 (s. 3H), 3.91 (bs, 2H). 7.02 (m, 2H), 7.12-7.25 (m. 3H), 7.51-7.64 (m,
3H), 7.72 (m, 3H), 8.07 (m. 2H). 8.12 (s, 1H). MS (DCI/NH,) m;'z 4~1
(M+I-I)-, 468 (M+NH,)`. Anal. calc. for C,,H,9C1N=O;S: C, 63.92; H, 4.25;
N, 6.? 1. Found: C, 63.69; H, 4.28; N, 6.02. Example 368
2-(3-Chlorophenvl)-4-cvclohe~cvl-~-(4-(methvlsulfonvl)nhenv(1-3(2H1-nvridaz
inone The title compound was prepared according to the method of Example
362 substituting cyclohexylmagnesium chloride in place of
cyclopentylmagnesium chloride 15 (yield: 0.099 g, 68%). mp 85-90 C. 'H NMR
(300 MHz, CDCIj) S 1.01-1.30 (m. 3H), 1.48-1.69 (m, 3H), 1.75 (m, 2H). 2.28
(m, 2H), ''.57 (m, 1 H), 3.16 (s, 3H), 7.35-7.46 (m. 2H), 7.50-7.62 (m,
3H), 7.68 (m. ' H), 8.11 (m, 2H). I~1S (DCI/NH,) m/z 443 (iVi+H)', 460
(M+NHa)T. Anal. calc. for C23I-i,3C1N,03S ( 1.25 H,0): C, 59.34; H, 5.~2;
N. 6.01. Found: C, 59.02: H, 5.24; N, 5.65. 20 Example 369
2-(3-Chloro~henvll-=1-f4-fluorobenzvl)-s-f
4-(methvlsulfonvl)phenvll-3(2H)-pvridazinone The title compound was
prepared according to the method of Example 228 using the product from
Example 207C and substituting 4-fluorobenzyl ma~~nesium chloride in 25
place of cyclohexyl magnesium chloride (yield: 0.189 g, 41%). mp 183-185 C.
'H NMR (300 MHz. DMSO db) 8 3.25-3.36 (3H, obstructed by H,O). 3.89 (bs,
2H1, 6.97-7.09 (m, 4H), 7.~0-7.64 (m. 3H). 7.71 (m, 3H), 8.U6 (m, 2H), 8.11
(s, 1H). MS (DCI;'1~'H,) m/z 469 (M+H)', 486 (M+NH;)`. Anal. calc. for
C,~H,gCIFN,O;S: C. 61.47: H, 3.87: N, 5.97. Found: C, 61.23: H, 3.8:1; N,
5.77. '? 83   WO 00/2A719 Example 370 2 7 M AY ?o03 PCT/US99I25234 2-(
3-Chloro~henvl )-4-l4-methvlohenvll-5-[=1-~methvlsulfonvllphenvl]-3
f?Hl-pvridazinone The title compound was prepared according to the method
of Example 362 5 substituting p-tolylmagnesium bromide in place of
cyclopentylmagnesium chloride (yield: 6~ mg, 40.9%). mp 222-224 C. 'H NMR
(300 MHz. DMSO-db) 8 ?.28 (s, 3H), 3.25 (s, 3 H), 7. I ? (t, 4H), 7.6 (m,
6H). 7.79 (t. 1 H) 7.9 (d, J=9 Hz, 2 H), 8.22 ( s, 1 H). MS (DCh'NH,) m/z
4~1 (M+Hj`, 468 (M+NH,)`. Anal. talc. for C,aH,9ClN,O;S.0.25 H,O: C, 63.92;
H. 4.2~; N, 6.2I. Found: C, 62.99: H, 4.28; N, i.85. Example 37l 2-l3
4-Difluoro~henvl)-4-(
3-fluoro-4-methvlphenvll-5-[4-(methvlsulfonvl)phenvll3(2H1 pyridazinone
2-(3,4-Difluorophenyl)-4-(3-fluoro-4-methylphenyl)-5-[4-(methylsuifonyl)phe
nyl] 15 3(2H)-pyridazinone was prepared according to the method of Example
362) starting with
2-(3,4-difluorophenyl)-4-tosyloxy-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyrida
zinone and substituting 3-fluoro-4-methylphenylmagnesium bromide in place
of cyclopentylmagnesium chloride to provide the methyl sulfide compound.
The methyl sulfide was oxidized according to the method of Example 10 to 20
provide the title compound (yield: 26~ mg, 85.4%). mp 204-206 C. 'H NMR
(3U0 MHz, CDCI,) a 2.?5 (br s, 3H), 3.08 (s, 3H), 6.83 (dd, J=9 Hz, 1.~ Hz,
1H). 6.96 (dd, J=9 Hz. 1.5 Hz, 1 H), 7.08 (t, J=9 Hz, I H), 7.23-7.33 (m, 1
H), 7.41 (d, J=9 Hz. 2H), 7.49-7.~6 (m, 1 H), 7.61-7.69 (m, 1 H), 7.93 (d.
J=9 Hz, 2H), 7.99 (s, 1 H). MS (DCI/NH3) m/z 47l (M+H)`, 488 (M+NHa)'.
Anal. talc. for C,aH,,F3N,O3S: C, 61.28, H, 3.62; N, i.96. Found: C. ~5
61.07: H, 3.95; N, i.56. Example 37'_' 2-f
3-Chloroyhenvl)-4-(~,henethv(1-~-L4-f methvlsulfonvl lnhenvll- 3l?
Hl-ovridazinone ~sa   2 ? M AY 2003 WO 00/24719 PCT/US99/25234 The title
compound was prepared according to the method of Example 228 , starting
with
2-(3-chlorophenyl)-4-methoxy-~-[4-(methvlthio)phenyl]-3(2H}-pyridazinone in
place of
?-(4-fluorophenyl)-4-methoxy-5-[4-(methvlth~o)phenyl]-3('?H)-pyndazinone
and substituting phenethyl magnesium chloride in place of
cvclohexylmagnestum chloride 5 then oxidizing by the method of Example 10
(yield: 0.100 g. 39%). mp 142-I4~ C. 'I-I NMR (300 MHz, DMSO db) 8 2.80 (m,
4H). 3.30 (s, 3H), 7.0l (m, 2H). 7.21 (m, 3H), 7.61-7.60 (m, 4H), 7.63 (m.
iH). 7.78 (m, 1H). 8.03 (m. 3H). MS (DCI,~TH;) m%z 46~ (M+H)+, 482
(M+NH,)'. Anal. calc. for C,SH,,CIN,O,S C. 64.58; H, :~.>j; ~. 6.02. Found:
C, 64.24; H, 4.50; N, i.90. 10 Example 373
~3-Chlorophenvl)-4-(?-methvlpropoxvl-6-L3-tluoro--1-lmethvlsulfonvlOohenvll
-3(2H1 pyridazinone t5 Example 373:A 



2-(3-Chlorophenvl)--i-(2-methvlpropoxvl-~-bromo-312H)-pvridazinone. The
title compound was prepared according to the method of Example 194B,
starting with 2-(3-chlorophenyl)-4,5-dibromo-3(2H)-pyridazinone (Example
207A) in place of 2-(4-fluorophenyl)-4.5-dibromo-312H)-pyridaztnone and
substttutme 2-methyl-1 2t) propanol in place of methanol. Example 373B
2-(3-Chlorophenvl)-4-(2-methvlpropoxv)-5 j3-fluoro--1-i
methvlthioophenv(1-3~?H) pvridazinone 35 The title compound was prepared
according to the method of Example 6, starting with
2-{3-chlorophenyl)-4-(2-methylpropoxy)-~-bromo-3('_H)-pyridazinone in place
of 2 benzyl-4-bromo-~-methoxv-3(2H)-pyridazinone and subsmutine 3-fluoro-4
(methylthio)benzeneboronic acid (Example 72D) in place of
4-tluorobenzeneboronic acid. 285   2 7 M AY 2003 WO 00I24719 Example 373C
PCT/U S99/? 5234 2-(3-Chlorophenvll-4-l2-methvl~ropoxy~-5-f
3-fluoro-4-lmethvlsulfonvl)phenvll-3(2H1 pvridazinone Example 373B was
oxidized according to the method of Example 10 to provide the 5 title
compound (yield: 0.73 g, 100%). mp 180-183 C. ' H NMR (300 MHz, DMSO d~) 8
0.82 (d. J=b Hz) 2H), 3.30-3.39 (3H, obstructed by H,OI 4.25 (d, J=6 Hz.
2H). 7.57 (m, 3H), 7.75 (m, 1 H). 7.85 (m, 1 H), 8.00 (m, 1 H). 8.23 (s. 1
H). MS (DCIINH,) m/z 451 (M+H)'. 468 (M+NH,)-. Anal. calc. for
C,,H,C1FN,O,S: C. .94; H, 4.47; N, 6.21. Found: C. >j.73: H, 4.58; N, 6.0l.
to Example 374 2~3-Chlorophenvl)-4-t
benzvloxvl-~-~4-(methvlsulfonvllphenvll-3(2H)->'vridazinone To a stirred
solution of 2-(3-chlorophenyl)-4-hydroxy-~-[4
(methylsulfonyl)phenylJ-3(2H)-pyridazinone (Example 332) (0.100 g, 0.?8
mmol) in I S DMF (2.8 mL) was added benzyl chloride (0.32 mL, 0.28 mmol).
The resulting solution was stirred with heating to 60 C overnight. The
solvent was removed in vacuo and the resulting residue partitioned between
ethyl acetate and 10% citric acid. After extracting with ethyl acetate, the
combined organics were dried over MgSOa and concentrated in vacuo. The
crude product was purified using flash chromatography (SiO,, 1:1 ethyl ?o
acetate:hexanes) to provide the desired product (yield: 0.096 g, 76%). mp
110-113 C. 'H NMR (300 MHz, DMSO db) a 3.39 (s, 3H), 5.48 (s. 2H), 7.29 (m.
4H), 7.59-7.71 (m, 3H), 7.76 (m, 3H), 8.00 (m, 2H). 8.21 (s, 1H). MS
(DCI/NH3) miz 467 (I~t+H)', 484 (M+NH~)-. Anal. calc. for C~aH,~CIN,O4S: C,
6l.73; H, 4.10: N. 6.00. Found: C, 62.00; H, 4.18; N, 5.93. 25 Example 375
2-(4-Fluoronhenvl)-4-(3-methvlbutoxv)-5-[4-(methvlsulfom 11t`henvll-
3(?H)-pvridazinone 2-(4-Fluorophenyl)-.1-methoxy-5-bromo-3(2H)-pyridazmone
(Example 19=1B) was converted into
?-(4-fluorophenyl)-=1-methoxy-5-[4-(methvlthio)phenyl]-3(2H) '_' 86   WO
00/24719 2 7 M AY 2003 PCT/US99/25234 pyridazinone according to the method
of Example 194C followed by the oxidation method in Example 10. The methoxy
compound was converted to the
2-(4-fluorophenyl)-4hydroxy-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone
, by treatment with NaOH according to the procedure of Example 33?. The
hydroxy compound was treated with p 5 toluenesulfonyl chloride according to
the procedure of Example 333, to furnish 2-(4
fluorophenyl)-5-[4-(methylsulfonyl)phenyl]-4-tosyloxy-3(2H)-pyridazinone.
The title compound was prepared according to the method of Example 335, ,
starting with
2-(4-fluorophenyl)-5-[~.-(methylsulfonyl)phenyl]-4-tosyloxy-3(2H)
pyridazinone in place of
2-(3-chlorophenyl)-5-[4-(methylsulfonyl)phenyl]-4-tosyloxv l0
3(2H)-pyridazinone substituting 3-methyl-1-butanol in place of isobutanol
(yield: 0.3932 g, 94%). mp 117-120 C. 'H NMR (3U0 MHz. DMSO d6) 8 0.79 (d,
J=6 Hz. 6H), 1.411.59 (m. 3H). 3.30 (s, 3H), 4.42 (d, J=5 Hz, 2H), 7.36 (m,
2H), 7.65 (m, ~H), 7.90 (m, 2H), 8.06 (m, 2H), 8.18 (s. 1 H). MS (DCI/NH,)
rrL'z 431 (~i+H)-, 448 (M~-NHa)y. Anal. calc. for C~,H,;FN,O,S: C, 61.38;
H, 5.39; N, 6.51. Found: C. 61.42: H, 5.30; N, 6.40. 15 Example 376
?-(4-Fluorophenvll-4-(2-methvlpropoxvl-5-f4-(methvlsulfonvl)phenvl]-3(2H)
pyridazinone The title compound was prepared according to the method of
Example 335. 2o substixuting
2-(4-f7uorophenyl)-5-[4-(methylsulfonvl}phenyl]-4-tosyloxy-3(2H}
pyridazinone (prepared as an intermediate in Example 375) in place of
2-(3-chlorophenyl}5-(4-(methylsulfonyl}phenyl]-4-tosyloxy-3(2H)-pyridazinon
e (yield: 0.486 g, l00%). mp l21-l28 C. 'H NMR (300 MHz, DMSO db) 8 0.78
(d, J=7 Hz, 6H), 1.84 (m, 1H), 3.30 (s, 3H), 4.20 (d, J=6 Hz. 2H), 7.37 (m,
2H), 7.66 (m, 2H), 7.92 (m. 2H). 8.07 (m, 2H)) 8.19 25 (s, 1H). MS
(DCI,~I~iH,) m%z 417 (M+H)', 434 (M+NH4)-. Anal. calc. for
C,,H,,FN,OaS.0.50 H,O: C, 59.28; H, 5.21; N, 6.58. Found: C. 59.49; H,
=1.97; N, 6.34. Example 377
2-(4-Fluoroyhenvll-4-(.~-fluorohenzvl)-s-{-~-(methvlsulfonvl)phenyl]-3(?H)-
~yridazmone ~s7   2 7 M~~ ~nn~ WO 00I24719 PCT/US99/25234 The title
compound was prepared according to the method of Example 6?. starting with
4-(4-fluorophenylmeth~~l)-5-{4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone
and reacting with 1-iodo-4-fluorobenzene (yield: 0.0881 g. 78%). mp 1 7
s-177 C. ' H NMR (300 MHz. DMSO db) a 3.'_'7-3.36 (3H. obstructed by H,O).
3.88 (bs. 2H), 6.98-7.09 (m, s 4H), 7.34 (m, 2H), 7.6~ (m. ?H), 7.7l (m.
2H), 8.06 (m. 3I-i). MS (DCI/NH,) m/z 453 (NI+H)', 470 (M+NHa)'. .anal.
calc. for C,;H,gF,N,O,S: C. 63.7l ; H, 4.01; N, 6.19. Found: C, 63.61; H,
4.26: N. 6.03. Example 378 2-f4-Fluorophenvl)-4-(
3-methvlbutvl)-5-f-~-(methvlsulfonvl)rshenvil-3(?Hlwridazinone The title
compound was prepared according to the method of Example 2?8 . substituting
3-methylbutvl magnesium bromide in place of cvclohexylmagnesium chloride
(yield: 0.325 g, 69%). mp 1 ~ 1-1 ~4 C. ' H NMR (300 IvIHz. DMSO d~) & 0.75
(d, J=7 Hz, 6H), 1.32-1.51 (m, 3H), 3.31 (s, 3H), 7.37 (m. 2H), 7.66 (m.
?H), 7.77 (m, 2H), 8.00 (s, ~ 5 1 H), 8.10 (m, 2H). IVIS (DCI,TfH,) m/z 41
~ (M+H)-, 432 (M~NH,)'. Anal. calc. for C"H,,FN,03S.0.50 H,O: C. 62.39; H,
i.71; :~, 6.6l . Found: C. 62.04: H, 5.78; N, 6.46. Example 379
2-~Tetrahvdro-?1-I-pvrano-'_'-vly--1-(4-fluoronhenvll-~-f4-lmethvlsulfonvll
phenvl]-3(?Hl 2o pvndazinone To the solution of
4-(4-fluorophenvl)-5-[4-(methylsulfonyl)phenyl]-3(2H) pyridazinone prepared
according to Example I 1 ( l 72 mg, 0.~ mmol) and p-toluenesulfonic acid
hydrate ( 19 mg, 0.1 mmol) in dioxane ( 10 mL) was added 2.3-dihydropyran
(2 mL). The mixture was stirred at room temperature for 6 hours. The
mixture was then poured 25 into a solution of saturated NaHCO, and
extracted with ethyl acetate. The ethyl acetate was concentrated in vacuo
and the residue was chromatographed (silica gel, 1: I hexanes ethyl
acetate) to provide the title compound (yield: 2 ~ mg. 11 %). ' H NMR
(DMSO-d5) 300 MHz) b 1.~4 (m, 2H). 1.74 (m) 2H). "'.00 (m. 1 H). '_'.17
Vim. 1 H). 3.23 (s) 3H), 3.62 (m, ~sa   2 7 M ~y ~nn~ WO 00I24719
PCTIUS99125234 I H), 4.00 (m, 1 H). 5.98 (m. 1 H). 7.13 (7, J=9 Hz, 2H).
7.23 (m, 2H)) 7.47 (d. J=9 Hz, 2H), 7.86 (d, J=9 Hz, 2H)) 8.12 (s, 1H). MS
(DCI/NH3) m/z 429 (~Nt+H)'. Example 380 5
2-(3-(4-Fluorophenvl)phenvll-4-l4-fluorophenvll-~-(4-(methvlsulfonvl)phenvl
]-3~2H) pwridazinone The title compound was prepared according to the
method of Example -l, starting with
2-(3-bromophenyl)-4-(4-fluorophenyl)-~-[-I-(methylsulfonyl)phenyl]-3(2H)
pyridazinone (Example 166) in place of 2-benzyl-4-bromo-;
-[4-(methylthio)phenyl] 3(2H)-pyridazinone and substituune cesium fluoride
for sodium carbonate (geld: 0.62g, 62%). mp 222-226 C. 'H NMR (300 MHz,
DMSO db) a 3.2-1 (s, 3H), 7.16 (m. 2H), 7.36 (m. 3H). 7.~3 (m, 2H), 7.64
(m. 2H), 7.73-7.81 (m, 3H), 7.93 (m. 3I-I), 8.27 (s. 1H). MS (DCI/NH;) m/z
~ 15 (M+H)`, 632 (M+NH,)-. Anal. calc. for C",H,,,F,~1,O,S.O.?~ H,O: C,
67.10; H, 3.98; N, 6.36. Found: C. 66.93; H, 3.99; N, 6.17. 15 Example 38l
2-(2.2.?-Trifluoroethvl)--1-(2.2-dimethylprogoxv~-6
~[3-fluoro-~1-laminosulfonvl)phenvll 2H1-wridazinone
2-(2.2.?-Trifiuoroethyl)-4-(?.2-dimethylpropoxv)-~-[~-fluoro-=1 20
(methylthio)phenyl]-3(2H)-pyridazinone was prepared according to the method
of Example ?61, substituting
2-('_',2.2-trifluoroethyl}-4-chloro-~-[3-fluoro-4
(methylthio)phenyl]-3(2H)-pyridazinone in place of
2-('_'.?.'_'-trifluoroethyl)-4-chloro-~-[4
(methylsulfonyl)phenyl]-3(?H)-pyridazinone. The methyl sulfide was oxidized
with one equivalent of meta-chloroperoxybenzoic '_'S acid to ;ive the
methyl sulfoxide. The sulfoxide was convened to the title compound
according to the method of Example 68 ( yield: 196 mg, 28,'01. mp 1=1=1-146
C. ' H NMR (300 MHz. CDC13) 8 0.86 (s, 9H). 4.?3 (s, ?H), 4.82 (q, J=8 Hz.
2H), 6.10 (s, 2H), 7.46 (s, 1H), 7.48 (br s, 1H), 7.79 (s, 1H), 8.03 (t,
J=8 Hz. 11-I). VIS (DCI/~1H,) m/z=l38 (M+H)'. 2$9   2 ? M AY 2003 WO
00I24719 PCT/US99/25234 Anal. calc. for C"H,~F,N,O,S: C. 46.68; H, 4.38; N,
9.61. Found: C, 46.76; H. 4.30; N. 9.52. Example 382 5
2-(2.2.2-Trifluoroethvl)-4-(2-methvlpropoxv)-6-L-fluoro--I-(aminosulfonvl)p
henvl) ~2H)-yyridazinone The title compound was prepared according to the
method of Example 68 substituting
2-(2.2,2-trifluoroethyl)-4-(2-methylpropoxy)-~-[4-(methylsulfinyl)phenyl]
3(2H)-pyridazinone in place of
2-(2,''.2-trifluoroethyl)-4-(4-fluorophenyl)-~-[4 to
(methylsulfinyl)phenyl)-3(2H)-pyridazinone (yield: 260 mg, 26%). mp 163-164
C. 'H NNIR (300 MHz. CDCI,) 8 0.86 (d, J=6.6 Hz, 6H). 1.91 (septet. J=6.6
Hz, 1 H), 4.34 (d. J=6.6 Hz, 2H), 5.11 (br s, 2H). 7.43-7.52 (m, 2H), 7.80
(s. 1H), 8.02 (t, J=8 Hz. 1H). MS (DCI/NH,) m/z 424 (M+H)', m/z 441
(M+NH,)-. Anal. calc. for C,6H"F;N,O,S: C, 4.39; H, 4.05; N. 9.92. Found:
C. Q9.89; H, 3.83: N, 8.61. 15 Example 383
2-Benzvl-4-(.I-fluorobenzvl)-~-(4-(aminosulfonvl)phenvl]-3(2H
)-pvridazinone The title compound was prepared according to the method of
Example 384, substituting
2-benzyl-4-(4-fluorophenylmethyl)-5-[4-(methylsulfonyl)phenyl]-3(2H) 2o
pyridazinone in place of 2-(3,=1-difluorophenyl)-4-(4-fluorophenvl)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone (yield: 0a723 g 34%). mp 120-l23
C. 'H NNiR (300 MHz. DMSO db) 8 3.83 (bs, 2H), i.30 (bs, 2H), 6.9~-7.06 (m.
4H), 7.28-7.40 (m, SH), 7.48 (m, 2H), 7.60 (m, 2H). 7.91 (m, 2H), 7.95 (s,
1 ~I). MS (DCI/NH3) m/z 450 (M+H)`, 467 (M+NHa)`. Anal. calc. for
C,aH,FN30,S: C. 64.13; H, 4.48, N, 9.3~. 25 Found: C. 63.76; H, 4.71; N,
9.02. 



Example 384 2-Benzvl-4-(4-fluorophew
L)-~-f4-(aminosulfonvl)c~henvll-,(2H1-nvridazinone ?90   2 ? M AY 20D3 WO
00I2.1719 PCT/US99125234 To a solution of
?-benzyl-:~-{4-fluorophenyl)-~-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone ( 130 mg, 0.3 mmol) and di-t-butylazodicarboxylate (DEAD) (69
mg, 0.3 mmol) in THF (30 mL) at -78 C was added dropwise a 1 N solution of
lithium 1,1,1,3,3,3-hexamethyldisiIazide (0.9 mL, 0.9 mmol) in THF 5 After
addition, the reaction was stirred an additional 45 minutes at -78 C (or
until the TLC indicated a disappearance of starting material). The reaction
was quenched with a saturated solution of NH,CI and extracted with ethyl
acetate. The acetate extract was dried over MgSO~ and concentrated in vacuo
to obtain 230 mg of crude adduct. The above adduct was dissolved in THF (30
ML) and was treated at room 1o temperature with 1 N NaOH (3 mL) for ~
hours. Sodium acetate ('~la0Ac.3 H,O, 1.38 e, 10 mmol) was added followed
by addition of hydroxylamine-O-sulfonic acid ( 1.13 g, 10 mmol) and H,O (30
mL). The resulting mixture was stirred at room temperature for 18 hours and
then extracted with ethyl acetate. The extract was washed with water,
brine, dried over MgSO, and concentrated in vacuo. The residue was purified
by t 5 chromatography (silica gel, 1:1 hexanes-ethyl acetate) to provide
the desired product (yield: 70 mg, ~4%). mp 185-189 C. 'H NMR (DMSO-db, 300
MHz) cS i.33 (s, 2H), 7.11 (m, 2H), 7.22 (m, 2I-I), 7.40 (m, 7H), 7.83 (d,
J=9 Hz, 2H), 8.10 (s, 1 H). MS (DCI/NH,) m/z 436 (M+H)'. Anal. talc. for
C,;H,~FN,O;S.0.7~ H=O: C, 61.65; H. 4.26; N, 9.04. Found: C, 61.67: H, 4.6l
; N, 8.66. 20 Example 38~
2-(4-Fluorophenvll-4-(4-fluoroghenoxv)-S-f4-(ammosulfonvl
)phenyl]-3(2H1-pvridazinone The product from Example l08 was converted to
the title sulfonamide according to the method of Example 384 , (yield: 6~
mg, 28.8%). mp 2''7-229 C. 'H NMR (300 25 MHz, DMSO-db) 8 7.08-7.l7 (m,
4H), 7.36 (t, J=3 Hz, 2H), 7.47 (br s. 2H), 7.6l-7.69 (m, 2H), 7.83 (d, J=9
Hz, 2H). 7.93 (d, J=9 Hz. 2H), 8.40 (s, 1 H). MS (DCI,~NH;) m/z 469 (M+H)',
486 (M+NH~)`. Anal. calc. for C=aH,S F,N;OaS: C. Q8.02; H, 3.30; N, 9.24.
Found: C, S7.84; H, 3.34: N, 9.01. '_'9l   2 7 MAY 2003 W'O 00/24719
Example 386 PCT/IJS99/25234 2-(3,4-Difluorophenvi)-4-(
3-Iluoro-4-methvlphenvl l-~-[4-(aminosulfonyl)phenvll-3(2H) pvridazinone
The product from Example 371 was converted to the title sulfonamide
according to 5 the method of Example 384 (yield: 4~ mg, 28%). mp 198-200 C.
'H NMR (300 MHz, DMSO-db) S 6.87 (dd, J=9 Hz. 3 Hz, 1 H), 7.13 (dt. J=9 Hz.
3 Hz, 1 H). 7.19 {t, J=7 Hz, 1H), 7.46 (d, J=9 Hz. 2H). 7.47 (br s, 2H),
7.~2-7.69 (m, 2H). 7.79 (d, J=9 Hz. 2H), 7.82 7.89 (m, 1 H), 8.2~ (s, 1 H).
HIS (DCI/NH,) m/z 472 (M+H)-. 489 (M+NHa)`. t0 Example 387
2-(4-Fluorophenyl)-4-(3-fluoro-4-methvlnhenvl>-3-1=i-(aminosulfonvl)phenvl~
-:(2H) pyridazi none The product from Example 2~0 was converted to the
title sulfonamide according to the method of Example 381 (yield: 185 mg.
46%). mp l87-188 C. 'H NMR (300 t5 MHz, DMSO-db) a 2.22 (br s, 3H). 6.87
(dd, J=9 Hz. 3 Hz, 1H), 7.16 (q, J=9 Hz, 2H), 7.38 (t, J=9 Hz, 2H), 7.46
(br s. 2H), 7.47 (d, J=9 Hz. 2H), 7.67-7.73 (m, 2H), 7.77 (d, J=9 Hz, 2H).
8.22 (s, 1 H). IvIS (DCh'NH;) m/z 454 (M+H)-, 4 71 ('~f+NH;)-. Anal. calc.
for C,3H"F,N,O,S.0.2~ H,O: C. 60.36: H, 3.87; N, 9.19 Found: C. 60.30; H.
4.26; N. 8.83. 2o Example 388
2-(3.4-Difluorophenvll-4-(4-Iluorophenoxvl-s-f4-(ammosulfonvl)phenvll-3(2Hl
pvridazinone The product from Example 109 was convened to the title
sulfonamide according to the method of Example 384 (yield: 110 mg, 4~.7,%).
mp 224-226 C. 'H NMR (300 25 MHz, CDC13) 8 4.86 (br s. 2H), 6.89-7.03 (m,
4H). 7.19-7.30 Im, 1 H), 7.4~-7.52 (m, 1 H), 7.~6-7.66 (m, 1 H), 7.79 (d,
J=9 Hz, 2H), 8.04 (d, J=9 Hz. 1 H). 8.08 (s. 1 H). MS (DCI/NH,) miz 474
(IVI+H)-. 491 (vI+NH,)-. Anal. calc. for C==H,~ F;N;OaS.O.'_'~ H,O: C,
5.32; H, 2.93: I~`, 8.80. Found: C, ~~.26: H, 3 11: N. 8.~8 ?9?   WO
00/?4719 2 7 M AY 2003 PCTIUS99/25234 Example 389
2-(3-Chloro-:~-fluorophenvl)-4-l4-fluoro-3-methvlphenvl)-~-f4-(aminosulfonv
l)phenvll ~2H1-pvridazinone The product from Example 247 was converted to
the title sulfonamide according 5 to the method of Example 384 (yield: 230
mg, 38%) mp 243-245 C. 'H NWR (300 MHz. DMSO-d~) 8 2.17 (br s) 3H),
6.94-7.09 (m, 2H). 7.25 (dd, J=9 Hz. 3 Hz. 1H), 7.417.48 (m, 4H), 7.60 (t,
J=9 Hz, 1 H), 7.68-7.76 (m, 1 H), 7.77 (d, J=9 Hz, 2 H)) 7.9~ (dd, J=6 Hz,
3 Hz. 1 H), 8.2~ (s, 1 H). MS (DCI/NH,) miz 469 ( wtTH)-. 486 (Ml+NH,)-
Anal. calc. for C,,H,6C1F,N,O,S: C. Q6.67: H, 3.29: N, 8.63 Found: C.
Q6.81, H, 3.3~; N. 8.9~. Example 390
~-(4-Fluorophenvll-4-~4-fluoro-3-methvlnhenvl~-3-[4-(aminosulfonvl)phenvll-
3(2H)pyridazinone The methyl sulfone product of Example 245 was converted
to the title 15 sulfonamide according to the method of Example 384 (yield:
78 mg, ~8.3%). mp 202-204 C. 'H NMR (300 MHz. CDCI,) cS 2.22 (s, 3H), 4.86
(s. 2H). 6.83-6.9l (m, 2H), 7.l4-7.25 (m, 3H), 7.36 (d, J=9 Hz. 2H),
7.6~-7.72 (m, 2H), 7.9l (d, J=9 Hz, 2H). 8.0 (s. 1 H). vIS (DCI/NH3) m/z
4~4 (M+H)~, 471 (M+Nl-Ia)'. Anal. calc. for C,~H,;F,N30,S.0.2~ H,O: C,
60.36; H. 3.77; N, 9.19. Found: C. 60.24; H, 3.93: N. 9.'?~. 20 Example 391
2-(3-Chlorophenvl)-4-(4-fluoro-3-methvlphenvl
)-~-I4-(ammosulfonvllphenvll-3(2hl pyridazinone The methyl sulfone product
of Example 244 was converted to the title 25 sulfonamide according to the
method of Example 384 (yield: 126 mg, 39%). mp 187-188 C. 'H NMR (300 MHz.
CDCJ3) a ?.? 1 (s, 3H), 4.7l (s. 2H). 6.8~-6.92 (m, 2H). 7.21 {d, J=9 Hz.
1H), 7.32-7.47 Vim, 2H). 7.37 (d. J=9 Hz, 2H). 7.64 (dt. J=7 Hz, 3 Hz. 1H),
7.77 (br s, 1 H), 7.91 (d, J=9 Hz, 2H). MS (DCI/NH;) m/z 470 (I~1~H)-, -487
(M-NCI,)'. Anal. ?93   WO 00I24719 ~ ? MAY 200 PCTII,'S99/2523d calc. for
C,;H"C1FN;O,S.0.2~ H,O: C, ~8 32; H, 3.65; N, 8.88. Found: C, 58.27; H,
3.91: N, 8.62. Example 392 5
2-(3-Chlorophenvl)-4-(3-methvlbutvl)-s-f4-(aminosulfonvl)phenyl]-3(2H)-pvri
dazinone The title compound was prepared according to the method of Example
384, substituting
2-(3-chlorophenyl)-4-{3-methylbutyl)-5-[4-(methylsulfonyl)phenyi]-3(2H)
pyridazinone (Example 366) in place of 2-benzyl-4-(4-fluorophenyl)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone (yield: 0.0p6 g, 16%). mp
I67-l70 C. 'H NMR (300 MHz, DMSO d5) S 0.78 (d. J=6 Hz, 6H)) 1.47 (~H,
obstructed by hexanes). 7.51-7.6~ (m. 4H), 7.68 (m,'H), 7.7~ (m, 1 H). 7.98
(m, ?H). 8.03 (s, 1 H). 8.60 (bs, 1 H). MS (DCI/NH3) m/z 432 (M+H)-, 449
(M+NH,)'. Anal. calc. for C,,Hz,CIN;O;S (0.2~ H,0): C, 57.79; H, i.19; N)
9.6?. Found: C, 57.78; H. 5.02; N. 9.40. 15 Example 393
2-(3-Chloro_phenvl)-=~-lphenethvl)-~-L-faminosulfonvl)phenvll-3(2I)-pvridaz
inone The title compound was prepared according to the method of Example
384, substituting
2-(3-chlorophenyl)-4-(phenethyl)-5-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone (Example 37?) in place of 2-benzyl-4-(4-fluorophenyl)-5-[4 2o
(methylsulfonyl)phenyl]-3(2H)-pyridazinone (yield: 0.07 g. 17 o).
semi-solid: 'I3 NMR (300 MHz, DMSO db) 8 2.80 (m, 4H), 3.29-3.42 (3H,
obstructed by H,O), 6.9G (m, 2H), 7.14-7.28 (m, 3H), 7.46-7.68 {m, 7H),
7.78 (m, 1H), 7.92 (m, 2H), 8.01 (s, 1H). MS (DCIINH,) m/z 466 (M+H)-, 483
(M+NHa)`. Anal. calc. for C~,H,oCIN,O;S.0.25 H,O: C, 61a7; H, 4.39; N,
8.93. Found: 61.18; H) 4.68; N, 8.58. 25 Example 394
2-(3-Chlorophenvll-4-(3-methvlbutoxv)-s-I 4-(aminosulfonvl
)phenvll-3(2H)-pvndazinone The title compound was prepared according to the
method of Example 384, substituting
?-(3-chlorophenvl)--I-{3-methylbuto~cy)-~-[4-(methvlsulfonyl)phenyl]-3(2H)
?9a   WO 00I24719 ~ fi MAY t~;,3 1 PCT/US99/25234 pyridazinone (Example
339) in place of
2-benzyl-4-(4-fluorophenyl)-5-[4(methylsulPony!)phenyl]-3(2H)-pyridazinone
(yield: 0.57S g, 18%). mp 137-139 C. 'H NMR (300 MHz, DMSO db) 8 0.8I (d,
J=7 Hz, 6H), 1.49 (m, 2H). 1.~7 (m, 1 H). 4.42 (t, J=7 Hz. 2H), 7.44-7.6~
(m. ~H). 7.76 (m, 1 H), 7.84 (m, 2H), 7.94 (m. 2H), 8.20 (s, 1 H). 5 MS
(DCI/NH3) rn<`z 448 (M+H)', 465 (M+NH~)-. Anal. calc. for C,,H"C1N,OQS: C,
S6.31; H. 4.9S; N) 9.38. Found C) 56.02: H, 4.82; N, 9.31. Example 395
2-(3-Chlorophenvl)--t-(2-methvlt7ropoxv)-5-f-I-(aminosulfonyl
)phenvll-3(?H? t 0 pvridazinone The title compound was prepared according
to the method of Example 384, substituting
2-(3-chlorophenyl)-4-(2-methylpropoxy)-~-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone (Example 33S) in place of 2-benzyl-4-(4-fluorophenyl)-S-[4
(methylsulPony!)phenyl]-3(?H)-pyridazinone (yield: 0.04S8 g, 25.'). mp
80-8S C. 'H ~5 NMR (300 MHz, DMSO db) 8 0.80 (d, J=6 Hz, 6H), 1.74-1.92 (m,
3H), 4.20 (d, J=6 Hz, 2H), 7.49-7.64 (m, 5H), 7.76 (m, IH), 7.8S (m, 2H),
7.9~ (m, 2H), 8.21 (m, 1H). MS (DCI/NH;) m/z 434 (Nt+H)', 451 (M+NH,)-.
Anal. calc. for C,1-I,C1N30,S: C, SS.36; H, 4.65; N, 9.68. Found: C, Q5.12;
H, 4.58; N, 9.42. 20 Example 396 2-(4-Fluorophenvi)-4-(
3-methylbutyl)-S-f4-(aminosulfonyl)phenyll-3(2H)-pyridazinone The title
compound was prepared according to the method of Example 384, substituting
2-(4-fluorophenyl)-=t-(3-methylbutyl)-S-(4-(methylsuIfonyl)phenyl]-3(2H)
pyridazinone (Example 378) in place of 2-benzyl--t-(4-fluorophenyl)-5-{4 25
(methylsulfony!)phenyl]-3(2H)-pyridazinone (0.090 g 2I%). mp 180-l83 C. 'H
NNtR (300 MHz, DMSO d,,) 8 0.78 (d, J=6 Hz. 6H), 1.a9 (m, SH), 7.36 (m)
2H), 7.53 (m, 2H). 7.62-7.73 (m, 4H), 7.98 (m, 3H). MS (DCI,~i~IH3) miz 416
(Nl~-H)', 433 (MTNH~)'. Anal. calc. for C~,H"FN,03S: C. 60.71; H, 5. 34: N,
10.11. Found: C, 60.37. H, ~ 36, N, 9.84. 295   ~ 7 MAY ~nn~ WO 00I24719
PCT/US99/25234 ExamQle 397
2-(4-Fluorophen~l)-=1-I?-methvlpropoxvl-5-[4-(aminosulfonvl~pheny~- 3(2H
pyridazinone The title compound was prepared according to the method of
Example 384, 5 substituting
2-(4-fluorophenyl)-4-{2-methylpropoxy)-5-[4-(methylsulfonyl)phenyl]-3{2H)py
ridazinone (Example 376) in place of
2-benzyl-4-(4-fluorophenyl)-5-[4(methylsulfonyl)phenyl]-3{2~I)-pyridazinone
(yield: 0.024 g. 6%). mp I32-136 C. 'H NMR (300 iViHz, DMSO d5) 8 0 79 (d,
J=6 Hz. 6H), I .83 (m. 1I-I), 4.19 (d, J=6 Hz, 2H), 7.36 (m, 2H). 7.50 (m,
2H). 7.66 (m. 2H), 7.84 (m, 2H), 7.9~ (m, 2H), 8.18 (s. 1 H). MS (DCI/NH~)
m/z 418 (M+H)~. -135 (lei+NH,)- Anal. calc. for C,H,oFN;O,S: C. 57.54; H,
4.83: N, 10.07. Found C. 5 7.26; H. 5.00; N. 9.78. Example 398
2-(4-Fluorophenvll-4-(3-methvlbutoxv)-5-f4-(aminosulfonvllphenyl]-3(2H)-nvr
idazinone ~5 The title compound was prepared according to the method of
Example 384, substituting
'_'-(4-lluorophenyl)-.~-(3-methylbutoxy)-5-(4-(methylsulfonyl)phenyl]-3(?H)
pyridazinone (Example 37S) in place of
2-benzyl-4-(4-fluorophenyl)-5-[4(methylsulfonyl)phenyl]-3(?H)-pyridazinone
(yield: 0.051 g. 18%). Yellow oil. 'H NMR (300 MHz, DIvISO d6) S 0.80 (d.
J=5 Hz. 6H7. 1.47 (m. 3H). -t.42 (t. J=6 Hz. ?H), 7.37 (m, 20 2H). 7.50 (m,
1H). 7.65 (m. ?I-I), 7.83 (m, 2H). 7.93 (m. 2H). 8.18 (s. IH). 8.60 (bs)
1H). MS (DCI/NH,) m/z 43? (M+H)`, 449 (M-NH;)-. Anal. calc. for C,,HFN30aS:
C. 58.46; H, 5.14; IV', 9.74. Found: C. 58.16; H, 5.21; N, 9.57. Example
399 25 2-(t-Butyl)-4-(3-methyl-1-butoxy~-5
j4-(aminosulfonvllphenvll-3(2H)-pyridazinone
2-(t-Butyl)-4-(3-methyl-I-butoxy)-5-[4-{methylthio)phenyl]-3(2H)-pyridazino
ne prepared in Example 330C was oxidized with one equivalent of
meta-chloroperoxybenzoic acid to the corresponding methyl sulfoxide. The
sulfoxide was converted to the title sulfonamide by the method of Example
68 (yield: 1.'_'~ e, 54.i). mp 153-155C. 'H 



