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(54) Bezeichnung: SUBSTITUIERTE 3-PHENYL-5-ALKOXI-1,3,4-OXDIAZOL-2-ONE (UND) THRE VERWENDUNG ZUR
HEMMUNG DER HORMONSENSITIVEN LIPASE

(57) Abstract: The invention relates to substituted 3-phenyl-5-
alkoxi-1,3,4-oxdiazol-2-ones of formula (), wherein R! means

R5
substituted  C;-Cg-alkyl and C;-Cycycloalkyl, R2, R3, R* and
R4 R1 () R’ mean hydrogen, halogen, nitro, C,-Cs-alkyl, C,-Cs-alkyloxy,
N ! substituted C¢-Cyg-aryl-C\-C,-alkcyloxy, Cs-Cig-aryloxy, Cg-Cig-aryl,
N/ [0 Cs-Cecycloalkyl or O-Cy-Cecycloalkyl or 2-oxo-pymolidin-1-yl,
2,5-dimethylpyrrol-1-y! or NRS-A-R-7, an the condition that R?, R3, R*
s J
R2
0

TR

@)

and R* do not mean simultaneously mean hydrogen and at least one of
the radicals R%, R3, R* or R represents the radical 2-oxo-pyrrolidin-1-yl,
2,5-dimethylpyrrol-1-y1 or NRS-A-R, with R® = hydrogen, C;-C,-alkyl
: or substituted Cs-Cyg-aryl-Cy-Cy-atkyl, A = a simple bond, CO,, SO, or
CONH, n =1 or 2, R” = hydrogen, substituted C,-C\y-alkyl,C,-C)-alkenyl, Cs-Choaryl-Cy-Cy-alkyl, Cs-CecycloalkyhCy-C,-alkyl,
Cs-Cy-cycloalkyl, Cs-Cig-aryl-C;-Ce-alkenyl, Cs-Cro-aryl, diphenyl, diphenyl-C,-C,-alkyl, indanyl or the group Het-{CH,), with t
=0, 1,2 or 3 and Hel = a saturated and nnsaturated 5-7 membered heterocycle which can be benzoanellated and substituted. The
invention also relates to a method for producing the same. The inventive compounds have an inhibitory effect on hormone-sensitive
lipase, HSL. . . .
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(57) Zusammenfassung: Es werden substituierte 3-Phenyl-5-alkoxi-1,3,4-0xdiazol-2-one der Formel (1) beschrieben, worin R!
vt substitvieries Ci-Co-Alkyl und C5-Cy-Cycloalkyl, R%, R?, R* und R® Wasserstoff, Halogen, Nitro, C;-C;-Alkyl, Ci-Cy-Alkyloxy,
substituiertes Cg-Cio-Aryl-C-Cy-alkyloxy, Cs-Cro-Atyloxy, Ce-Cio-Aryl, C3-Ce-Cycloalkyl oder O-C;-Ce-Cycloalkyl, oder 2-Oxo-
o= Pyrrolidin-1-yi, 2,5-Dimethylpyrrol-1-yl oder NRS-A-R?, bedeuten, mit der Massgabe, dass R2, R, R* und RS nicht gleichzeitig
& Wasserstoff bedeuten und mindestens einer der Reste R, R?, R* oder R? fiir den Rest 2-Oxo-pyrrolidin-1-yl, 2,5-Dimethylpyrrol-1-yl
~~ oder NR®-A-R7 steht, mit RS = Wasserstoff, C,-Cs-Alkyl oder substituiertes Cs-Cro-Aryl-C -Cs-alkyl, A = eine einfache Bindung,
CO,, SO, oder CONH, n = 1 oder 2, R? = Wasserstoff, substituiertes C-Cig-Alkyl, Cy-Ciz-alkenyl, Cy-Cho-aryl-Cy Cs-alkyl, Cs-Cg-
Cycloalky!-Cy-Ci-alkyl, Cs-Cs-Cycloaikyt, Cg-Cro-Arvi-C-Ce-alkenyl, Cs-Cip-Ary), Diphenyl, Diphenyl-C,-Cy-alkyl, Indanyl, oder
die Gruppe Het-(CHz)-, mit r=0, 1, 2 oder 3 und Het = gesiittigter oder ungesittigter 5-7-gliedriger Heterocyclus, der benzoanelliert
3 und substiwiert sein kann, bedeuten sowie ein Verfahren zu deren Herstellung. Die Verbindungen zeigen eine hemmende Wirkung
an der hormonsensitiven Lipase, HSL.
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=0, 1,2 or 3 and Het = a saturated and unsaturated 5-7 nenbered