296   WO 00/2:1719 2 7 M AY ~n~~ PCTIUS99/25234 NMR (300 IvIHz, CDC1;) b
0.82 (d) J=6 Hz. 2H). 1.48 (q. J=6 Hz, 2H), 1.49-1.69 (m, 1H). 1.70 (s,
9H)) 4.37 (t, J=6 Hz. 2H), 4.32 (s, 2H), 7.70 (d. J=9 Hz. 2H), 7.72 (s. 1
H), 8.01 (d. J=9 Hz. 2H). MS (DCI/NH;) m,~z 394 (M+H)-. Anal. calc. for
CpH,,N,OaS: C. 67.99; H, 6.91; N, 10.67. Found: C, 58.11: H, 6.71: N,
10.58. 5 Example 400
2-(3.4-Difluorophenvll-4-l4-fluorophenvl)-~-[4-(amtnosulfonvl)phenvll-~~2H)
pyridazinone The title compound was prepared according to Example 384
substituting 2-(3,4
difluorophenyl)-4-(4-fluorophenvl)-~-[4-(methylsulfonvl)phenyl]-3(?H)-pyrid
azinone (Example 18?) in place of
?-benzyl-4-(4-fluorophenyl)-~-[4-(methylsulfonyl)phenyl]3(2H)-pyridazinone
(yield: 960 mg, 54'). mp 177-181 C 'H N~fR (300 MHz. DMSOdb) 8 7.l5 (t,
2H), 7.?9 (m, 2H), 7.43 (s, 1H), 7.46 (bs. 2H), 7.59 (m, 2H), 7.76 (d, J=9
Hz, 2H), 7.86 (m, 1 H), 8.27 (s, 1 H). MS (DCI/NH;) m,~z =ls8 (M+H)-, 475
(I~t+NH;)`. Anal. 15 calc. for C"H"F;N;O;S: C. 67.77; H, 3.08; N, 9.19.
Found. C, 57.22: H, 3.28: N, 8.99. Example 401
2-(3-Chloro-4-fluoro~henvll-4-l4-fluorophenvl )-6-f ~-(aminosulfonyllphenv
l ]-3 (? Hl pvridazinone 2o The title compound was prepared according to
the method of Example 384, substituting
?-(3-chloro-4-fluorophenyl)--I-(4-fluorophenyl)-S-[4-(methylsulfonyl)phenyl
] 3(2H)-pyridazinone in place of
2-benzyl-4-(4-fluorophenyl)-5-[4-(methylsulfonyl)phenyl] 3(2H)-pyridazinone
(yield: 380 mg, 47%). mp 208-210 C. 'H NMR (300 MHz. DMSO db) 8 7.16 (t,
2H), 7.'_'7 (m, 2H), 7.43 (s, 1 H), 7.45 (bs. ?I-I) 7.61 (d, J=9 Hz, 4Hj,
7.6 (t, 25 1 H), 7.7 (m, 1 H), 7.76 (d, J=9 Hz. ?I-I), 7.94 (dd, 1 I-I).
8.'_' S (s. 1 H). 1e15 (DCh'NH;) rn,'z 474 (M+H)-. 491 (M+NH~)`. Anal.
calc. for C"H,~F,CI,N;O;S.0.5 H,O: C, 56.76; H. 2.98; N. 8.87. Found: C,
56.06. H. 3.42; N', 8.66. Example 4O2 297   y 7 M AY 2003 WO 00/24719
PCT/US99!25234
2-f3,4-Difluor~henvl)-4-(4-fluoro-3-methvlphenvl)-5-f4-(aminosulfonyl)~envl
]-3(2Hl pvridazinone The title compound was prepared according to the
method of procedure Example 384, substituting
2-(3,4-difluorophenyl)-4-(4-fluoro-3-methylphenyl)-~-[4 5
(methylsulfonyl)phenyl]-3(2H)-pyridazinone in place of
2-benzyl-4-(4-fluorophenyl)-S-[4 (methylsulfonyl)phenyl]-3(2H)-pyridazinone
(yield: 10~ mg, 27%). mp 243-24S C. `H NN1R (300 MHz, DMSO-db) S 2.2 (s,
3H), 7.01 (m, 2H), 7.25 (m, 1 H), 7.45 (s, 1 H), 7.47 (bs, 2I-I), 7.6 (m.
2H). 7.77 (d, J=9 Hz, 2H). 7.8S (m, 1 H), 8.26 (s, 2H). MS (DCI/NH,) m/z
472 (M+H)~, 489 (ivI+NH,)' Anal. calc. for C,aH,,,F,N,O,S.O.~ H,O: C.
58.59; H, 3.42; N) 8.91. Found: C. 57; H. 4.23: N, 8.89. Example 403
2-(3.4-Difluorophenvll-4-l2-methvlpropoxv)-5-(4-(aminosulfonvl
lphenvll-3(2H1 pvridazinone 15 The title compound was prepared according to
the method of Example 384 . substituting
2-(3,4-difluorophenyl)-4-(2-methylpropoxv)-~-[4-(methylsulfonyl)phenyl]3(2H
)-pyridazinone in place of
2-benzyl-4-(4-fluorophenyl)-~-[4-(methylsulfonyl)phenyl]3(2H)-pyridazinone
(yield: 35 mg, 42%). mp 169-171 C. 'H NMR (300 i~tHz, DIvlSOd~) 8 0.78 (d.
6H), 1.84. (m, 1H), 4.2 (d, 2H), 7.54 (m, 3H), 7.6 (m, 1H1, 7.8? (m. 3H),
20 7.9l (d, 2H), 8.21 (s, 1H). MS (DCIiNH,) m/z 436 (M+H)-, =I53
(!vl+NHa)-. Anal. calc. for C,H,9F,NjO~S.O.?S H,O: C. 55.17; H, 4.40; N,
9.65. Found: C, 54.19: H, 4.25; N, 9.3 5 Example =Q04 25 2-(3
4-Difluoroohenvll-4-(3-methvlbutvll-S-(-1-(aminosulfonvl )phenvll-3(2H1
pvridazinone The title compound was prepared according to the method of
Example 384 , substituting
2-(3,4-difluorophenyl)-4-(3-methylbutyl)-5-[4-(methylsulfonyl)phenyl]
3(,2H)-pyridazinone in place of
2-benzyl-4-(4-fluorophenvl)-~-[4-(methvlsulfonvl)phenyl] 298   WO 00/2.t719
2 7 IU ~Y ~nn~ PCT/US99/23234 3(2H)-pyridazinone (yield: 58 mg, 52%). mp
171-l73 C. 'H NI~tR (300 MHz. DMSOdb) 8 0.75 (d, 6H), 1.4, (m. 3I-i), 2.48
(m. 2H), 3.3 (s. 3 H), 7.51 (m, 1 H), 7.6S (m, 1 H), 7.75 (d, J=9 Hz. 2H).
7.81 (m. 1 H) 8.05 (s, 1 H). 8.12 (d, J=9 Hz. ? H). MS (DCI/NH,) m,~z 434
(M+H)', 45I (M+NH,)~. Anal. calc. for C=,H,,F,N;O;S.0.'_'5 H,O: C. 58.19;
H. 4.88; N, 5 9.69. Found: C, 57.69; H. 5.01; N, 9.18. Example 405
2-(3-Chloro-4-fluorophenvll-4-(
3-methvlbutvl)-5-(-~-~aminosulfony()phenv(1-3f?H) pvridazinone The title
compound was prepared according to the method of Example 384 . substituting
?-(3-chloro-4-lluorophenyl)-4-(3-methylbutyl)-~-(4-(methylsulfonyl)phenyl]3
(2H)-pyridazinone in place of
?-benzyl-4-(4-fluorophenyi)-s-[4-(methylsulfonyl)phenyi]3(2H)-pyridazinone
(yield: l02 mg) 61.8%). mp 154-156 C. 'H NMR (300 MHz, DMSO-db) b 0.75 (d,
6H). 1.4, (m, 3H), 2.48 (m, ?H), 7.54 (s. 2H), 7.6 (m, 1 H), 7.69 (m, ~ 5
2H), 7.93 (dd, 1 H), 8.05 (m. 2H). ~tS (DCI/NH;) m/z 450 (M+H)-, =i68
(M+NHa)-. Anal. calc. for C"H,zFN,O;SC1.0.'?5 H,O: C, 58.86: H. 4.94: N.
6.24. Found: C, 59.23; H, 5.12; N, 6.00. Example 406 20
2-l3,4-Difluorophenvll--t-!?.2-dimethvl~ropoxvLL~.-(aminosulfonvllphenvl]-3
(2H 1 pvridazinone The title compound was prepared according to the method
of Example 384 substituting
?-(3,4-difluorophenyl)-4-(2,2-dimethylpropoxy)-~-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone in place of
2-benzyl-4-{4-fluorophenvl)-5-[4 25
(methylsulfonyl)phenyl]-3(?H)-pyridazinone (yield: 310 mg. 38%). mp 173-175
C. 'H NMR (300 MHz, DMSO-db) b 0.8 {s, 9H). 3.3 (s. 3H). 4.1 (s, ?H), 7.51
(m, 3H). 7.6 (m, 1 H), 7.85 (m, 3H). 7.95 (d. J=9 Hz, ?H). 8.21 (s, 1 H).
MS (DCI~H,) m/z 450 (fit+H)', 467 (Nt+I~;I-14)-. Anal. calc. for C,,H,,F,N;
O~S: C, 56.1?: H. -4.71, N, 9 3S. Found, C, 55.83; H, 4.73; N, 9.08. ?99
~ 7 MAY ?n~3 WO 00I24719 Example 407 PCT/US99/25234 2-(3.4-Difluorophenvl
)-4-(4-fluorophenoxvl-~-f 3-fluoro-4-laminosulfonvl)phenvl]-3 (2H)
pvridazinone 5 The title compound was prepared according to the method of
Example 384 substituting
2-(3.4-difluorophenyl)-4-(4-fluorophenoxy)-~-[3-fluoro-4(methylsulfonyl)phe
nyl]-3(2H)-pyridazinone in place of
2-benzyl-4-(4-fluorophenyl)-~-[4(methylsulfonyl)phenyl]-3(2H)-pyridazinone
(yield: 1?~ mg) 31%). mp 2~4-226 C. 'H NMR (300 MHz. DMSO-db) S 7.15 (d,
4H), 7.5I (m, I H). 7.6 (m, 2H) 7.7~ (m. 4H), 7.9 (t, IH); 8.4 (s. I H). MS
(DCI/NH,) m/z 492 (M+H)-, Q09 (VI+NH,)'. Anal. calc. for C"H"F~N,O,S: C,
53.77; H. 2.67; ~'. 8.~J. Found,; C. 53.33: H, 2.84; N, 8.22 Example 408
3-Difluoro-2-propenvl)]-4-(4-fluoro,phenyl)-5-(3-fluoro-4-(aminosulfonvl)ph
enyll 3(2H)-pvridazinone The intermediate,
2-benzyl-.~-(4-fluorophenyl)-~-[3-fluoro-4-(methylthio)phenyl]
3(2H)-pyridazinone prepared according to the method of Example 72 , was
oxidized with one equivalent of meta-chloroperoxybenzoic acid to provide
the methyl sulfoxide which was converted to the sulfonamide according to
the method of Example 68 . The 2o sulfonamide material was N-debenzylated
according to the method of Example 1 1 and N alkylated according to the
method of Example 20 , substituting 1,3-dibromo- l , l difluoropropane in
place of 4-fluorobenzyl bromide and employing 4 equivalents of potassium
carbonate to provide the title compound (yield: l20 mg, 27%). mp 180-183 C.
'H NMR (300 MHz, CDCI,) 8 4.71 (dt. J=1 ~ Hz, 7.5 Hz, 2H). 4.7~ (d, J=7.5
Hz, 2H), 5.06 25 (s, 2H). 7.02 (m, 2H), 7.19 (dd, J=9 Hz, 6 Hz, 2H). 7.81
(s. 1 H), 7.87 (t. J=7.5 Hz, 2H). MS (DCh'NH,) m/z 440 (M+H)-. Anal. calc.
for C,9H"F,N;O,S: C, 51.93: Vii, 2.98; N, 9.~6. Found: C, 51.71; H, 3.I~;
N. 9.28. Example 409 goo   "~ 7 1~ ~~ ~n~~ W'O 00/24719 PCT/L; S99/? 5234
2-(3.4-Difluoro~henvl)-4~2-(2-~ro~oxvlethoxv]-6-(4-(aminosulfonvl
>phenvl]-3(2H) Q,vridazinone The title compound was prepared according to
the method of Example 384 , substituting
?-(3,4-difluorophenyl)-4-[2-(2-propoxy)ethoxy]-~-{4 5
(methylsulfonyl)phenyl]-3(2H)-pyridazinone in place of
2-benzyl-4-(4-fluorophenyl)-~-[4 (methylsulfonyl)phenyl]-3(2H)-pyridazinone
(yield: 110 mg. 34%). mp 64-56 C. 'H NMR (300 MHz, DMSO-db) 8 1.0 (d, 6H),
3.43 (m, 1 H), 3.64 (m, 2H). 4.63 (m, 2H), 7.6 (m, 3 H), 7.6 (m, 1 H), 7.8
(m, 1 H), 7.96 (m, 4H), 8.2 (s, 1 H). MS (DCI/NH,) m/z 466 (M+H)`, 483
(~I+NH~)'. Anal. calc. for C,,H,,F,N,OSS: C. :t.19; H, 4.66; N, 9.03. to
Found, C. 64.29; H. 4.67: N, 8.96. Example 4l0
2-(3,4-Difluorophenvll-4-(4-methyl-3-pentenvloxv)-6-[4-(aminosulfonvl)phenv
ll-3(2Hl pvridazinone 15 The title compound was prepared according to the
method of Example 384 substituting
2-(3,4-difluorophenyl)-4-(-I-methyl-3-pentenyloxy)-~-[4(methylsulfonyl)phen
yl]-3(2H)-pyridazinone in piace of
?-benzyl-4-(4-fluorophenyl)-~-[4(methylsulfonyl)phenyl]-3(2H)-pyridazinone.
mp 70-73 C. 'H NMR (300 MI-lz, DMSOdb) 8 1.6 (d, 6H), 2.27 (m, 2H) 4.43 (t,
2H), 4.6 (m, 1 H). 7. ~ (m) 2I-I), 7.6 (m, 1 Hl, 7.8 (m, 20 2H), 7.92 (d,
J='' H, 2H). 8.2 (s. 1 H). MS (DCI/NH,) m/z 462 (M+H)-, 479 (M+NHa)-. Anal.
calc. for C"Hz,F,N30~S: C. 57.26; H, 4.69; N, 9.11. Found, : C. 66.96; H,
4.70; N. 9.01. Example 41 l 2-(
3-Chlorophenvll--I-(3-fluoro~henoxy~-~-L-lmethvlsulfonvl)phenvll-3~'_Hl 25
pyridazinone The title compound was prepared according to the method of
Example 336. , substituting 3-fluorophenol in place of isobutanol (yield:
0.034 g, 2'_'%). mp 178-180 C. 'H NMR (300 iVIHz, DMSO db) d 3.27 (s, 3H).
6.88-7.00 (m. 2H). 7.10 (m, 1H), 7.36 (m, 1H), 7.69 (m, 3H), 7.74 (m, 1H).
7.90 (m, 2H), 8.06 (m. 2H), 8..I3 (s, 1H). MIS (DCI;`I~'H~) Sot   t 7 MAY
200 WO 00I24719 PCT/US9912~234 m/z 488 (M+H)'. Anal. calc. for
C,,H,6C1FN,OaS.0.25 H,O: C, 58.10; H, 3.49: N, 5.89. Found C, 58.04; H,
3.59: N, 5.80. Example 412 5 2-(3-Chlorophenvll-4-(2-methvlnropoxv)-5-[
3-fluoro-4-(aminosulfonvl~Zphenyll-3(2H1 ~yridazinone The title compound
was prepared according to the method of Example 384 , substituting
2-(3-chlorophenyl)-4-(2-methylpropoxy}-~-[3-fluoro-4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone in place of
2-benzyl-4-(4-f7uorophenyl)-5-[4
(methvlsulfonyl)phenyl]-3('_H)-pyridazinone (yield: 0.0l9 g. 10%). mp
I57-159 C. 'H NMR ( 300 lvtHz. DMSO db) 8 0 81 (d, J=6 Hz, 6H), 1.86 (m. 1
H), 4.24 (d. J=6 Hz, 2H}. 7.75 (m, 3H j, 7.66 (m. 1 H)) 7.73 (m, 2H), 7.83
(m, 2H), 7.9l (m, 1 H), 8.2; (s, 1 H). Anal. calc. for C,,H,9CIFN,O~S: C,
53.16; H, 4.24; N, 9.30. Found: C, 53.02; H, 4.43; N, 9.I0. ~ 5 Example 413
2-(3-C hlorophenv I )-4-(4-methv I oenty 1 oxv)-5-f 4-(methv (sulfonv I
)phenv I ]-3 (2H) pyridazinone 



The title compound was prepared according to the method of Example 33S,
substituting 4-methyl-I-pentanol in place of isobutanol (yield: 0.137 g,
90%). mp 139-140 zo C. 'H NMR (300 MHz. DMSO db) b 0.74 (d. J=6 Hz, 6H),
1.03 (m. 2H), 1..i9 (m, 1H), l.54 (m, 2H), 3.29 (s, 3H), 4.40 (t, J=5 Hz,
2H), 7.51-7.60 (m, 3H), 7.75 (m, 1H). 7.90 (m) 2H), 8.07 (m, 2H), 8.20 (s.
1 H). MS (DC1/NH,) miz 461 (M-~-H)', 478 (M+NH,)'. Anal. calc. for
C,,H,5C1N,O~S: C, 59.95; H, 5.97; N, 6.08. Found: C, 59.62; H. 5.63; N,
5.86. 25 Example 414 '_-(4-Fluoro~henvll-4-(4-methvlpentv loxv)-5-[~-(
methvlsul fonvl)phenvl]-3f 2H) p-vridazinone The title compound was
prepared according to the method of Example 3 35, starting with
2-(4-fluorophenyl)-4-tosyloxy-5-[4-(methylsulfonyl)phenyl]-3(''H)-pyridazin
one in 30~   W O 00/24719 Q 7 MAY ~~^~ PCT/US99125Z34 place of
2-(3-chlorophenyl)--1-tosyloxy-~-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazin
one and substituting =1-methyl-1-pentanol in place of isobutanol (yield:
0.128 g, 85%). mp 123-125 C. 'H NIvIR (300 MHz. DMSO db) 8 0.74 (d, J=6 Hz,
6H), 1.03 (m, 2H), l.39 (m, 1H), 1.54 (m, 2H), 3.28 (s, 3H), 4.39 (t, J=6
Hz. 2H), 7.37 (m, 2H), 7.66 (m, 2H), 7.91 5 (m, 2H), 8.07 (m. 2H), 8.18 (s,
1H). MS (DCI/NH3) m/z 443 (M+H)-. Anal. calc. for C,,H,SFN,O,S: C, 62.14;
H. i.67, N, 6.30. Found: C. 62a8: H, 5.~9; N, 6.25. Example 4l ~
2-(4-Fluorophenvll-4-hvdroxv-~-f4-(methvlsulfonvl)phenyl]-3(2H)-pyridazinon
e 1 o The title compound was prepared according to the method of Example
332. substituting
2-(4-fluorophenyl)-4-methoxy-~-[4-(methylsulfonyl)phenyl]-3(2H)pyridazinone
for 2-(3-chlorophenyl)-4-methoxy-~-(4-(methylsulfonyl)pheny
l]-3(2H)pyridazinone (yield: 2.022 a. 97%). 'H NMR (300 MHz, DMSO db) 8
3.28 (s, 3H), 7.38 (m, 2H). 7.70 (m, 2H), 8.03 (m) 4H), 8.22 (s, I H). MS
(APCI-+Q 1 MS) 361 (M+H)', ( 15 Q1MS) 359 (M-H)'. Example 416
2-(4-Fluorophenvll-4-cvclopropvlmethoxv-5-j4-~methvlsulfonvl)phenvll-3(2H)
pvndazinone 2o The title compound was prepared according to the method of
Example 33 ~, substituting
2-{4-fluorophenyl)-4-tosyloxy-~-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone in place of
2-(3-chlorophenyl)-4-tosyloxy-5-[-~-(methylsulfonyl)phenyl]
3(2H)-pyridazinone and substituting cyclopropylmethanol in place of
isobutanol (yield: 0.117 g, 83%). mp 166-l67 C. 'H NMR (300 MHz, DMSO db)
cS 0.22 (m, 2H), 0.46 (m, 25 2H), 1.10 (m, 1 H), 3.31 (s. 3H), 4.30 (d, J=7
Hz, 2H), 7.36 (m. 2H). 7.66 (m) 2H), 7.96 (m, 2H), 8.07 (m, 2H), 8.?0 (s. 1
H). iVtS (DCI/NH3) m/z 415 (M+H)`, -l~2 (VI+NH4)-. Anal. calc. for
C=,H,SClN,O,S: C. 60.86; H. 4.62; N, 6.76. Found C, 60.76; H, 4.7?; N, 6.6I
. Example 417 3o3   2 7 MAY 2003 WO 00I24719 PCT/US99/25234
2-(4-Fluorophenvl)-4-(3-cvclopropvl-1-ethoxv)-s-(4-(methvlsulfonyl)phenvll-
3(2H1 pyridazinone The title compound was prepared according to the method
of Example 335, substituting
2-(4-fluorophenvl)-4-tosyloxy-~-[4-(methvlsulfonyl)phenyl]-3(2H) 5
pyridazinone m place of
2-(3-chlorophenyl)-4-tosyloxy-5-[4-(methylsulfonyl)phenyl]
3(2H)-pyridazinone and substituting 2-cyclopropane ethanol in place of
isobutanol (yield: 0.1472 g) 100%). mp 111-117 C. 'H NMR (300 MHz, DMSO db)
a -0.01 (m, 2H), 0.31 (m. 2H), 0.60 (m, IH), 1.49 (q, J=6 Hz. 2H), 3.29 (s.
3H), 4.48 (t, J=6 Hz, 2H). 7.37 (m, 2H), 7.65 (m, 2H). 7.91 (m. 2H), 8.06
(m. 2H), 8.l7 (s, 1H). MS (DCI/1~1H3) m/z 429 Io (M+H)', 446 (M+NH,)'.
:anal. calc. for C"H,,FN,O,S, C. 61.67, H, 4.94; N. 6.54. Found: C. 61.59:
H, 5.02; N, 6.45. Example 418
2-(3-Chlorophenvll-4-cvclopropanemethoxv-5-14-(methvlsulfonvl)phenvl]-3(2H1
I 5 pvridazinone The title compound was prepared according to the method of
Example 335, substituting cyclopropane methanol in place of isobutanol
(yield: 0.0917 g, 64%). mp 158-161 C. 'H NMR (300 MHz, DMSO de) b 0.22 (m.
2H). 0.46 (m, 2H), 1.13 (m, 1 H), 3.31 (s, 3H), 4.31 (d, J=7 Hz, 2H), 7.57
(m, 3I-i), 7.75 (m. I H), 7.96 (m. 2H), 8.08 (m. 2H), 20 8.23 (s, 1 H). MS
(DCI/NH,) rtv'z 43 I (MTH)-, 448 (Nf+NH,)-. :anal. calc. for
C,,H,~C1N,O,S.0.25 H,O: C, 57.92; H, 4.51; N, 6.43. Found: C, 57.86; H,
4.35; N, 6.27. Example 419
2-(3-Chlorophenvll-4-(?-cyclopropane-1-ethoxvl-5-f 4-(methylsulfonv
1)phenvl]-3(2H) ?5 pvndazinone The title compound was prepared according to
the method of Example 335, substituting 2-cyclopropane ethanol in place of
isobutanol (yield: 0.114 g, 78%). mp 124 128 C. `H NMR (300 MHz, DMSO db) S
0.00 (m. 2H). 0 3'_' (m, 2H), 0.61 (m, 1H), 1.49 (q, J=6 Hz, 2H). 3.30 (s,
3H), 4.50 (t, J=6 Hz, 2H)) 7.~8 (m. 3H). 7.76 (m, 1H), 7.91 (m, 304   WO
00/24719 2 7 MAY ?nn3 PCTNS99/2~234 2H), 8.07 (m, 2H), 8.2 I (s, 1 H). MS
(DCI/NH~) miz 446 (M+H)`, 462 (fit+NH~)'. Anal. calc. for C"H,,C1N,O~S: C.
59.39; H, 4.76; N, 6.30. Found: C. 58.92; H, 4.94; N. 6.I5. Example 420 5
2-(4-Fluorophenvl)-4-(:1-methvlpentyl)-5-j4-(methvlsulfonyl)t~henvl]-3(2H)-
pvridazinone The title compound was prepared according to the method of
Example 362, substituting
2-(4-fluorophenyl)-4-tosyloxy-~-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone in place of
2-(3-chlorophenyl)-4-tosyloxy-5-[4-(methylsulfonyl)phenyl]
3(2H)-pyridazinone and substituting 4-methylpentane-1-magnesium bromide for
to cyclopentyl magnesium chloride (yield: 0.165 g, 99%). mp I 12-1 I S C.
'H NMR (300 MHz, DMSO db) 8 0.75 (d, J=7 Hz, 6H), 1.07 (q, J=7 Hz, 2H),
I.3?-1.53 (m, 3I-i). ^_.45 (t, 2H), 3.31 (s, 3H), 7.37 (m, 2H). 7.66 (m,
2H), 7.76 (m, 2H), 8.00 (s, 1 H), 8.10 (m, 2H). MS (DCI/NH,) m/z 429
(M+H)-. 446 (Ni+NHa)'. Anal. calc. for C,,H,aFN,03S: C, 64.47; H, 5.88; N,
6.54. Found: C, 64.44; H, 5.90; N, 6.49. 15 Example 421
~-(3-Chlorophenvl)-4-(4-methvlpentvl)-~-[4-(methvlsulfonvl)phenvll-3('H)-pv
ridazinone The title compound was prepared according to the method of
Example 362, substituting 4-methylpentane-1-magnesium bromide in place of
cyclopentyl magnesium 2o chloride (yield: 165 mg. 98%). oil. 'H NMR (300
MHz, DMSO db) 8 0.76 (d, J=6 Hz, 6H), I.07 (m, 2H), 1.33-1.55 (m, 3H), 2.45
(m, 2H), 3.32 (s, 3H), 7.51-7.65 (m, 4H), 7.76 (m, 2H), 8.03 (s, 1 H), 8.1
I (m, 2H). MS (DCI/NH,) miz 445 (M+H)`, 462 (M+NHQ)~. Anal. calc. for
C,,I-Iz,CIN20,S: C. 62.06; H, 5.66; N, 6.30. Found: C, 61.86; H, 5.64; N, \
6.18. 25 Example 422
2-(4-Fluorophenvll-4-(3-methyl-2-butenoxv)-5-[4-lmethvlsulfonvllphenvll-3(2
H) pyridazinone 305   2 7 MaY 203 WO 00/24719 PCT/US99/25234 The title
compound was prepared according to the method of Example 335, substituting
2-(4-fluorophenyt)-4-tosyloxy-~-(4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone in place of
2-(3-chlorophenyl)-4-tosyloxy-5-[4-(methylsulfonyl)phenyl]
3(2H)-pyridazinone and substituting 3-methyl-2-buten-1-of in place of
isobutanol (yield: 5 0.1284 g, 88%). mp I28-l32 C. 'H NMR (300 MHz, DMSO
db) b 1.58 (s. 3H), l.67 (s, 3H), 3.30 (s, 3H), 4.95 (d, J=7 Hz, 2H), 5.3 I
(m, 1 H), 7.38 (m, 2H), 7.65 (m, 2H), 7.89 (m, 2H), 8.06 (m, 2H). 8.18 (s,
IH). I~~tS (DCI/NH3) m/z 429 (M+H)', 446 (M+NHa)'. Anal. calc. for
C"H,,FN,O,S: C. 61.6 7; H, 4.94; N, 6.54. Found. C, 61.41; H, 4.95; N.
6.47. 10 Example 423 2-(3-Chlorophenvl)-4-(
3-methyl-2-butenoxvl-5-f4-lmethvlsulfonvllphenvl]-3(2H pyridazinone The
title compound was prepared according to the method of Example 335,
substituting 3-methyl-2-buten-1-of in place of isobutanol (yield: 0.119 g,
81%). mp 113 15 115 C. 'H NMR (300 MHz, DMSO db) b 1.58 (s, 3H), 1.67 (s,
3H). 3.3I (s, 3H}, 4.96 (m, 2H), 5.32 (m, 1 H), 7.58 (m, 3H), 7.75 (m, 1
H), 7.89 (m, 2H), 8.07 (m, 2H), 8.21 (s, 1 H). MS (APCI+Q 1 MS) 445
(i~l~H)`, (APCI-Q 1 MS) 479 (M35)-. Anal. calc. for C~:H,iCIN~OaS: C,
59.39; H, 4.76; N, 6.30. Found: C, 59.14; H, 4.66; N, 6.16. 20 Example 424
2-(4-Fluorophenvll-4-(:1-methyl-3-pentenylo~cvl-5-f4-(methylsulfonvl)phenvl
]-~2H) gvridazinone The title compound was prepared according to the method
of Example 335, substituting
2-(4-fluorophenyl)-4-tosyloxy-5-[4-(methylsulfonyl)phenyl]-3(2H) 25
pyridazinone in place of
=-(3-chlorophenyl)-4-tosyloxy-5-[4-(methylsulfonyl)phenyl]
3(2H)-pyridazinone and substituting 4-methyl-3-penten-1-of in place of
isobutanol (yield: 0.I 165 g, 77%). mp 111-114 C. 'H NMR (300 MHz, DMSO db)
8 l.46 (s, 3H), 1.56 (s, 3H), 2.26 (m, 2H), 3.30 (s, IH), 4.43 (t, J=7 Hz,
2H), 4.96 (m, 1H), 7.37 (m, 2H), 7.65 (m. 2H), 7.9I (m, 2H), 8.06 (m, 2H),
8.18 (s, I I-I). MS (DCI/NH,) m/z 443 (1~I+H)', 460 306   ~ 7 NAY Q003 W O
00/? d i I 9 PCTIUS99/25?34 (M~NHa)'. Anal. calc. for C,,H,,FN,O,S. C.
62.43; H. 5.24: N, 6.33. Found: C. 62.32; H, 5.30; N, 6.2S. Example 425 5
2-(4-Fluorophenvll-4-(3-methyl-3-butenoxy~-5-f4-(methvlsulfonvl)phenvll-;
(2Hl pyridazinone The title compound was prepared according to the method
of Example 335, substituting
2-(4-fluorophenyl)-4-tosyloxy-~-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone in place of
2-(3-chlorophenyl)-4-tosyloxy-5-(.~-(methylsulfonyl)phenyl]
3(2H)-pyridazinone and substituting 3-methyl-3-butene-1-of in place of
isobutanol (yield: 0. I 327 g, 91 %). mp 109-111 C. ' H NMR (300 MHz. DMSO
db) cS 1.61 (s, 3 H), 2.32 (t, J=7 Hz, 2H), 3.30 (s, 3H). 4.56 (t, J=7 Hz.
2H), 4.63 (bs, 1 H). 4.68 (bs, 1 H), 7.37 (m, 2H), 7.66 (m, 2H), 7.90 (m,
2H), 8.05 (m, 2H). 8.19 (s, 1 H). MS (DCI/NH;) m/z 429 (M+H)`, 446
(M+NH,)'. ,Anal. calc. for C"H,,FN,O,S: C, 61.67; H. 4.94; N, 6.54. Found:
C, ~5 6l.50; H, 5.00; N, 6.45. Example 426
2-(3-Chlorophenvl)-4-(4-methyl-3-pentenvloxv)-5-[4-(methv(sulfonv!
iphenvll-3(2H1 gvrc dazinone 2o The title compound was prepared according
to the method of Example 335, substituting 4-methyl-3-pentene-1-of in place
of isobutanol (yield: 0.1149 g, 76%). mp 110-111 C. 'H NMR (300 MHz, DMSO
db) b 1.47 (s, 3H). 1.55 (s, 3H), 2.27 (m, 2H), 3.30 (s, 3H), 4.44 (t. J=6
Hz, 2H), 4.96 (m, 1 H), 7.52-7.b4 (m. 3H), 7.75 (m, 1H), 7.91 (Nf, 2H),
8.06 (m, 2H), 8.21 (s. 1 H). MS (DCI/NH3) miz 459 (~i+H)', 4 76 (M+NH,)'.
Anal. 2s calc. for C,,H,3CIN,O,S: C. 60.l9; H. 5.05; N, 6.10. Found: C.
60.06; H, 4 90: N, 5.96. Example 427
?-(3-Chlorophenvll-4-I3-methyl-3-butenoxvl-5-f-~-(meth~~lsulfom~l
lphenv(1-3(2H1 pvridazinone 



Q07   WO 00/24719 E 7 MAY 2~~~ PCT/US99; 25234 The title compound was
prepared according to the method of Example 335, substituting
3-methyl-3-butene-1-of in place of isobutanol (yield: 0.1159 g, 79%). mp
110-112 C. 'H NMR (300 MHz. DMSO db) 8 1.62 (s. 3H). 2.32 (t, J=7 Hz, 2H),
3.30 (s, 3H), 4.57 (t, J=6 Hz, 2H). 4.63 (bs. 1H). 4.68 (bs, 1 H).
7.51-7.64 (m, 3H), 7.76 (m, 1 H), 5 7.90 (m. 2H)) 8.05 (m. 2H). 8.21 (s, 1
H). MS (DCI/NH,) rr><'z 445 (M+H)-, 462 (M-~NH~)'. Anal. calc. for
C"H:,C1N,O~S: C. 59.39; H, 4.76; N, 6.30. Found: C, 59.27; H, 4.68: N.
6.18. Example 428 IO ?-(4-Fluorophenvl )-4-( l
.5-hexadtenvi-3-oxv)-5-f4-lmethv(sulfonvllphenvll-3(2H) wridazinone The
title compound was prepared according to the method of Example 178,
substituting 1,5-hexadien-3-of in place of 2-ethyl-1-hexanol (yield: 150
mg, 85,%). mp l04-l05 C. 'H NMR (300 MHz. DMSO-db) 8 2.42 (m, 2H). 3.30 (s.
3H), 5.00 (m, 2H), 15 5.17 (m, 2H), 5.64 (m, 2H). 7.36 (t, J=9 Hz, 2H},
7.64 (m. 2H). 7.92 (d, J=9 Hz, 2H), 8.06 (d, J=9 Hz. 2H). 8. I 9 (s. 1 H).
iVIS (APCI-~) mlz 441 (MTH)-; (APCI-) m/z 475 (Nt+CI)~. Anal. calc. for
C,,H,, FN,OaS: C. 62.71; H, 4.80; N, 6.3 5. Found: C, 62.96; H, 4.93; N,
5.85. 2o Example 429 2-(4.Fluorophenvl )-4-( 5-methyl-2-hexvloxv)-5-f
4-(methvlsulfonvl )phenyl 3(2H) Qyridazinone The title compound was
prepared according to the method of Example 178 . substituting
5-methyl-2-hexanol in place of 2-ethyl-1-hexanol (yield: 150 mg. 8'_,%). mp
25 l02-103 C. 'H NMR (300 MHz, DMSO-d5) b 0.73 (d, J=7 Hz. 6H), 1.04 (m.
2H), 1.1-t (d) J=7 I-Iz, 3H), 1.40 (m. 3H), 3.29 (s, 3H). 5.12 (m, 1H),
7.36 (t. J=9 Hz, 2H). 7.66 Vim, 2H), 7.92 (d. J=9 Hz, 2H). 8.07 (d, J=9 Hz.
2H), 8.19 (s, 1H). VIS (APCI+) m/z 159 (M+H)~; (APCI-) m/z -193 (M+C1)'.
Anal. calc. for C,aH,,FN_O~S: C, 6?.86: H, 5.93, N, 6.l0. Found: C, 62.83;
H, 5.99; N) 6.07. 3os   21 M AY 2003 WO 00I24719 PCT/US99125234 Example 430
~4-Fluorophenvll-4-(2-ethyl-l -butoxy)-5-[4-(methvlsulfonvl)phenvl]- 312H1
pvridazinone 5 The title compound was prepared according to the method of
Example 178, substituting ?-ethyl-1-butanol in place of 2-ethyl-1-hexanol
(yield: l40 mg, 80%). mp 107-108 C. 'H NMR (300 MHz. DMSO-db) b 0.73 (t,
J=7 Hz, 6H), l.20 (quintet, J=7 Hz, 4H), 1.40 (m, I H), 3.29 (s. 3H), 4.29
(d, J=7 Hz, 2H), 7.37 (t. J=9 Hz. 2H), 7.66 (m, 2H). 7.90 (d, J=9 Hz. 2H).
8.07 (d. J=9 Hz, 2H), 8.19 (s, 1 H). MS (APCI+) m,~z 445 (M+H)-; (APCI-)
rrv'z 479 (M+CL)~. Anal. talc. for C,,H,SF:~,O~S: C, 62.14; H. 5.66; N,
6.30. Found: C. 62.05; H, 5.86; N, 6.30. Examele 432
2-(4-Fluorophenvl)-4-(2-thioisopronvl-l-ethoxv)-5
j4-(methvlsulfonvl)"phenvll-3(2Hl 15 p_vridazinone The title compound was
prepared according to the method of Example 1 78, substituting
2-(isopropylthio)ethanol in place of 2-ethyl-1-hexanol (yield: 138 mg,
74%). mp 137-139 C. 'H NMR (300 MHz, DMSO-db) 8 I.13 (d, J=7 Hz. 6H), 2.77
(t, J=7 Hz. 2H), 2.88 (quintet. J=7 Hz, 11-i), 3.29 (s, 3H), 4.58 (t. J=7
Hz. ?H), 7.37 (t, J=9 Hz, 2H), 20 7.66 (m, 2H), 7.92 (d, J=9 Hz, 2H), 8.06
(d, J=9 Hz, 2H). 8.18 (s. 1 H). MS (APCI-) m,~z 463 (M+H)-. Anal. talc. for
C"H"FN,O;S,: C, 57.12; H, 5.01; N, 6.05. Found: C, 5b.82; H, 4.91; N, 5
.99. Example 433 25 2-(4-Fluorophenvl)--~-(3-methvlthio-1-hexvloxv)-5
l4-(methvlsulfonvl )phenvll-3(2Hl pyridazinone The title compound was
prepared according to the method of Example l78, substituting
3-(methylthio)-1-hexanol in place of 2-ethyl-1-hexanol (yield: 155 mg,
79%). mp 90-92 C. ' H N MR (300 ivlHz, DMSO-db) b 0.78 (t, J=7 Hz, 3 H),
1.30 (,m) 4H), 1.76 309   2 7 MAY 2003 WO 0012.t719 PCT/US99/25234 (m, 2H),
2.82 (s, 3H), 2.38 (m. 1H), 3.29 (s. 3H), 4.>j (m, 2H), 7.37 (t, J=9 Hz.
2H). 7.66 (m, 2H), 7.92 (d, J=9 Hz. 2H), 8.06 (d, J=9 Hz, 2H). 8.18 (s. 1
H). MS (APCI+) miz 491 (M+H)'; (APCI-) m/z 52~ (M+CI)~. Anal. calc. for
C,,H=,FN,O,S,: C. 58.75; H, 5.~4; N, 5.70. Found: C, Q8.66: H. ~.~4: N,
i.66. 5 Example 434 2-(4-Fluorophenvl)-4-('_'-methyl-4-oentenvl-1-oxv
)-5-f4-(methvlsulfonvl)phenvll-3(2 H) p-vridazinone The title compound was
prepared according to the method of Example 178, to substituting
2-methyl-4-penten-I-of in place of 2-ethyl-I-hexanol (yield: 13~ mg, 76%).
mp 106-l07 C. 'H NMR (300 MHz. DMSO-d6) d 0.76 (d, J=7 I-Iz, 3H), 1.78 (m.
2H), 2.00 (m, lI-i), 3.29 (s, 3H}. 4.2~ (m. 2H). 4.90 (m, 2H), 5.67 (m,
1H), 7.37 (t, J=9 Hz, 2H), 7.b6 (m, 2H), 7.92 (d, J=9 Hz, 2H), 8.06 (d. J=9
Hz, 2H), 8.18 (s, i H). IvIS (APCI+) m/z 443 (M+H)-; (APCI-) rtvz 477
(M+Cl)'. Anal. calc. for C,,H,3FN,O,S. C, 62.42; H, 5.23; 15 N, 6.33.
Found: C, 62.13; H, i.12; N. 6.22. Example 435
2-(3.4-Difluoroyhenvll-4-f3-trifluoromethvl-1-butoxv)-5-f-1-(methylsuIfonvl
lphenvll 3(2H1-pyridazinone 2o To a solution of
2-(3.4-difluorophenyl)-4-hydroxy-~-[4-(methylsulfonyl)phenyl]
3(2H)-pyidazinone ( 189mg. 0.5 mmol)) Ph;P (262 mg, 1 mmol) and
3-tritluoromethyl-1 butanol (66 mg, 0.~ mmol) in THF (2~ mL) was added
dropwise a solution of DIAD (0.2 mL, 1 mmol) in THF (~ mL) and the
resulting mixture was stirred at room temperature for 8 hours. The mixture
was concentrated in vacuo and the residue was ehromatographed 25 (silica
gel, 1:1 hexanes-ethyl acetate) to provide the desired product, (yield: 180
mg 7I %). mp 126-128 C. '' H NMR (300 MHz, D~~tSO-d~) d 0.96 (d, J=7 Hz,
3H), 1. (m, 1 H), I .97 (m, 1 H), '_'.30 (m, 1 H), 3.29 (s, 3 H). 4.-16 (m,
2H), 7.6? (m. 1 H), 7.62 (m, 1 H}, 7.81 (m, 1H), 7.90 (d, J=9 Hz, 2H)) 8.08
(d, J=9 Hz. ?H), 8.22 (s, 1H). MS (APCI+) m/z 503 ~~o   2 7 MAY 2003 w0
00/247l9 PCTlU S99/25234 (M+H)`; (APCI-) m/z 537 (M+CI)'. Anal. calc. for
C=:H,~FtN,O,S: C, 52.59; H, 3.81; N, 5.57. Found: C, 52.70; H. 3.73, N,
5.63. Example 436 5
2-(3.4-Difluorophenvl)-4-ethoxv-5-[4-(methvlsulfonvl)phenvl]- 3(2H)
pvridazinone The title compound was prepared according to the method of
Example 178, starting with
2-(3,4-difluorophenyl)-4-tosyioxy-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyrida
zinone in place of
2-(4-fluorophenyl)-:~-tosyloxy-5-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone and substituting ethanol in place of 2-ethyl-1-hexanol (yield:
25 mg, 12%). mp 121-l23 C. 'H NMR (300 IvIHz. DMSO-db) 8 1.23 (t, J=7 Hz,
3I-I). 3.30 (s, 3H), 4.51 (q, J=7 Hz. 2H). 7.52 (m. 1 H). 7 .62 (m. 1 H).
7.81 (m. 1 H). 7.90 (d. J=9 Hz, 2H), 8.08 (d, J=9 Hz, 2H), 8.22 (s, 1H). MS
(APCI+) m/z 407 (M+H)-: (~PCI-) miz 441 (M+Cl)'. Anal. calc. for
C,~H,6F,N',O,S.O.?5 H,O: C, 55.53; H. 4.04; N, 6.81. Found. C, 5.58; H,
4.21; N, 6.61. 15 Example 437
2-(3,4-Difluor~henvll-4-(4-methyl-1-pentyloxv)-5-f4-(methvlsulfonvl)phenvl]
,-3(?H) pyridazinone The title compound was prepared according to the
method of Example 178. starting 2o with
2-(3,4-difluorophenyl)-4-tosyloxy-5-[4-{methylsulfonyl)phenyl]-3(2H)-pyrida
zinone in place of
2-{4-fluorophenyl)-4-tosyloxy-5-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone and substituting 4-methyl-I-pentanol in place of
2-ethyl-1-hexanol (yield: 120 mg, 52%). mp 98-99 C. 'H NMR (300 MiHz.
DMSO-db) b 0.73 (d. J=7 Hz. 6H), 1.02 (m. 2H), 1.29 (m, 1 H). 1.54 (m, 2H).
3.30 (s, 3H). 4.40 (t. J=7 Hz, 2H), 7.52 (m, 1 Hl, 25 7.62 (m. 1 H), 7.81
(m, 1 H), 7.90 (d, J=9 Hz, 2H), 8.08 (d, J=9 Hz, 2H). 8.22 (s, 1 H). ;vIS
(APCI+) miz 463 (M+H)' , ( APCI-) m/z 497 (M+Cl)'. Anal. calc. for C,;
H,4F,N,OaS: C, 59.72; H. 5.23; N, 6.05. Found: C. 59.57; H, 5.28: N. 6.01.
Example 438 31l   Q 7 MAY 2003 W O 00/24719 PCT!US99/25234
2-(3.4-Difluorophenvl)-4-(4-methyl-2
~entvloxvl-~-f4-lmethvlsulfonvl)phenv,-3(2H) pvridazinone The title
compound was prepared according to the method of Example l 78, starting
with
2-(3.~.-difluorophenyl)-4-tosyloxy-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyrid
azinone 5 m place of
?-(4-fluorophenyl)-4-tosyloxy-5-[4-(methylsulfonvl)phenyl]-3(2H)
pyridazinone and substituting 4-methyl-2-pentanol for 2-ethyl-1-hexanol
(yield: I 16 mg, 50%), mp l32-l33 C. 'H NMR (300 MHz, DMSO-d~) d 0.80 (d,
J=7 Hz. 3H), 0.87 (d, J=7 Hz, 3H), 1.10 (d, J=7 Hz. 3H), 1.26 (m, I H),
1.50 (m, 1 H). 1.63 (m, 1 H), 3.;0 (s, 3H), 5.31 (m. 1 H), 7.52 (m. 1 H).
7.62 (m, 1 H). 7.81 (m, 1 H). 7.90 (d, J=9 Hz, 2 H), 8.08 (d, J=9 to Hz.
2H). 8.22 (s, 1 H). MS (APCI+) miz 463 (M+H)-. (APCI-) m,'z 497 (~I+Cl)'.
Anal. calc. for C,,H,,F,N,O,S: C, 59.72: H. 5.23; N. 6.05. Found: C. 59.44;
H, 5.26: N. 5.99. Examgle 439
2-(3.4-Difluorophenvl)-4-(2-cvclopentvl-1-ethoxy)-5-14-lmethvlsulfonyl)phen
vl]-3(2H1 I S pyridazinone The title compound was prepared according to the
method of Example 178, starting with
2-(3.4-difluorophenyl)-4-tosyloxy-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyrida
zinone in place of
2-(4-fluorophenyl)-4-tosyloxy-~-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone and substituting 2-cyclopentyl-1-ethanol in place of
2-ethyl-1-hexanol (yield: 20 115 mg. 60%). mp 100-101 C. 'H NMR (300 MHz.
DVISO-db) d l.00 (m, 2H). I.38 (m, 2H), 1.57 (m, 7H), 3.30 (s, 3H). 4.42
(t, J=7 Hz, 2H). 7.52 (m. 1 H), 7.62 (m, 1 H), 7.81 (m, 1 H), 7.90 (d, J=9
Hz, 2H), 8.08 (d, J=9 Hz, 2H), 8.22 (s. 1 H). MS (APCI+) nvz 475 (M+H)-;
(APCI-) m/z 609 (1VI~C1)~. Anal. calc. for C,,H,,F,N,OaS.0.25 H,O: C. 60.l
7; H, 5.l5; N, 5.84. Found: C. 60.l2: H, 5.14; N, 5.76. 25 Example 4.~0
?-(3.4-Difluorophenvll-.~-(2-cvclo~ent-2-envl-1-ethoxv)-5-f.I-(methvlsulfon
vf )phenvll 3(2H)-pyridazinone 3~2   WO 00/2t719 ~ 7 MAY ?f18
PCT/US99/25234 The title compound was prepared according to the method of
Example 178, starting with
2-(3.4-difluorophenyl)-4-tosyloxy-~-[4-{methylsulfonyl)phenyl]-3(2H)-pyrida
zinone in place of
2-(4-fiuorophenyl)-4-tosyloxv-~-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone and substituting 2-cyclopent-2-enyl-I-ethanol in place of
Z-ethyl-1-hexanol 5 (yield: 95 mg, 48%). mp 126-l27 C. 'H NMR (300 NIHz.
DMSO-d6) 8 1.30 (m, 1H), 



I .67 (sextet. J=7 Hz, 1 H), 1.69 (sextet. J=7 Hz, 1 H), 1.87 (m, 2H}. 2.S7
(m, 1 H), 3.30 (s. 3H), 4.45 (m, 2H). 6.60 (m, I H), 5.68 (m, 1 H). 7.62
(m, 1 H), 7.62 (m, 1 H), 7.81 (m, 1 H). 7.90 (d, J=9 Hz, 2H), 8.08 (d, J=9
Hz, 2H). 8.22 (s, 1 H). MS (APCI+) m/z 473 (M~H)-; (APCI-) m/z 607 (M+CI)~.
r'lnal. calc. for C,~H,~F,N,O,S: C. 6l.00; H, 4.69; N. 6.92. t o Found: C,
60.76; 1-I, 4.66; N, 5.80. Example 441
2-(2-Hvdroxv-2=phenvlethvll-=l-(4-fluorophenvll-5-f
4-(methvlsulfonvl)phenvll-3(2H) pvridazinone t5 A mixture of the product
from Example 46, 2-phenacvl-4-(4-fluorophenyl)-6-(4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone (700 mg, 1.5 mmol), and sodium
borohydride (69 mg, 1.8 mmol) in ethanol (200 mL), was stirred at 40 C for
2 hours. The reaction mixture was then concentrated in vacuo and the
residue was partitioned between ethyl acetate and ? N aqueous hydrochloric
acid. The organic layer was washed with 20 brine, dried over IvIgSOa, and
filtered. The filtrate was concentrated in vacuo to provide a pale yellow
solid which was crystallized from ethyl acetate/hexanes to provide the
title compound as white crystals (yield: 540 mg, 78%). mp 205-207 C. 'H NMR
(300 MHz, CDC13) b 3.07 (s, 3 H), 3.75 (br s. 1 H), 4.63-4.47 (m, 2H), 5.3
3 (dd, J=9 Hz, 3 Hz, 1 H), 7.00 (t, J=9 Hz, 2H), 7.20 (dd, J=9 Hz, 3 Hz,
2H), 7.30-7.46 (m, 6H), 7.6? (d. J=9 Hz. 2H1, 25 7.91 (s, 1 H), 7.91 (d,
J=9 Hz, 2H). MS (DCI/NH,) miz 466 (M+H)'. Anal. calc. for C,SH,,FN,O;S: C.
64.64; H, 4.65; N, 6.03. Found: C, 64.34; I-I. 4.66; ~, 6.93. Example 4:12
313   WO 00I24719 2 7 MAY ?nn~ PCT/1iS99/25234
2-(2-Methoxy'-?-phenvlethvl)-4-f4-fluoro~henyl l-~-f4-(methvlsulfonvl
)phenvll-3(2H) pyridazinone A mixture of the product from Example 44l ,
2-(2-hydroxy-2-phenylethyl)-4-(4
fluorophenyl)-5-[4-{methylsulfont'!)phenyl)-3(2H)-pyridazinone (210 mg,
0.45 mmol), 5 iodomethane (56 pL, 0.90 mmol), and an 80% oil dispersion of
sodium hydride ( 18 mg, 0.59 mmol) in anhydrous DMF ( I 6 mL) was stirred
at room temperature for I 8 hours. The reaction mixture was partitioned
between ethyl acetate and 2 N aqueous hydrochloric acid. The organic layer
was washed with brine, dried over MgSO,. and filtered. The filtrate was
concentrated in vacuo to provide a yellow oil which was purified by column
i o chromatography (silica gel. 70:30 hexanesiethyl acetate). Fractions
containing product were combined and concentrated in vacuo . and the
residue  as triturated with hexanes to provide the title compound (yield 7~
mg, 34.7%). mp 133-137 C. 'H N~IR (300 MHz, CDCI;) b 3.07 (s) 3H), 3.26 (s,
3H), 4.33-4.52 (m, ?H), 4.91 (dd, J=9 Hz, 3 Hz, 1 H), 6.99 (t, J=9 Hz, 2H),
7.20 (dd. J=9 Hz, 3 Hz, 2H), 7.31-7.50 (m, 7H), 7.87 (s, 1H), 7.89 (d, J=9
15 Hz, 2H). MS (DCI/NH;) mlz 479 (M+H)-. Anal. calc. for C,6H,;FN,OaS. C,
65.25; H, 4.84; N, 5.85. Found: C. 61.98; H, 4.83; V, 5.8l. Example 443
2-(?-Iylethoxvimino-2 ~henvlethyl!-4-l4-fluorophenvl)-s-(-l-(methvlsulfonvl
~phenv~ 20 3(2H)-ovridazinone A mixture of the product from Example 46,
2-phenac~ 1-4-(4-fluorophenyl)-~-[4
(methylsulfonyi)phenyl]-3(2H)-pyridazinone (?20 mg, 0..176 mmol),
methoxylamine hydrochloride (318 mg, 3.8 mmol). and sodium acetate (518 mg.
3.8 mmol) in methanol ( 100 mL) was stirred at reflux for 48 hours. The
reaction mixture was concentrated in ~5 vacuo . and the residue was
partitioned between ethyl acetate and saturated aqueous ammonium chloride.
The organic layer was washed with brine then dried over MgSOs, and
filtered. The filtrate was concentrated in vacuo to promde a brown oil
which was purified by column chromatography (silica ~=el, 70:30
hexanesiethyl acetate). Fractions containing product were combined and
concentrated in vacuo . The residue was 31.l   Q ? M AY ~~~~ WO 00I24719
PCT~'US99/? 5234 crystallized from methanoliwater to provide the title
compound as a mixture of E and Z oximes (yield: 82 mg, 35%). mp 95-99 C. 'H
NMR (300 MHz. CDC1,) 8 3.03 (s, 3H), 4.07 (s, 3H), 5.57 (s, 2H). 6.94 (t.
J=9 Hz. 2H). 7.07 (dd, J=9 Hz, 3 Hz. 2H), 7.24 (d. J=9 Hz, 2H}. 7.31-7.37
(m. 3H). 7.60-7.67 (m. 2H), 7.74 (s, 1H), 7.83 (d. J=9 Hz, 2H). MS 5
(DCI/NH,) m/z 492 (IvI+H)-. Anal. calc. for C,6H"FN,O,S: C. 63.53: H. 4.51;
N, 8.54. Found: C. 63.40; H, 4.51; N) 8.31. Example 444 2
~3.4-Difluoro~henvll-4-(-1-methvlventvl)-5-L-( methvlsulfonvl
)phenyl(-3(2H1 pvridazinone The tale compound was prepared according to the
method of Example ?~~, substituting 1-bromo-4-methylpentane in place of
3.4-difluorobenzyl bromide (yield: 145 mg, 58%). mp 111-113 C. 'H NMR (300
MHz. DMSO-db) 6 0.75 (d, 6H), l.09 (m, 2H), 1.4 (m, 3H), 2.48 (m, 2H), 3.4
(s. 3H), 7.6l (m, 2H). 7.75 (d, 2H), 7.81 (m, 1 H), 8.02 (s. ~ 5 1 H), 8.1
(d, 2H). MS (DCI/NH,) miz 447 (M+H)', -164 (Ml+NH,)'. Anal. calc. for
C,,H,4F,N,O,S: C, 61.87; H. 5.42: N. 6.27. Found: C, 61.76; H, 5.55; N.
6.11. Example 445 2-(3.4-Difluoro~henvl)-4-f
3-methyl-1-butoxv)-~-f-1-laminosulfonvl)phenvll-3i?H~ 2o pyridazinone The
title compound was prepared as described in Example 384. substitunn~ ?-(3.4
difluorophenyl)-4-(3-methyl-1-butoxy)-5-[4-(methylsulfont'()phenyl]-3(2H)-p
yridazinone (Example 347) in place of
?-benz5~1-4-(4-fluorophenyl)-5-[4-(methylsulfonyl)phenyi]
3(2H)-pyridazinone (yield: ?48 mg, 42%). mp 149-151 C. 'H Nll~tR (300 MHz,
DMSO 25 db) b 0.8 (d. J=6 Hz, 6H). 1.48 (m. 2H), 1.54 (m. 1 H}. 4.4 (t,
2H), 7.51 (m, 3H), 7.6 (m, 1H), 7.85 (m. 3H), 7.95 (d. J=9 Hz. 2H). 8.21
(s, 1H). MS (DCI,~NH;) m/z 450 (M+H)', 467 (M+NH,)-. Anal. calc. for
C,,H,,F,N,OaS: C, 56.12: H, 4. 71; N, 9.35. Found, C, 56.1?; H. 4.67; N,
9.15. ~~s   t 7 M AY 2~t~~ WO 00/24719 PCTlUS99/25234 Example 446
2-(2.2.?-Trifluoroethvl)-4-(2.2-dimethvlpropoxv)-~-f4-(aminosulfonvl)phenvl
]-3~2H1 p,~azinone The intermediate.
2-(2,2,'_'-trifluoroethyl}-4-hydroxy-~-[4-(methylthiolphenyl] 5
3(2H)-pyridazinone prepared in Example 90C was reacted with
2.2-dimethylpropanol to provide
2-(?.?,2-trifluoroethyl)-4-(2,2-dimethylpropoxy)-5-[4-(methylthio)phenyl]-3
(2H) pyridazinone according to the method of Example 90D. The product was
oxidized with one equivalent of meta-chloroperoxybenzoic acid to provide
the methyl sulfoxide. The sulfoxide was convened to the tale compound 1o
according to the method of Example 68 , substituting
2-('_',?.?-trifluoroethyl)--1-(2.?
dimethylpropoxy)-~-[4-(methylsulfinyl)phenyl]-3(2H)-pyridazinone for
2-(2,2.2trifluoroethyl)-4-(4-fluorophenyl}-5-[=1-{methylsulfinyl)phenyl]-3(
2H)-pyridazinone (yield: 125 mg, 53%). mp 123-124 C. 'H NMR (300 MHz, CDCI;
) ~ 0.82 (s. 9H), 4.18 (s, 2H). 4.82 (q, J=9 Hz, 2H), 4.84 (s, 2H), 7.70
(d, J=9 Hz. 2H). 7.81 (s. I H). 8.04 (d, J=9 IS Hz, 2H). MS (DCI/NH;) m/z
420 (M+H)'. Anal, calc. for C,;H,F;N;O,S: C. 48.68; H, 4.80; N, 10.01.
Found: C, 48.76; H, 4.77; N, 9.94. Example 447
2-(2.2.?-Trifluoroethvl)-4-(3-methvlbutoxv)-5-f4-(methvlsulfonvl)phenvll-3(
2H1 2o pyridazinone The title compound was prepared according to the method
of Example 83, substituting 3-methyl-1-butanol in place of isopropanol
(yield: 6~ mg, 8~%). mp 111-113 C. `H NMR (300 MHz, CDCI;) b 0.84 (d, J=6
Hz, 6H), 1.~1 (m. 2H), 1.63 (m. 1H), 3.11 (s, 3H), 4.~4 (t, J=6 Hz, 2H),
4.83 (q, J=9 Hz, 2H), 7.73 (d, J=9 Hz, 2I-I), 7.82 (s, 1 Hl, 8.0~ 25 (d,
J=9 Hz, 2H); MS (DCI,~i~IH;) m/z 419 (lit+H)'. Anal. calc. for C,gH,,F;
N,OaS: C, Q1.66; H. 5.0~; N, 6.69. Found: C, 51.9l: H. i.06: N, 6.~6.
Example 448 316   WO 00I24719 2 ? M AY 2003 PCT/US99/25234
2-(2,2.?-Trifluoroethvl)-4-(3-methvlbutoxv)-5-f:~-(aminosulfonvllphenvl]-3(
2H1 pvndazinone The intermediate.
?-(~,2.2-trifluoroethyl)-4-hydroxy-~-[4-(methylthio)phenyl]
3(2H)-pyridazinone prepared in Example 90C was reacted with
3-methyl-1-butanol to 5 provide
2-(2.'_'.'_'-trifluoroethyl)-4-(3-methylbutoxy)-~-(4-(methvlthio)phenyl)-3(
2H) pyridazinone according to the method of Example 90D. The product was
oxidized with one equivalent of mesa-chloroperoxvbenzoic acid to provide
the methyl sulfoxide. The sulfoxide was converted to the title compound
according to the method of Example 68 ( substituting
2-(2,2.'_'-trifluoroethyl)-4-{3 to
methylbutoxy)->-[-1-(methylsulfinyl)phenyl]-3(2H)-pyridazinone for 2-(2.2,2
trifluoroethyl)-4-(4-tluorophenyl)-~-[4-(methylsulfinyl)phem
1)-3(2H)-pyridazinone (yield: 6~ mg, 50%). mp l23-124 C. 'H NMR (300 MHz.
CDCI;) 8 0.84 (d, J=6 Hz) 6H), 1.52 (q, J=6 Hz, 2H). 1.60 (h, J=7.~ Hz,
1H), 4.52 (t, J=6 Hz, 2H), 4.83 (q. J=9 Hz, 2H), 4.90 (s, 2H), i.69 (d. J=9
Hz, 2H), 7.82 (s, 1 H), 8.04 (d, J=9 Hz, 2H). M1S 15 (DCh'NH,) m/z 420
(M+H)-. Anal. calc. for C,,H,F;N;OaS: C. 48.68; H, 4.80; N, 10.01. Found:
C, 48.86; H, 4.83; :~, 9.92. Example 449 ~2 2
'_'-Trifluoroethvl'1-4-(2-methvlpropoxv)-5-[-1-(aminosulfonvl)phenvll-3(2H)
2o pyridazinone The intermediate.
2-('_',2,2-trifluoroethyl)-4-hydroxy-~-(4-(methyIthio)phenyl]
3(2H)-pyridazinone prepared in Example 90C was reacted with
2-methyl-1-propanol to provide
2-(2,2,2-trifluoroethyl)-4-(2-methylpropoxy)-5-[4-(methylthio)phenyl]-3(2H)
pyridazinone according to the method of Example 90D. 25 The product was
oxidized with one equivalent of meta-chloroperoxybenzoic acid to provide
the methyl sulfoxide. The sulfoxide was converted to the title compound
according to the method of Example 68 . substituting
~-(2.~.'_'-trifluoroethyl)-4-(2methylpropoxy)-~-[4-(methylsulfinyl)phenyl]-
3(2H)-pyridazinone for
''-('_',2,~trifluoroethvl)-4-(4-fluorophenyl)-~-[4-{methylsulfinyl)phenyl]-
3(2H)-pyridazinone 7   2 7 MAY ~nn3 WO 00/24719 PCT/US99/25234 (yield: 120
mg, 40%) mp 170-172 C. 'H '~I:~~IR {300 MHz. CDC1;) S 0.83 (d, J=6 Hz, 6H),
1.9 (m. 1H), 4.3 (m, ?H), 4.82 (s, 2H). -I.88 (m. ?H), 7.70 (d, J=9 Hz,
2H). 7.79 (s, 1 H), 8.03 (d, J=9 Hz, ?H): MS (DCI,~'~1H;) miz 406 (l~t~H)-.
Anal. calc, for C,6H,$F;N;OaS: C. 47.4: H. 4.47; N. 10.36. Found: C. 47.48:
H. 4.36: N. 10.2. 5 Example 4~0 2-(?.3.
3-Trifluoropropenvl)-4-l4-fluoroohenvl)-~-(4-(aminosulfonvl)phenvll-3(2H)
~vridazinone The product of Example 4. ?-benzyl-4-{=I-tluorophen~
1)-~-(4-(methylthio)phenyl] to 3(2H)-pyridazinone. was N-debenzylated by
the method of Example 11 to provide 4-(4 fluorophenyl)-~-[4-(methv
Ith~o)phenyl]-~('_'H)-pyridazinonc. The intermediate was mixed with one
equivalent of 1-methylsufonyloxv-2.3,3-trifluoro-?-propene) (Example 88A)
in ethyl acetate, followed by one equivalent of cesium carbonate. The
reaction mixture was heated to 50 C for ~ hours. Aqueous work-up, followed
by chromatography provided 2 15
(2,3,3-trifluoropropenyl)--I-(4-fluorophenyl)-5-[4-(methylth~o)phenyl]-3(2H
)-pyridazinone (650 mg, 63%). The product was oxidized with one equivalent
of metachloroperoxybenzoic acid to provide the methyl sulfoxide which was
converted to the title compound according to the method of EYampIe 68 .
substituuna o-(2,3,3trifluoropropeny l )--4-{4-fluoropheny 1)-3-[-1-( methy
Isul fi ny l)phenyl]-3 (2H)-pyridazinone 2o for
2-(2,2,2-trtfluoroethyl)-4-(4-fluorophem:
l)-~-[4-(methylsulfinyi)phenyl]-3(2H) pyridazinone (yield: 6~ mg, 3~%). mp
l90-193C. 'H NN1R (300 YIHz, CDCI;) 8 i.07 (s, 2H), 5.10 (dt, J=21 Hz. J=3
Hz, 2H), 7.0~ (m, 4H), 7.19 (dd. J=9 Hz, J=6 Hz, ?H), 7.84 (s, 1H), 7.87
(t, J=7 ~ Hz, IH). MS (ESI-NH,) m/z 4~6 (M-H)-. Anal. calc. for C,9H,,F5N;
O;S: C, 49.89; H. 2.64; N, 9.l8. Found: C. 49.89: H, 2.73; N, 9.03. 2~
Example 4~ 1 2-(4-Fluorophenvll-.~-t s-hvdroxv-3-methyl-1-butoxvl-~-f -t-~
methvlsulfonvllphenvll 3f''Hl-nvridazinone 318   WO 00I24719 Q ~ M AY 2003
PCTIUS99125234 The title compound was prepared according to the method of
Example 178, substituting 3-methyl-1,3-butanediol in place of
2-ethyl-I-hexanol (yield: 1 10 mg, 61i). 



mp 133-134 C; 'I-I NMR (300 MHz. DMSO-db) b 1.04 (s, 6H), 1.72 (t. J = 7
Hz, 2H), 3.29 (s, 3H), 4.32 (s. 1H). 4.~3 (t, J = 7 Hz, 2H), 7.37 (t. J = 9
Hz, 2H), 7.66 (m, 2H), 7.90 s (d, J = 9 Hz, 2H), 8.07 (d, J = 9 Hz. 2H), 8.
I 9 (s, I H): MS (APCI+) m,~z 447 (M+H)`; (APCI-) m/z 48l (M+Cl)': Anal.
calc. for C"H,,FN=055~0.2~ H,O: C, Q8.59; H, 5.?5; N, 6.21. Found: C,
Q8.42; H. i.00; N, 6.02. Example
422-(3,4-Difluorophen~ll-4-(2-hvdroxv-2-methyl-I -propoxv)-5-[4 1 o
Lmethvlsulfonvllghenvll-3(?H)-pvridazinone The title compound was prepared
according to the method of Example 178. substituting
2-(3,4-difluorophenyl)-4-tosyloxy-~-(4-(methylsulfonyi)phenyl]-3(2H)
pyridazinone in place of
2-(4-fluorophenyl)-4-tosyloxy-~-(4-(methylsulfonyl)phenyl]
3(2H)-pyridazinone and substituting 2-methyl-1,2-propanediol in place of
2-ethyl-1 15 hexanol (yield: ~~ mg, 31%).'H NMR (300 MHz, DMSO-db) 8 0.97
(s, 6H), 3.30 (s, 3H), 4.20 (s, 2H), 4.54 (s, 1 H), 7.52 (m, 1 H), 7 .62
(m, 1 H). 7.81 (m, I H). 7.98 (d, J = 9 Hz, 2H), 8.0~ (d, J = 9 Hz. 2H).
8.21 (s. 1 H); MS (APCI+) m!z 4~ 1 (M+H)-; (APC1-) miz 48~ (M+CI)'; Anal.
calc. for C,,H,F,N,05S: C. Q5.99; H. 4.47: N, 6.21. Found: C. Q6.00: H,
4.48; N. i.87. 20 Example 4~3
2-(3.4-Difluorophenvl)-4-methoxy-~l=I-(methvlsulfonvl
>phenvll-3(2H0-wridazinone The title compound was isolated from the
reaction mixture in Example 233, as a product of oxidation of unreacted
starting material (yield: ~'? mg, 8%). mp 113-11 ~ C. 25 'H NMR (300 MHz,
DMSO-db) a 3.3 (s, 3H), 4.1 (s. 3H), 7.~3 (m, 1H), 7.63 (m, 1H), 7.8 (m,
1H), 8.13 (d. '?H). 8.2 (s. ?H). ISIS (DCI,~IvH,) m,%z 393 (M+H)-, 410
(iVl+NH,)`. Anal. talc. for C~gH"F,NzO,S: C, >j 10; H, 3.60: N, 7.14.
Example 43:i 3l9   2 7 M AY 2003 WO 00/z4719 PCT/US99125234
?-(Z.3.4.5,6-Pentafluorobenzvl)-4-(4-fluorophenvl >-S_J'4
~imethvlamino)methvlaminosulfonvlphenvl],-3(2H1-pvridazinone The title
compound was isolated from the reaction mixture in Example 125 . as a
product resulting from a reaction with the solvent. N.N-dimethvlformamide
(yield: 53 mg, 5 16%). mp 194-196 C. 'H NMR (300 MHz, CDCI,) 0 3.05 (s,
3I-I), 3.17 (s, 3H), 5.49 (s, 2H), 6.97 (t, J=9 Hz, 2H), 7.18 (dd, J=9 Hz,
6 Hz, 2H), 7.20 (d. J=9 Hz, 2H). 7.81 (s, 1H), 7.82 (d, J=9 Hz, 2H}) 8.14
(s, 1H). MS (DCI/NH,) m,~z 581 (M+H)`. Anal. calc. for C,6H,8F6N,~iS: C,
53.79; H. 3.l2; N, 9.65. Found: C, 53.50; H, 3.24; N, 9.S6. Io Example 455
2-(2.4-Difluorobenzvl l-4-(4-fluoro~henvl)-5~4
(dimethvlamino)methylaminosulfonvlphenvl]-3(2H1-pvridazinone The title
compound was isolated from the reaction mixture in Example 124 , as a
product resulting from a reaction with the solvent, N,N-dimethylformamide
(yield: 55 mg, !5 18,'). mp 193-l95 C. 'H NMR (300 MHz, CDCI,) 8 3.03 (s)
3H), 3.16 (s, 3H), S.43 (s, 2H), 6.88 (m, 2H), 6.9S (t, J=9 Hz, 2H), 7.18
(dd, J=9 Hz, 6 Hz, 2H), 7.20 (d, J=9 Hz, 2H), 7.52 (m, 1 H). 7.81 (d, J=9
Hz, 2H), 7.84 (s, 1 H). 8.13 (s, 1 H). MS (DCI/IvH,) m/z S27 (M+H)'. Anal.
calc. for C,6H,~F,N,O,S: C, 59.30; H, 4.02; N. 10.64. Found: C, 59.08; H,
3.97; N. 10.48. 20 Example 456
(4-Fluorophenvll-5-[4-(methvlselenonvl)phenyl]-3 (2H)-pvridazinone Example
4S6A 25 4-Bromoselenoanisoie Freshly crushed magnesium turnings (6.1 g,
0.25 mol) were suspended with vigorous stirring in a solution of diethyl
ether (360 mL) and 1,4-dibromobenzene ( 10 g, 0.04 mol). The solution was
brought to reflux for 30 minutes. without initiation. Several crystals of
iodine were added which initiated the reaction to a self-sustained reflex.
The 3?0   WO 00/24719 Q 7 MAY ~~~ PCT/U S 99/25234 reflux was maintained as
the remainder of the 1 (4-dibromobenzene (49 g, 0.21 moi) was slowly added.
The reaction was refluxed for an additional ? hours after addition of the
1,4-dibromobenzene was completed. When nearly al l of the magnesium
turnings had been consumed, the yellow/gray heterogeneous solution was
cooled to 23 C, and selenium ( 19 5 g, 0.24 mol) was added in small
portions via spatula so as to maintain a gentle reflux. The selenium that
became stuck to the sides of the flask was washed in with additional
diethyl ether. After addition, the solution was stirred for 20 minutes at
23 C and then was cooled to 0 C. A diethyl ether (20 mL) solution of methyl
iodide (3~.~ g, 0.2~ mol) was slowly added dropwise to the reaction
mixture. Upon completion of addition. the cooling bath 1o was removed, and
the solution stirred for 3 hours at 23 C. The reaction solution was slowly
poured into ice water/l M HC1 , and then the biphasic solution filtered
through a glass wool plug. The ethereal layer was separated and the aqueous
phase extracted twice more with diethyl ether. The combined ethereal
extracts were dried over MgSO" filtered. and concentrated in vacuo to
provide a semi-viscous orange oil. On standing overnight at 15 -20 C, large
yellow needles formed. The residual oil was drawn off via pipette to
provide 17 g (27%) of crystalline product. (J. Org. Chem., 1983, 48. 4169)
'H NMR (300 MHz, CDC1~) 8 2.46 (s, 3H), 7.12 (d, J=8.7 Hz, 2H), 7.39 (d,
J=8.7 Hz. 2H). MS (APCI+) mlz 248 (Se,b Iv1+I-I)', m/z 250 (Se,B ivl+H)`,
m,~z 252 (Se8 M+H)-. and m/z 2~4 (See, M+H)-. 2o Example 46B
2.4-Bis(4-tJuoro~henvl)-~-r4-(methvlseleno)phenvll-3(2H) =pvridazinone The
title compound was prepared according to the method of Example 228 ,
substituting ?-(4-fluorophenyl)-4-methoxy-~-(4-(methylseleno )phenyl]-3(2H)
pyridazinone (prepared according to the method of Example 19.1C,
substituting 25 4-(methylseleno)benzeneboronic acid from Example 1 in place
of 4-(methylthio)benzeneboronic acid) in place of
2-(4-fluorophenyl)-4-methoxy-~-(4(methylthio)phenyl]-3(2H)-pyridazinone and
substituting 4-fluorophenyl magnesium bromide in place of
cyclohexylmagnesium chloride (yield: =1-1 mg, 69%). `H NMR (300 MHz, CDCI,)
S 2.37 (s, 3 H). 6.98 (dd. J=8.8. 8.8 Hz, ~H), 7.0~ (d. J=8.7 Hz, 2H), 7.17
32l   2 7 M AY ~~~'~ WO 00/24719 PCT/U599/25234 (dd, J=8.7, 8.7 Hz, 2H).
7.?3-7.31 (m. 2H). 7.3? (d. J=8.7 Hz. 2H). 7.65-7.72 (m. 2H), 8.00 (s, 1H).
MS (APCI+) m/z 455 (M+H)-. Example 456C 5
2.4-Bis(4-fluoronhenvl')-5-14-(methvlselenom~llphenvll-3(2H)-nvridazinone A
stirred solution of the 2.4-bis(4-fluorophenvl)-4-(~.-fluorophenyl)-5-(4
(methylseleno)phenyl]-3(2H)-pyridazinone (40 mg, 88.1 mmol) in methylene
chloride (2 mL) was treated with 3-chloroperoxybenzo~c acid ( 100 mg, 342
mmol, 57-86%) at 23 C. After 2 hours, the reaction appeared to be only
slightly more than 50% completed. Additional 3-chloroperoxvbenzovc acid (80
mg, 274 mmol. 57-86%) was added. The reaction ran to completion over the
next 16 hours of stirring at 23 C. The solution was diluted with ethyl
acetate and carefully shaken with a NaHS03 solution (two times) for several
minutes to consume the excess 3-chloroperoxvbenzoic acid. The ethyl acetate
solution was subsequently washed with a saturated Na,CO; solution (two
times). water, ! 5 and brine and dried over iVI~SOy, filtered. and
concentrated m vacuo. The residue was chromatographed (flash silica gel,
acetone; methylene chloride/hexanes 2:2:1 ) to provide the product (yield:
40 mg. 93%). (J. Chem. Soc., Chem. Commun., 1985, 569). mp 110150 C. ' H
NMR (300 MHz, CDC13) 8 3.3? (s, 3H). 6.91 (dd. J=8.7. 8.7 Hz, 2H),
7.147.'_'7 (m. 4H), 7.48 (d, J=8..1 Hz. 2H), 7.65-7. 73 (m, 2H). 7.97 (s,
lI-I). 8.00 (d. J=8.4 Hz. 2o 2H). MS (APCI+) m/z 487 (M+H)- and m,'z 504
(M+NHa)-. Anal. calc. for C,~H,6F,N,O,Se.O.~ H,O. C. 55.88; H, 3.46; N,
5.66. Found: C. 55.60; H, 3.61; N, 5.29. Example 457 2-(
3.4-Difluorophenvil-4-l 3-fluorophenvll-5-[=~-i
methvlsulfonvl)phenvll-3(2H) 25 pvridazinone The title compound was
prepared as described in Example 62, starting with 4-(3,4
difluorophenyl)-5-(.~-(methylsulfonyl)phenyl]-3(2H)-pyridazinone in place
of 4-(4 fluorophenyi)-~-[4-(methylsulfonyl)phenyl]-3(2H)-pyndazinone and
substituting 3,4 difluorobromobenzene in place of 1-bromo--l-fluorobenzene
(yield: I 85 mg, 46.5%). mp 3__   W O 00/2.1719 2 7 MAY 2003 PCT/US99/25234
182-185 C. 'H NMR (300 MHz. DMSO-db) 8 3.23 (s. 3 H), 6.98 (d, J=9 Hz. 1
H), 7.18 (m, ?H). 7.32 (m. 1 H). 7.52 (d, J=9 Hz, 2 H), 7.6 (m. ?H), 7.85
(m, 1 H), 7.9 (d. J=9 Hz, 2H), 8.3 (s, I Hj. MS (DCI,~NH~) m/z 457 (M+H)'.
47a (iVi+NHa)'. 5 Example 458
2-(4-Fluorophenvl)-4-(3-fluorophenvl)-5-[4-(methvlsulfonvl
ahenvl]-3(2H)wridazinone The title compound was prepared as described in
Example 62, substituting 4-{3
fluorophenyl)-5-[4-(methylsulfonvl)phenyl]-3(2H)-pyndazinone in place of
4-(4 fluorophenyl)-5-[4-(methyisulfonyl)phenyl]-3(''H)-pyridazinone (yield:
135 mg, 34%). mp 199-201 C. 'H NMR (300 MHz. DMSO-db) 0 3.?~l (s, 3H). 6.98
(d, J=9 I-iz. 1H), 7.18 (m, 2H), 7.3? (m, 1 H). 7.39 (t. 1 H), 7.54 (d. J=9
EIz, 2 H), 7.7l (m, 2H), 7.91 (d, J=9 Hz, 2 H), 8.27 (s, 1 H). MS (DCI/NH3)
m/z 439 (M+H)-, 456 (M+NH,)'. Example 459 15
2-(3.4-Difluorophenvll--~-(2-hvdroxv-2-methyl-1-propoxvl-5-(4-(aminosulfony
l)phenvll 3(2H)-pvridazinone To a solution of
2-(3,4-difluorophenyl)-4-(?-hvdroxy-2-methyl-1-propoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone (139 mg, 0 309 mmol) and di-t
butylazodicarboxylate (71.? mg, 0.309 mmol) in THF ('_5 mL) at -78 C was
added 2o dropwise a 1 M solution of NaHMDS (0.93 mL. 0.938 mmol) in THF.
After addition the reaction was stirred another 45 min at -78 C {or until
TLC indicated a disappearance of starting material) and then was treated
with 1N NaOH (?0 mL). The reaction mixture was stirred at room temperature
for the next 18 h. Sodium acetate trihydrate (758 mg, 5.57 mmol) was added
followed by addition of hydroxylamine-O-sulphonic acid (630 mg, 5.57 25
mmol) and H,O (50 mL). The resulting mixture was stirred at ambient
temperature for the next 18 hours and then extracted with EtOAc. The
extract was washed with water, brine, dried over MgSO, and concentrated in
vacuo. The residue was purified by chromatography (silica gel, 1:1
hexanes-EtOAc) to provide the title compound (yield: 25 mg; 18%). mp
65-69C; 'H NMR (300 l~~iHz, DMSO-d~) 8 1.0 (s, 6H), 4.2 (s. 2H), 4.56 3''_3
Q 7 M AY 2003 WO 00/24719 PCT/L'S99/25234 (s, 1 H), 7.~ 1 (m, 3 Hj, 7.6 (m,
1 H), 7.8~ (m. 1 H), 7.95 (s, 4H). 8.21 (s, 1 H); MS (DCI/NH;) m; z 451
(M+H)`, 467 (M+NH,)-. Example 4fi0 5
2-(3.4-Difluorophenvl)-4-(2-oxo-l-propoxv)-~-f=I-(methvlsulfonvllphenvll3(2
H) pvridazinone A solution of
2-(3,4-difluorophenyl)-4-hydroxv-~-[4-(methylsulfonyl)phenyl]
3(2H)-pyridazinone (378 mg, 1 mmol), Ph,P (524 mg. ? mmol) and acetol (74
mg, 1 mmol) in THF (?~ mL) at room temperature was treated dropwise with a
solution of DIAD (0.4 mL. ? mmol) in THF (~ mL). The mixture was snrred at
room temperature for 6 hours and concentrated in vacuo. The residue was
chromatoeraphed (silica gel, 1:1 hexanes-ethyl acetate) to provide the
desired product (yield: 205 mg, 48%). mp 169-170 C; 'H NIviR (300 MHz,
DMSO-d5) S 2.08 (s, 3H), 3.30 (s, 3H), i.30 (s, 2H), 7.48 (m. 1 H), 7.62
(q. J = 10 Hz, 1 H), 7.75 (m. 1 H), 7.94 (d, J = 9 Hz, 2H), 8.05 (d, 3 = 9
Hz, 2H), ~ 5 8.21 (s, 1 H); MS (APCI+) m/z 435 (M+H)~, (APCI-) m/z 469
(M+C1)-; Anal. calc. for C,H,~F,N,O;S 0.75H,0: C. 53.62: H, 3.93: N, 6.26.
Found: C, 53.26; H. 3.61, N, 6.08. F Me0-N O N F ~N O,S ~ i i O Example 46l
2-(3.4-Difluorophenvll-4-(2-(methoxviminol-1-propoxvl-5-f4-(methvlsulfonvl
)phenyl] 20 3(2H1-wridazinone A mixture of
?-(3,4-difluorophenyl)-4-(2-oxo-I-propoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone from Example 460 ( 1 ~0 mg, 0.3
mmol) in H,0 ( 10 mL) and dioxane (20 mL) was treated with methoxyamine
hydrochloride (84 me, 1 mmol) and sodium acetate trihydrate ( 138 mg, 1
mmol). The mixture was stirred at 