het erocycl e whi ch can be benzoanel | ated and substituted. Th? |nvent| on
also relates to a nethod for producing the sane. The invent Jedlo #dunds
have an iWRI ®1/66531 ef f ect on hornone-sensitive |ipase HSPCT/EPG1/01898 2004
WO 01/ 66531 PCT/ EP01/01898 1 Descriptjon: 5 SUBSTI TUTED

3- PHENYL- 5- ALKOXY- 1, 3, 4- OXDI AZOL- 2- ONES AND THEI R USE FOR | NHI BI TI NG
HORMONE- SiNSkiplivie LI PASE The i nvention relates to substituted

3- phenyl - 5- al koxy- 1, 3, 4- oxdi azol - 2-ones which show an inhibitory effect on
hor none-sensitive |ipase, HSL. Certain 5-al koxy-1, 3, 4- oxdi azol -2-ones with
an ort ho-SUBSTITWTED JREENYL-5-wd KGXY-H08,4uDXDIAZOM2-ONBS ANDf THEIR OSH | ve-

o focts (DB A 26 03 R IRHAETIN ROFMONES NS R et tar 1
5- phemoxy- 1, 3, 4- oxdi azol - 2-ones with an ortho-substituted phenyl ring as
15 subst i TrHesiVSnROIA8s RNENRAIAGH BigHI- 5%%@11 8 BRI oD% hiclhe_ai m

of the invention was now to find conmpounds wh 'show an | nh r%}%tory ef f ect
on hor morf&w¥esinhibjiery eifeten h%monﬁﬁeﬂﬁﬂ%{eﬁlpﬂ%@, *é&bect of the present
invention, there is provided a conmpound of the forrula 1 RS RL | 01 25
in which the nmeani ngs are. Rl Cl-C6-al kyl, C3-C9-cycloal kyl, it being
p055| bI e Geytain btakauyolif si-oxalidmol- Zscmtﬁtwitiuaad)rtbmesmustlm@phemmslnb)asphenyI

al.k 2 0 JUL 2004 N and for
SherdP 1 SUpStientorntittisBinoh ive ob ke mbared ThGREaRg aRthéiminfe
(DE-A 26 04 110) and insecticidal effects (DE-A 26 03 877, EP-B 0 048 040,
EP-B 0 067 471).

hY

Certain 5-phenoxy-1,3,4-oxdiazol-2-ones with an ortho-substituted phenyl ring as
15 substituents show an endoparasiticidal effect (EP-A 0 419 918).

The aim of the invention was now to find compounds which show an inhibitory effect

on hormone-sensitive lipase, HSL.

20 In a first aspect of the present invention, there is provided a compound of the formuia
1

() RS
R4 R1
N {
N;’ v
R3
R2 ©
O
1

25  in which the meanings are:
R'  Cy-Ceatkyl, Ca-Co-cycloalkyl, it being possible for bath groups to be
substituted one or more times by phenyl, C-Cy-alkyloxy, S-C+-Cg-alkyl,



hal’'ogen, Cl-C4-al kyl, Cl-C4-al kyloxy, nitro, CF3; and R2, R3, R4 and R5

i ndependent |y of one anot her hydrogen, hal ogen, nitro, Cl1-Cgf8alithty|2004
Cl-Cs-al kyl oxy; 5 C6-Cl0-aryl-Cl-C4-al kyl oxy, C6-C70-aryloxy, C6-Cl0-aryl,
C3-C8-cycl oal kyl or O C3-C8-cycloal kyl, each of which nay be substituted
once, twice or three tinmes by hal ogen, CE3, Cl-C4-alkyloxy or Cl-C4-alkyl;