35 room temperature for 6 hours. The reaction mixture was extracted with
eth~~l acetate and   WO 00/24719 Q ~ M AY 2003 PCT~'US99/25234 purified by
column chromatography (silica gel. l :l hexanes-ethyl acetate) to provide
the title compound (yield: 20 mg) 15%). mp 143-14~ C; ~ H NMR (300 MHz,
DMSO-db) 8 1.63 (s, 3H), 3.30 (s, 3H). 3,74 (s. 3H), 4.93 (s. 2H), 7.~4 (m.
1 H), 7.6~ (q, J = 10 Hz, 1 H), 7.82 (m, 1 H), 7.92 (d, J = 9 Hz, 2H), 8.07
(d, J = 9 Hz, 2H). 8.?4 (s, 1 H): MS (APCI+) 5 m/z 464 (N1+H)-: (APCI-) m/z
498 (M+Cl)-. Anal. calc. for C,,H,9F,N~OS: C, Q4.42; H, 4.13; N, 9.06.
Found: C. Q4.33; H. 3.93: N. 8.92. Example 4b3
(Sl-?-(3.4-Difluorophenvl)-4-(3-hvdroxv-?-methyl-1-pro~oxv)-5=j4 10
(methvlsulfonvl )phenvl~-3(2H)-pvridazinone Example 462A
(R)-3-t-Butoxv-2-methyl- I -prooanol A solution of (S)-(t)-methyl
3-hydroxy-2-methylpropionate (1.18 g. 10 mmol) in t 15 butyl acetate (30
mL) was treated with 70i HCIO, (0.1 mL ) and the reaction mixture was left
at room temperature in a tightly closed flask for 24 hours. The mixture was
then poured into a saturated solution of NaHCO, and extracted with ethyl
ether. The ether was removed in vacuo and the residue was dissolved in THF
(~0 mL). To the resulting solution was added NaBH, (92~ mg, 25 mmol) and at
5~ C dropwise methanol (10 mL). 20 The reaction was continued at 5 ~ C for
1 hours, then it was cooled to ambient temperature. acidified with 10%
citric acid to pH ~ and extracted with ethyl acetate. The acetate extract
was washed with water, brine, dried with MIeSOa and concentrated in vacuo.
The residue was chromatographed (silica gel. 2:1 hexane-ethyl acetate) to
provide (R)-3-t-butoxy-2-methyl-1-propanoI (yield: 1 g. 68,'). 'H NI~IR
(300 ;~IHz. CDCI,) 8 0.8~ 25 (d, J = 7 Hz, 3H), 1.20 (s. 9H), 2.03 (m, 1H).
3.30 (t, J = 12 Hz. 1H), 3.~3 (dd, J = 4.~ Hz, 12 Hz, 1H), 3.70 (m, 2 H):
MS (DCh'NH,) m,~z 164 (M+NH,)~. Example 462B ~~s   2 ? MAY ?~n~ WO 00I24719
PCT/US99;25234 (Sl-2-(3.4-Difluorophenvl)--1-r
~-t-butoxv-?-methU-1-propoxvl-6-(4methvlsulfonvl
jphenvll-3(2H)-pvridazinone To a solution
2-(3,-l-difluorophenvl)-4-hydroxv-~-[4-(methylsulfonvl)phenyl3(2H)-pyridazi
none (378 mg. 1 mmol). Ph;P (~24 m~. 2 mmol) and Example 462A (146 5 mg, 1
mmol) in THF (2~ mL) at room temperature was added dropwise a solution of
DIAD (0.4 mL, 2 mmol) in THF (~ mL). The mixture was then stirred at room
temperature for 6 hours and concentrated in vacuo. The residue was passed
throubh a silica gel pad (hexane-ethyl acetate as an eluent) to provide 0
mg of roughly purified
(S)-2-(3,4-difluorophenyl)-4-(~-t-butoxy-?-methyl-1-propoxy)-5-[4 to
(methylsulfony()phenyl]-3(2H)-pyridazmone. still contaminated with reduced
DIAD. MS (APCI+) m/z ~0? (M+H)-. (APCI-) m;'z Q41 (VI+CI)~. Example 462C
(Sl-2-(3.4-Difluorophenvll-4-~ -hvdroxv-?-methv 1-1-propoxv)-~-~4
(methvlsul fonvl~phenvl L 3 (2H7-pvridazinone A mixture of Example 462B ( I
00 mg, -0.2 mmol) in TF.A (5 mL) was left at ambient temperature for 24
hours. The mixture was then concentrated in vacuo, the residue was
neutralized with saturated solution of N aHCO, and extracted with ethyl
acetate. Purification on a column (,silica gel, 1:2 hexanes-EtOAc) gave a
foamy product 20 (yield: ~ 1 mg, 36%). 'H NMR (300 MHz. DMSO-d5) 6 0.7~ (d,
J = 7 Hz. 3H), 1.81 (sextet (J = 7 Hz, 1 H), 3.2I (d, J = 6 Hz, 2H), 3.30
(s. 3H), 4.29 (dd, J = 6 Hz. 12 Hz, 1 H), 4.40 (dd, J = 6 Hz, 12 Hz. 1 H),
4.-18 (br s. 1 H), 7.~2 (m, 1 H), 7.61 (m, 1 H). 7.80 (m, 1 H). 7.91 (d, J
= 9 Hz, 2H), 8.07 (d, J = 9 Hz, 2H), 8.20 (s, 1H); MS (APCI+) miz 451
(M+H)`; (APCI-) m/z 485 (M+C1)-, Anal. calc. for C,,H,F,N,O;S: C. 33.99: H,
4.:17; N, 6.21. 25 Found: C. .65, H, 4.6~; N. ~.9'_'. Example 463 (Rl-2-(
3.4-Di fluorophenvl)-4-r 3-hvdro~cv-'_'-methv
1-1-propoxvl-S-L4fmethvlsulfonvl)nhenvll 3(?H)-pvridazmone 3~6   2 7 M AY
2003 WO 00I24719 PCT/US99/ZSZ34 The title compound was prepared by the
method described in Example 462, substituting (R)-(-)-methyl
3-hydroxy-2-methylpropionate in place of (S)-(+)-methyl 3
hydroxy-2-methylpropionate (yield: 65 mg, 61 %). 'H NMR (300 MHz. DMSO-db)
cS 0.75 {d, J = 7 Hz, 3H), 1.81 (sextet, J = 7 Hz. 1 H), 3.21 (t. J = 6 Hz,
2H), 3.30 (s, 3H). 4.29 {dd, 5 J = 6 Hz and 12 Hz, 1 H), 4.40 (dd, J = 6
Hz, 12 Hz, 1 H), 4.49 (t, J = 6 Hz, I H). 7.52 (m, IH), 7.61 (m, IH), 7.80
(m, 1H), 7.91 (d, J = 9 Hz, 2H). 8.07 (d, J = 9 Hz, 2H). 8.20 (s, 1 H):
Iv~IS (APCI+) m/z 4~ 1 (M+H)'; (APCI-), m/z 485 (M+C1)-. Anal. calc. for
C,,H,F,N,O;S: C, 55.99; H, 4.47; N, 6.21. Found: C. 55.62; H, 4.52; N,
6.06. Example 464 (S~-2-(3
.4-Difluorophenvll-4-(3-hvdroxv-?-methyl-1-pro~oxv)-5-f 4 (aminosulfonvl
)phenyl]-3(2H)-pvridazinone To a solution of
(S)-2-(3,4-difluorophenyl)-4-(3-t-butoxy-2-methyl-1-propoxy)-~
[4-{methylsulfonyl)phenyl]-3(2H)-pyridaztnone (Example 462B, 450 mg, ~0.9
mmol) and t 5 DBAD (207 mg, 0.9 mmol) in THF ('_'S mL) at -78 C was added
dropwise al M solution of LiHMDS (3 mL, 3 mmol) and the resulting mixture
was stirred at -78 C for 2 hours. The mixture was warmed to room
temperature and IN NaOH (5 mL, 5 mmol) was added. After 12 hours at ambient
temperature, sodium acetate trihydrate (2.76 g, 20 mmol) and water (10 mL)
followed by hydroxylamine-O-sulfonic acid (2g. I5 mmol) were added and 2o
the mixture was stirred at room temperature for 5 hours. The product was
extracted with ethyl acetate and purified by chromatography (silica gel,
1:2 hexanes-EtOAc) to afford crude intermediate (yield: l60 mg, 35%). MS
(APCI+) m/z 508 (M+H)-; (APCI-) m~'z 542 (M+C1)-. TFA (5 mL) was added to
the above intermediate and the resulting solution was 35 left at room
temperature for 24 hours. The TFA was removed in vacuo, then the residue
was neutralized with saturated NaHCO, and extracted with ethy I acetate.
The organic layer was dried over IVIgSO~ then filtered. The filtrate was
concentrated in vacuo and the residue was purified by column chromatography
(silica gel, I :2 hexane-ethyl acetate) to provide the title compound
(yield: 50 mg, 33%). 'H NI~iR (300 MHz. DI~ISO-db) b 0.76 ,., 3_   2 ? M AY
2003 WO 00/24719 PCT/US99/25234 (d, J = 7 Hz. 3H), 1.81 (sextet, J = 7 Hz,
1 H). 3.22 (t, J = 6 Hz. 2H), 4.28 (dd, J = 6 Hz. 12 Hz, 1 H), 4.40 (dd, J
= 6 Hz, 12 Hz, 1 H), 4.50 (t, J = 6 Hz, 1 H), 7.51 (m, 3H), 7.6I (m, 1 H).
7.80 (m, 1 H), 7.84 (d. J = 9 Hz. 2H), 7.95 (d, J = 9 Hz, 2 H). 8.20 (s, 1
H); MS (APCI+) m/z 452 (M+H)-; (APCI-) m,~z 486 (M+Cl)-. 5 Exam~e 465
(R)-2-f3.4-Difluorophenvi~-4-(3-hvdroxv-?-methyl-1-propoxv)-5-f4
~aminosulfonvl)phenvll-3 (?HZpvridazinone The desired material was prepared
according to the procedure of Example 464 ~o substituting
(R)-?-(3,4-difluorophenyl)-4-l3-t-butoxv-2-methv 1-1-propoxy)-S-[4-(methyl
sulfonvl)phenyl]-3(2H)-pyridazmone in place of
(S)-2-(3,4-ditluorophenyl)-4-(3-t-butoxy2-methyl-1-propoxy)-S-[4-(methylsul
fonyl)phenyl]-3(2H)-pyridazinone (yield: 30 mg, 20%). 'H NMR (300 MHz,
D:~ISO-db) 8 0.76 (d, J = 7 Hz, 3H), 1.81 (sextet, J = 7 Hz, 1 H), 3.22 (t,
J = 6 Hz, 2H), 4.28 (dd, J = 6 Hz, 12 Hz, 1 H), 4..~0 (dd, J = 6 Hz and 12
Hz, t 5 I H), 4.50 (t, J = 6 Hz, I H), 7.51 (m, 3H), 7.61 (m, 1 H), 7.80
(m, 1 H), 7.84 (d, J = 9 Hz, 2H), 7.95 (d, J = 9 Hz, 2H), 8.20 (s, I H); WS
(APCI+) m/z 4j2 (M+H)-, (APCI-) m/z 486 (M+C1}-. Anal. calc. for
C,oH,~F~N,OSS: C. 53.21; H, 4.24: N. 9.30. Found: C, 53.45; H, 5.53; N,
9.50. 2o Example 466
2-(4-Fluorophenvl)-4-(4-hvdroxv-3-methyl-1-butoxv)-5-(-1-(methvlsulfonvl)ph
envll ~2H)-pwridazinone The title compound was prepared according to the
method of Example 178, substituting ''-methyl-1,4-butandiol in place of
2-ethyl-1-hexanol and separating the 25 regioisomeric products by multiple
preparative thin layer chromatography runs, eluting with 4:1 ethyl
acetate,~hexanes (yield: 65 mg, 19%j. 'H NMR (300 MHz, CDC1;) cS 0.87 (d, J
= 8.1 Hz, 3H}, 1.48-1.87 (m, 4H), 3.13 (s, 3H), 3.41 (dd, J = 6.3, 13.5 Hz.
1H), 3.46 (dd. J = 6.3, 13.5 Hz, 1H). 4.48-4.63 (m, 2H). 7.15-7.24 (m. ~H).
7.58-7.66 (m, ?H), 7.79 3~s   WO 00/2d719 2 7 MAY 7~~3 PCT/US99/2523-t (d,
J = 10.5 Hz, 2H), 7.9I (s. 1 H), 8.07 (d. J = 10.5 Hz. 2H): MS (APCI+) m/z
447 (M+H) . Example 467 5
~3.4-Difluoro~henvll-4-(3-oxo-1-butoxv)-5-~-(methvlsulfonvllphen~f~-3(2Hl
pvridazinone The title compound was prepared according to the method of
Example 460 substituting 4-hydroxy-2-butanone in place of acetol. (yield:
95.0 mg, 21 %). mp 134-135 C; 'H NMR (300 MHz. CDCI;) b 2.0b (s. 3H)) 2.81
(t, J = 9 Hz, 2H), 3.13 (s, 3H), 4.75 (t, J = 9 Hz, 2H). 7.30 (m. 1 H).
7.45 (m, 1 H). 7.58 (m. 1 H). 7 73 (d, J = 9 Hz, 2H), 7.89 (s, 1 H), 8.05
(d, J = 9 Hz, 2H): MS (DCI/NH; ~ m,%z 449 (~l+H)-. 466 (M+NH,)'. Anal.
calc. for C? ~ Ht gF?N~OSS: C, 56.25; H, 4.02; N, 6.25. Found: C. 55.97; H.
4.17; N) 6.11. Example 468 I5 2-(4-Fluorophenvl)-4-(3-oxo-1-butoxv)-~
j4-~methvlsulfonvl)phenvll-3(2H)-pvridazinone The title compound was
prepared according to the method of Example 460 starting with
2-(4-fluorophenyl)-4-hydroxy-5-[=1-(methylsulfonyl)phenyl]-3(2H)-pyridazino
ne in place of
2-(3,4-difluorophenyl)-4-hydroxy-~-[4-(methvlsulfonyl)phenyl]-3(2H)
pyridazinone and substituting 4-hvdroxy-2-butanone in place of acetol.
(yield: 85.0 mg, 2o 20%). mp 133-136 C; 'H NMR (300 MHz, CDCI;) b ?.04 (s.
3H). ?.80 (t, J = 9 Hz, 2H), 3.13 (s, 3H), 4.76 (t, J = 9 Hz, 2H). 7.20 (t.
J = 9 Hz, 2H), 7.5~ (m, 2H), 7.75 (d, J = 9 Hz, 2H), 7.91 (s, 1H). 8.05 (d.
J = 9 Hz, 2H) . :~~'IS (DCI/NH3) miz 431 (M+H)', 448 (I~i+NH4)'. Anal.
calc. for C~ 1 H ~ 9FN?OSS: C, 58.60: H, 4.42; N, 6.5'_'. Found: C, 58.87;
H, 4.55; N, 6.51. 25 Example 469 2-(4-Fluorophenvl)-4-i
4-hvdroxv-2-methyl-1-buto~cvl-5-f4-(methvlsulfonvl iphenvll
3(2H)-DVridazinone 3?9   WO 00/24719 2 7 MAy 2003 PCT/US99/25234 The title
compound was prepared according to the method of Example 178, substituting
2-methyl-1.4-butandiol in place of 2-ethyl-1-hexanol and separating the
regioisomeric products by multiple preparative thin layer chromatography
runs. eluting with 4:1 ethyl acetate; hexanes (yield: 43 m~. 12%). 'H NMR
(300 MHz, CDC1,) b 0.87 5 (d, J = 8.1 Hz, 3H), 1.33-1.46 (m. 1H), 1.50-1.67
(m, 2H), 1.93-2.04 (m, IH), 3.13 (s, 3H), 3.54-3.72 (m, 2H), 4.29 (dd, J =
6.0. 9.3 Hz, 1 H), 4.43 (dd, J = 6.0, 9.3 Hz, 1 H), 7.15-7.24 (m, 2H),
7.58-7.66 (m, 2H), 7.79 (d, J = 10.5 Hz, 2H). 7.91 (s, 1 H), 8.07 (d, J = l
0.5 Hz, 2H); MS (APCI+) m/z 447 (IvI+H) . 1o Example 470
-(4-Fluorophenvl)-4-(3-hvdroxv-
3-methyl-1-butoxv)-5-(=1-faminosulfonvl)phenvl]-3(2H) pvridazinone The
title compound was prepared according to the method of Example 459,
substituting
2-(4-fluorophenyl)-4-(3-hydroxy-3-methyl-1-butoxy)-5-[4-(methyl ~5
sulfonyl)phenyl]-3(2H)-pyridazinone in place of
2-(3,4-difluorophenyl)-4-(2-hydroxy-?
methyl-1-propoxy)-~-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone (yield:
600 mg, 60%). mp l63-164C; 'H NMR (300 MHz, DMSO-d6) b 1.0~ (s, 6H), 1.73
(t, J = 6 Hz, 2H), 4.30 (s, 1 H), 4.52 (t, J = 6 Hz. 2H). 7.37 (t, J = 9
Hz, 1 H), 7.47 (s, 2H), 7.65 (dd, J = 9 Hz, J = 3 Hz. 2H), 8,83 (d. J = 9
Hz. 2H). 8.95 (d, J = 9 Hz. 2H), 8.18 (s, 1 H); MS 20 (DChiNH,) m/z 4=18
(M1~H) . Anal. calcd. for C21 H~2FN3O5S: C, 56.36; H, 4.95; N, 9.39. Found:
C, 55.96; H, 4.89: N. 9.09. Example 471 



2-(3,4-Difluorophenvll-4-(3-hvdroxv-3-methyl-1-butoxv~s-[4-(methvlsulfonvl)
phenvll 25 3(2H)-pvridazinone Example 471 A 3.4-Difluoro~henvlhvdrazine 33o
WO 00!2a719 2 7 M AY 2n3 PCTlUS99125234 A stirred mixture of
3,4-difluoroaniline ( 12.9 g. 0.1 mol) in concentrated hydrochloric acid
(60 mL) was chilled to -10C with an ice/methanol bath. A solution of sodium
nitrite {6.9 g, 0.1 mol) in water (30 mL) was added at a rate which
maintained the temperature of the reaction mixture below 10C. After
stirring for 2 hours, the reaction 5 mixture was cooled to 0C and a
solution of tin(II) chloride (56.88 g. 0.3 mol) in concentrated
hydrochloric acid {50 mL) was added dropwise with vigorous stirring.
Additional concentrated hydrochloric acid ( 1 ~0 mL) was added to the
reaction mixture and stirring was continued for ? hours. The reaction
mixture was filtered to collect the precipitated hydrochloride salt of the
title compound. This precipitate was dissolved in 10 water (7~ mL) and the
resulting solution was basified with 50% aqueous sodium hydroxide and
extracted with ethyl acetate. The organic extracts were dried (i~la,SO,)
and filtered. The filtrate was concentrated in vacuo to provide the title
intermediate as a brown oil (8.11 g, Q7.4%). IS Example 471 B
2-(3.4-Difluoroohenvl l-4.5-dibromo-3 (2H1-pvridazinone The title
intermediate was prepared by the method of Example 194A, substituting 20
3.4-difluorophenylhydrazine (Example 471 A) for 4-fluorophenylhydrazine
hydrochloride. Example 47l C
?-(3.4-Difluorophenvll-4-(3-hvdroxv-3-methyl-1-butoxvl-s-bromo-3(2H1-pvrida
zinone The dibromo-intermediate from Example 47l B was reacted according to
the 25 procedure described in Example 194B, substituting
3-methyl-1,3-butanediol in place of methanol. to selectively react at the
4-position and provide the title intermediate. Example 471 D 2-(
3.4-Difluorophenvl
a-.~-(3-hvdroxv-3-methyl-1-butoxvl-5-j4-(methvlthiolphenvl] 3(2H1
pvridazinone 331   WO 00I24719 2 7 MAY 2on~ PCT/US99I25234 The product from
Example 471 C ( 12.79 g, 3?.86 mmol) was coupled to 4-(methyl
thio)phenylboronic acid (6.07 g, 36.15 mmol) with K,CO, ( 10 g, 72.3 mmol)
and PdCI,(PPh~), (1.15 g, 1.64 mmol) in ethanol (200 mL) at 60-65 C for
40-70 minutes to provide the title intermediate (yield: 9.16 g, 64.5%). 5
Example 471 E
2-(3,4-Difluorophenvl)-4-(3-hvdroxv-3-methyl-1-butoxv)-5-f4-(methvlsulfonvl
~phenvll 3~2H)wridazinone The sulfide from Example 47l D was oxidized to
the title compound by the method of Example 10 (yield: 7.46 g, 76%). m.p.
131-133 C; ' H N:~tR (300 MHz, DMSO-db) 8 1.04 (s, 6H), l.73 (t, J = 6 Hz,
2H), 3.29 (s, 3H), 4.43 (s, 1 H). 4.54 (t. J = 6 Hz, 2H), 7.52 (m, 1 H),
7.62 (ddd, J = 9 Hz, J = 9 Hz, J = 1.5 Hz, 1 H), 7.82 (ddd, J = 9 Hz, J = 9
Hz, J = 3Hz, 1 H), 7.9I (d, J = 9 Hz, 1 H), 8.08 (d, J = 9 Hz, 2H), 8.20
(s, 1 H); MS (DCI-NH3) m/e 465 (M+H)-. Anal. calcd. for C"H"F,N,OSS: C,
56.88; H, 4.77; N, 6.03. Found: C, 56.92; ~5 H, 4.88; N, 5.94. Example 472
2-(3,4-Difluorophenvl)-4-(
-hvdroxv-3-methyl-1-butoxv)-5-f4-laminosulfonvl)phenvll 3(2H't-wridazinone
2o The title compound was prepared according to the method of Example 459,
substituting
2-(3,4-difluorophenyl)-4-(3-hydroxy-3-methyl-1-butoxy)-5-[4(methylsulfonyl)
phenyl]-3(2H)-pyridazinone in place of
2-(3.4-difluorophenyl)-4-(2hydroxy-2-methyl-1-propoxy)-5-[4-(methylsulfonyl
)phenyl]-3(2H)-pyridazinone (yield: 300 mg, 50%). mp 181-181 C; 'H NMR (300
LIHz, DMSO-db) b 1.04 (s, 6H), 1.72 (t, J 25 = 6 Hz, 2H)) 4.-l3 (s, 1 H).
4.53 (t. J = 6 Hz, ?H), 7.49 (s, 2H). 7.53 (m, 1 H), 7.63 (ddd, J = 9 Hz, J
= 9 Hz, J = 1.5 Hz, 1 H), 7.79 (ddd. J = 9 Hz, J = 9 Hz, J = 3 Hz. 1 H),
7.83 (d. J = 9 Hz, 1 H), 7.95 (d, J = 9 Hz. 2H), 8.19 (s, 1 H); MS (DChNH,)
m/z 466 (Ml+H)'. Anal. calcd. for C21 H21 F2N205S. C, 54.12: H, 4.66; N,
8.8l . Found: C, 54.19: H. 4.55; N, 9.03. 332   2 7 M AY 2003 WO 00/24719
PCT/L'S99/25234 Example 473
2-(3-Chloro-4-(luoro~henyll-4-(3-hvdroxv-3-methyl-1-butoxv)-5-(4
(methvlsulfonvllphenvl]-3(2H)-pvridazinone s The title compound was
prepared according to the seguence of reactions described in Example 47l ,
substituting 3-chloro-4-fluorophenylhydrazine in place of
3,4difluorophenylhydrazine (yield: 200 mo, 89%). mp 108-110C;'H NMtR (300
IvIHz, CDCI,) 8 l .24 (s, 6H), 1.89 (t, 2H, J = 6 Hz). ?.34 (s, 1 H), 3.12
(s, 3H), 4.57 (t) J = 6 Hz, 2H), 7.2~ (t, J = 9 Hz, 1 H). 7.60 (m, 1 H),
7.78 (d, J = 6 Hz. 1 H). 7.79 (d, J = 9 Hz, 2H), 10 7.92 (s, l I-I), 8.08
(d, J = 9 Hz, 2H); MS (DCI/NH,) miz 481 (M+H)-: Anal. calcd. for
C2?H2~FCIN205S: C. 54.94; H, 4.61: N, 5.82. Found: C, 54.87; H. 4.65; N,
5.72. Example 474 2-(3-Chloro-4-fluorophenvll-4-f
3-hvdroxv-3-methyl-1-butoxv)-5l4 Is
(aminosulfonvl)phenvll-3(2H)-pvridazinone The title compound was prepared
according to the method of Example 4~9, substituting
2-(3-chloro--1-fluorophenyl)-4-(3-hydroxy-3-methyl-1-butoxy)-5-[4(methylsul
fonyl)phenyl]-3(2H)-pyridazinone (Example 473) in place of
2-(3,4difluorophenyl)-4-(?-hydroxy-?-methyl-1-propoxy)-5-(4-(
methylsulfonyl)phenyl]-3(2H) 2o pyridazinone (yield: 160 me, 45%). mp
59-62C: 'H NMR (300 MHz, DNISO-db) b 1.05 (s, 6H), 1.73 (t, 2H, J = 6 Hz).
4.32 (s, I H), 4.54 (t, J = 6 Hz. 2H), 7.50 (s, 2H), 7.60 (t, J = 9 Hz, 1
H), 7.66 (m, 1 H), 7.73 (d, J = 9 Hz, 2 H), 7.74 (d, J = 9 Hz, 2 H), 7.75
(m, 1 H), 8.22 (s, 1 H); MS (DCh'NH3) m~z 482 (lvi+Hl . Anal. calcd. for C~
1 H21 FC1N3O5S: C, 52.33; H. 4.39; N, 8.71. Found: C. 52.30; H, 5.03: N,
8.10. 25 Example 475
2-(3-Chlorophenvl)-4-l3-hvdroxv-3-methyl-1-butoxvl-5-f-1-
methvlsulfonvl)phenvll 3(2H)-pvridazinone 333   1V0 00/24719 ~ 7 M AY 2003
PCT/U S99/2 5234 The title compound was prepared according to the sequence
of reactions described in Example 471, substituting 3-chlorophenylhydrazine
in place of 3,4 difluorophenylhydrazine (yield: 200 mg, 89%). 'H NMR (300
MHz, CDC1,) 8 8.04 (d, J = 8.5 Hz, 2H), 7.9l (s, 1 H), 7.77 (d. J = 8.5 Hz,
2H), 7.67 (m, 1 H), 7.57 (m. 1 H), 7.40 (t, J = 5 8.8 Hz, 1 H), 7.36 (m, 1
H). 4.54 (t, J = 6.3 Hz, 2H), 3.10 (s, 3H), 2.56 (s, 1 H), 1.86 (t, J = 6.3
Hz. 2H), 1.20 (s, 6H), MS (DCI/NH,) miz 462(M+H)-. Example 476
2-(3-Chlorophenvl)--I-(3-hvdroxv-3-methyl-I
-butoxv)-5-[4-(aminosulfonvhhenvll 3(2H)-pvridazinone The title compound
was prepared according to the method of Example 459, substituting
2-(3-chlorophenyl)-~.-(3-hydroxy-3-methyl-1-butoxy)-5-{4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone (Example 475) in place of 2-(3,4
difluorophenyl)-4-(2-hydroxy-2-methyl- l
-propoxy)-5-[4-(methylsulfonyl)phenyl]-3{2H) ~ 5 pyridazinone. 'H NMR (300
MHz. CDCIs) 8 8.03 (d, J = 8.7 Hz, 2H), 7.91 (s, 1 H), 7.70 (d, J = 8.7 Hz,
2H), 7.68 (m, 1 H), 7.57 (m, 1 H), 7.41 (m, 1 H), 7.38 (m, 1 H), 5.65 (s,
2H), 4.51 (t, J = 6.6 Hz, 2 H), 2.70 (br s. 1 H), I .87 (t, J = 6.6 Hz,
2H), l .20 (s, 6H); MS (DCI/NH,) miz 463 ('~i+H)'. 2o Example 477
2-(4-Fluorophenvi)-4-l2-hvdroxv-2-methyl-1-propoxv)-5-[4-(methvlsulfonYl~he
nv ll 3(2H) p~ridazinone The title compound was prepared according to the
sequence of reactions described in Example 471, substituting
4-fluorophenylhydrazine in place of 3,4 25 difluorophenylhydrazine and
substituting 2-methyl-1.2-propanediol (prepared by the LAH reduction of
methyl 2-hydroxyisobutyrate) in place of 3-methyl-1,3-butanediol. mp 152
154C, ' H NMR (300 MHz, CDC1,) cS 8.10 (d, 2H. J = 18 Hz), 7.95 (s, 1 H),
7.83 (d. 2H. J = 18 Hz), 7.63 (d, 1 H. J = 18 Hz~, 7.6I (d, 1 H. J = 18
Hz), 4.18 (s. 2H), 3.13 (s, 3 H), 1.19   WO 00I24719 Z 7 M A~f 20D3 PCT.
US99; 25234 (s, 6H), vIS (DCLTtH,) m,'z 4;3 (Vt~H)', 4~0 (M+NH,) , Analysis
for C,;H,,FN,OSS, Calcd: C, 58.32: H, 4.89; N. 6.48. Found: C, 68.42. H.
6.06; N, 6.43. Example 478 5
''-l_4-Fluorophenvl>-4-(2-hvdroxv-2-methyl-1-propoxvl-6-(4-(aminosulfonvllp
henvll 3(2H~pvridazinone The title compound was prepared according to the
method of Example 459, substituting
2-(4-fluorophenvl)-4-{2-hydroxy-2-methyl-1-propoxy)-6-[4-(methyl
sulfonyl)phenyl]-3(2H)-pyridazinone (Example 477) in place of
2-(3,4-difluoro-phenyl)-4 to
(2-hydroxy-2-methyl-I-propoxy)-6-[4-(methylsulfow
1)phenyl]-3(2H)-pyridazmone. mp 156-158C, ' H NMR (300 LIHz, DMSO-db) 8 8.
I 7 (s. 1 H), 7.92 (s. 4H), 7.67 (d, 1 H. J = 18 Hz}, 7.64 (d, 1 H, J = 18
Hz), 7.49 (s, 2H), 7.38 (d. 1 H. J = 18 Hz). 7.3 ~ (d. 1 H, J = 18 Hz),
4.64 (s, 1 H), 4.19 (s. '_H), 1.00 (s, 6H), MS (ESI1): m/z 434 (M+I-I) ,
466 (M+Na)+, 889 (2M+Na)'; Analysis for C,oH,oFN,OSS, Calcd: C. 56.42; H.
4.65; N, 9.69. Found: C> l5 66.64; H, 4.86; N, 9.S3. Example 479 p
-propoxv~!'.1_ 2-(3-Chloro-4-fluoro henvl)-4-(2-hvdroxv-?-methyl-1
fmethvlsulfonvl)phenvll-32H1-pvridazinone 2o The title compound was
prepared according to the sequence of reactions described in Exampie 471,
substituting 3-chloro-4-fluorophenylhydrazine in place of 3.4
difluorophenylhydrazine and substituting ?-methyl-1.2-propanediol (prepared
by the LAH  reduction of methyl 2-hydroxyisobutyrate) in place of
3-methyl-1,3-butanediol. mp 122 124 C,'H N~tR (300 MHz. CDC13) d 0.98 (s,
6H), 3.29 (s, 3H), 4.21 (s, 2H), 4.66 (s, 25 1 H), 7.6l (dd, 1 H, J = 7.17
Hz), 7.67 (ddd, 1 H. J = 2.4.7 Hz). 7.93 (dd, 1 H, J = 2,7 Hz), 7.98 (d.
?H, J = 8 Hz), 8.0b (d, 2H, J = 8 Hz), 8.22 (s. 1 H); MS (DCI/NH,j miz
466(M-H) Anal. Calcd for C,,H,oCIFN,OSS: C 64.0?, H 4.3?, N 6.00. Found: C
64.06, H4.67, N 6.96. Q35   2 7 MAY 2003 WO 00/24719 PCT/US99/25234 Example
480 2-f3-Chloro-4-fluorophenvll-4-f2-hvdroxv-2-methyl-1-propoxYl-5 j-4
faminosulfonvllphenvil-3f2H)-pvridazinone The title compound was prepared
according to the method of Example 4~9, 5 substituting
2-(3-chloro-4-fluorophenyl)-4-(2-hydroxy-2-methyl-1-propoxy)-~-[4
(methylsulfonyl)phenyl)-3(2H)-pyridazinone (Example 479) in place of
2-(3,4difluorophenyl)-4-(2-hydroxy-2-methyl-1-propoxy)-6-[4-(methylsulfonyl
)phenylJ-3(2H)pyridazinone. mp i 76-178 C, 'H NMR (300 MHz, CDC1,) d 1.00
(s, 6H), 4.19 (s, 2H). 4.~4 (s, 1 H), 7.49 (s, 2H), 7.62 (t, 1 H, J = 9
Hz), 7.66 (ddd. 1 H. J = 2,6,9 Hz), 7.92 (s, Eo 4.5H), 7.94 (d, O.SH, J = 2
Hz), 8.20 (s, IH): v1S fDCI,~NH,) m;~z 468 (M+H)~: 1 Cl, 490 (~4~Na)~;1 C1;
Anal. Calcd for C~oH,~CIFN,OSS: C 61.34. H -1.09, N 8.98. Found: C 51.33. H
4.23, N 8.76. Example 48l l5
2-f3-Chlorophenvl)-4-f2-hvdroxv-?-methyl-I-propoxv)-5-[4-fmethvlsulfonvl)nh
envll 3 f2H >-pvridazinone The title compound was prepared according to the
sequence of reactions described in Example 471, substituting
3-chlorophenylhydrazine in place of 3,4 



difluorophenylhydrazine and substituting 2-methyl-1.2-propanediol (prepared
by the LAH 2o reduction of methyl 2-hydroxyisobutyrate) in place of
3-methyl-1.3-butanediol 'H NMR (300 MHz, CDC13) S 8. I ~ (m. ?H), 7.98 (s,
1 H), 7.85 (m, 2H), 7.76 (m, 1 H), 7.62 (m, I H), 7.43 (m, 2H), 4.?2 (s,
2H), 3.1 ~ (s, 3H), 1.21 (s, 6H); MS (DCI,~NH,) m/z 449 flvt+H)'; Anal.
Calcd for C,,H,,C1N~OSS: C 56.18, H 4.72, N 6.24. Found: C 66.08, H 4.67, N
6.23. 25 Example 483 2-f3-Chlorophenvl)--I-f
2-hvdroxv-2-methyl-1-propoxv)-~-f-1-faminosulfonvl)phenvll 3f
2H1-p.,vridazinone 336   Q ~ MaY zoo3 WO 00I24719 PCT/US99/25234 The title
compound was prepared according to the method of Example 459, substituting
2-(3-chlorophenyl)-4-(?-hydroxy-2-methyl-I-propoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridaZinone (Example 48I ) in place of
2-(3,4
difluorophenyl)-4-(2-hydroxy-?-methyl-1-propoxy)-5-[4-(methylsulfonyl)pheny
l]-3(2H) 5 pyridazinone. ' H NMR (400 MHz. DMSO-d6) s 8.19 (s, 1 H). 7.93
(m, 4H), 7.75 (m, 1 H), 7.61-7.48 (m, 5H). 4.53 (s. 2H)) 4.20 (s, 3H), 1.00
(s, 6H); iViS (ESI-) m/z 448 (Ivl-H)-; Anal. Calcd for C,oH,oCIN,OsS: C
53.39. H 4.48, N 9.34. Found: C 53.11, H 4.82, N 9.24. Example 483
2-(?.2.?-Trifluoroethvl)--I-(=-hvdroxv-'?-methyl-l~ropoxvl-5~4-(methvlsulfo
nvl)phenvll 2H1-pvridazinone The title compound was prepared according to
the sequence of reactions described in Example 471, substituting
?,~,~-trifluoroethylhydrazine in place of 3,4 ~5 difluorophenylhydrazine
and substituting ?-methyl-1,2-propanediol (prepared by the LAH reduction of
methyl 2-hydroxyisobutyrate) in place of 3-methyl-1,3-butanediol. 'H NMR
(300MHz, CDCl,) a I.18 (s. 6H) , 2.62 (br s, 1 H), 3.15 (s, 3H). 4.20 (s,
2H), 4.85 (q, J = 9 Hz, 2H), 7.78 (d, J = 9 Hz. ?H), 7.85 (s, 1 H)) 8.08
(d, J = 9 Hz, ?1-I); MS (DCI/:VH~) miz 421 (M-~1 )-; Analysis calculated
for C,,H,~,F,N,05S: C. 48.57: H. 4.5b; N. 6.66. Found: C, ?0 48.72; H.
4.78; N, 6.56. Example 484
2-(2.2.2-Trifluoroethvil-4-(''-hvdroxv-?-methyl-1-propoxvl-s
j=!-(amtnosulfonvllphenvll 3l?H)-gvridazinone 25 The title compound was
prepared by the following sequence of reactions. Mucobromtc acid and
2.?.'_'-trifluoroethylhydrazine hydrocploride were reacted to provide
2-(?,2,2-trifluoroethyl)-4.5-dibromo-3(?H)-pyridazinone following the
procedure in Example 194A. The dibromo-intermediate was reacted according
to the procedure described in Example I 94B. substitutin,
'_'-methyl-1,?-propanediol in place of methanol. 337   2 7 MAY 2003 WO
00/24719 PCTIUS99/25234 to selectivelv react at the 4-position and provide
2-(2.2.2-trifluoroethyl)-4-(2-hydroxy-2methyl-1-propoxy)-5-bromo-3(2H)-pyri
dazinone. This 5-bromo-compound was coupled to
4-[2-(tetrahydropyranyl)thio]phenylboronic acid (prepared from
THP-protected 4bromothiophenol and triisopropyl borate) with K,CO_ and
PdCI,(PPh:)_ in ethanol at 60-65 5 C for 40-70 minutes to provide
2-(2,2,2-trifluoroethyl)-4-(2-hydroxy-2-methyl-1
propoxy)-5-[4-[2-(tetrahydropyranyl)thioJphenvlJ-3(2H)-pyridazinone. This
intermediate THP-sulfide was then converted to the title compound by
treatment with N-chlorosuccinimide (3.5 equivalents) at 0 C in THF/H,O for
15 minutes to an hour followed by addition of excess ammonium hydroxide at
0 C and stirring at ambient temperature for 3 to hours. Aqueous work-up and
column chromatographic purification (80.20 pentane/ethyl acetate j provided
the title compound. 'H N;vIR (300MHz, CDC1,) 8 1.18 (s, 6H) , 2.65 (br s,
1H), 4.15 (s) '_'H), 4.85 (q. J = 9 Hz, 2H), 4.9 (s, 2H). 7.75 (d, J = 9
Hz, 2H), 7.85 (s, 1 H), 8.05 (d, J = 9 Hz. 2H): MS (DCI/NH,) m,~z 422
(M+H)-: Analysis calculated for C,6H,8F,N305S: C, 45.60; H. 4.30; N, 9.97.
Found: C. 45.86; H, 4.63; N, 9.8l. 15 Example 485
2-(?,2.?-Trifluoroethvl)-4-(3-hvdroxv-2.2-dimethvl-I -propoxv)-5-'f4
(methvlsulfonvllphenvll-3(2H)-pvridazinone The title compound may be
prepared according to the method of Example 483, 20 substituting neopentyl
glycol tn place of 2-methyl-1,2-propanediol. Example 486
2-(2.2.?-Trifluoroethvll-4-(3-hvdroxv-? 2-dimethvl-I-propoxv)-5-(4
(aminosulfonvllphenvll-3(2H1-pvridazinone 25 The title compound may be
prepared according to the method of Example 484, substituting neopentyl
glycol in place of ?-methyl-1.2-propanediol. Example 487 338   Q 7 M AY
2003 WO 00I24719 PCT/US99/25234
?-(4-Fluorophenvll-4-(4-hvdroxv-3-methvi-1-butoxvl-~-f4-(aminosulfonvl)phen
vl~-3(2H1 pyridazinone The title compound may be prepared accordine to the
method of Example 4~9, substituting
'-(4-fluorophenyl)-4-(4-hydroxy-3-methyl-1-butoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone (Example 466) for
2-(3,4-difluorophenyl)-4
(2-hydroxy-2-methyl-1-propoxy)-~-[4-(methylsulfonyl)phenyl)-3(2H)-pyridazin
one. Example 488
2-(3.4-Difluorophenvll-4-I4-hvdroxv-3-methyl-1-butoxv)-5-(4-(
methvlsulfonvl lphenyll l0 3(2H)-pvridazinone The title compound may be
prepared according to the sequence of reactions described in Example 471.
substituting 2-methyl-1,4-butanediol for 3-methyl-1,3 butanediol, then
separating the regioisomeric products by multiple preparative thin layer
chromatography runs. IS Example 489 2-(3-Chloro-4-fluoronhenv I
)-4-(4-hvdroxv-3-methv I-1-butoxv )-5-f 4
(methvlsulfonyl~phenvlL3(2H)-pvridazinone The title compound may be
prepared according to the sequence of reactions zo described in Example
471, substituting 3-chloro-4-t7uorophenylhydrazine for 3.4
difluorophenylhydrazine and substituting 2-methyl-1..~-butanediol for
3-methyl-1,3 butanediol, then separating the regioisomeric products by
multiple preparative thin layer chromatography runs. 25 Example 490
2-(3-Chlorophenv I )-.~-(.~-hvdroxv-3-methv I-1-butoxv )-i-f4-( methv (sul
fonv I jphenvl 1 3(2H)-pvridazinone The title compound may be prepared
according to the sequence of reactions described in Example 471,
substituting 3-chlorophenylhydrazine for 3,4 339   WO 00/24719 2 ~ M AY
2003 PCT/US99I25234 difluorophenylhydrazine and substituting
?-methyl-1,4-butanediol for 3-methyl-I .3 butanediol, then separating the
regioisomeric products by multiple preparative thin layer chromatography
runs. Example 491 2-_(34-Difluorophenvll-4-(4-hvdroxv-~-methyl- I
-butoxy)-~-f4-(aminosulfonvl)phenvll 3(2H)-pvridazinone The title compound
may be prepared according to the method of Example 4~9, substituting
?-(3,4-difluorophenyl)-4-(4-hydroxy-3-methyl-1-butoxy)-5-[4 t o
(methylsulfonyl)phenyl]-3(2H)-pyridazinone (Example 488) for
2-(3,4-difluorophenyl)--1
(2-hydroxy-2-methyl-1-propoxy)-~-[4-(methylsulfonyl)phem
1]-3(2H)-pyridazinone. Example 492 2-(3-Chloro-4-fluorophenv
11-4-(4-hvdroxv-3-methyl-I -butoxv)-~ 14 ~ 5 (aminosulfonvl)phenvll
3(2H1-pyridazinone The title compound may be prepared according to the
method of Example 459, substituting
2-(3-chloro-4-fluorophenyl)-4-(4-hydroxy-3-methyl-1-butoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone (Example 489) for
2-{3,4-difluorophenyl)-4
(2-hydroxy-2-methyl-1-propoxy)-~-[4-(methylsulfonvl)phem
1]-3(?H)-pyridazinone. 20 Example 493
2-(3-Chloro~henyl)-4-(4-hydroxv-3-methyl-1-butoxv)-5,=(4-(aminosulfonyl)phe
nvll 3(2H)-pvridazinone The tale compound may be prepared according to the
method of Example 4~9, ~5 substituting
2-(3-chlorophenyl)-4-(4-hydroxy-3-methyl-1-butoxy)-~-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone (Example 490) for
2-(3,4-difluorophenyl)-4 (2-hydroxy-2-methyl- I -propoxy)-~-[4-(methylsul
fonv 1 )phenv 11-3 (? H)-pyridazinone. Example 494 340   WO 00/2.i719
~~T~~~2~~~~ (S)-2-(4-Fluorophenvll-4-(
:-hvdroxv-2-methyl-1-propoxv)-5-[4-(aminosulfonvl)phenvll
3(2H)-pwridazinone The title compound may be prepared according to the
method of Example 464, substituting
(S)-?-(4-fluorophenyl)-4-(3-t-butoxy-2-methyl-1-propoxy)-5-[4
(methylsulfonyl)phenyl]-3(3H)-pyridazinone for
(S)-2-(3,4-difluorophenyl)-4-(3-t-butoxy
2-methyl-1-propoxy)-5-(4-(methvlsulfonyi)phenyl]-3(?H)-pyridazinone.
Example 495 (R)-2-(4-Fluorophenvll-4-(
-hvdroxv-2-methyl-1-propoxvl-s-f4-(aminosulfon~phenyll 10 3(2H~nvridazinone
The title compound may be prepared according to the method of Example 465,
substituting (R)-2-(4-f7uorophenyl)-4-(3-t-butoxy-2-methyl-1-propoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone for
(R)-2-(3,4-difluorophenyl)-4-{3-t-butoxy
2-methyl-1-propoxy)-5-[4-(methylsulfonyl)phenyl]-3(''H)-pyridazinone. 15
Example 496
(S)-2~3-Chloro-4-fluorophenvll-4-(3-hvdroxv-2-methyl-1-propoxv~~-5-~4
(methylsulfonvl)phenvll-3(2H1-ovridazinone The title compound may be
prepared according to the method of Example 46?, 3o substituting
2-(3-chloro-=4-fluorophenyl)-4-hydroxy-5-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone in place of
?-(~,4-difluorophenyl)-4-hydroxy-~-[4-(methyisulfonyl)phenyl
3(2H)-pyridazinone. Exam~e 497 25 (S)-?-(3-Chloro-4-fluorophenvl)-4-f
3-hvdroxv-?-methyl-1-propoxv )-5-f4
~aminosulfonvllphenvl]-3(2H)-pvridazinone The title compound can be
prepared according to the method of Example 464, substituting
(S)-'_'-(3-chloro--~-fluorophenyl)-4-(3-t-butoxv-2-methyl-1-propoxy)-5-[4 
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(methylsulfonyl)phenyl]-3('_'H)-pyridazinone in place of
(S)-2-(3,4-difluorophenyl)-4-(3-t butoxy-2-methyl-1-propoxv
~-~-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone. Example 498
(R)-2-f3-Chloro-4-fluorophenyll-4-(3-hvdroxv-2-methyl-I-propoxv)-5 j,4
(methylsulfonyl)uhenvll-3L2H)-pvridazinone The title compound may be
prepared according to the method of Example 463, substituting
3-(3-chloro-4-fluorophenyl}-4-hydroxy-~-[4-(methylsulfonyl)phenyl]-3(2H)
pyridazinone in place of
2-(3.4-difluorophenyl)-4-hydroxy-~-[-1-(methylsulfonyl)phenyl
3(2H)-pyridazinone. Example 499
(R)-2-(3-Chloro-4-fluorophenvlZ4-(3-hvdroxv-2-methyl-1-propoxy)-5-j4
~aminosutfonvl)~henvll-~2HLpvridazinone ~ 5 The title compound may be
prepared accordine to the method of Example 464, substituting
(R)-2-(3-chloro--1-fluorophenyl)-4-(3-t-butoxy-?-methyl-1-propoxy)-~-[4
(methylsulfonyl)phenyl]-3(?H)-pyridazinone in place of
(S)-2-(3,4-difluorophenyl)-4-(3-t
butoxy-~-methyl-1-propoxy-~-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone.
20 Example 500
(S)-?-(3-Chlorophenvl)-4-f3-hvdroxv-?-methyl-I-yropoxv)-5~4-(methvlsulfonvl
)ohenyll 3 (2H)-pvridazinone The title compound may be prepared according
to the method of Example 4b2, substituting
2-(3-chlorophenvl)-4-hydroxy-5-[4-(methylsulfonyl)phenyl]-3(2H) 25
pyridazinone in place of
2-(3.4-difluorophenyl)-4-hydroxy-~-[4-(methyIsulfonyl)phenyl 3
(2H)-pyridazinone. Example 541 342   y ? MAY Z003 WO 00/2.i719
PCT,'US99/25234 (Sl-2-(3-Chlorophenvll-4-(
3-hvdroxv-?-methyl-1-propoxvl-~-j4-(aminosulfom I)phenv Il
3(2H)-wridazinone The title compound may be prepared according to the
method of Example 464, substituting
(S)-2-(3-chlorophenyl)-4-{3-t-butoxy-?-methyl-1-propoxy)-~-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone in place of
(S)-2-(3,4-difluorophenvl)-4-(3-t
butoxy-2-methyl-1-propoxy)-5-[4-(methylsulfonyl)phenyl]-3('_'
H)-pyridazinone. Example 502 (
R)-2-(3-Chlorophenvl)-4-(s-hvdro~cv-2-methyl-1-propoxvl-~-j4-(methvlsulfonv
l lphenv i l 10 3 (2H1-nvridazinone The title compound can be prepared
accordine to the method of Example 463, substituting
2-(3-chlorophenyl)-4-hydroxy-~-[4-(methvlsulfonyl)phenyl]-3(2H) pyridazmone
in place of 2-(3.4-difluorophenyl)-4-hvdroxy-~-(-t-(methylsulfonyl)phenyl]
3(2H)-pyridazinone. 15 Example 503 (R)-2-(3-Chlorophenv~-4-(
3-hvdroxv-?-methyl-1-pronoxvl-~-f4-(aminosulfonv_l~phenvll
3(2H)-pyridazinone The title compound can be prepared according to the
method of Example 464, 20 substituting
(R)-'_'-(3-chlorophenyl)-4-(3-t-butoxy-?-methyl-1-propoxy)-5-[-~
(methylsulfonyl)phenyl]-3(2H)-pyridazinone in place of
(S)-'_'-(3,4-difluorophenyl)-4-(3-t butoxy-'?-methyl- I
-propoxy)-~-(4-{methylsulfonyl)phenyl]-3 ('?H)-pyridazinone. Example Q04 25
(S)-2-l2.''.2-Trifluoroethvl)-4-(3-by droxv-2-methyl- I -propoxvl-~-(.l
~methvlsulfonvllphenvl]-3(2H1-pvridazinone The title compound may be
prepared according to the method of Example 46?, substituting
2-{'_'.?.2-trit7uoroethyl)--1-hvdroxy-5-[4-(methylsulfonyi)phenyl]-3(2H)
3.i 3   ~ 7 MAY 2nn3 WO 00/24719 PCT/US99/25234 pyridazinone in place of
2-(3,4-difluorophenyl)-4-hydroxy-5-(4-(methylsulfonvl)phenyl
3(2H)-pyridazinone. Example 505
(S)-2-12.2.?-Trifluoroethvl)-4-(3-hvdroxy-2-methyl-1-propoxv)-~-[-~
(aminosulfonvl )phenyl l 3(2H1-pyridazinone The title compound may be
prepared according to the method of Example 484, substituting
(R)-3-t-butoxv-?-methyl-1-propanol (Example 462A) in place of ?-methyl
1,2-propanediol. After Suzuki coupling with
4-[2-(tetrahydropyranyl)thio]phenylboronic I o acid. the resulting
intermediate is treated with NCS and NH,OI-1 as in Example 484. This
sulfonamide product is then treated with TFA (as in Example 46'_'C) to
cleave the t-butyl ether and provide the title compound. Example 506 I S
(R)-2-('_.? ?-Trifluoroethvll-4-(3-hvdroxv-?-methyl-1-pronoxv)-~-(4
(methvlsulfonvl?phenvll-3(2H)-pvridaztnone The title compound may be
prepared according to the method of Example 463, substituting
2-('_','_',?-trifluoroethylj-4-hydroxy-~-[4-(methylsulfonyl)phenvl]-3(2H)
pyridazinone in place of
2-(3,4-difluorophenyl)-4-hydroxy-~-[=~-{methvlsulfonyl)phenvl 30
3(2H)-pyridazinone. Examvle Q07 (R)-2-(2,2
2-Tri~luoroethvl)-4-(3-hvdrow-2-methyl-1-propoxvl-~-f4
(aminosulfonvl)phenvll-3(2H)-pvridazinone 35 The title compound may be
prepared according to the method of Example ~0~, substituting
(S)-3-t-butoxy-2-methyl-1-propanol in place of (R)-3-t-butoxy-~-methyl-1
propanol. Example 5O8 3 ~-1   ~ 7 MAY 2003 WO 00/2.t719 PCT/lJ S99/Z SZ34
2-(4-Fluorophenvl
>-4-l3-hvdroxv-2.2-dimethvl-1-propoxv)-~-f4-(methvlsulfonvl)phenvlL
3(2H)-wridazinone The title compound may be prepared according to the
sequence of reactions described in Example 471, substituting
4-fluorophenylhydrazine in place of 3.4 5 difluorophenylhydrazine and
substituting neopentyl glycol in place of 3-methyl-1,3 butanediol. Example
509
2-(4-Fluoro~henvil-.~-(s-hvdroxv-2.2-dimethvl-1-propoxv)-~-f4-(aminosulfonv
l)phenvl], I 0 ~?H )-ovridazinone The tale compound may be prepared
according to the method of Example 469, substituting
2-(4-fluorophenvl)-4-(3-hydroxy-2,2-dimethyl-1-propoxy)-6-[4
(methylsulfonyl)phenyl]-3('_'H)-pyridazinone for
2-(3,4-difluorophenyl)-.~-(2-hydroxy-2
methyl-1-propoxy)-~-[4-(methylsulfonyl)phenyl]-3 (2 H)-pyridazinone. ~5
Example 510
2-(3.4-Difluorophenvl)-4-(3-hvdroxv-2.2-dimethvl-1-propoxvl-5-f=1
(methvlsulfonvl)phenvll-3 2H)-pvridazinone The title compound ~as prepared
according to the sequence of reactions described 20 in Example 471,
substituting neopentyl glycol in place of 3-methyl-1,3-butanedioI (yield:
300 mg. 71io). mp I61-16'_'C; 'H NMR (300 MHz. DIVISO-db) 8 0.72 (s. 61-I),
3.05 (d. J = 6 Hz, 2H), 3.30 (s, 3H). 4.19 (s, 2H), 4.64 (t, J = 61-iz, 1
H), 7.62 (m, 1 H). 7.62 (dd, J = 9 Hz, J = 9 Hz) 1 H), 7.82 (ddd. J = 9 Hz,
J = 9 Hz, J = 3 Hz. 1 H), 7.92 (d, J = 9 Hz, 1 H), 8.08 (d, J = 9 Hz, 2H),
8.21 (s. 1 H); MS (DCI/NH3) m/z 466 (M+H)T; Anal. calcd. for 25
C22H2~F2N205S: C, 66.88; H, 4.77; N, 6.03. Found: C, Q6.8=I; H, 4 83; N.
6.99. E~cample 61 1 2-(3.-1-Difluorophenvl )-s-~ 3-hvdroxv-?.2-dimethvl-1
propo~cvl-s-[4-(ammosulfonvl) p,henvll-3(2 Hl-pvridazinone 3:~ 5   WO
00I24719 2 ? M AY 2003 PCT/US99/25234 The title compound may be prepared
according to the method of Example 459, substituting
2-(3,4-difluorophenyl)-4-(3-hydroxy-2.2-dimethvl-1-propoxy)-~-[4
(methylsulfonyl)phenyl]-3(?H)-pyridazinone for
?-(3.=~-difluorophenyl)-4-(?-hydroxy-2 methyl-1-propoxy)-5-[:~-(methy
Isulfonyl)pheny I]-3 (~ H )-pyridazinone. Example ~ 12
?-(3-Chloro-4-f7uorophenvl)-4-(3-hvdroxv-? ?-dimethvl-1-propoxv)-s j4
(methvlsulfonvl)phenvll-3(2H1-pvridazinone The title compound may be
prepared according to the sequence of reactions described in Example 471,
substituting 3-chloro-4-iluorophew Ihydrazme in place of 3,4
difluorophenylhydrazine and substituting neopentyl gl~~col in place of
3-methyl-1,3 butanediol. Example 51 ~5 2-(3-Chloro-4-fluorophenvll-=1-(
3-hvdroxv-2.?-dimethvl-1-propoxv)-sly-(amino
sulfonvllohenvll-3(2H)-pvndazinone The title compound may be prepared
according to the method of Example 4~9, substituting
2-(3-chioro-4-fluorophenyl)-4-(3-hydroxy-2.2-dimethyl-1-propoxy)-~-(=1
(methylsulfonyl)phenyl]-3(?H)-pyridazinone for
2-(3.=1-difluorophenvl)-4-(?-hydroxy-2 zo
methyl-1-propoxy)-~-[4-(methylsu(fonyl)phenyl]-3(?H)-pyridazinone. Example
5l4 2-(3-Chlorovhenvl)-4-(
3-hvdroxv-2.2-dimethvl-l~ropoxv)-s-j4-(methvlsulfonvl)phenvl]
3(2H~pvridazinone 25 The title compound may be prepared according to the
sequence of reactions described in Example 471, substituting
3-chlorophenylhydrazme in place of 3,4 difluorophenylhydrazine and
substituting neopentyl glycol m piace of 3-methyl-1.3 butanediol. 346 
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?-(3-Chlorophenvl)-4-(3-hvdroxv-?
?-dimethvl-1-propoxv)-s-(.~-(aminosuffonvllphenvll ~2H)wridazinone The
title compound may be prepared according to the method of Example 4~9. 5
substituting
2-(3-chlorophenyl)-=4-{3-hydroxy-2,2-dimethyI-1-propoxy)-5-[=1-(methyl
sulfonyl)phenyl]-3(?H)-pyridazinone for
~-(3,4-difluorophenvl)-4-(2-hydroxy-2-methyl-1
propoxy)-~-[~-(methylsulfonyl)phenyl]-3(?H)-pyridazinone. Example 516 1 o
N-f f 4-f 2-l ~ .-1-Difl uoroohem~ I ~-4-(2-methyl-1-propoxv 1-?
H-pvridazin-s-on-~ vllphenvllsulfonyl]acetamide A mixture
of?-(3,4-diffuorophenyl)-4-(2-methyl-I-propoxy)-~-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone (Example 403. 1 equivalent).
acetic anhydride (3 equivalents). 4-(dimethylamino)pyridtne (0.3
equivalents). and triethylamine ( 1.2 15 equivalents) is stirred at room
temperature for 16 hours. The reaction mixture is partitioned between ethyl
acetate and water. The organic layer is washed with brine then dried over
vIgSO, and filtered. The filtrate is concentrated in vacuo to give the
title compound. 3o Example 517 N 1L4-(2-(;.-1-Difluorophenvl~-4-f2-methyl-1
~ropoxvl-?H-pwidazin-3-on-~-vl.]phenvll sulfonvllacetamide. sodium salt To
a suspension of N-[[4-[?-(3,4-Difluorophenyl)-4-(2-methyl-1-propoxy)-2H
pyridazin-3-on-~-yl]phenyl]sulfonyl]acetamide (Example 516. 1 equivalent) w
absolute 25 ethanol is added a solution of sodium hydroxide ( 1 equivalent)
in absolute ethanol. The mixture is stirred at room temperature for 10
minutes and concentrated in vacuo. The residue is dried at high vacuum to
provide the title compound. Example 518 3d;   '~ 7 M AY ~nO3 W'O 00/2.1719
PCT/US99125234 N-f f 4-f ?-(4-F1 uoro~henvl
)--~-(s-hvdroxv-3-methyl-1-butoxv)-2H-pvridazin-3-on-~
vllphenvllsulfonvllacetamide A mixture of
?-(.~-fluorophenyl)-4-(3-hydroxy-3-methyl-1-butoxv)-5-{:~
(aminosulfonyl)phenyl]-3(?H)-pyridazinone (Example 470, 1 equivalent),
acetic anhydride 5 (3 equivalents), 4-(dimethylamino)pyridine (0.3
equivalents), and triethylamine ( 1.2 equivalents) is stirred at room
temperature for 16 hours. The reaction mixture is partitioned between ethyl
acetate and water. The organic layer is washed with brine then dried over
MgSOa and filtered. The filtrate is concentrated in vacuo to eive the title
compound. to Example ~ 19
N-[(4-[2-(4-Fluoroehenvll-4-(3-hvdroxv-3-methyl-1-butow)-2H-pvridazin-3-on-
s yl]phenvf]sulfonvllacetamide. sodium salt To a suspension of
N-[[4-[2-(4-Fluorophenyl)-4-(3-hydroxy-3-methyl-1-butoxy) 15
2H-pyridazin-3-on-5-yl]phenyl]sulfonyl]acetamide (Example ~ 18, 1
equivalent) in absolute ethanol is added a solution of sodium hydroxide ( 1
equivalent) in absolute ethanol. The mixture is stirred at room temperature
for 10 minutes and concentrated in vacuo. The residue is dried at ht~h
vacuum to provide the title compound. zo E~cam~le Q20 N-f
(4~?-(3.4-Difluorophenvil-4-(?-hvdroxy-2-methyl-1-propoxv)-2H-pvridazin-'s-
on-~ yJlnhenvllsulfonvl~acetamide A mixture of
2-{3,4-difluorophenyl)-4-(2-hydroxy-2-methyl-1-propoxy)-~-[4
(aminosulfonyl)phenyl]-3(?H)-pyridazinone (Example 459. 1 equivalent),
acetic anhydride 25 (3 equivalents), 4-(dimethylamino~pyridine (0.3
equivalents), and triethylamine ( 1.'_ equivalents) is stirred at room
temperature for 16 hours. The reaction mixture is partitioned between ethyl
acetate and water. The organic layer is washed with brine then dried over
MgSOa and filtered. The filtrate is concentrated in vacuo to give the title
compound. ~~s   2 7 MAY 2003 WO 00/2.t719 Example 521 PCT/ US99/25234 N
Jf4-f2-(3.4-Difluorophenvl)-4-(2-hvdroxv-2-methyl-I-proaoxvl-2H-pvridazin-3
-on-~ vllphenvllsulfonvllacetamide. sodium salt 5 To a suspension of
N-[[4-[2-(3.4-difluorophenyl)-4-(2-hydroxy-2-methyl-I
propoxy)-2H-pyridazin-3-on-~-yl]phenyl]sulfonyl)acetamide (Example 520, 1
equivalent) tn absolute ethanol is added a solution of sodium hydroxide ( 1
equivalent) in absolute ethanol. The mixture is stirred at room temperature
for 10 minutes and concentrated in vacuo. The residue is dried at high
vacuum to provide the title compound. Example ~2? N if
4-[2-(3-Chlpro-4-fluorophenvll-4-(2-hvdroxv-'?-methyl-1-propoxv)-2Hwridazin
-3 on-5-vll>'henvllsulfonvl)acetamide A mixture of
2-(3-chlpro-4-fluorophenyl)-4-(2-hydroxy-2-methyl-1-propoxy)-5-[4 ~ 5
(aminosulfont'!)phenyl]-3(2H)-pyridazinone (Example 480. I equivalent),
acetic anhydride (3 equivalents), 4-(dimethvlamino)pyridine (0.3
equivalents), and triethylamine ( 1.2 equivalents) is stirred at room
temperature for 16 hours. The reaction mixture is partitioned between ethyl
acetate and water. The organic layer is washed with brine then dried over
I~IgSOa and filtered. The filtrate is concentrated in vacuo to give the
title 20 compound. Example S''3 N-I
I4-[2-(3-Chlpro-4-fluorophenvl)-4-~2-hvdroxv-'_'-methyl- t
-propoxy)-2H=pvridazin-3 on-~-vllphenvl)sulfonvllacetamide. sodium salt 'S
To a suspension of
N-([4-[?-(~-chlpro-4-fluorophenyl)-4-(2-hydroxy-'-methyl-1
propoxy)-2H-pyridazin-3-on-~-yl]phenyl]sulfonyl]acetamide (Example 5'_''?,
1 equivalent) in absolute ethanol is added a solution of sodium hydroxide (
1 equivalent) in absolute ethanol. The mixture is stirred at room
temperature for 10 minutes and concentrated in vacuo. The residue is dried
at high vacuum to provide the title compound. 349   wo oo,~~~t9 2 7
~~,nv`$n~3 Example 524
N-([4-(2-~3-Chloro~henvl)-4-(2-hvdroxv-2-methyl-1-propo~cvl-2H-wridazin-3-o
n-5 vllphenvllsulfonvl~acetamide 5 A mixture of
2-(3-chlorophenyl)-4-(2-hydroxy-2-methyl-I-propoxy)-~-[~.-{amino
sulfonyl)phenyl]-3(2H)-pyridazinone (Example 482. 1 equivalent)) acetic
anhydride (3 equivalents), =t-{dimethylamino)pyridine (0.3 equivalents),
and triethylamine ( 1.? equivalents) is stirred at room temperature for 16
hours. The reaction mixture is partitioned betty een ethyl acetate and
water. The organic layer is washed with brine then 10 dried over MgSO, and
filtered. The filtrate is concentrated in yacuo to give the title compound.
Example ~2~
N-[[4-(2-(3-Chlorophenvl)-4-(2-hvdroxv-2-methyl-1-propoxv)-?H-pvridazin-3-o
n-~ IS yllphenvllsulfonvllacetamide, sodium salt To a suspension of
:~I-[[4-[2-{3-chlorophenyl)-4-{2-hydroxy-2-methyl-I-propoxy)
2H-pyridazin-3-on-~-yl]phenyl]sulfonyl]acetamide (Example ~?5, 1
equivalent) in absolute ethanol is added a solution of sodium hydroxide ( 1
equivalent) in absolute ethanol. The mixture is stirred at room temperature
for 10 minutes and concentrated in ?0 vacuo. The residue is dried at high
vacuum to provide the title compound. Example s~6
N-([4-(2-(2.?.'_'-Tritluoroethvl)-4-(?-hvdroxv-?-methyl- l
-~ropoxv)-2H-pvndazin-3-on-~ vllphenvllsul fonvllacetamide ?5 A mixture of
2-(2.?.?-trifluoroethyl)-4-(2-hydroxy-2-methyl-1-propoxy)-~-[4
(aminosulfonyl)phenvl J-3(2H)-pyridazinone (Example -18~) 1 equivalent),
aceuc anhydride (3 equivalents), -1-(dimethylamtnojpyridine (0.3
equivalents). and triethylamine (1.2 equivalents) is stirred at room
temperature for 16 hours. The reaction mixture is partitioned between ethyl
acetate and water. The organic layer is washed with brine then 35o   w0
00/24719 '~ 7 M AY 2003 PCT/US99/25234 dried over :vIgSO~ and filtered. The
filtrate is concentrated in vacuo to give the title compound. Example ~?7 5
N-ff=1-f2-l2.?.2-Trifluoroethvl)-4-(2-h
dery-2-methyl-1-propoxv)-2H-pvrtdazin-3-on-~ yllphenvllsulfonvllacetamide.
sodium salt To a suspension of
~1-[[4-[2-(2,2,'_'-trifluoroethyl)-4-(2-hydroxy-2-methyl-I
propoxy)-?H-pyridazin-3-on-~-yl]phenyl]sulfonyl]acetamide (Example ~?6, I
equivalent) in absolute ethanol is added a solution of sodium hydroxide ( I
equivalent) in absolute I o ethanol. The mixture is stirred at room
temperature for 10 minutes and concentrated in vacuo. The residue is dried
at high vacuum to provide the title compound. Example 528 N:jj4-[2-(?,2
?-Trifluoroethvll-~-(3-hydroxv-2 ?-dimethvl-1-propoxv)-2H-pvridazin-3 l5
on-~-vllnhenv(lsulfonvl]acetamide A mixture of
2-(2.?.~'-trifluoroethyl)-4-(3-hydroxy-2.?-dimethyl-I-propoxy)-~-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone (Example 486. I equivalent),
acetic anhydride (3 equivalents), 4-(dimethvlamino)pyridine (0.3
equivalents), and triethylamine ( 1.2 equivalents is stirred at room
temperature for 16 hours. The reaction mixture is 2o partitioned between
ethyl acetate and water. The organic layer is washed with brine then dried
over MgSO~ and filtered. The filtrate is concentrated in vacuo to give the
title compound. Examgle 529 25 N-[~4-[2-(2.2
?-Trifluoroethv!)-4-(3-hvdroxv-2 2-dimethvl-l -nropoxv)-2H-pvndazin-3
on-~-vllnhenvllsulfonvllacetamide. sodium salt To a suspension of
N-[[4-[2-(2,?,2-trifluoroethvl)--l-(3-hydroxy-~'.?-dimethyl-1
propoxy)-?H-pyridazin-3-on-~-yl]phenyl]sulfonyl]acetamide (Example 5?8. 1
equivalent) in absolute ethanol is added a solution of sodium hydroxide ( 1
equivalent) in absolute 351   W O 00I? 4719 2 7 MAY 2003 PCT/US99/25234
ethanol. The mixture is stirred at room temperature for 10 minutes and
concentrated in vacuo. The residue is dried at high vacuum to provide the
title compound. Exam,~le 530 5 2-(2.2.2-Trifluoroethvl)-4-(3-hvdroxv-
3-methyl-1-butoxv)-5-f4-(methvlsulfonvllphenvll 3(2H)-pvridazinone The
title compound was prepared according to the sequence of reactions
described in Example 471, substituting 2,2.2-trifluoroethylhydrazine in
place of 3,4 difluorophenylhydrazine. 'H NMR (300 l~lHz. CDC1,) 8 1.'_'S
(s, 6H) , 1.88 (t, ?H, J = 9 10 Hz), 2.35 (br s, lI-I). 3.15 (s. 3H), 4.55
(t, 2H. J = 7.5 Hz). 4.85 (q. ?1-I. J = 9 Hz), 7.75(d, 2H J = 9 Hz), 7.65
(s, 1 H). 8.05 (d, 2H J = 9 Hz); MS (DCI/NH;) m/z 435 (MTH)', Analysis
calculated for C,~H,,F;N,05S: C, 49.77; H, 4.87; N. 6.45. Found: C, 49.71;
H, 4.90; N, 6.4~, 