2- oxopyrrol i diN(C}-Gytalky)opantl fetpehphin tain-td-bel substitRéd daddr moté tinieksibyt he
provi so that re n t sijul ba:neou | y hydrogen, and
BhN

| east one of th%ogfeé]dpégrﬁémﬂﬂ%l?gfww RO, adi cal

2- oxopyr red, ifd H‘?anMJF{S .nc?erfer@e bvbrﬁyaﬁétheilh dro§én,NoderRpitrg th R6
hydr ogen, C -C4-al k C?g?aryl Cl-c4 Y ? where ar;/I may be 15

substituted by @4‘6@%01@%33 lkytaxyzs- al kyl oxy or Cl C4-al kyl; A a single

bond, ;COD, S . _a

C2- C18- al ken)?l%6 g}gc ic %i Icr”ir(g égéﬂ%uﬂgt ygg’t%edwc%%lcéf‘o t(ﬁ%ioaﬂ{y%rt I mes by
Cl- C4- al kyl , md@ﬁ@yc@ﬁﬂsyl CEBOG@faNFk!;h may beN(ubbtittledbige, hRice-@Abide

Cl- C4- al kyl ox Co-(l2:-ar, 12-atryl C6- C12- aryl car bonyl ,

C6- C10- aryl - %?%qg‘f %}P%‘?&/ C(%L gaé/"' i’z!hg 3'?9! b rﬁ"‘(ﬁfﬁ{rr n may be substituted by
hal ogen, Cl- %@kdgpkrol.@m1np|sa|5t@nwthmyrrmx1hwldrwm%nini

C6- Clo-aryl -Cl-4-al kyl, C5-C8-cycl oal kyl - C1- C4- al kyl, C5-C8-cycl oal kyl, C6
C 0-25 aryl-C2-C6-al kenyl, C6-Cl0-aryl, diphenyl, diphenyt-Cl-C4- aI kyl ,

i ndanyl . each afh thehirehisat e ﬁﬂw‘taﬁ@héaré)ﬁ&t%nﬁhuéﬂ& danfa? i Kyl
Cl1- C18- aI kyl oxy, -C8-cycl oal k roxyl, - dl car onyI
C6- CL0- ar yl - CHi teast ang pf the@'@d@@lsdanﬁ Biocﬁgaﬁmr@;dgﬁal b@xonﬁrdnd;n s,

nitro; cyano, s Wl Ko Cl- C6- al kyl oxycar bonyl ,

C6- C10- ar yl sul Onﬁ&h@b%@lﬁ gwmﬁNl—écé%ihCG C10- aryl, hal ogen, CF3 or
OCF3, where al kyl may be substituted again by Cl C4 aI kyl oxycar bonyl, CF3
or carboxyd, an I I 3 ar. Ll- | oxy: or the group
Het - ( CH2) %gr% 90‘?4 a@“ﬁn%fﬁ’ ‘“a@ﬂ ‘8 %l p%{n Y & urated or
unsatidr at ed SSﬁbBﬂmmmh@émrGR%,yGhQBlek)dhxyTﬁbeehmw;o fused and

substi tu}(gd by C hal ogen, C1-C4-al kyl oxy,

al k
Cl- C4- al Kyl ox & %‘F‘%’S d I”C%&SQFF% 1 C4-al kyl ,
C6- C10- ary! - Clt- g¢e;al kyI mercapto-or nitro, where benzo- f used aryl