15 Example 531
2-(2.2.2-Trifluoroethvl)-4-(3-hvdroxv-3-methyl-1-butoxv)-5-[4-(aminosulfonv
l)phenvll 3(2H1-pvridazinone The title compound was prepared according to
the method of Example 484, substituting 3-methyl-1.3-butanediol in place of
2-methyl-1.2-propanediol. 'H NMR (300 2o MHz, CDCI,) b I.85 (t, 2H, J = 6
Hz) , 2.78 (s. 6H), 4.55 (t, 2H, J = 6 Hz), 4.85 (q) 2H. J = 9 Hz), 5.3 (s,
2H), 7.68 (d, 2H J = 9 Hz), 7.85 (s, I H), 8.05 (d. 2H J = 9Hz), 8 45 (br
s, 1 H); MS (DChTIH,) mlz 436 (M+H)'; Analysis calculated for C,,H,oF;
N,OSS: C, 46.89; H, 4.62; N, 9.65. Found: C. =t7.18; H, 4.93; N, 9.86. 25
Example 532 2-( 3.4-Dichloropheny I)-4-(
3-hvdroxv-3-methyl-1-butoxv)-5-[4-(methv lsul fonvl)phenvll
3(2H)-pvridazinone The title compound was prepared according to the
sequence of reactions described in Example 471. substituting
3,4-dichlorophenylhydrazine in place of 3,4 .i52   ~ ? M AY 2003 WO
00/2-t719 PCTIUS99/25234 difluorophenylhydrazine. mp 118-120C: 'H NMR (300
MHz. CDC1,) S 1.2~ (s, 6H),
1.92(t,J=6Hz.2H).3.1.i(s.3H),4.07(t,J=6Hz.2H),7.~8(d,J=9Hz, 1H),7.59(dd, J
= 9 Hz, J = 2 Hz, 1 H)) 7.80 (d, J = 9 Hz. 2 H). 7.87 (d, J = 2 Hz, I H).
7.84 (s, 1 H), 8.19 (d, J = 9 Hz. ?H); MS (DCh'NH,) m/z 497 (M+H)~. Anal.
calcd. for C?2H~~CI~N~O~S: 5 C, 53.12; H, 4.45; N, i.63. Found: C. Q2.80;
H, 4.~3; N, ~.3~. Example 533
2-j(3-Trifluoromethvl)phenyl]-4-(2-hvdroxv-?-methyl-1-propoxvl-5-[4
(methvIsulfonvllphenvl]-3(2H1-pvridazinone The title compound was prepared
according to the sequence of reactions described in Example 47l,
substituting 3-(trifluoromethyl)phenvlhydrazine in place of
3,4difluorophenylhydrazine and substituting ?-methyl-1.?-propanediol
(prepared by the LAH reduction of methyl 2-hydroxyisobutyrate) in place of
3-methyl-1,3-butanediol (yield: 200 mg, 75%). mp 143-144C; 'H NMR (300 MHz,
CDC13) 8 1.20 (s, 6H), 3.13 (s, 3H), 4.11 t 5 (s, 2H), 7.64 (m, 2H), 7.84
(d, J = 9 Hz, 2H), 7.90 (d, J = 9 Hz, 1 H). 7.97 (d) J = 9 Hz, 1 H), 7.98
(s, 1 H), 8.13 (d. J = 9 Hz, 2H); MS (DCh':~1H3) m/z 483 (M+H)'; Anal.
calcd. for C22H21 F3N205S O.SC,H,0,: C, ~4.7~: H, 4.79; N, i.32. found: C,
55.1 ~; H. 4.77; N, 5.09. 2o Example Q34 2-(3.4-Dichlorophenvll-4-f
2-hydroxv-2-methyl-1-propoxv)-~-f=~-(methvlsulfonvllphenvll
3(2H7-pvridazinone The title compound was prepared according to the
sequence of reactions described in Example 47l , substituting
3,4-dichlorophenylhvdrazine in place of 3,4 35 difluorophenylhydrazine and
substituting ?-methyl-1.2-propanediol (prepared by the LAH reduction of
methyl 2-hydroxyisobutyrate) in place of 3-methyl-1.3-butanediol (yield:
1.7 g, 7~,'). mp l08-110C; 'H NMR (300 MHz. DMSO-d6) b 0.96 (s, 6H), 3.38
(s, 3H). 4.''0 (s, 2H), 4.52 (s, 1 H), 7.68 (dd, J = 9 Hz, J = 3 Hz, 1 H),
7.83 (d. J = 9 Hz, 1 H), 7.78 (d, J = 9 Hz. 2H), 7.79 (d. J = 3 Hz. 11-I),
8.04 (d. J = 9 Hz, ?I-I). 8 22 (s. 1 H); MIS (DCI,~NH,) m/z s3   2 7 MaY
2on3 WO 00/24719 PCT/1JS99; 25234 483 (M+H)-; Anal. calcd. for C21
H2pC1~N~05S: C. ~?.18; H. 4.17; N, 5.79. Found: C. 52.41; H) 4.?2; N, 5.53.
Example 535 5
(R.S)-2-(4-Fluorophenvl)-4-(3-hvdroxv-1-butoxv)-~-[4-(methvlsulfonvl)phenvl
l-3(2H) pvridazinone The title compound was prepared by reacting the
product from Example 468, 2-{.~
fluorophenyl)-4-(3-oxo-1-butoxy)-~-[4-(methylsulfonyl)phew
I]-3(2H)-pyndazinone (20 mg, 0.05 mmol) in methanol (~ mL) at 0C with
sodium borohvdridre (4 mg. 0.1 mmol). The reaction mixture was allowed to
warm to room temperature. then volatile components were removed under
reduced pressure. The residue  as treated with water and 10% aqueous citric
acid solution was added to bring the pH to 7. The resulting precipitate was
collected by filtration and dried to provide the title compound as an off
white solid ( 11 mg, Q0.9%). mp 63-66C; 'H NMR (300 MHz, CDCI;) b 1.? 1 (d)
J = 6 Hz, 3H), 1.60 ~ 5 1.73 (m. 1 H), 1.84-1.96 (m, l H), 3.14(s, 3H).
4.01-4.14 (m, 1 H), 4.20-4.28 (m, 1 H). 4.64 (dt, J = 3 Hz, J = 9 Hz, 1H).
7.20 (t, J = 9 Hz, 2H), 7.43-7.5~ (m. 2H), 7.81 (d. J = 9 Hz, 2H), 7.96 (s,
1H). 8.10 (d, J = 9 Hz, ?H); IvIS (DCI~'NHa) miz -133 (M+H)~. Example 536
20 ''-(3.4-Difluorophenvl)--1-f l -butoxv)-~-f4-(methvlsulfonvllehenyll-
~('_H)-pvr:dazinone Example 536A 2-(3
4-Difluorophenvl)-4-(1-butoxv)-5-chloro-3{?H)-pyr~dazinone To a stirred,
room temperature solution of n-butanol (0.81 g, 10.93 mmol. 1.1 25 equiv.)
in THF (20 mL) was slowly added 1.0 IvI sodium bis(tnmethylsilyl)amide in
THF ( 12 mL. 1 ? mmol, 1.? equiv.). The reaction mixture  as stirred for
0.5 hours. then it was transferred to a solution
of'_-(3,4-difluorophenyl)-4.5-dichloro-3(''H)-pyridazinone (2.88 g, l0.4
mmol, 1.0 equiv.) in THF (80 mL) The resulting reaction mixture was stirred
for 0.5 hours at room temperature to provide the title compound (2.5 j, 79
4,'0). jS~   ~ 7 M AY 2003 WO 00/24719 PCT/US99/25234 Example 36B
2-(3,4-Dit7uorophenvl)-4-( 1-butoxv)-5-j4-(methvIthio)phenv113
(?H)_pvrtdazinone A slurry of palladium(II) acetate (9.0 mg. 0.04 mmol).
tnphenylphosphine (21.0 5 mg, 0.08 mmol) and isopropanol ( 1 mL) was
stirred at room temperature for 10 minutes. To this mixture was added
2-{3.4-Difluorophenyl)-4-( 1-butoxy)-5-chloro-3(2H)pyridazinone (Example
536A, 0.63 g, 2 mmol), 4-{methylthio)benzeneboronic acid (0.403 mg, 2.4
mmol) and isopropanol {4 mL). A solution of K3P0, (0.66 g, 3 mmol) in water
( 1 mL) was also added and the resulting reaction mixture was deoxygenated
by bubbling o nitrogen through it for 2 minutes. The reaction mixture was
then stirred under a nitrogen atmosphere for 1 ~ hours at 70 C. The
reaction mixture was then cooled to room temperature and water ( 15 mL) was
added to provide a precipitate. The precipitate was collected by filtration
and rinsed with water then hexane to give after drying the title compound
(0.77 g, 9~%). 15 Example 536C 2-(3.4-Difluoro~henvl
>-4~1-butoxv)-s-(4-(methvlsulfonvl)phenyl]-3(2H)-pvridazinone To a solution
of 2-(3,4-difluorophenyl)-4-(1-butoxy)-~-[4-(methylthio)phenylJ
3(2H)-pyridazinone (Example 36B. 0.6 g, 1.~ mmol) in acetone ( 10 mL) at
-?0 C was o slowly added over ~ minutes a 3?% solution of peracetic acid in
acetic acid (3.7~ mmol). The reaction mixture was allowed to warm to room
temperature at which point water (30 mL) was added. Stirring was continued
for 0.5 hours, then the precipitate was collected by filtration and washed
with water to provide the title compound (0.6 i g, 94%). mp 129132C; 'H NMR
(300 MHz. CDCI,) a 0.88 (t, J = 6 Hz. 3H). 1.20-1.36 (m, 2H), l.~:l-1.68 25
(m, 2H), 3.14 (s, 3H), 4.5? (t, 3 = 6 Hz, 2H), 7.'_~-7.34 (m, 1H),
7.44-7.30 (m. 1H), 7.557.62 (m. 2I-I), 7.77-7.82 (m, ZH). 7.9? (s. 1H),
8.0~-8.10 (m,'H); MS (DCI/~IH,) miz43~ (M+H) : Anal. calcd. for C,,H,F,N,O;
S: C, S8.06; H, 4.64; N, 6.44. Found: C, Q7.82, H, 4.53; N. 6.31. ass   ~ 7
M AY ~d~~ WO 00/24719 PCT,~LJS99/25~34 Example Q37
2-(3-Chloro-4-fluoro~henvll-4-(?-methyl-1-propoxv)-5-~4-(methvlsulfonvl)phe
nyll 3(2Hl~vridazinone The title compound was prepared according to the
method of Example 536 5 substituting 2-methyl-1-propanol in place of
n-butanol and substituting 2-(3-chloro-~1
fluorophenyl)-4,~-dibromo-3(2H)-pyridazinone for
2-(3,4-difluorophenyl)-4.~-dichloro3(2H)-pyridazinone in Example 36A. The
resulting intermediate was subjected to the conditions in Example 36B.
substituting the catalyst PdCI,(PPh;), in place of the palladium(II)
acetate-triphenylphosphine slum'. The resulting intermediate was then
oxidized by the method of Example 36C to provide the title compound (0.~8
g. 9'?'). mp 1 16-120C; 'H NMR (300 MHz. CDCI;) a 0.86 (d, J = 6 f-Iz. 6H),
1.8~-1.94 (m, 1H), 3.14 (s, 3H), 4.32 (d. J = 6 Hz. ?H), 7.24-7.30 (m, 1
H), 7.56-7.b2 (m. 1 H), 7.77-7.83 (m, 3H), 7.86 (m, 1 H), 7.92 (s, 1 H).
8.0~-8.10 (m, 2H); MS (DCh'1VH;) m/z 4~ 1 (M+H) ; Anal. calcd. for
C,,H~oCIFN,O,S: C. 5.94; H, 4.47; N, 6.21. Found: C. 5.81; H, 4 38; N.
6.18. 15 Example 538 2~3-Chloro-4-fluorophenvl ~-4-(3-methyl-I
-butoxx)-~~4-(methvlsulfonvl)~henvll-3(2H1 pvridazinone The title compound
was prepared according to the method of Example Q36 2o substituting
3-methyl-I-hutanol in place of n-butanol to provide the title compound
(0.63 g, 92%), mp 1:~8-15?C; 'H NI~1R (300 MHz, CDCI,) 0 0.86 (d, J = 6 Hz.
6H), 1.~0-1.70 (m, 3H), 3.14 (s, 3H), 4.i-1 (t, J = 6 Hz, 2H), 7.?4-7.30
(m, 1H), 7.~6-7.62 (m. IH)) 7.77 7.83 (m, 3H), 7.86 (m, 1 H). 7.92 (s, 1
H), 8.05-8.10 (m. 2H); MS (DCI/NH;) m,%z 46~ (M+H) ; Anal. calcd. for
C==H"C1FN,O.,S: C. Q6.83, H, 4.77; N. 6.0`?. Found: C, 36.70; 25 H, 4.77;
N, 6.11. Example 539 ?-(
3.4-Dichlorophenvll--1-(?-methyl-1-pronoxv)-~-f:I-(methvlsulfonvl)phenvll-3
(2H) pvndazinone 3~6   Q 7 MAY Q003 WO 00/24719 PCT/U S 99/25234 The title
compound was prepared according to the method of Example 536 substituting
2-methyl-1-propanol in place of n-butanol and substituting ?-(3.4
dichlorophenyl)-4.5-dibromo-3(2H)-pyndazinone for
2-(3,4-difluorophenyl)-4,5-dichloro 3(2H)-pyridazinone to provide the title
compound (0.63 g, 98%). mp I27-129C; 'H 5 NMR (300 MHz. CDC1,) S 0.86 (d, J
= 6 Hz, 6H), 1.82-1.94 (m. 1 H). 3.14 (s, 3H), 4.30 (d, J = 6 Hz, 2H),
7.56-7.6? (m. ~H), 7.77-7.82 (m, 2 H), 7.86 (m. 1 H), 7.92 (s, 1 H), 8.06
8.10 (m, 2H); MS (DCI/NH;) m/z 467 (vI+H) ; Anal. calcd. for C,,H,C1,N,OaS:
C. 53.97; H, 4.3l; N. 5.99. Found: C. 53.82; H, 4.29: N. 5.89. Exam,~le 540
2-Q3,4-Dichlorophenvll--l-t 3-methyl-1-butoxv 1-5-(4-( methUsul
fonvllphenvl]-3(2H1 pvridazinone The title compound was prepared according
to the method of Example 536 substituting 3-methyl-1-butanol in place of
n-butanol to provide the title compound (0.63 ~ 5 g, 98%). mp l30-134 C: 'H
NMR (300 MHz. CDC1,) 8 0.86 (d. J = 6 Hz, 6H), 1.50-1.68 (m, 3H), 3.14 (s,
3H), :1.51 (t, J = 6 Hz, 2H), 7.56-7.62 (m, 2H). 7. 77-7.82 (m, 2H), 7.86
(m, 1 H), 7.92 (s, I H), 8.06-8.10 (m, 2H): 1~~1S (DCI/I~'H3) miz 481
(M+H)Y; Anal. calcd. for C"H"CI,N,0,5: C, 54.89; H. 4.61; N) 5.8'_'. Found:
C, 54.7?; H. =1.56: N, 5.73. 20 Example 541
2-(3.4-Difluorophenvl)--1-1.~-hvdroxv-1-butoxvl-5-f.l-(methvlsulfonvl)nhenv
l]-3(?H) pvridazinone The title compound was prepared according to the
method of Example 536 substituting 1,4-butanediol in place of n-butanol and
substitutm~ ?-(3.4-difluorophenyl) 25 4,5-dibromo-3(2H)-pyridazinone for
2-{3.-1-difluorophenyl)-4.5-dichloro-3(2H)pyridazinone to provide the title
compound (0.61 j, 95%), mp 1 10-113C;'H NMR (300 MHz. CDC13) b 1.52-1.60
(m. 2H), I. 7''-1.82 (m. ~H}. 3.15 (s. 3H), 3.6? (t, J = 6 Hz. 2H), 4.52
(t, J = 6 Hz, 2I-I), 7.25- 7.34 (m, 1 H), 7 44-7.50 (m. 1 H}, 7 . 5 5- 7
.62 (m, 1 H), 7 .77-7.82 35~   ~ 1 MAY 2003 WO 00/2.t719 PCT/US99/25234 (m,
2H). 7.92 (s, I I-I), 8.05-8.10 (m. 2H): MS (DCI/NH;) miz =168 (M+H) :
Anal. calcd. for C,,H,oF,N,O;S: C, Q5.99; H. 4.48; N. 6.?2. Found: C) 5.79:
H, 4.41: N. 5.96. E~am_pfe 54'_' 5 ?-
3-(Trifluoromethvlhhenvll-.~-(2-methyl-1-propo~cv)-~-('~-(methvlsulfonvl)ph
envll 3('_H)-pvridazinone The title compound was prepared according to the
method of Example Q36 substituting 2-methylpropanol for n-butanol and
substitutin~~ ~-[3 (trifluoromethyl)phenyl)-4.~-dibromo-3(2H)-pyridazinone
in place of 2-(3,-1 10 difluorophenyl)-4,s-dichloro-3(2H)-pyridazinone to
provide the title compound (0.~8 g. 90%). mp 125-l27 C; 'H NIvIR (300 MHz,
CDC1;) a 0.84 (d. J = 6 Hz. 6H). l.86-l.98 (m, 1 H), 3. I 4 (s, 3 H), 4.30
(d, J = 6 Hz, 2H), 7.60-7. 7 0 (m, ? H), 7.79-7.84 (m, ? H), 7.9-1 (s, 1
H), 7.88-7.98 (m, 2H), 8.06-8.12 (m. 2H); MS (DCI/NH;) m/z 484 (iVI+I-i) ;
Anal. calcd. for C"H,,F,N,O,S: C, 56.6. H, 4.54, N, 6.00. Found: C. 56.49;
H, 4.~6. N, 5.81. 15 Eiam~le Q43
?-[3-lTrifluoromethvl)phenvll-4-(3-methyl-1-butoxv)-s-[-I-lmethvlsulfonvllp
henvll 



3~H1_pvridazinone The title compound was prepared according to the method
of Example Q36 20 substituting _ -methyl-1-butanol in place of n-butanol
and substituting o-[3
(trifluoromethyl)phenyl]-4,~-dibromo-3(3H)-pyridaztnone in place of 2-(3,4
difluorophenyl)-4.~-dichloro-3(2H)-pyridazinone to provide the title
compound (0.53 g, 74%). mp 82-8~ C; 'H NMR (300 MHz. CDCt,) b 0.9~ (d, J =
6 Hz, 6H), I .5''-I .64 (m, 3H), 3.14 (s, 3H). 4.~2 (d, J = 6 Hz. 2H),
7.60-7.70 (m. ?H), 7.79-7.84 (m. 2H). 7.94 (s, 25 1 H), 7.88-7.98 (m, 2H),
8.06-8.12 (m, 2H); ISIS (DCI,~1H,) I11 Z 498 (M-H) ; Anal. calcd. for C=;
H"F;N,O,S. C, Q7.49; H, 4.82; N. i.83. Found: C, ~7.-17: H, 4.94; N, i.60.
E~am~le ~4.~ 3~8   2 ? M AY 2003 V1'O 00/24719 PCT,'US99/?5234
2-l3-(Trifluoromethvl~phenvl]-4-(3-hvdroxv-3-methyl-1-butoxv)-5-f4
(methvlsulfony~phenvl]-3(2H)-pvridazinone The title compound was prepared
according to the method of Example 536 substituting 3-methyl-1.3-butanediol
in place of n-butanol and substituting 2-[3 5
(trifluoromethyl)phenyl]-4.~-dibromo-3(2H)-pyridazinone in place of 2-(3.4
difluorophenyl)-4,5-dichloro-3(2H)-pyridazinone to provide the title
compound ( l .? g, 75%). mp 90-93 C; 'H NMR (300 MHz, CDC13) 8 l.14 (s,
6H), 1.90 (t, J = 6 Hz, 2H). 3.14 (s, 3H), 4.58 (t, J = 6 Hz, 2H),
7,60-7.70 (m, 2H), 7.79-7.84 (m, 2H). 7.94 (s. I H), 7.88-7.98 (m, ?H),
8.06-8.1? (m, 2H): MS (DCI/NH,) m/z 514 (M+H)f ; Anal. calcd. for
C,3H,,F,N,O.S: C, 5.64: H. 4.67: N. 5.64. Found: C. Q6.01: H, 4.83: N,
i.06. Example 54~
(R)-2-(3.4-Difluorophenvl)-4-(s-hvdroxv-1-butoxv)-s-14-(methvlsulfonvl)phen
v~-3(3H1 pyridazinone 15 Example 545A Ethyl (R)-3-(
tert-butvldimethvlsiloxv)butanoate To a stirred, room temperature solution
of ethyl (R)-3-hydrox;~butanoate (5.00 g, 37.8 mmol) and
tent-butyldimethylsilyl chloride (6.85 ~, 4~. ~ mmol) in DMF (90 mL) was
added imidazole (3.87 g, Q6.9 mmol). This reaction mixture was stirred at
room temperature for 18 hours. The reaction mixture was partitioned between
hexane (300 mL) and water ( I 00 mL). The organic layer was washed with
water (2 X 100 mL) then dried (MgSO,) and filtered. The filtrate was
concentrated under reduced pressure to give the title compound. 25 Examele
545B (R)-3-(ten-Butvldimethvlsiloxv)-l-butanol The crude product from
Example 45A (~37 mmol) was dissolved in dichloromethane ( l00 mL). To this
stirred solution, chilled to -78C. was added dropwtse 359   WO 00/24A9 2 ?
M AY 2003 PCT/IJS99/25234 a 1 Ml solution of diisobutvlaluminum hydride in
dichloromethane ( 185 mL. 185 mmol). The reaction mixture was stirred at
-78C for two hours, then it was allowed to warm to 30C and stirred an
additional 0.5 hours. Methanol was then added carefully at -20C to quench
any remaining hydride. The reaction mixture was then diluted with methyl
tert 5 butylether (200 mL) and washed with aqueous sodium tartrate solution
(4 X 100 mL) and brine (2 X 100 mL). The organic layer was dried (MgSO,)
and filtered. The filtrate was concentrated under reduced pressure to give
the crude title compound (6.3 g, 83%). Example 545C (Rl-2-(
3,4-Difluorophem f)-4-( 3-ltert-butvldimethvlsiloxO-1-butoxvl-~-bromo-3(2H)
pvridazinone To a stirred, 0C solution of the product from Example 545B
(3.4 g, 10 mmol) in THF (20 mL) was added 1 ~1 sodium
bis(trimethylsilyl)amide in THF ( 12 mL, 12 mmol). The reaction mixture was
stirred at room temperature for 0.5 hours, then it was transferred 15 to a
stirred, -30C solution
oF2-(3,4-difluorophenyl)-4.5-dibromo-3(2H)-pyridazinone (3.66 g, 10 mmol)
in THF ( 100 mL). The reaction mixture was stirred at -30C for 1 hour, then
overnight while warming to room temperature. The reaction was quenched with
saturated aqueous ammonium chloride solution ( 100 mL) and extracted with
ethyl acetate (2 X 100 mL). The organic layer was washed with brine (? X 20
mL), then dried zo (NIgSO~), and filtered. The filtrate was concentrated
under reduced pressure and the residue was purified by column
chromatography (silica gel, 90:10 hexaneiethyl acetate) to provide the
title intermediate (2.5 g, 51 %). Example 545D 35
(Rl-?-(3.4-Difluorophenvll-4-f 3-(tert-butyidimethvlsiloxv)-1-buto~cvl-5-L4
(methvithio)phenvll-3(2H)-~vridazinone Under a nitrogen atmosphere, a
mixture of the product from Example 545C (0.98 g, 2 mmol),
4-(methylthio)benzeneboronic acid (0.4 g, 2.4 mmol), K;PO~ ( 1.2 g. 6
mmol), PdCI,(PPh3), (28 m" 0.04 mmol), isopropanol (9 mL). and water ( 1
mL) was stirred at 70 360   W O 00/24719 2 7 MAY 2003 PCT/US99/252.34 C for
4 hours. The reaction mixture was then cooled to room temperature, water
(30 mL) was added and stirring was continued for 2 hours. The crude black
precipitate was collected by filtration then washed with water ( 10 mL )
and hexane ( 10 mL). This title intermediate was used without further
purification in the follo~ing oxidation/deprotection 5 step. Example 54E
(R)-2-( :..~-DifluorophenvM--t-(
:-hvdrox~~-1-butoxvl-~-j4-(methvlsulfonvllphenvll-;(2H) Qvridazinone to A
stirred solution of the product from step Example ~-1sD(~2 mmol) in acetone
(10 mL) was chilled to 0C. To this was added 32% peracetic acid in acetic
acid solution ( 1.42 mL, 6 mmol). The reaction mixture was stirred for 1
hour while warming to room temperature. At this point the oxidation was
complete. but some of the product's hydroxy group was still silylated so l
Iv1 tetrabutylammonium fluoride in TI-IF (4 mL. 4 mmol) was 15 added and
stirring was continued for 0.~ hours. The reaction mixture was then treated
with 5% aqueous sodium thiosulfate solution (30 mL) for 2 hours. The
precipitated product was collected by filtration, washed with water ( 10 mL
) and hexane ( 10 mL). The solid was stirred in isopropanol (~ mL) for 6
hours then collected by filtration and dried to provide the title compound
(0.78 g. 87%). mp 126-129 C: 'H NMR (300 MHz, CDCI,) b 20 1.22 (d, J = 6
Hz. 3H), 1.62-1. 74 (m, I Hj. 1.84-1.94 (m, 1 H). ~ .16 (s, 3H), 3.30 (s
br, 1 H), 4.00-4.10 (m, 1 H), 4.20-4.;0 (m, 1 H), 4.63 (td, J = 9.6 Hz, J =
-~ Hz, 1 H), 7.2~-7.34 (m, 1 H), 7.46-7.~2 (m, 1 H), 7.~6-7.64 (m, 1 H).
7.78-7.84 (m, 2H). 7.97 (s, 1 H), 8.06-8.12 (m, 2H); MS (DCI/NH~) m/z 468
(M+NHq)-. 25 Example Q46
(S)-?-13.4-Difluorophemll-4-(3-hvdroxv-1-butoxvl-s-f4-(methvlsulfonvllphenv
ll-3(2H) p-vridazinone The title compound was prepared according to the
method of Example ~4~ substituting ethyl (S)-3-hydroxybutanoate in place of
ethyl (R i-3-hydroxybutanoate (0.72 361   WO 00/2.t;719 2 ? MAY 2003
PCT/US99/25234 g, 80%). mp 128-130 C; ~H NMR (300 MHz, CDC1,) S 1.?? (d, J
= 6 Hz. 3H1, 1.62-1.74 (m, 1 H), 1.84-1.94 (m, 1 H), 3.16 (s. 3H). 3.30 (s
br, 1 H), 4.00-4.10 (m. 1 H), 4.20-4.30 (m, 1 H). 4.63 (td, J = 9.6 Hz, J =
4 Hz. 1 H). 7.2~-7.34 (m. 1 H), 7.-16-7.~2 (m. 1 H). 7.~6-7.64 (m, 1 H),
7.78-7.84 (m. 2H), 7.97 (s, 1 H), 8.06-8.13 (m. 2H): HIS (DCI/i~lH,) m/z
468 5 (M+NHa)-. Example Q47
(Sl-?-(3.4-Difluorophenvl)-4-(2-hvdroxv-3-methyl-1-buto~cv)-5_(4
(methvlsulfonvl)phenvl]-3(? H )-ovridazinone to Example 47A Methyl
(S)-?-hvdroxv-;-methvlbutanoate The title compound (CAS Registry # [
17392-8-1-6)) is prepared by literature procedures (e.g Journal of Organic
Chemistry, ( 1994) s9(7), 1933-l936). IS Example 547B Methyl
(Sl-2-(tent-butvfdimethvlsiloxv 1-3-methvIbutanoate The title compound is
prepared by the method of Example ~4~A, substituting methyl
(S)-?-hydroxy-3-methylbutanoate (Example 3-17,A) in place of ethyl (R)-3 2o
hydroxybutanoate. Example 547C
((S)-?-f?-(tert-Butvidimethylsiloxv)-3-methyl-1-butanol The title compound
is prepared by the method of Example 45B, substituting 35 methyl
(S)-~-(ten-butoxydimethylsiloxy)-3-methylbutanoate (Example 47B) in place
of ethyl (R)-3-(tent-butyldimethylsiloxy)butanoate (Example ~4~A). Example
547D 362   WO 00/24719 2 7 MAY 2~~3 PCT/US99125234
(S)-2-(3.4-Difluorophenvl)-4-[2-(tert-butvldimethvlsiloxv)-~-methyl-1-butox
v_]-5-bromo 3(2H1-pvridazinone The title compound is prepared by the method
of Example 545C, substituting (S)
2-tent-butyldimethylsiloxy-3-methyl-1-butanol (Example 547C) in place of
(R)-3-(tert butyldimethylsiloxy)-1-butanol (Example 545B). Example 547E
2-(3.4-Difluorophenvl)-4-[(Sl-?-(tent-butvldimethvlsiloxv)-
~-methyl-1-butoxvl-s-I4 (methvlthio )phenvll-3(?H)-pvridazinone The title
intermediate is prepared by the method of Example 545D, substituting
{S)-2-(3.4-difluorophenyi)--4-[2-(tert-butyldimethylsiloxy)-3-methyl-1-buto
xy]-5-bromo 3(2H)-pyridazinone (Example 547D) in place of
(R)-2-(3,4-difluorophenyl)-4-(3-(tert
butyldimethylsiloxy)-1-butoxy]-5-bromo-3(2H)-pyridazinone (Example 545C).
15 Example 547F
(S)-2-(3.4-Difluoro~henvl~-4-(?-hydroxy-3-methyl-1-butoxvl-5-[4
(methvlsulfonvllphenvll-3(2H)-pvridazinone The title compound is prepared
by the method of Example 545E, substituting (S)
2-{3,4-difluorophenyly-4-[2-(tent-butyldimethylsiloxy)-
3-methyl-1-butoxy]-5-[=1 (methylthio)phenyl]-3(?H)-pyridazinone (Example
547E) in place of (R)-'_'-(3,4
difluorophenyl)-4-(3-(tert-butyldimethyIsiloxy)-t-butoxv]-5-(-1-(methylthio
)phenyl] 3(2H)-pyridazinone (Example 545D). Examples 548-558 The following
compounds may be prepared according to the sequence of reactions 25
described in Example 547, substituting the appropriate
2-(X-phenyl)-4,5-dibromo-~(2H) pyridazinone in place of
?-{3,4-difluorophenyl)-4,5-dibromo-3(?H)-pyridazinone. Example dumber
,X__., 548 .-. ,.__ _-.^ ~_F --.549 ,4-CI 363   WO 00/24719 ~ 7 MAY 2003 



PCT/US99125234 550 3-F ! .. __ _ ...._ .._._ - - _ ___ _ _ _ _ _ _ __
_-.._.. _._ _._____~- . ...__ _ __ _ _._-_ _ .. _ _ 1 1 ~~ 1 3-Cl 5~2 3-Br
._.. ~j ~ 3 _. _ __ ..._ . ____.__ .__.. _-_ _.._. _ _ _ _. __. _ __.._ 554
3-Cl-=4-F _ ... ... ;; j _...__._ .__~_.________~_~_~~-~-F _ _ . _ _ _. _
__ ' ~ 6 ___- .._ _ ' ~.____, 3 .4-di-C 557 ~ 4-F-3-CF, l 558 3-Br-4-F ! i
Example 559
(R)-2-(3.4-Difluorophenvl)-4-(?-hydroxv-3-methyl-1-butoxv)-5-(4(methvlsulfo
nvllphenyl]-3(2H)-pvridazinone 5 The title compound may be prepared
according to the sequence of reactions described in Example 547.
substituting methyl (R)-2-hydroxy-3-methyl-butanoate [1739284-6] prepared
as described in (Tetrahedron, 1995, 51 (38), 10513-10522) in place of
methyl (S)-2-hydroxy-3-methylbutanoate. Examples 5b0-570 The following
compounds can be prepared according to the sequence of reactions described
in Example 559. substituting the appropriate
2-(X-phenyl)-~1.5-dibromo-3(2H)pyridazinone in place of
2-(3,4-difluorophenyl)-4,5-dibromo-3(2H)-pyridazinone. Example NumberX560
._____ . _4-F _-_-_.__..__-.____ __ 5614-Cl562 ~, ._ ___- ___. _..__.,-_
563 .3-F _ _._ _.___ _ .._ _ ___ 3-CI5643-Br 3 6.~   $ 7 MAY' 2~~~ WO
00I24719 PCT/US99/25234 ~6~ ~ 3-CF, I I-______ __~___ ___.._.___-_______-
__~_.__ __.. _ Q66 3-C1-4-F i I 567 4-C1-3-F I .._._. _ _ __j~8 _
__________.___._._. _ ___ ; -~-ai=cj __ ___ _.___ --i i 569 4-F-3-CF,
____.__ 570 -_.____..^____. _____ ~_Br--1_F .. _ __ __ I Example Q71
?-(3.4-Di fluorophenvl l-4-[( S)-?.3-dihvdroxv-3-methyl-1-butoxvl
5-f-t(methvlsulfonvl)phenvll-3(2H1-pvridazinone 5 The title compound may be
prepared according to the sequence of reactions described in Example 547,
substituting methyl (R)-2.3-dihydroxy-3-methylbutanoate [37S04-90-8]
(Australian Journal of Chemistry, ( 1986) 39( 1 I j. 1907-I 909) in place
of methyl (S)-2-hydroxy-3-methylbutanoate. to Examples Q72-582 The
following compounds may be prepared according to the sequence of reactions
described in Example Q71, substituting the appropriate
?-(X-phenyl)-4,~-dibromo-3(2H)pyridazinone in place of ?-(
:.4-difluorophenyl)-4.~-dibromo-3(?H)-pyridazinone. Example NumberX
_.____-_.._____. 57'- ,4-F573 ____.._.__4-Cl -_.._._-. -574~-FQ75 ___~ C1
__-_--- _____ ~763-BrQ77 _ _3-CF; _____..______ -.._ Q78 ---_;
-CI--~-F5794-Cl-~-F 365   WO U012~t719 Q ? M AY 2003 PCT/US99I25234 S80~
3,4-di-C1 i I_ ._~_..___ ._5g1-_`_ _ .. . _. .. ._ __ ~_F-3-CF~. __ ___.
I582~ 3-Br-4-F I Example 583
2-(3.4-Difluoro~henvl)-4-[(Rl-2.3-dihvdroxv-3-methyl-I -butoxv
(methvlsulfonvl)yhenvll-3(2H1-pyrida2inone 5 The title compound may be
prepared according to the sequence of reactions described in Example 547,
substituting methyl (S)-'_'.3-dihydroxy-3-methylbutanoate [75347-9"'-I ]
(loumal of Organic Chemistry. l980. 4;(?~ , s? 18-Q220) in place of methyl
(S)-2-hydroxy-3-methylbutanoate. 1o Examples S84-594 The following
compounds may be prepared according= to the sequence of reactions described
in Example 571, substituting the appropriate
?-(X-phenyl)-4,.5-dibromo-3(2H)pyridazinone in place of
2-(3,4-difluorophenyl)-4,5-dibromo-3(2H)-pyridazinone. Example NumberX5 84
; __... ._.. _._.___ _. _,_^_ ____~__ 58S4-F _ ___-._._._.._._____ ___
4-C1586 -. .__ __3-F I _ __ __. _-__ .--__-_587 - .___T-__ _ 3_C1588 ~
_.__. - 589 -._.._~3-Br _ 3-CF, --590 __.-- _ -.._3-CI--I-F ___
._-___591,~-Cl-~-F592 _, . __._____.__.__ 5933,4-di-C1 j __-._.-_- _ ___. _
_-._ 4-F-3-CF,5943-Br-.~-F 366   2 ~ M AY 2003 WO 00124719 PCTNS99125234
Example 595 '?-(3.4-Difluorophenvl)-4-(4-hvdroxv-4-methyl-1-nentvloxv)-5~j4
(methvlsuIfonvl)phenvll3(2H)-pvridazinone The title compound may be
prepared according to the sequence of reactions described in Example 47I ,
substituting 4-methyl-1,4-pentanediol [ l 462-10-8] (Journal of Organic
Chemistry. ( 1972) 37, 3310-332?) in place of methyl
3-methyl-1.3-butanediol. Example 596-606 The following compounds may be
prepared according to the sequence of reactions described in Example 471.
substituting =1-methyl-1 (4-pentanediol [ 146`_'-10-8] (Journal of Organic
Chemistry, (1972) 37, 3310-332'_') in place of methyl
3-methyl-1,3-butanediol and substituting the appropriate
2-(X-phenyl)-4.5-dibromo-3(2H)-pyridazinone in place of 2
(3,4-difluorophenyl)-4,5-dibromo-3(2H)-pyridazinone. Example W tuber ;X__ _
_.__ __--_ _____ _._._.___^.___ 596 '-_ _.~ _. _ .^ __. .___ __ ___ ~__ _,
4-FS97 .4-Cl____.-.- __. _ _ .__ __ __.-____ _ 598._ _~-__ ___~. __
______.____ 3-F5993-CI j r--_ .._~_____.__ ____ _.__ _._____ 600__._.
___.-_ __ ________.____ _ ___ .; 3-Br6013-CF,.-- 60~ _._ .._- _;~C1_~-F
__-...._603 ;4-C1-3-F_____-_--__.__ 604 ,____-_______ ______.______-
3,4-di-Cl6054-F-3-C F ; l__ _.___._______
b06_.__._____._________..______..____ 3-Br-4-F l5
........................................... Example 60~ 36'   ~ 7 MAY ?~~3
WO 00/247I9 PCT/US99/25234 2-(3,4-Difluorophenvll-4-f
3-(2-aminoacetvloxvl-s-methvl-1-butoxv~-s j4 (methv Isulfon~l,)phenv 1 ]-3
(? H )-pvri dazi none The title compound may be prepared by a
carbodiimide-mediated coupling (method described in Angew. Chem., Int. Ed.
Engl., ( 1979) 18(9), 686) of 2-(3,4 5
difluorophenyl)-4-(3-hydrox~-3-methyl-1-butoxy)-~-[4-(methylsulfonyl)phenyl
]-3(2H) pyridazinone (Example 471 ) with an N-protected-glycine (such as
N-Fmoc-glycine); followed by an amino group deprotection step (such as
treatment at room temperature with tetrabutylammonium t-fuoride in DMF). 1o
Examples 608-618 The following compounds may be prepared by the method of
Example 607, substituting the appropriate
?-(X-phenyl)-4-(3-hydroxy-3-methyl-1-butoxy)-5-[4
(methylsulfonyl)phenyl]-3(?H)-pyridazinone in place of
?-(~.=1-difluorophenyl)-4-(3
hydroxy-3-methyl-1-butoxv)-~-[4-(methylsulfonyl)phenyl]-~(?H)-pyr~dazinone
(Example 15 471). Example Number- _--- X --"---_' _ _----.- . _._ ,
6084-F609 I  r.___ __. _. 61p____..__._.4-CI ..__...._._ _..._ _ _
___^_..-F611 _._3-Cl __ ___ __-______________- _- 6123-Br6l33-CF; -_.___-.
614 -._ ,;-Cl-.~-F616 , ._- _. .__-_..-1-C1-3-F --.__.-_- -_ _-
61fi3,4-di-C1617 



-____..4-F-3-CF; _ __._~_ _____._._~blg~_Br--1-F Example 6l9 368   2 7 M AY
2003 WO 00/2a719 PCT/L'S99/2523a 2-(3.4-Difluorophenvl)-4-[3-d
f(2R.3R1-3-carbox~--?.3-dihvdroxvpropanovl~oxv~-3methvlbutoxv]-3-methyl-1-b
utoxyl-5-f4-(methvlsulfonvl)phenvll-3(2Hlwridazinone The title compound may
be prepared in a manner similar to that described in J. Chem. Soc., Chem
Commun., ( 1993) 410-412. reacting 2-(3.4-difluorophenyl)-4-(3 5
hydroxy-3-methyl-1-butoxy)-~-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone
(Example 47l ) with an appropriately protected L-tartaric acid diester
(such as below). followed by deprotection. Example 619A 10 dibenzvl
(?R.3R~2. 3-bisL[tert-butvlldiphenvllsilvlloxv ~ butanedioate The alcohol
groups of (+)-d~benzyl-L-tartrate can be protected as the tert
butyldiphenylsilyl ethers by standard methods as described in (Greene) TV'.
Wuts, PGM: Protective Groups in Organic Synthesis; 3`d Edition; 1999; John
W ilev & Sons. Inc.; NY, NY; 141-144) to provide the title intermediate. 15
Example 619B (2R.3R)-2.3-bis; [tert-butyl(diphenvl)silvlloxv~butanedioic
acid The dibenzyl ester of Example 619A can be cleaved by standard
hydrogenolysis procedures as described ~n (Greene. TW, Wuts. PGM:
Protective Groups in Organic ?o Synthesis. 3`d Edition: 1999: John W iley &
Sons, Inc.: NY. NY: 41 ~-419) to provide the title intermediate. Example
619C (3R.4R~3.4-bis; [tert-butyl(diQhenvl)silvl],oxv)dihvdro-2.~-furandione
25 Example 619B may be reacted by standard methods as described in (Journal
of Orcantc Chemistry, ( l987) Q2(3), 4-4~7) with trifluoroacenc anhydride
to provide the title intermediate. Example 619D 369   W O 00/24719 ~ ? MAY
2003 PCT/US99/25234 (2R,3R)-2.3-bis (~tert-butvl(d~henvllsilvlloxv
1-=1-methoxv-4-oxobutanoic acid Example 619C may be reacted with anhydrous
methanol by standard methods as described in (Organic Syntheses. Collective
Volume III. ( 19) l 69-171 ) to provide the title intermediate. Example
619E 1-isopronenvl 4-methyl (?R.3R1-2.3-bis;
Lert-butyl(diphenvllsilyl]or~butanedioate Example 619D may be reacted with
isopropenyl acetate in the presence of catalytic boron trifluoride etherate
and mercury(II) acetate as described in (J. Chem. Soc., Chem t o Commun., (
1993 ) -1 i 0-41 ?) to provide the title intermediate. Example 619F
2-(3,4-Difluorophenvll-4-13-(((2R.3R1-2
3-bislftert-butyl(diphenvl)silvlloxy~-4-methoxv
4-oxobutanovl)oxvl-3-methvlbutoxv~-5-[4-(methylsulfonvl)phenvll-3(2H1-pvrid
azinone 15 Example 619E may be coupled to
2-(3,4-difluorophenvl)-4-(3-hydroxy-3-methyl
1-butoxy)-~-[-1-(methylsulfonyl)phenyl]-3(2H)-pyridazinone (Example 471) in
the presence of catalytic 4-toluene sulfonic acid by the method described
in (J. Chem. Soc., Chem Commun., (1993) 410-412) to provide the title
intermediate. 20 Example 619G 2-(3.4-Difluorophenvl )-4-f 3-; [(2R.3R
-3-carboxv-2.3-dihvdroxvpropanovllorv r-3 methylbutoxv]-3-methyl-I
-butoxvl-5 _[4-(methvlsulfonvl)phenvi~-3(2H1-gvridazinone Example 619F can
be treated with aqueous sodium hydroxide in methanol as described in (J.
Chem. Soc., Chem Commun., (1993) 410-41'_') to provide the title 25
compound. Example 630-630 The following compound may be prepared by the
method of Example 619F, substituting the appropriate
2-(X-phenyl)-4-(3-hydroxv-~-methyl-1-butoxv)-5-[4 3 ~o   w0 00I24719 ~ 7
MAY 2003 PCT/US99/25234 (methylsulfonyl)phenyl]-3(2H)-pyridazinone in place
of ?-(3,4-difluorophenyl)-4-{3
hydroxy-3-methyl-1-butoxy)-5-(4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone
(Example 47I ), followed by treatment with aqueous sodium hydroxide in
methanol as in Example 619G. Example NumberX I_.._. ______-__ __ _.____~__.
620_ ____-___._ . ___ _.__ ___ _.. 4-F f621 '4-Cl 1______...___.__.____.___
_.._. _____._ 6z2____ ______ . __._._____ _ __.__j 3-F6233-C l__ __ _ _ _ _
_.-_._ _ _._ _.. _ I 624.__ ____ .____ _ __ 3-Bri 6253-CF,__..___ ____ __._
_ 62b_. __ 3-C1-4-F6274-C1-3-F._-_.__ _ 6~g
__.-.____--_3~4_~~_CI__.-__b294-F-3-CF,630 ~3-Br-4-F Example 631 3-(
(2-(3.4-difluorophenyl)-5-j4-(methvlsulfonvllphenv I],_3-o~co-?.3-dihvdro-4
pyridazinvl;oxv)-1.1-dimethvlproQvl dihvdro~en phosphate The title compound
may be prepared as described in (hosolapoff, GM and Ntaier, io L, Organic
Phosphorus Compounds. (1973) Volume 6. John VViley & Sons, NY,NY); such as
reacting 2-{3,4-difluorophenyl)-.~-(3-hydroxy-3-methyl-1-butoxy)-5-[4
(methylsulfonyl)phenyl]-3(?H)-pyridazinone (Example d71 ) with
2-cyanoethyiphosphate (Fieser, LF and Fieser, M. Reagents for Organic
Synthesis, 1967, Volume 1, 172-173, John VJilev & Sons, NY. NY) in the
presence of DCC and pyridine. Mild alkaline 15 hydrolysis of the cyanoethyl
ester selectively provides the title compound. Example 63~-642 371   WO
001Z4719 2 7 M AY 2003 PCTIUS99/25Z34 The following compounds may be
prepared by the method of Example 63l,substituting the appropriate
3-(X-phenyl)-4-(3-hydroxy-3-methyl-1-butoxy)-~-(4-(methylsulfonyl)phenyl]-3
(?H)-pyridazinone in place of
2-(3,4-difluorophenyl)-4-(3-hydroxy-3-methyl-1-butoxv)-~-[4-(methylsulfonyl
)phenyl]-3(2H)-pyridazinone (Example5 47l ).Example NumberX__. _ ._..._.. 6
j' ____.__ .._ _.-_._____~_F ._ __.___ .._! 63 34-C 1i __ . ___ __._~_ __
_.._.. ._ __ .._:___ _ 634_-__ ._ _.._.... _ _. ...__. 3-F63~3-Cl '6363-Br
'637 ,3-CF,_...__ ... _ _______ __ _ 638 ,___. _ ._ ...____..___ ___.
3-C1-4-F639 ,4-Cl-3-F__ ._______. 640 -_-__.____-______~~4:di-CI
..._-_.._._641 ,4-F-3-CF3 '_ _ _._ _ _. _ __.._._ ._ 642 ~..._ __. __. _ __
_._ _ __.. . _ 3-Br-4-F I Example 643 2-(tert-Butvl)-4-f
3-hydroxv-3-methvl-1-butoxvl-~-L4-lmethvlsulfonvl)phenvll-3(2H1pyridazinone
The title compound may be prepared according to the sequence of reactions
described in Example 471, substituting
2-tent-butyl-4.~-dichloro-3(2H)-pyridazmone (Example 330A) in place of
2-(3,4-difluorophenyl)-4,~-dibromo-3(2H)-pyridazinone. Example 64:1 t5
2-(tert-Butvl~-4-[3-(2-aminoacetvloxv)-3-methyl-1-butoxv]-;
-f4-(methvlsulfonvl)phenvll3~?Hl-pvridazinone The title compound may be
prepared by the method of Example 60 7, substituting ;;   WO 00124719 2 7 M
AY 2003 PCT/US99/25234 2-(tent-butyl)-4-(3-hydroxy-3-methyl-I
-butoxy)-5-[4-{methylsulfonyl)phenyl]-3(2H) pyridazinone (Example 643) in
place of 2-(3.4-difluorophenyl)-4-{;-hydroxy-3-methyl-I
butoxy)-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazmone (Example 471 ).
Example 645 2-(tert-Butvll-4-f 3-; f
(2R.3R1-3-carboxv-2.3-dihvdroxvpropanovlloxv;-3-methvlbutoxvl
3-methyl-1-butoxv~-5-[4-f methvlsulfonvl)-phenyl]-3 (2N)-avridazinone The
title compound may be prepared by the method of Example 619, substituting
2-(tert-butyl)-4-{3-hydroxy-3-methyl-1-butoxy)-5-[.~-lmethvlsulfonyl)-pheny
l]-3(2H) 1 o pyridazinone (Example 643) in place of ?-(3.4-difluorophem
1)-4-(3-hvdroxy-3-methyl-1
butoxy)-5-[4-(methylsulfonyl)-phenyl]-3(2H)-pyridazmone ( Example 471 ).
Examyle 646 15 3-(;
?-(tert-Butvll-5-f4-(methvlsulfonvllghenvll-3-oxo-2.3-dihvdro-4-pvridazinvl
) oxv) 1 1-dimethvlyropvl dihvdrouen phosphate The title compound may be
prepared by the method of Example 631, substituting 20
?-(tert-butyl)--t-(3-hydroxy-3-methyl-1-butoxy)-5-(:I-(methv
lsulfonyl)-phenyl]-3(2H) pyridazinone (Example 643) in place of
2-(3.4-difluorophenvl)-4-(3-hydroxy-3-methyl-1
butoxy)-5-[4-{methylsulfonyl)-phenyl]-3(2H)-pyridazinone (Example 471 ).
Prostaglandin Inhibition Determination Compound Preparation and
Administration For oral administration, test compounds were suspended on
the day of use in 100% polyethyleneglycol (PEG 400) with a motorized
homogenizer equipped with a Teflon 25 coated pestle (TRI-R Instrument,
Jamaica, NY). To compare the mean responses of the treatment groups,
analysis of variance was applied. Percent inhibition values were determined
by comparing the individual treatment mean values to the mean of the
control group. Linear regression was used to estimate ICSO's/ED;o's in
appropriate assays. 37~   2 7 M AY 2003 WO 00/2-t719 PCT/US99/25234 EIA
Determination of Prostaglandins EIA reagents for prostaglandin
determination were purchased from Perseptive Diagnostics, (Cambridge. MA).
Prostaglandin E, (PGE,) levels in lavage fluids were determined after the
samples were dried under nitrogen and reconstituted with assay 5 buffer.
PGE, levels in enzyme assays or cell culture media were measured against
standards prepared in the same milieu. The immunoassays were conducted as
recommended by the manufacturer. The EIA was conducted in 96 well
microtiter plates (Nunc Roskilde. Denmark) and optical density was measured
using a microplate reader (Vmax, Molecular Devices Corp., Menlo Park, CA).
Recombinant Human PGHS-I and PGHS-2 Enzyme Assavs 



Inhibition of prostaglandin biosynthesis in vitro was evaluated using
recombinant human Cox-1 (r-hu Coxl ) and Cox-2 (r-hu Cox-2) enzyme assays.
Representative compounds dissolved in DMSO (3.3% viv) were preincubated
with microsomes from recombinant human PGHS-1 or PGHS-2 expressed in the
baculovirus/Sf~ cell system t 5 (Gierse, J. K., Hauser,S. D., Creely, D.
P., Koboldt, C., Rangwala, S., I-L, Isakson, P. C., and Seibert. K.
Exvression and selective inhibition of the constituitive and inducible
forms of evclooxv~enase , Biochem J. 1995, 305: 479.), together with the
cofactors phenol (2 mM) and hematin ( 1 ~tM) for 60 minutes prior to the
addition of 10 pM arachidonic acid. The reaction was allowed to run for 2.5
minutes at room temperature 2o prior to quenching with HCI and
neutralization with NaOH. PGE, production in the presence and absence of
the drug was determined by EIA analysis. The EI A was conducted in 96 well
microtiter plates (Nunc Roskilde, Denmark) and optical density was measured
using a microplate reader (Vmax, Molecular Devices Corp., Menlo Park, C A).
EIA reagents for prostaglandin determination were purchased from Perseptive
Diagnostics 25 (Cambridge. MA). PGE, levels were measured against standards
prepared in the same milieu. The immunoassays were conducted as recommended
by the manufacturer. The data illustrating the inhibition of prostaglandin
biosynthesis in vitro by compounds of this invention is shown in Table I .
The compounds are designated by the Example Number. Column 2 shows Cox-1
percent inhibition at the particular micromolar ~7a   WO 00/2719 Q ~ M AY
2003 PCT/IJS99/25234 dose level and Column 3 show's Cor-2 percent
inhibition at the particular nanomolar dose level. Values for Coy-1 and
Cox-2 inhibition that are parenthetical indicate ICso Table 1 ExampleRHUCX
1RHUCX2Number% Inh. at% Inh. atDose (pM)Dose (p.M)102 ~~ 10U(0.011)120 ~@~
10097 @ 1077 @ 19 @ 0.12010@ 10086@0.19 @ 0.012119 cr 100(0.92)222~ @ 10091
@ 0.033~ @ 0.0123Oc@ l0068@0.127 @ 0.012~60 ~@ 10099 @ I0 @ 1061 @ 0.14~ @~
0.0l2~1~@10093@166 @ 0. I2610 @ l0091 @ 144 ~.'O, 0.14.~ @ 0.013220 @ 10096
@ 183 na, 0.13~16 @ I00(0.92) 375   WO 00/24?19 3534 @ 100(0.017)36~ 21 @
10(U.57)390 r@ l00(0.44) '4076 @ 10~ 97 @~ 169 @ 189 @ 0.14113 @ 10049 @
117 @ 0.1420 @ 10099 @ 192 (a: 0.1-138e100Z00@196 ~ 0.1455 c@ 10085 @
163@O.I480 .@ 10073 @ 12 @. 0. I5023 @~ 10099 a~ 159@0.15232 @ 1099 @~ I83
@ 0.110 ia7. 10099 (a~ 177 @ 0.1540 @ 10095 @ 158@0.1580 @ l00 '(0.9~)607
'@ 100100 @ l .000626 ~~ 100(0.6?4)6468 @ 134@ 136@ 0.1 'Z ? M AY 203
PCT/l; S99/2523.1 376   WO 00/2.t719 6513 @ 10098 @ 165 @. 0.16832 @
100(0.297)692r@100' 88@129 @ 0.130 @ 0.0I720 i~~ 10065 @ 118@0.1739 @. I
00( I .34)7411 ~~, 10086 r 175 @ 0.17735 @ 10082 @ 1039 @ 18041 @
IO(0.064)37 @ 1816 @ 10097 @ 144@0.18449@ 10 '87@0.39@1880 i~ l0097 l@
l.00035 @ 0.18962 @ 30(0.35)40 @ 109735 ,@ 100(0.33?)l00 ~6? ~a~ 10100 @
1065 @ 161 @ 0.1l0585 @ 198 ~ 152@0.1 ~ 71~ AY 2n03 PCT/US99/25234   WO
00I24719 10619 @ 200(0.135)10788 @ 10 50@ 186 @ 1 36@0.11080 @
100(0.279)1096 @ 100(0.147)1l0~ @ 10093 @ 1 50 @ 0.111113 @ 100(0.052)112~
@ 100(0.136)11831 @ 10072 ~a~, 0.1 17 na, 0.01119(0.178)(0.027)l 201 ~ @ l
0097 @ 1 45 @ 0.11210 @ 100(0.000l221 @ 100(0.280124 ~26 @
100(0.044)127~0@10 30 @ 174@1 51 @ 0.112814 (~ 100(0.477)l3293 @ 188 @ 1 43
@ 0.113323 @ 100(0.38)13454 @ 100 3~@10(0.03)140(3.06)(0.0'_'?)14153 (~ 100
62 ~.~~a, 1099 @ 1 93 ~a~, 0.1 ~t 7 MAY 2n3 PCT/US99/25234 37s   WO
00/24719 14280 @ 1096 @ 1~3(a~l4~@0.132 @ 0.011:.1.36? ~a~'~)
100(0.076)43@10144(0.058)88 @ 178 @ 0.16~ @ 0.011-l~(0.238)86 @ 0.156 @
0.0I14b8? @ 10100 @ 1~3@173@0.1147( 0.067)100 @ 164 @ 0.10 @ 0.031494~ @
10(0.003)40 @ ll5056 @ I00100 @ 0.139 @ 101 ~35=1 r'J 100(0.062)3S @
10154(0.126)(0.0l8)16~0 @ l00(t.08)1663 @ I00 ~(0.199)l680.@ 1008~ @ 193 n.
0.1 ~ ? M AY 2003 PCT/US99/25234 379   WO 00/24719 1710@1U082@1074 @ 161 @
0.11786 @ 100I 92 @ 1.00034 @ 10l808 @ 1U078 @ 148@0.1182(~.O 1
)(U.07)1832~ @' l0097 lc~~ 1~ 1 ~ 0.11872 @ 100 i (0.094)l8818 @ 100
'(0.526) '190( 1.88)(0.13a)19435 c~ 10090 @ 1073 @ 172 @ 0.119810 @ 100 i68
@ 1 'i23 @ 0.1207; 97 @ 181 @ 0.12090 acv 1 UO79 @ 15~@0.140 @) 0.012130 @
100(0.81?)21920 c@ 10090 n 175 @ 0.122051 @ I00 ~96 @- 138@190@0.1 2 7 M AY
20t13 PCT/US99/25234 3so   WO 00/2.1719 2260 @ 100( 1.09)2287 @ I00~
(0.209)2304.@ 100~ (0.216)2317 @ 10090 @ 1 68@0.123223 @ 100(0.024)234O (a~
I OO~ (O.328) '23s~2 @ 10oi (0.21 )237~ 64 @ l 0 44 @ 189 @ o. l240~ l~l @
100(0.297)241U @ 100(0.028)2459 @ l00(1.38)2460 @ 100(0.064)24772 @ 10
6~@I99 r@ 10 71@1 51 @ 0.124813 lay 100(0.08 )249 '6 .@ 10098 ~d.~ 1 68 @
0.1 43 ~ 0.01252 ~  I0 @ I0087 @ 0.1 26 @ 0.0125377 ~a~ 100 29 @
10(0.272)2647 ;~iu, 1U084 ca' 1 48 @ 0.12560 ~;a~ 100 '(0. l34) ''~~T~~Y~
003 ~s~   WO 00;2.i719 2570 @ 100(U.04)2608 @ 1002 @ 102610 @ 200(0.161
)26215 @ l00(0.432)2631 @ l00 '85 ,@ 1076 @ 153.@0.12658 @ 10053 @ 1048 @
13 3 w. 0.12720 !~ 10070 ~ 155(a0.127316 i~~ 10054 @ 1042 @ 127836 @ l0096
@ 191 c(~, 0.12790 !~ 10060 .u., 131 @ 0.12817!J10071@152m0.147 r 0.0l2830
@ 10090 @ 1071(n~l54 @ 0.12870 ia~ 100 ~93 @ 1079 a; 125 ~@ O.1 '~ ? M AY
2003 PCT/US99/25234 38'_   W O 00/24719 3147 @ 100~1 @ 10 4@13l823 @ 10097
@ 1 77 @ 0.13214 @ 100(0.192)32239 @ 100 54 @ 10(0.058)3231 @
100(0.365)32~(0.199)3301~ ,@ 1008~ @ 1 72 @ 0.03 5 @ 0.0133~~ @ 100(0.001
)3380 @ 100100 @ 1 83 @ 0.13392 'r~r~ 100(0.088)34416 @ 100(0.897)3450 @
l00(0.242)3461-t @ 10094 @ 1 76 @ 0.1 48 @, 0.0134711 @ 100(0.0703490 @
100(0.08b)3~13 @ 10091 @ 1 63 @ 0.1 42 @ 0.010 @ 100(0.1 ~~)3~36 @
100(0.8?6) 2 ? MAY 2003 PCT/US99/25234   W O 00/24719 3~40 @ 10045 @ 1045 @
136 @ 0.13~50 @ 10079 @ 1066 @ 146@0.13~8 '30 ~@ 100(2.4~)3613 @ 100(0.011
)3621 @ 10084 .@ 1049 ~~ 13640 @ 10086 @ 10 @ 0.13660 @ 100 i(0.03 )3670 @
100(0.077)36813 @ 10096 @ 165 @ 0.13690 @ 10070 @, 148@0.13708 ~@
100(0.048)3718 @ 100 ~(0.166)3720 @ l00 '94 @. 1088 @ 159@0.13742 @
100(0.02)37~46 @ 100(0.18)31 @ 1037612 @ 100(0.02 7 )3810 @ 100i (0.188) Z
7 MAY 2003 PCTlUS99/25234 ~s4   WO 00/24'19 38482 @ 10099 @ 149@
1078@0.1386~ 58 @ I0083 @ 147@ 163@0.158 @ 0.01387~ ~7 @ 10~ 76 @ 160@
165~a~7,0.1~6 @ 0.01388 ~74 @ 10(0.049)36 @ 139088 @ 1099 @ 104~@172@160 @
0.139256 @ 10082 @ 0.13~@1065@0.0l3931~ @ 1008~ @ 158@0.139486 @ l0094 @
138@ 1064@0.120 @ 0.0l39~91 @ I0093 @ 13~@.1077@0.134 @ 0.0l39622 @ 100
`(0.09)3972 ~ @ 10093 @, 158(a70.139 @ 0.0l39826 @ 100(0.202) 2 7 MAY ?~~3
PCT/US99/25234 gas   WO 00/2-t719 -Q0027 @ 100(0.142)401(0.733)96 @ I62 @
0.148 na, 0.01-I0289 @ 1(0.221 )403( I 30.76)92 ~a`'~, 164@0I36 n 0.0140477
@ l0092 @ 0.147 ~ 1057 @ . 0.0140390 @ I00(0.l98)61 a~ 1040623 @ 100100 lay
164 @ 0.118 @ 0.0140732 @ 100(0.17)4080 ;~ l00(0.279)41048 @ 10067 iae
0.03311047.a0.01741 I96 ~~ 10(0.009)81@1412 ~31 @ 100(0.002)4I 30 @ l
00(0.11 )4140@ 10087@I76 @ 0.1:1183 3 ~cU 10085 @. 13? @ 0.15J ~ O.O?~ g 7
MAY 2003 PCTIUS99/25234 ~s6   WO 00I24719 41912 @ 100(0.1 )=12029 @ 100~
(0.323)421(0.269)92 @ 181 @ 0.138@0.0142253(i 100~2 @ 182@ 1037@0.I76 @
14230 ~a~ 10087 @ 168 @ 0.1i36 @ 0.014247 (~ 1007~ @ 1~8 @ 0.133 @
0.0142512 @ l0069 @ 0.131 @ 0.0l4261 @ 100(0.07)Q340 @ 100(0.08l )-13716 @,
100 ~(0.l24)438 ~0 @ 100 i(0.127)44020 @ 10084 @ 159@0.122 @ 0.0l442S 5 @
100 ~90 @ 0.156 @ 0.014433 ~ @ l 0086 @ 0.174 @ 0.01 ~~ 7 M AY 2003
PCT.~1JS99/25234 3b7   WO 00I24719 4440 ~ 1U083 @ 1 62 (^ 0. I 14 ~
1044S(56.62)(0.069)4460 r~ 200(0.373)4470 J 10090 ray 1 57@0.1 35 ~a
0.0l4495 J 200(0.129)=45029 y l0087 ca 1 40 ~~ 0.1 22 (a 0.0145110 ~.
100(0.470)45214 ~ 10015 L 14674~ 100( 1.96)4750~ 1 UO(0.7 I
)471(3.68)(0.49)47833 Wr,100 ~(0.8I )528(3.4) ~(0.7?) IL-1 ~i Induced PGE,
Production in Vv'ISH Cells ~ 7 M AY 200 PCT,~1JS99/25234 Human amnionic
WISH cells were grown to 80% confluence in 48 well plates. Following
removal of the growth medium and two washings with Gey's Balanced Salt
Solutn, 5 n~ IL-1 (3/ml (UBI. Lake Placid. NY) was added to the cells with
or without test compound in DMSO (0.01 ' v!v) in Neuman-Tytell Serumless
ivledium (GIBCO, Grand Island. NY). Following an 18 hour incubation to
allow for the maximal induction of PGHS-2, the conditioned medium was
removed and assayed for PGE, content by EIA analysis as described above.
38s  



WO 00/24719 ~ 7 M AY 2003 PCT/LS99125234 Monocyte U937 (ATCC. Rockville.
MD) cells were grown in a similar fashion to the WISH cells. After
incubation. the conditioned medium was removed and assayed for Cox-1
content by EIA analysis as described above. The data iIlustraung the
inhibition of prostaglandin biosynthesis in vitro by 5 compounds of this
invention is shown in Table '_'. U937 values indicate Cox-1 percent
inhibition at the particular micromolar dose level while partenthetical
values indicate IC;o values. WISH cell values indicate percent inhibition
at the particular micromolar dose level whilz parenthetical values indicate
IC; values. Human Whole Platelet Cyclooxygenase-1 Assay (HWCX) 0 Blood from
normal healthy volunteers is collected into tubes containing ACD (acid
citrate dextrose) as the anticoagulant. This blood is centrifuged at 17~ x
~ to prepare platelet rich plasma. The platelet rich plasma is then
centrifuged at 100 x g to pellet the white blood cells, leaving the
platelets in the supernatant. The supernatant is layered on a cushion of
0.7 mL of 10'o bovine serum albumin in Tyrodes solution (Gibco; Grand I S
Island, NY) and then centrifuged at 1000 x g. The resulting supernatant
from this centrifugation is then removed and 11 mL of Tyrodes solution is
added to the remaining pellet of platelets. The platelets are then
aliquoted at 120 ~I into a 96 well plate. Experimental compounds are added
and allowed to pre-incubate for 10 minutes. At the end of this
pre-incubation period. the calcium ionophore A?3187 is added to a final 2o
concentration of 8.8 ~M and the incubation is continued for ten minutes.
The reaction is stopped by adding cold 6 mM EDTA, the incubation mixture is
centrifuged at 220 x g, and the supernatants are then analyzed for
thromboxane using a commercial kit from Cayman Chemical (Ann Arbor, MI).
Table ExampleU93 7HWPX 'Vl~'ishNumbers,% Inhib. at% Inhib. atro Inhib.
atDose (pM)Dose (pM)Dose (uM)10(~.1 )(0.01=1) 389   WO 00I24719 ~ ? M AY
2003 PCT/L1S99/25234 20 ~33 @ 1(0.001 )~24(0.19)(0.007)4386 @ 10 9 r@
1(0.008)5378 @) 10 8@, 190 @ 0.1 44@0.0I65 ~(0.02)69(
1.14)(0.02)72(2~)(0.072)75 I84 !a~ 10 0~3(0.001 )77(8.8)(0.126)85 ~(0.47)86
'S2 @ 1 47 @ 0.0189(3.8)(2.1)(0.05)100 ~(0.13)(0.02)102 ~(0.05)10562 @ ~
1(0.0 f 8)106( 17.5)(0.03)108(8)(0.097)109(2.693) I(0.018)119(0.076)(0.001
)12074 @ 3 58 @ I(0.025)121(0.041) Il 2390 @ 1 29@.1(0.001 ) 390   WO
00/2.i719 ~ ? MAY 2003 PCT,~lJS99/25234 l26 ~(0.05)129(0.04)132lU0 C 0.1 36
~ 0.01l40(0.773 )(0.01 )14156 (a~ 0.3(0.004)142(7.53)(0.088)143 I(0.007)145
~72 ~ 1 30r.3(0.009)14684 ~ 10 46 ~ 3(0.044)14784 r~ 0.3(0.029)14851 cJ
0.3(0.04?)l4989 ~ 10 ~ 34(a73(0.03)152~(0.029)153(2.95)(0.046)15481 r .3 48
J.1100@0.1 69@0.01(7.~) ~(0.03)162(0.034)l65( 1.9)(0.030)166(9.4)(0.02)168i
47 r 1(0.009)17190 C 1 56 ,, J 0.1t 87~~ ( 12.6)(0.015) 391   2 7 MAY Z003
WO 00I24719 PCT,~lJS99/25234 I8931 (~ 100(0.041)190(9.96)(0.03)191
~(0.06)194(28.09)(0.069)198(0.184)2O377 c~~ 1 23 @ 0.1207(0.068)228(
l9.6)(0.086)241(0.0474)243(0.03)244(3.67)
'(0.019)245(0.046)246(0.02)247(7.76)(0.02)24882 V? 30 ' 17 @
10(O.005)252(0.044)256I(4.7)(0.028) '261(34)(0.099)27152 c 1 15 @
0.1278(0.07)279(0.391 }287i (0.16)317f (0.027)3''029 i~, 3 ; 78 C' .1 i 15
;~ .O1 i `  3 9'_'   WO 00/247I9 2 ? ~I AY 2003 PCTlUS99/25234 32150 @
0.01322(0.026)32357 (~
0.01324(0.047)325(2.3)(0.04)326(0.05)330(16.7)(0.005)335(0.023)338(1-1.93)(
0.004)339(0.393)(0.026)343(0,191 )(0.016)344(0.1 )345(0.03)34934 ~z
100(0.041 )352(5.5)(6.048)35g69 @ 1 0@0.1366~( l.615)(0.002) !36750 <iv 1 8
@ .~(U.018)368( l3.7)64 @ 0.03 33 ,tea, 0.01370~(8,4) ~(0.0?)375~(2.04)
i(0.089)38131 ia! 30 91 @ 100(0.075)385~(2.18) ~ (0.023)388 i0 @ .3
~(0.032) 393   WO 00/2.t719 p 7 M AY 2003 PCT/US99/25234
392(1.95)(0.0~~394(0.0l9)396( 12.7)(0.02)397( 13.8)(0.04)39982 ~ 0.1 39 ~~
0.03400 ~(0.3 ) '(0.026)401~(0.32)(0.0l7)403 ~(0.902)(U.018)404(0.337)96 @
0.1 58 ~ 0.0I406( 1.61 )(0.026)408 ~(0.029)4l0(0.053)41454 @ 1 46 ~L
0.1418~( 14.25)(0.25)43034 J 10 89 ~ 100(0.054)442~(0.42)445100 y I00 22
na, 1 0(0.025) '446(24.4)(0.02)449 '(40)(0.089)450(0.05)451 ~(22.4) ~(0.15)
I452 i56 r I 1 @ 0.1 394   WO 00I24719 ~~ MAY 20t13 /US99/25234 47~50 @
100(0.44)467(0.130471(0.32)(0.04)478(0.5~(0.l08)Q28 ~(3.~) i(0.04)
Carrageenan Induced Paw- Edema (CPE) in Rats Hindpaw edema was Induced in
male rats as described by 1,~'inter et al., Proc. Soc. Exp. Biol. I~Ied.,
1962. 111, ~.~4. Briefly, male Sprague-Dawlev rats weighing between 170 5
and 190 g were administered test compounds orally 1 hour prior to the
subplantar infection of 0.1 ml of 1 ,% sodium carrageenan (Lambda
carrageenan. Sigma Chemical Co.. St Louis. MO) into the right hindpaw.
Right paw volumes (ml) were measured immediately following injection of
carrageenan for baseline volume measurements using a Buxco plethysmograph
(Buxco Electronics, Inc.. Troy, NY). Three hours after the injection of I o
carrageenan, right paws were remeasured and paw edema calculated for each
rat by subtracting the zero time reading from the 3 hour reading. Data are
reported as mean percent inhibition t;- SEM. Statistical significance of
results was analyzed by Dunnetts multiple comparison test where p< 0.05 was
considered statistically significant. Rat Carrageenan Pleural Inflammation
(CIP) ivlodel I S Pleural inflammation was induced in male adrenalectomized
Sprague-Dawley rats following the method of Vinegar et al., Fed. Proc.
1976. 3 ~. 2=1-17-2=1~6. Animals were orally dosed with experimental
compounds, 30 minutes prior to the intrapleural injection of 2% lambda
carrageenan (Sigma Chemical Co.. St. Louis MO). Four hours later the
animals were euthanized and the pleural cavities lavaged with ice cold
saline. The lavage 20 fluid was then added to two volumes of ice cold
methanol (final methanol concentration 66%) to lyse cells and precipitate
protein. Eicosanoids were determined by EIA as described above. 395   2 7
MAY 2003 WO 00/24719 PCTIL; S99/5234 The data illustrating the inhibition
of prostaglandin biosynthesis in vivo by the compounds of this invention is
shown in Table 3. Values reported are percent inhibition at 10 milligrams
per kilogram body w-eight. Carrageenan induced air pouch prostaglandin
biosynthesis model (CAP) 5 Air pouches are formed in the backs of male
Sprague Dawley rats by injecting 20 mL of sterile air on day 0. Three days
later the pouch was reinflated with an additional 10 mL of sterile air. On
day 7, 1 mL of saline containing 0.2 ' lambda carrageenan (Sigma Chemical
Co.) is injected into the pouch to induce the inflammatory reaction that is
characterized by the release of prostaglandins. Test compounds are dosed at
0.1 to 10 mg/kg 30 minutes pnor to carrageenan. Four hours after the
carrageenan ii.~ection the pouch is lavaged and levels of prostaglandins
are determined by enzyme immuno-assay using commercially available kits.
Percent inhibitions are calculated by comparin~ the response in animals
which have received vehicle to those which received compound. Values for
Coy-2 inhibition that are parenthetical indicate ED; values. ~ 5 The data
illustrating the inhibition of prostaglandin biosynthesis in vivo by the
compounds of this invention is shown in Table 3. Values reported are
percent inhibition at 10 milligrams per kilogram body weight for CIP and
CPE tests and at 3 milligrams per kilogram body weight for CAP testing.
Table 3 Example NumbersCIP ~ % Inhib. ~ @ 10 mpkCPE % Inhib. @ 10 mpkC AP 