R’  hydrogen;
C1-Cqg-alkyl or C2-Cig-alkenyl, each of which may be substituted once to three
20 times by C4-Cs-alkyl, halogen, CF3 C;-Cy-alkyloxy, N(C4-Cy-alkyl)z, -COOH,
C,-Cs-alkyloxycarbonyl, Ce-C1z-aryl, Cg-Ciz-aryloxy, Ce-Cqo-arylcarbonyl,
Ce-Cro-aryl-C+-Cs-alkyloxy or oxo, where aryl in turn may be substituted by
halogen, C41-Cy4-alkyl, aminosuifonyl or methylmercapto; _
Ce-Cro-aryl-C4-Cy-alkyl, Cs-Cg-cycloalkyl-Cs-Cy-alkyl, Cs-Cg-cycloalkyl, C-C1o-
25 aryl-Cx-Cg-alkenyl, Cg-Cqp-aryl, diphenyl, diphenyi-C;-Cs-alkyl, indanyl, each of
which may be substituted once or twice by C4-Cqs-alkyl, C4-C1g-alkyloxy,
Cs-Cs-cycioalkyl, COOH, hydroxyl, C:-Cy-alkylcarbonyl, C¢-Cio-aryl-C4-Cy-
alkyl, Ce-C1o-aryl-C1-Cg-alkyloxy, Ce-Cp-aryloxy, nitro, cyano, Ce-Cio-aryl,
fluorosulfonyl, C4-Ce-alkyloxycarbonyl, Ce-Co-arylsulfonyloxy, pyridyl, NHSQO,-
30 Ce-Cro-aryl, halogen, CF3 or OCF3, where alkyl may be substituted again by
-C4-alkyloxycérbonyl, CF3 or carboxyl, and aryl by halogen, CF3 or
C1-Cs-alkyloxy; |
or the group Het-(CHg)e-,



S may in turn be substituted by hal ogen, Cl-C4-al kyloxy or Crggang aggky! in
aryl al kyl by nmethoxy and CF3, and their pharmacol ogically sui ab e salts
and acid addition salts. 10 Said aryl Badicals may optionally be
substituted one or nore tines by Cl- Cg-al kyl,  C1-C8-al kyl oxy, hal ogen,

trifluoronmethy]. Sai d cycl oal radi cal s may og‘t ionally be substituted
one or nore tWiRE=t 1c? %@%ﬂckéﬁt = gsturpiedarpnsawnged S Grmamigeredadi cal s may

be substi tut eﬁet@Voc&&@M&ﬁ md bér:%?l% E{sﬁﬁ&ﬂﬁ‘é‘uﬂsﬁtﬂfédfdﬁ)}’% O#ea"g)-ial ogen is

fluorine, chlorin brom ne, uori ne an Al kyl ,

al kenyl , al ky@a@yo-é% halegen, C5- Cbealbylamr@ﬂCBallmembbeﬁ CBO@J-aml-ed
d f &h | K d/
oo of 08 NI 35Fc KOSl i o, el

Cl- C% al kyl oxmpagpin turh ibe.substituteet byhalbgen e0:-Coangloxdor OF;tdne Al a 1 are
t hose in-which E% Hiec”]o en, &T_ C4-al kyl, C6-Clo-aryl - C1- C4-al kyl oxy

whi ch may opt?¥ 34'6 9’8‘0@'@‘? ged in the aryl noiety by hal ogen, or is
NR6-A-R with 25 R6 = hydrogen or benzyl, A single bond and R7 =

C6- C10- aryl - C1- C4-al kyl which may be substltut ed by hal ogen, CF3, cyano,
phenyl - C1- c4-@&dkijiedpnarapeolpaicatksuitable ealtscand acitl legitlition safts.uor osul f onyl oxy;
30 C1-C12-al kyl which may be substituted by Cl-C4-al kyl oxy, phenyl, CF3 or

phenyl - C1- C4- al kyl oxy; C2-Cl12-al kenyl or the group Het-(CH2)r-, withr =0
or 110 an8aidarykradivals meg dpticnallyrizasubstitiéed 6nd orrmﬁae lhmésfttyt@{-ow £ which