% Inhib. @ 3 mpk10.I4J1?4~ ~2~3-1 ~~631~-13130d8~2l~676?s7?1 396   WO
00/24719 66~97067 ~=10 ~ 3mpk686440.369614~.~ ED3o = 5.48772 i73
~46297446.6183477 ~~121806028.5918968.3 EDso = 3.44~.594106
~47l09~1371112~2142.il19823776l20611l211981 ccJJl43~9153~1160~63~166I 40
~~~91680618034.6I18'_'' ~9279818~~920l87~ ~1 ~2830 ~ ? M AY 2003
PCT/US99/2523~f 397   ~ 7 MAY ?Itn~ W O 00I24719 19060~ 28~
7120654?262140.62437245 ~47246 ~
I482484925647257I602612879330~4.6335453394390.6 ED;o = 0.58346
~49.63472766.6349I633 ~ I /64 036289 ED;o = 5.03 63/6303616636663 ED;o =
1.5367I48375:17 I I77.6  EDSo = 0.~7376~1777.6 PCT/1;S99/25234 398   ~ 7
MAY 2003 W O 00/24719 37859384/33~ 511551385~65388~''8i
803906039l613926039470395 I71396?3 ~8539770400654182.54034368.S ED;o =
0.35405~340623 ~66.5407I61419484?77844515734464492 EDSO = 0.54-l92376 ED;o
= 1.845086451ED,~=0.8?80.5 ED;o = 0.745271 PCT/US99/25234 399   WO 00I24719
4594546470475I ~33EDS=1.4467ED,o-1.7 iED;=0.447I41 ~ED;
=0.9478267~52840EDT=1.4 Human whole blood assays Cyclooxygenase-1 ~ ~ M AY
2003 PCT/US99/25234 Hepann anticoagulatd blood was incubated with drugs
dissolved in DMSO. The 5 samples are incubated at 37 degrees Celsius for
4.~ hours after which calcium ionophore at a final concentration of 30 pM
was added and the mixture allowed to incubate for 30 minutes. The reaction
was stopped with the addition of EGTr1 and cold methanol (50% final
concentration). After 18 hours at -70 degrees Celsius, the plates were
centrifuged and supernatants analyzed for TXB,. Cyclooxygenase-'_' Heparin
anticoagulated blood was incubated with dru;s dissolved ~n DMSO. The
samples are incubated at 37 degrees Celsius for 1 ~ minutes. E. coli
lipopolysaccaride (LPS) ~ ~giml was then added and the samples incubated
for ~ hours. The reaction was 15 stopped with the addition of EGTA and cold
methanol (~0% final concentration). After 18 hours at -70 degrees Celsius.
the plates were centrifuged and supernatants analyzed for TXB,. Example 4~
1- Human whole blood Cox-1 IC; _ ~'9.1'_' micromolar 2o Example 4~1-Human
whole blood Cox-2 IC;~ = 0 47 micromolar Example -l71- Human whole blood
Cox-1 = 5~.~.' at 30 micromolar Example 471- Human whole blood Cox-2 = 8~,'
at 0.03 micromolar goo   WO 00/24719 ~?M AY 2003 ~~T~~9%2523d The
4-hydroxyalko~~~-3(2H )-pyridazinone Cox-2 inhibition and in vivo activity
has been found to be suprisingly good. In addition, when compared to the
4-alkoxy3(2H)-pyridazinones) the by droxyalkoxy compounds typically possess
a superior oral pharmacokinetic profile. such as better plasma half life.
plasma concentration maxima, and area under the curve. For example. Example
375 shows a 14 day plasma micromolar concentration (based on 1 Omg!kg
dosage) of 0.0 while Example 4~ I shows a 3.43 micromolar level. In
addition, the half life of Rat IV (3mg/kg) for Example 375 was 2.9 while
Example 4~ I showed ~.?. The AUC value (micromolar~hour) for Example 37~
was 1.8 while Example 451 was 69. It is anticipated that the
4-hvdroxvalkoxv compounds are preferred to parent alkoxy compounds with
regard to once-a-day dosing to achieve predictable exposure levels across a
wide range of doses while producing an antiinflammatory effect.
Pharmaceutical Compositions ~ 5 The present invention also provides
pharmaceutical compositions which comprise compounds of the present
invention formulated together with one or more non-toxic pharmaceutically
acceptable carriers. The pharmaceutical compositions of the present
invention comprise a therapeutically effective amount of a compound of the
present invention formulated together with one or more pharmaceutically
acceptable carriers. As 2o used herein, the term "pharmaceutically
acceptable carrier" means a non-toxic. inert solid, semi-solid or liquid
filler. diluent. encapsulating material or formulation auxiliary of tiny
type. Some examples of materials which can serve as pharmaceutically
acceptable carriers are sugars such as lactose, glucose and sucrose;
starches such as corn starch and potato starch; cellulose and its
derivatives such as sodium carboxymethyl cellulose. ethyl 25 cellulose and
cellulose acetate; powdered tragacanth; malt; gelatin; talc: excipients
such as cocoa butter and suppositoy waxes: oils such as peanut oil,
cottonseed oil: safflower oil; sesame oil; olive oil; corn oil and soybean
oil; glycols: such a propylene glycol; esters such as ethyl oleate and
ethyl laurate; agar: buffering agents such as magnesium hydroxide and
aluminum hydroxide: aiginic acid; pyrogen-free water: isotonic saline;
Ringer's 401   WO 00l24719 '~ 7 M AY 2003 PCTIUS9912,5234 solution; ethyl
alcohol, and phosphate buffer solutions. as well as other non-tonic
compatible lubricants such as sodium lauryl sulfate and magnesium stearate,
as well as coloring agents. releasing aeents, coating agents, sweetening.
flavoring and perfuming agents, preservatives and antioxidants can also be
present in the composition, according to the procedures and judgements well
known to one skilled in the art. The pharmaceutical compositions of this
invention can be administered to humans and other animals orally, rectally,
parenterally, mtracisternally, intravaginally, intraperitoneally, topically
(as by powders. ointments, or drops), bucally, or as an oral or nasal
spray. The compounds of the present invention may be potentially useful in
the treatment t o of several illness or disease states such as inflammaton~
diseases. dysmennorhea, asthma, premature labor. adhesions and in
particular pelvic adhesions) osteoporosis, and ankylosing spondolitis.
Current Drugs Ltd, ID Patent Fast Alert, AG 16. IV'Iay 9. 1997. The
compounds of the present invention may also be potentially useful in the
treatment of cancers, and in particular, colon cancer. Proc. Natl. Acad.
Sci . 94, pp. 3336 ~ 5 3340, 1997. The compounds of the present invention
may be useful by providing a pharmaceutical composition for inhibiting
prostaglandin biosynthesis comprising a therapeutically effective amount of
a compound of formula I or a pharmaceutically acceptable salt. ester, or
prodrug thereof. and a pharmaceutically acceptable carver. 2o In addition,
the compounds of the present invention may be useful by providing a method
for inhibiting prostaglandin biosynthesis comprising administering to a
mammal in need of such treatment a therapeutically effective amount of a
compound of formula I or a pharmaceutically acceptable salt, ester. or
prodrug thereof. In addition, the compounds of the present invention may be
useful by providing a 25 method for treating pain, fever, inflamation,
rheumatoid arthritis, osteoarthritis, adhesions. and cancer comprising
administering to a mammal in need of such teratment a therapeutically
effective amount of a compound of formula I. Liquid dosage forms for oral
administration include pharmaceutically acceptable emulsions,
microemulsions, solutions. suspensions. syrups and elixirs. In addition to
the ~o~   WO 00I24719 2 7 MAY 2D03 PCT,'U S 9912 5234 active compounds, the
liquid dosage forms may contain inert diluents commonly used in the art
such as, for example. water or other solvents, solubilizin~ agents and
emulsifiers such as ethyl alcohol. isopropyl alcohol, ethyl carbonate,
ethyl acetate, benzyl alcohol. benzyl benzoate, propylene glycol.
1.3-butylene glycol. dimethylformamide, oils (such as, for example.
cottonseed, groundnut, corn, germ, olive, castor, sesame oils, and the
like). glycerol. tetrahydrofurfuryl alcohol, poly-ethyl-ene glycols and
fatty acid esters of sorbitan, and mixtures thereof. Besides inert
diluents, the oral compositions can also include adjuvants such as wetting
agents. emulsifying and suspending agents, sweetenine, flavoring, and
perfuming agents. lnjectable preparations, such as, for example. sterile
in~ectable aqueous or oleaginous suspensions may be formulated according to
the known art using suitable dispersing or wetting agents and suspending
agents. The sterile injectable preparation may also be a sterile injectable
solution. suspension or emulsion in a nontoxic parenterally acceptable
diluent or solvent, such as. for example, a solution in 1,3-butanediol.
Among 15 the acceptable vehicles and solvents that may be employed are
water, Ringer's solution, isotonic sodium chloride solution, and the like.
In addition. sterile, fixed oils are conventionally employed as a solvent
or suspending medium. For this purpose any bland fixed oil can be employed
including synthetic mono- or digl~~cerides. In addition, fatty acids such
as oleic acid are used in the preparation of injectable preparations. 30
The in~ectable formulations can be sterilized by any method known in the
art, such as, for example, by filtration through a bacterial-retaining
filter. or by incorporating sterilizing agents in the form of sterile solid
compositions which can be dissolved or dispersed in sterile water or other
sterile injectable medium prior to use. In order to prolong the effect of a
drug, it is often desirable to slow the absorption 25 of the drug from
subcutaneous or intramuscular Injection. This may be accomplished by the
use of a liquid suspension of crystalline or amorphous material with poor
water solubility. The rate of absorption of the drug then depends upon its
rate of dissolution which, in turn, may depend upon crystal size and
crystalline form. Alternatively, delayed absorption of a parenterally
administered drug form is accomplished by dissolving or 403   WO Uo/24719 2
7 M AY 2003 PCT/US99/2523~ suspending the drug in an oil vehicle.
Injectable depot forms are made by forming microencapsulated matrices of
the drug in biodegradable polymers such as polylactidepolyglycolide.
Depending upon the ratio of drug to polymer and the nature of the
particular polymer employed. the rate of drug release can be controlled.
Examples of other biodegradable polymers include poly(orthoesters) and
poly(anhydrides) Depot injectable formulations are also prepared by
entrapping the drub in liposomes or microemulsions which are compatible
with body tissues. Compositions for rectal or vaginal administration are
preferably suppositories which can be prepared by mixing the compounds of
this invention with suitable non irritating excipients or carriers such as
cocoa butter, polyethylene glycol or a suppository wax which are solid at
ambient temperature but liquid at body temperature and thus melt in the
rectum or vaginal cavity and release the active compound. Solid dosage
forms far oral administration include capsules. tablets, pills, powders,
and granules. In such solid dosage forms, the active compound is usually
mixed with at l5 least one inert, pharmaceutically acceptable excipient or
carrier such as, for example, sodium citrate or dicalcium phosphate and/or
a) fillers or e~ctenders such as, for example, starches, lactose, sucrose,
glucose. mannitol. and silicic acid. b) binders such as, for example.
carboxymethylcellulose. alginates. gelatin, polyvinylpyrrolidinone,
sucrose, and acacia. c) humectants such as. for example. glycerol, d)
disintegrating agents such as, for 2o example, agar-ajar, calcium
carbonate, potato or tapioca starch, alginic acid, certain silicates. and
sodium carbonate, e) solution retarding agents such as, for example,
paraffin, f) absorption accelerators such as. for example, quaternan~
ammonium compounds, g) wetting agents such as, for example. cetyl alcohol
and glycerol monostearate, h) absorbents such as, for example, kaolin and
bentonite clay, and) lubricants such as, for 25 example. talc, calcium
stearate, magnesium stearate, solid polyethylene glycols. sodium lauryl
sulfate, and mixtures thereof. In the case of capsules. tablets and pills.
the dosage form may also comprise buffering agents. .tog   WO 00I24719 2 ?
M AY 2003 PCT/US99/=5234 Solid compositions of a similar type may also be
employed as fillers in soft and 



hard-filled gelatin capsules using such excipients such as, for example.
lactose or milk sugar as well as high molecular weight polyethylene giycols
and the like. Solid compositions of a similar type may also be employed as
fillers in soft and hard-filled gelatin capsules using excipients such as.
for example, lactose or milk sugar as well as high molecular weight
polethylene elycols and the like. The active compounds can also be in
micro-encapsulated form with one or more excipients as noted above. The
solid dosage forms of tablets, dragees. capsules. pills. and granules can
be prepared  ith coatings and shells such as enteric coatings. release
controlling coatings and other coatings well known in the pharmaceutical
formulation art. In such solid dosage forms the active compound may be
admixed with at least one inert diluent such as, for example. sucrose,
lactose or starch. Such dosage forms may also comprise, as is normal
practice. additional substances other than inert diluents. e.g., tableting
lubricants and other tablettng aids such as, for example, magnesium
stearate and ~ 5 microcrystalline cellulose. In the case of capsules,
tablets and pills, the dosage forms may also comprise buffering agents.
They may optionally contain opacifying agents and can also be of a
composition that they release the active ingredientts) only. or
preferentially, in a certain part of the intestinal tract, optionally, in a
delayed manner. Examples of embedding compositions  hick can be used
include polymeric substances and waxes. 2o Dosage forms for topical or
transdermal administration of a compound of this invention include
ointments. pastes, creams, lotions. gels. powders, solutions, sprays,
inhalants or patches. The active component is admixed under sterile
conditions with a pharmaceutically acceptable carrier and any needed
preservatives or buffers as may be required. Ophthalmic formulation, ear
drops, eye ointments, powders and solutions are 35 also contemplated as
being within the scope of this invention. The ointments, pastes. creams and
gels may contain, in addition to an active compound of this invention.
exctpients such as. for example. animal and vegetable fats. oils, waxes,
paraffins, starch. tragacanth, cellulose derivatives) polyethylene glycols,
silicones. bentonites) silicic acid, talc and zinc oxide. or mixtures
thereof. aos   WO 00/24719 '~ 7 MAY ?n03 PCT/US99/25234 Powders and sprays
can contain. in addition to the compounds of this invention, excipients
such as, for example. lactose, talc, silicic acid, aluminum hydroxide.
calcium silicates and polyamide powder. or mixtures of these substances.
Sprays can additionally contain customary propellants such as
chlorofluorohydrocarbons. Transdermal patches have the added advantage of
providing controlled delivery of a compound to the body. Such dosage forms
can be made by dissolving or dispensing the compound in a suitable medium.
Absorption enhancers can also be used to increase the flux of the compound
across the skin. The rate can be controlled by either providing a rate
controlling membrane or by dispersing the compound in a polymer matrix or
gel. According to the methods of treatment of the present invention, a
patient. such as a human or mammal. is treated by administering to the
patient a therapeutically effective amount of a compound of the invention,
in such amounts and for such time as is necessary to achieve the desired
result. By a `'therapeutically effective amount" of a compound of y the
invention is meant a sufficient amount of the compound to provide the
relief desired, at I S a reasonable benefit/risk ratio applicable to any
medical treatment. It will be understood, however, that the total daily
usage of the compounds and compositions of the present invention will be
decided by the attending physician within the scope of sound medical
judgment. The specific therapeutically effective dose level for any
particular patient will depend upon a variety of factors including the
disorder beiny_ treated and the severity of 3o the disorder; the activity
of the specific compound employed: the specific composition employed; the
age, body weight, general health. sex and diet of the patient; the time of
administration, route of administration, and rate of excretion of the
specific compound employed; the duration of the treatment; drugs used in
combination or coincidental with the specific compound employed; and like
factors well known in the medical arts. 25 The total daily dose of the
compounds of this invention administered to a human or other mammal in
single or in divided doses can be in amounts. for example, from 0.00l to
about 1000 mgikg body weight daily or more preferably from about 0.1 to
about l00 mg/kg body weight for oral administration or 0.01 to about 10
mg%ka for parenteral a06   WO 00/24'r 19 Z 7 MAY 2.n3 PCT/US99/2523d
administration daily Single dose compositions may contain such amounts or
submultiples thereof to make up the daily dose. The amount of active
ingredient that may be combined with the carrier materials to produce a
single dosage form will vary depending upon the host treated and the
particular 5 mode of administration. The reagents required tar the
synthesis of the compounds of the invention are readily available from a
number of commercial sources such as Atdrich Chemical Co. (Milwaukee. WI.
USA); Sigma Chemical Co. (St. Louis, MO. C.'SA); and Fluka Chemical Corp.
(Ronkonkoma, NY, USA): Alfa Aesar (~,~'ard Hill. MA 0l835-993); Eastman to
Chemical Company (Rochester. New York 1462-3~ 1'_'); Lancaster Synthesis
Inc. (VVindham. :~`H 03087-9977), Spectrum Chemical Manufacturing Corp.
(Janssen Chemical) (New Brunswick, NJ 0890l ); Pfaltz and Bauer
(~Vaterbury. CT. 06708). Compounds which are not commercially available can
be prepared by employing known methods from the chemical literature. IS 40i
wo ooi24~ i9 1. A compound of formula VI N ,R O R9 VI, 2 ~' MAY ~nn~
PC'T1US99125234 or a pharmaceutically acceptable salt thereof, wherein 5 R
is selected from the group consisting of: a) alkyl, b) aryl) wherein the
aryl is optionally substituted phenyl wherein said substituents are
selected from alkyl, halogen, and haloalkyl, c) arylalkyl, wherein the aryl
of the arylalkyl is optionally substituted phenyl wherein said substituents
are selected from alkyl, halogen, and haloalkyl, d) haloalkyl) and e)
haloalkenyl; Rt is hydraxyalkoxy, and to R9 is selected from the group
consisting of alkyl, alkylcarbonylarnino, and amino. 2. A compound
according to claim 1 wherein R is aryl wherein aryl is optionally
substituted phenyl wherein said substituents are selected from alkyl,
halogen, and haloalkyl; and R9 is selected from the group of consisting of
alkyl and amino. 3. A compound according to claim 1 wherein R is aryl
wherein aryl is optionally substituted phenyl wherein said substituents are
selected from alkyl, halogen, and haloalkyl ; and 2o R9 is methyl. 408    2
~' IUAY ~nn,~ WO 00/24719 PCT/US99/25234 4. A compound according to claim 1
wherein R is phenyl optionally substituted with substituents independently
selected from the group consisting of halogen and haloalkyl; and R9 is
selected from the group consisting of alkyl and amino. 5. A compound
according to claim 1 wherein R is phenyl optionally substituted with 1 or 2
substituents independently selected from the group of consisting chlorine
and fluorine; and R9 is selected from the group consisting of alkyl and
amino. 'o 6. A compound according to claim 4 selected from the group
consisting of 2-(4-Fluorophenyl)-4-(3-hydroxy-3-methyl-1-butoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(3,4-Difluorophenyl)-4-(2-hydroxy-2-methyl-1 -propoxy)-5-[4 15
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-{3,4-Difluorophenyl)-4-(2-hydroxy-2-methyl- 1 -propoxy)-5-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
(S)-2-(3,4-Dit7uorophenyl)-4-(3-hydroxy-2-methyl- 1-propoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone; 20
(R)-2-(3,4-Difluorophenyl)-4-(3-hydroxy-2-methyl-1-propoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
(S)-2-(3,4-Difluorophenyl)-4-(3-hydroxy-2-methyl-1-propoxy)-5-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
(R)-2-(3,4-Difluorophenyl)-4-(3-hydroxy-2-methyl-1-propoxy)-5-[4 25
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
2-(4-Fluorophenyl)-4-(3-hydroxy-3-methyl-1-butoxy)-5-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
2-(3,4-Difluorophenyl)-4-(3-hydroxy-3-methyl-1-butoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone; 409   2 7 M AY ~nn3 WO 00/24719
2-(3,4-Difluorophenyl)-4-(3-hydroxy-3-methyl-1-butoxy)-5-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
2-(3-Chloro-4-fluorophenyl)-4-(3-hydroxy-3-methyl-1-butoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(3-Chloro-4-fluorophenyl)-4-(3-hydroxy-3-methyl-1-butoxy)-5-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
2-(3-Chlorophenyl)-4-(3-hydroxy-3-methyl-1-butoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(3-Chlorophenyl)-4-(3-hydroxy-3-methyl-1-butoxy)-5-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
2-(4-Fluorophenyl)-4-(2-hydroxy-2-methyl-1-propoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(4-Fluorophenyl)-4-(2-hydroxy-2-methyl-1-propoxy)-5-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone; 15
2-(3-Chloro-4-fluorophenyl)-4-(2-hydroxy-2-methyl-1-propoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(3-Chloro-4-fluorophenyl)-4-(2-hydroxy-2-methyl-1-propoxy)-S-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone; 2-(3-Ch lorophen yl
)-4-(2-hydroxy-2-methyl-I-propox y)-5-[4 20
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(3-Chlorophenyl)-4-(2-hydroxy-2-methyl-1-propoxy)-5-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
2-(4-Fluorophenyl)-4-(4-hydroxy-3-methyl-1-butoxy)-5-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone; 25
2-(3,4-Difluorophenyl)-4-(4-hydroxy-3-methyl-1-butoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(3-Chloro-4-fluorophenyl)-4-(4-hydroxy-3-methyl-1-butoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone; PCT/US99/25234 410   WO
00/24719 2-(3-Chlorophenyl)-4-(4-hydroxy-3-methyl-1-butoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(3,4-Difluorophenyl)-4-(4-hydroxy-3-methyl-I-butoxy)-5-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone; t 7 MAY 2003 PCT/US99/25234
2-(3-Chloro-4-fluorophenyl)-4-(4-hydroxy-3-methyl-1-butoxy)-5-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone; 



2-(3-Chlorophenyl)-4-(4-hydroxy-3-methyl-I-butoxy)-5-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
(S)-2-(4-Fluorophenyl)-4-(3-hydroxy-2-methyl-1-propoxy)-5-[4 ' o
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
(R)-2-(4-Fluorophenyl)-4-(3-hydroxy-2-methyl-1-propoxy)-5-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
(S)-2-(3-Chloro-4-fluorophenyl)-4-(3-hydroxy-2-methyl-1-propoxy)-5- [4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone; 15
(S)-2-(3-Chloro-4-fluorophenyl)-4-(3-hydroxy-2-methyl-1-propoxy)-5-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
(R)-2-(3-Chloro-4-fluorophenyl)-4-(3-hydroxy-2-methyl-1-propoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
(R)-2-(3-Chloro-4-fluorophenyl)-4-(3-hydroxy-2-methyl-1-propoxy)-5-[4 20
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
(S)-2-(3-Chlorophenyl)-4-(3-hydroxy-2-methyl-1-propoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
(S)-2-(3-Chlorophenyl)-4-(3-hydroxy-2-methyl-1-propoxy)-5-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone; 25
(R)-2-(3-Chlorophenyl)-4-(3-hydroxy-2-methyl-1-propoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
(R)-2-(3-Chlorophenyl)-4-(3-hydroxy-2-methyl-1-propoxy)-5-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone; 411   2 7 M AY ?nn3 WO 00/24719
2-(4-Fluorophenyl)-4-(3-hydroxy-2,2-dimethyl-I-propoxy)-S-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(4-Fluorophenyl)-4-(3-hydroxy-2,2-dimethyl-1-propoxy)-5-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
2-(3,4-Difluorophenyl)-4-(3-hydroxy-2,2-dimethyl-1-propoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(3,4-Difluorophenyl)-4-(3-hydroxy-2,2-dimethyl-I-propoxy)-5-[4
(aminosulfonyl)-phenyl]-3(2H)-pyridazinone; PCT/US99/25234
2-(3-Chloro-4-fluorophenyl)-4-(3-hydroxy-2,2-dimethyl-I-propoxy)-5-[4 '0
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(3-Chloro-4-fluorophenyl)-4-(3-hydroxy-2,2-dimethyl-1-propoxy)-5-[4-(amin
o sulfonyl)phenyl]-3(2H)-pyridazinone;
2-(3-Chlorophenyl)-4-(3-hydroxy-2,2-dimethyl-1-propoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone; 15
2-(3-Chlorophenyl)-4-(3-hydroxy-2,2-dimethyl-1-propoxy)-5-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
2-(3,4-Dichlorophenyl)-4-(3-hydroxy-3-methyl-1-butoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-[(3-Trifluoromethyl)phenyl]-4-(2-hydroxy-2-methyl-I-propoxy)-5-[4 20
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(3,4-Dichlorophenyl)-4-(2-hydroxy-2-methyl-1-propoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-[3-(Trifluoromethyl)phenyl]-4-(3-hydroxy-3-methyl-1-butoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone; 25 7. A compound according to
claim 1 wherein R is haloalkyl 30 412   WO 00/24719 t 7 MAY ?~~3
PCT/US99/25234 8. A compound according to claim 7 selected from the group
consisting of
2-(2,2,2-Trifluoroethyl)-4-(2-hydroxy-2-methyl-1-propoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(2,2,2-Trifluoroethyl)-4-(2-hydroxy-2-methyl-1-propoxy)-5-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
2-(2,2,2-Trifluoroethyl)-4-(3-hydroxy-2,2-dimethyl-1-propoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
2-(2,2,2-Trifluoroethyl)-4-(3-hydroxy-2,2-dimethyl-1-propoxy)-5-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
(S)-2-(2,2,2-Trifluoroethyl)-4-(3-hydroxy-2-methyl-1-propoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
(S)-2-(2,2,2-Trifluoroethyl)-4-(3-hydroxy-2-methyl-1-propoxy)-5-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
(R)-2-(2,2,2-Trifluoroethyl)-4-(3-hydroxy-2-methyl-1-propoxy)-5-[4 15
(methylsulfonyl)phenyl]-3(2H)-pyridazinone;
(R)-2-(2,2,2-Trifluoroethyl)-4-(3-hydroxy-2-methyl-1-propoxy)-5-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone;
2-(2,2,2-Trifluoroethyl)-4-(3-hydroxy-3-methyl-1-butoxy)-5-[4
methylsulfonyl)phenyl]-3(2H)-pyridazinone; and 2o
2-(2,2,2-Tnfluoroethyl)-4-(3-hydroxy-3-methyl-l-butoxy)-5-[4
(aminosulfonyl)phenyl]-3(2H)-pyridazinone. 9.
2-(3,4-difluorophenyl)-4-(3-hydroxy-3-methyl-1-butoxy)-5-[4
(methylsulfonyl)phenyl]-3(2H)-pyridazinone or a pharmaceutically acceptable
salt thereof. 25 10.
2-(4-Fluorophenyl)-4-(3-hydroxy-3-methyl-1-butoxy)-5-[4
(methylsulfony)phenyl]-3(2H)-pyridazinone or a pharmaceutically acceptable
salt thereof. 413 .AY
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]ca]c^a]c^a]c^a]ca]ca]ca]ca]ca]ca]c(aU]c(a]ca]ca]ca
">JI?<HCA-0<,{vpje`[Uid]]U]c&a]ca]ca]ca]c^a]c^a]ca]ca]ca]ca]ca]ca]ca]ca]ca]
c^a]ca]c^a]c^a]ca]ca]ca]ca]ca]ca]ca]c^a]c^a]c^a]ca]c8aU]c8a    1?F c q
[wZW|wrmga\Wid]]U]]ca]ca]c^a]c^a]ca]ca]ca]ca]ca]ca]c(a]ca]ca]ca]ca]ca]ca]c^
a]c^a]c^a]ca]ca]ca]ca]c^a]c^a]c^a]ca]ca]ca]ca]c&a
aHKW`iFuI|wrlf`[Vid]]U]ca]ca]c^a]c^a]c^a]ca]ca]ca]ca]c(aU]c(a]ca]ca]c^a]c^a
]ca]ca]ca]ca]ca]ca]ca]ca]c^a]c^a]c^a]ca]ca]ca]ca]ca]ca ^PZw U
!^!!"""."1"""##s##"$}$$$$$~ytojd_Yid]]U]c]c^a]ca]c^a]ca]ca]ca]ca]ca]ca]ca]c
^a]ca]c^a]ca]ca]ca]ca]ca]ca]ca]ca]ca]c*a]ca]c^a]ca]ca]ca]ca]ca]ca]c^a
$%S%%%N&&&b'i'v''''<(I(K((()u+++,--0.7.C.E.Q.a..|vqlfa\Wid]]U]]ca]ca]c(aU]c
(a]ca]ca]c^a]ca]ca]ca]c^a]c^a]ca]ca]c^a]c^a]ca]c^a]ca]ca]ca]ca]c(a]ca]ca]ca
]ca]ca]ca]ca]ca]c^a ..N//000Y0h0t0w0001l112.313=3333L4555555n6
7^7{upkfa\Wid]]U]]ca]ca]ca]ca]ca]c&aU]c&a]ca]ca]ca]ca]c^a]c^a]c^a]ca]ca]ca]
ca]ca]ca]c^a]c^a]ca]c^a]ca]ca]c^a]ca]ca]ca]ca]ca ^77r9u9993::;
;;;;;<a<n<x<<<<<<>===G>>>>>1??~ytoic]XSid]ca]ca]c^a]c^a]c^a]ca]ca]ca]ca]ca]
ca]ca]c&aU]c&a]ca]ca]c^a]c^a]c^a]ca]ca]c^a]ca]c^a]ca]ca]ca]c^a]c^a]ca]ca]c^
a ??3@@@@@@
APAAAVBBBBCCJCLCXCdCsCdDD^EjEEEFGGHOI{uoje`ZUid]]ca]c^a]ca]ca]ca]c^a]c^a]c^
a]ca]ca]ca]ca]ca]c&aU]c&a]ca]c^a]c^a]ca]ca]ca]ca]ca]ca]c^a]ca]c^a]c^a]ca]ca
]ca]ca OIIIIJ
J(J6JEJTJJCKK'LLLLL5MMNNNNOOYO^PPPQQQzupkf`[Uid]U]c$a]ca]c^a]ca]ca]ca]ca]c^
a]c^a]ca]c^a]ca]ca]ca]ca]ca]c^a]ca]c^a]ca]ca]ca]ca]ca]c&a]ca]ca]c^a]c^a]c^a
]ca]ca QQ(Q8QQQQ1RRR4SgSsSSSSTlTTUZUbUjUvUyUUUU
VrVVWaWztoje`[Vid]U]ca]ca]ca]ca]ca]ca]c^a]c^a]ca]c^a]caV]ca]ca]ca]ca]ca]ca]
ca]c^a]c^a]c^a]ca]ca]ca]ca]ca]ca]c^a]c^a]ca]ca]c$a
aWWWWWWWWJXWXXXLYZZ&\)\5\\\\\\-]]]6^m^z^^^^^~ytoic^XSid]caU]ca]ca]c^a]c^a]c
a]ca]ca]ca]ca]c^a]c^a]ca]c^a]c^a]c^a]ca]ca]ca]ca]ca]ca]ca]c^a]c^a]ca]c&aU]c
&a]ca]ca]c^a]ca ^^^A___D``abbjbbcVddeWeefffpfwfffff
gwgg"hsii~ytoje`[Vc]ca]ca]ca]ca]ca]ca]ca]ca]c(a]ca]ca]c^a]c^a]ca]ca]ca]ca]c
a]ca]ca]ca]ca]c^a]c^a]ca]ca]ca]ca]ca]ca]ca]ca]c(a!iiiJjjkkkSl_llnnnn"n1noo0
qqq7rDrGrrrrr@sss>tztnhc^YTje`[]ca]ca]ca]ca]c^a]c^a]c^a]c^a]ca]c^a]ca]ca]ca
]ca]ca]ca]ca]c(aU]c(a]ca]ca]ca]ca]c^a]c^a]c^a]ca]ca]ca]c^a]c^a]ca
>tttFvOvSvWv\vyvvv_wxyjyz(||||~~~~~/;
GI1|wqlfa\Wje`[]c]ca]ca]ca]c^a]ca]c^a]ca]ca]ca]ca]c(aU]c(a]ca]c^a]c^a]ca]ca
]ca]ca]ca]ca]ca]c^a]c^a]ca]c6a]c&aU]c&a]ca]ca]ca]ca b[PS`J  "/@CSkx{
|wrlga[Vje`[]]ca]c^a]c^a]ca]c^a]ca]ca]ca]ca]ca]ca]ca]c(aU]c(a]caU]ca]ca]ca]
ca]ca]ca]c^a]c^a]ca]ca]ca]ca]ca]c^a]c^a]ca]ca  r+~/m;
Jij|wrmhc]Xje`[]]]ca]c^a]ca]ca]ca]ca]ca]c^a]ca]c^a]ca]ca]ca]c&a]ca]ca]ca]ca
]ca]ca]c^a]ca]c^a]c^a]ca]ca]caV]ca]ca]ca]ca]ca +x4<jvx x3
V{vqlgb\Vje`[]]c^a]c^a]ca]ca]ca]ca]ca]ca]ca]ca]c^a]c^a]ca]c^a]ca]ca]ca]ca]c
&aU]c&a]ca]ca]ca]ca]ca]ca]ca]ca]ca]c^a]c^a]c^a VQP>
%uv'ty(n!zysnid_ZU]]ca]ca]ca]ca]ca]ca]c^a]c^a]ca]ca]ca]ca]ca]ca]ca]c^a]ca]c
^a]ca]c&aU]c&a]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca!<*,8
u2r~!utzupkfa\Wid_ZU]]]c,a]ca]ca]ca]ca]ca]ca]ca]ca]c^a]c^a]ca]ca]ca]ca]ca]c
a]c^a]c^a]ca]ca]ca]ca]c&aU]c&a]ca]ca]c^a]ca]ca]c^a]c^a N`Qi=+?
1+{upkfa\Vid_ZU]]U]c&a]ca]ca]ca]ca]ca]c^a]ca]c^a]c^a]c^a]c^a]ca]ca]ca]ca]ca
]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]c^a]c^a]c^a]ca]ca mvy==
"kW^lu~ytnhc^Yid_ZU]]U]]ca]ca]ca]c^a]c^a]ca]c(a]ca]ca]ca]ca]ca]ca]c^a]ca]c^
a]ca]ca]ca]ca]ca]ca]ca]c^a]c^a]ca]ca]ca]ca]ca]ca]c&a
M?(5v2>KRU^l|q)zupkfa\Wid_ZU]]U]ca]ca]ca]ca]ca]ca]c*a]caU]ca]ca]c^a]ca]ca]c
a]ca]ca]ca]ca]c^a]c^a]c^a]ca]ca]ca]ca]ca]c^a]ca]c^a]ca]c^a]ca
)"ip!DPS9DOl2|wrmga\Vid_ZU]]]c^a]ca]c^a]c^a]ca]c&a]ca]ca]ca]ca]ca]ca]caV]ca
]ca]ca]c^a]c^a]ca]c^a]ca]ca]ca]ca]ca]ca]ca]c^a]ca]c^a]ca]ca
%ovx/E!-=~ytoje_ZTid_Z]c^a]ca]c^a]ca]ca]ca]ca]c&aU]c&a]ca]ca]ca]ca]ca]ca]ca
]ca]c^a]c^a]c^a]ca]c(aU]c(a]ca]ca]c^a]ca]c^a]c^a]c^a]ca]ca )n!uhvgw*NVXdo~
Q}xrlfa\Wid_Z]c]ca]ca]ca]c^a]c^a]c^a]ca]ca]ca]ca]c&aU]c&a]ca]ca]ca]ca]ca]ca
]ca]ca]ca]ca]c^a]c^a]c^a]ca]ca]ca]ca]ca]ca]c^a
Lo|0n{5<>IdpZ$5?{uoid_ZUid_Z]]ca]ca]ca]ca]c^a]c^a]c^a]ca]ca]ca]ca]ca]c^a]c^
a]c^a]ca]c&aU]c&a]ca]ca]ca]ca]ca]ca]ca]ca]c^a]ca]c^a]c^a]ca]ca
IRY[gs1z|8Dmy'){uoid_ZUid_Z]]ca]ca]ca]ca]c^a]c^a]c^a]ca]ca]ca]ca]ca]c^a]c^a
]c^a]ca]ca]ca]ca]ca]ca]c&aU]c&a]ca]ca]ca]ca]ca]c^a]ca]c^a]c^a
)3?FHS_ok3@=O[pwz~xsnic^YTid_Z]ca]ca]c&aU]c&a]ca]ca]ca]c^a]c^a]c^a]ca]ca]ca
]ca]c^a]c^a]c^a]ca]ca]ca]ca]c^a]c^a]ca]ca]c&aU]c&a]ca]c^a]ca]ca]ca
,.4D3@7EKNZTaco|vpkfa[Vid_Z]]c&aU]c&a]ca]ca]ca]c^a]c^a]ca]ca]ca]ca]ca]ca]ca
]ca]c^a]c^a]c^a]ca]ca]ca]ca]ca]ca]ca]ca]c^a]c^a]ca]c^a]ca]ca o~%|B2?4"z- 0
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zupke_ZUid_Z]]ca]ca]c^a]c^a]ca]ca]ca]c&a]caU]ca]ca]c^a]c^a]c^a]ca]ca]ca]ca]
ca]c^a]c^a]ca]ca]ca]ca]c^a]c^a]ca]ca]ca]ca]ca  &z'mw
l(6,z{vqke`[Vid_Z]]]ca]ca]ca]c^a]c^a]ca]ca]ca]c^a]c^a]ca]ca]ca]ca]ca]ca]ca]
ca]c(aU]c(a]ca]c^a]c^a]ca]ca]caV]ca]ca]ca]c^a]ca]ca
z&X[h88#iyZS|wrlfa\Wid_Z]]]]ca]ca]ca]c^a]c^a]ca]ca]ca]c^a]ca]ca]ca]ca]c^a]c
^a]ca]ca]ca]ca]ca]ca]ca]c&a]ca]ca]c^a]c^a]c^a]ca]ca]ca]ca S1 e q s
!j!!"l""""9#$$$ %b%%
&a&&&&&&{vqlga\Wid_Z]]]]c,a]c&aU]c&a]ca]ca]ca]ca]ca]c^a]c^a]ca]ca]ca]ca]c^a
]c^a]ca]ca]ca]ca]ca]ca]c^a]ca]c^a]ca]ca]ca]ca]c(aU]c(a]ca
&&&A'p'|'~''(r((#)|)))*O*+++F,n,q,,,.$.0.2.=.M...{vpje`ZUid_Z]]ca]c^a]ca]c(
aU]c(a]c^a]ca]ca]ca]ca]c^a]ca]c^a]c^a]ca]ca]ca]c^a]c^a]ca]ca]ca]ca]ca]ca]c^
a]ca]c^a]ca]ca]ca]ca
.?/a0d0p0001n12223I333R44444455m5z556O7R7^777ytoje_YSid]c^a]c^a]c^a]ca]ca]c
a]ca]c^a]c^a]c^a]ca]c(aU]c(a]ca]ca]ca]ca]ca]ca]ca]c^a]c^a]ca]ca]ca]ca]c^a]c
^a]c^a]ca]ca]ca 78Y8889T99:Z::;e;
;;;;;;;#<0<w<<#=>>>)?p??@@~ysmhc^Yid]c^a]ca]ca]ca]ca]c^a]c^a]ca]ca]ca]ca]ca
]c^a]c^a]ca]c&a]caU]ca]ca]c^a]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca
@@@@8AEAAA3BBBBB)C0C2C=CICXCCCDE^EEEEFdFGG[HH{uoje`ZUid]]ca]c^a]ca]ca]ca]c^
a]c^a]ca]ca]ca]ca]ca]c^a]c^a]ca]ca]c&aU]c&a]ca]ca]ca]c^a]ca]ca]ca]ca]ca]c^a
]c^a]c^a]ca]ca
HII0J7J9JDJ_JJJMNN#OhOwPQQ"QuQQQQQQRR`RRSkTTTysnid_ZTid]]c^a]ca]ca]ca]ca]ca
]c^a]c^a]ca]ca]c(a]ca]c^a]c^a]c^a]ca]ca]ca]ca]c^a]c^a]ca]ca]c^a]c^a]ca]c(aU
]c(a]ca]ca]ca]ca TTTTHUVVLWeWqWtWWWWXXX!X-X;
XKXXX<YYYYYZkZZ[H[ztnid_ZUid]]]ca]ca]ca]ca]ca]c^a]c^a]ca]ca]ca]ca]ca]ca]ca]
c&aU]c&a]ca]ca]c^a]c^a]c^a]c^a]ca]c^a]ca]ca]ca]ca]ca]ca]c^a]c^a
H[T[W[[[C\\\D]~]]]]9^______`i`````)aaa-bbbb{vqlgb]Wid]]]]c^a]ca]ca]ca]ca]ca
]ca]c^a]c^a]ca]ca]ca]ca]ca]ca]c"aU]c"a]ca]ca]ca]ca]c^a]c^a]ca]ca]ca]ca]ca]c
a]c^a]ca]c^a
bbc_ccd`dde`eneqeeeflfffffffgh$h&h}hhhiijj}wqlgb]Xid]]]]]ca]ca]ca]ca]ca]c^a
]c^a]ca]ca]ca]ca]ca]ca]c&aU]c&a]ca]ca]ca]ca]c^a]c^a]ca]c^a]ca]ca]ca]ca]ca]c
a]ca]c^a]ca
jrjjjtk_lblnlllllm<m>mmpppcqrrssjtuuuuuuv#vztojd_YSid]c^a]c^a]ca]c^a]ca]c(a
U]c(a]ca]ca]ca]ca]ca]ca]c^a]ca]c^a]ca]ca]ca]c^a]ca]c(a]ca]c^a]c^a]c^a]ca]ca
]ca]ca]c^a]c^a
#vlvw#xxyyzzrzuzzz"{v{{/|||||||||R}_}}}E~~~!|vqlgb]Xid]c^a]ca]ca]ca]ca]ca]c
a]c^a]c^a]ca]ca]c(aU]c(a]ca]c^a]ca]ca]ca]ca]ca]ca]ca]c^a]ca]c^a]c^a]ca]ca]c
a]ca]ca]ca]ca
!$139!nzkw+}xrlfa\Wlgb]Xid]c^]ca]ca]ca]c^a]c^a]c^a]ca]ca]ca]c^a]c^a]c^a]ca]
c(aU]c(a]ca]ca]ca]ca]c^a]c^a]c^a]ca]ca]ca]ca]ca]c^a]c^a]c^a]ca-K:ANZi_la
8DGC|vqke`[Vid]c]ca]ca]ca]c^a]c^a]ca]c^a]ca]ca]ca]ca]ca]ca]c^a]c^a]ca]c^a]c
a]ca]ca]ca]c.a]ca]ca]ca]ca]ca]c^a]c^a]c^a]ca]ca Mq}? %om|
tf!(4B}xsnid_ZU]c&a]ca]ca]ca]ca]ca]ca]ca]c^a]c^a]ca]ca]ca]ca]ca]ca]ca]ca]ca
]ca]ca]c(a]ca]ca]ca]ca]c^a]c^a]ca]c^a]ca]ca]ca!BQU;IGJ;
HNZfuP}wqlfa\Wid_ZU]]ca]ca]ca]c^a]ca]c^a]c^a]c^a]ca]c&a]ca]ca]c^a]ca]ca]ca]
ca]ca]ca]ca]ca]ca]c^a]c^a]c^a]ca]ca]ca]ca]ca]ca]ca V@CQHS*;
!-~X}wrlgb]Xid_ZU]]]ca]ca]ca]ca]c^a]ca]c^a]c^a]c^a]ca]ca]ca]ca]ca]c(a]ca]ca
]ca]ca]ca]ca]ca]ca]ca]c^a]ca]c^a]c^a]ca]ca]ca]ca QV
$146A[wp}A2d|wrmhc^Yid_ZU]]]]ca]ca]ca]ca]c8a]c$a]c8a]ca]ca]ca]ca]c^a]c^a]c^
a]ca]ca]ca]ca]c^a]ca]c(aU]c(a]ca]c^a]ca]ca]ca]ca]ca]ca]ca]ca
dt)rVIysnid^YTid_Z]ca]caV]ca]ca]ca]ca]c^a]c^a]ca]c&aU]c&a]ca]ca]ca]ca]c^a]c
a]c^a]ca]ca]c^a]ca]c^a]c^a]c^a]c^a]ca]ca]ca]ca]ca]ca
4+dU*9A@M{vqlga[Uid_Z]]c^a]c^a]c^a]ca]ca]ca]ca]c^a]c^a]ca]ca]ca]ca]c(aU]c(a
]ca]ca]ca]ca]ca]ca]c^a]c^a]ca]ca]ca]ca]ca]ca]ca]c^a]c^a TU&168CO_eb
q&z'r}wrlgb]Xid_Z]]c]ca]ca]ca]ca]c^a]ca]c^a]ca]c^a]ca]ca]ca]ca]ca]ca]ca]c^a
]c^a]ca]ca]c&aU]c&a]ca]c^a]ca]ca]ca]ca]ca]ca]ca]ca r,Z &5;
40=f|wrmhc^Yid_Z]]c]]ca]ca]ca]ca]ca]ca]ca]ca]ca]c^a]c^a]ca]ca]ca]ca]ca]ca]c
&aU]c&a]caU]ca]ca]ca]ca]ca]c^a]c^a]ca]ca]ca]ca]ca
alLJ~l7@NZfuc|wrlga\Wid_Z]]]ca]ca]c^a]ca]c^a]ca]c&a]ca]ca]ca]ca]c^a]ca]ca]c
^a]ca]ca]c^a]ca]c^a]ca]ca]c&aU]c&a]caU]ca]ca]ca]ca]ca]ca]ca ccD
anao+$~&2ztoje`[Uid_Z]]c^a]ca]ca]ca]ca]ca]c^a]c^a]c^a]ca]ca]ca]c&a]ca]ca]ca
]c^a]c^a]ca]c^a]ca]ca]ca]ca]ca]ca]c^a]c^a]caV]ca]ca]ca 25u
ZITEF|wrmhb\Wid_Z]]]ca]c^a]c^a]ca]ca]ca]ca]ca]c^a]c^a]ca]ca]ca]ca]ca]ca]c^a
]ca]c.a]caU]ca]ca]c^a]ca]ca]ca]ca]ca]ca]ca]c^a]ca
&3?OXehtkPRPQXY{~ysnhc]Xid_Z]]]]caV]ca]ca]c^a]ca]c^a]ca]ca]ca]ca]ca]ca]ca]c
^a]c^a]ca]ca]ca]ca]ca]ca]c^a]ca]c^a]ca]ca]ca]ca]c.a]ca]ca]ca 6|)ub   4AR
rt|vqlgb]Wid_Z]]]c^a]ca]ca]ca]ca]c(aU]c(a]ca]ca]ca]ca]ca]ca]c^a]c^a]c^a]ca]
ca]ca]ca]ca]ca]ca]ca]ca]c^a]ca]c6a]c$aU]c$a]c^a]ca tys$1
".|}wqkf`ZUid_Z]]ca]c^a]c^a]ca]c^a]c^a]c^a]ca]ca]ca]c(a]ca]ca]ca]ca]ca]c^a]
c^a]c^a]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]c^a]c^a]ca l,9|o(4C la
{vqke_ZUid_Z]]ca]ca]c^a]c^a]c^a]ca]ca]ca]ca]ca]ca]c^a]c^a]ca]ca]ca]ca]c(aU]
c(a]ca]ca]c^a]c^a]ca]ca]ca]c^a]c^a]ca]ca]ca]ca
S"V"c"""""""8###'$|$$$@%%%=&&&&&D'''7((()y)|wrmhc^Yid_Z]]ca]ca]ca]ca]ca]ca]
ca]ca]ca]c^a]ca]c^a]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]c(aU]c(a]ca]c^a]
c^a]c^a]ca]ca
y))(*d*p*x*z*****+R+++P,,,0--...4/A///=0001w11{vqlgb]Xid_Z]]c]ca]ca]ca]ca]c
a]ca]ca]ca]c^a]c^a]c^a]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]c^a]c^a]ca]ca]c&aU]c&a
]ca]c^a]ca]ca]ca 1?222222'33353x33374~44-5U555S666F7J7V777
8a889Q9~xrmhc^Yid_Z]]c]]ca]ca]ca]ca]ca]c^a]c^a]c^a]ca]ca]ca]ca]ca]ca]ca]ca]
ca]ca]ca]ca]ca]c^a]c^a]ca]c^a]ca]ca]ca]c*a]ca]ca]ca Q99999::!:l;n;z;
;<p<<<8====>>>>>&?3?|??!@{@\A]AA|wrmhc]Xid_Z]]c]ca]c^a]ca]ca]ca]ca]ca]c^a]c
^a]ca]c^a]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]c^a]c^a]ca]ca]ca]ca]c(aU]c(a]ca]ca]
ca AAAAAAAFBSBEDG*H5H8HHHIIIIIIK[KKKKK
LZLLL~xrmgb]Xmhc]Xid_Z]]c]ca]ca]ca]c^a]ca]c^a]c^a]ca]ca]ca]ca]ca]c(aU]c(a]c
a]ca]c^a]c^a]ca]c^a]ca]ca]ca]c^a]c^a]c^a]ca]c(aU]c(a]c aU]c
aLLLFMMNNN5OBOOO'Q1Q3Q9Q?QKQ[QQQRRXRkRRScSS$U~UUVzupkfa\Wid_Z]]]ca]ca]ca]ca
]ca]ca]ca]ca]c^a]c^a]ca]c^a]ca]ca]ca]ca]c(a]c"aU]c"a]ca]ca]ca]ca]c^a]c^a]c^
a]ca]ca]ca]ca]caV]ca
VVhVjVwVVWhWWWWWWWWXGXXXAYYZM[\\a^^_e____`{vqlgb\Vid_Z]]]c^a]c^a]ca]ca]ca]c
a]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]c(aU]c(a]ca]ca]c^a]c^a]ca]ca]ca]c^a]c
^a]ca]c^a]c^a ``h``aaa*a6aFabc]dddeeTeeg_ghiaiij"j&j/j;
jJjjjjztoje`[U]]c^a]ca]ca]ca]ca]c&aU]c&a]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]c
^a]c^a]ca]ca]ca]ca]ca]ca]c*aU]c*a]ca]ca]ca]ca]ca!jjk"khkklglm%naodopooooppp
qqqqq0r[rNtZtttJvTvvztnhc]Xztoje`[U]]c]caV]ca]ca]c^a]c^a]c^a]ca]c^a]c^a]ca]
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a]ca]ca]c^a]ca]c^a]ca]ca]c*a]ca]ca]ca]ca]ca]ca]ca]c^a]c^a f1
/uqRe}xsnid_Yje`[]]]c]c^a]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]c&a]
ca]c^a]c^a]ca]ca]ca]ca]c^a]c^a]ca]ca]c^a]ca]ca]ca
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ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]c^a]c^a]c^a]ca >0S`h
'4EDknzY~ytnhc^YTje`[]ca]ca]ca]ca]c^a]c^a]ca]ca]ca]ca]c^a]c^a]ca]c^a]ca]c&a
]ca]ca]ca]ca]ca]c^a]c^a]c^a]ca]ca]ca]ca]c^a]c^a]ca]c^a
c_nq}!nx@%z*-9+ysmhc^Yje`[]ca]ca]ca]ca]ca]c^a]c^a]c^a]ca]ca]c^a]ca]ca]ca]ca
]ca]ca]ca]ca]ca]c(a]ca]ca]ca]ca]c^a]c^a]ca]ca]ca]ca]ca]ca (4 ]
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