be b b hal JUL 2004
4 deet i @aé"@*@?’&f ﬁ%ﬁ)@gﬁg@ﬂg {?ﬁ'h%e‘ﬁﬂf é?ﬁ’écyf’!ﬂaﬂﬂr tacjoals @aay??%gen@@%. ch:
is hydrognﬁstatﬁe@mpwrmredmeé by C,y- szaﬁk l(D@CWérI?V%h@'saﬂdé(lkyl%dl@ﬁlS@ﬁﬁy aryI
Cl-C4- anﬁ%/l ogg whi d¥ iqs?bs t hal ogen, and/or. 5 conpounds of
the f or nBf SUbsttwegylpydroxy mmm pel fingrine. akeanien fyprinet hyl , A =
single b@ﬁldnﬁé“br&?une I@Yé*éﬁﬂﬂﬂﬂuémle%&%oﬁﬁé(ﬂikﬂﬂhEéh)fméfkﬁ@xyséigsﬁ'lb&“t ed

once or tw ce by hal ogen;
15 be branched or unbranched.

Preferred compounds of the formula 1 are those in which:
R is Cy-C4-alkyl; and/or
R® is hydrogen; and/or
20 R?is hydrogen, halogen, C1~C4-alkyl, C1-Cg-alkyloxy or amino.

Further preferred compounds of the formula 1 are those in which
(D R®  is hydrogen, C;-Cy-alkyl, Ce-Cio-aryl-C1-Cs-alkyloxy which may optionally be
substituted in the aryl moiety by halogen, or is NR®-A-R” with

25 " R%= hydrogen or benzyl,
A = single bond and
R’ = Ce-Ciq-aryl-C4-Cy-alkyl which may be substituted by halogen, CFj,

cyano, phenyl-C4-Cs-alkyloxy, CFs-phenoxy, Cs-Cg-cycloalky! or
fluorosulfonyloxy;

30 C4-Cyz-alkyl which may be substituted by C;-Cs-alkyloxy, phenyl, CF3 or
phenyl-C4-Cys-alkyloxy;
Cz-Cq2-alkenyl or the grbup Het-(CH,)-, with r =0 or 1, and Het = saturated or
unsaturated 5-7-membered heterocycle which may be benzo-fused and
substituted by Cy-C4-alky! or halogen.



C2-.C18-al kenyl which may be substituted once or twice by Cl- M—éﬂlkm"or

Cl= C4- al kyl oxycar bonyl ; C6-Ci 0-aryl -Cl-C4-al kyl which may be substituted by
hal-ogen, Cl1-C6-al kyl oxy, CF3, cyano; @b-C6-cycl oal kyl,

Cl1--C4- al kyl oxycar bonyl, C6-Cl10-aryl-Cl-C4-al kyl, 15

C6-Clo-aryl - C1- C4-al kyl oxy, where aryl may again be substituted by hal ogen
or CF3; @M@@‘ﬂ@lcowmdapmqformulaﬂh@reghmmmhwl(umz) r, withr =

1, 2 or 3 and = r gt S QL AT, A De| 20 heterocycl e
whi oh rmy be. Suns (PETEEL ZpSinfoliie TN 2s i by EIFOEFIFSr 2B o GhE

Cl- C4- al kyl oxy3a€palkyloxy avhithomay bexubstitttenf by halogem,randéorl in which: R4 is
NR6- A-R7, with 25 Rs = hydrogen, = -CO and R7 = C1-C18-al kyl which may
be substituted by hal ogen, phenyl, phenoxy, phenylcarbonyl or

Cl- C4sal kyl oxx@mﬁ@ﬁﬂngofmtegbﬁngﬁen@wmbﬁ turn may be substituted by

met hyl , hal ogen, or ngt hﬁj’ mer capt o; 30 C2- Cl18-al kenyl which may be
substituted byR CBMRrARYIWithcs- C10- aryl which nmay be substituted by

hal ogen, Cl1- CqsalLk | -C4-al kyl, CF3, OCF3, fluorosulfonyl,

Cl- C4- al kyl oi?%ar b?){] 910%@3%%9)}&’ where aryl in turn nmay be substituted by
Cl- C4-al kyl oxy3 2 6ingls¢ b@tband C6- Ci o-aryl - C1- C4-al kyl where al kyl may be
substituted b;f:%m;_et tﬂ%% %h CF3 and aryl by hal ogen; or the group
Het-(CH2)r, with r = 9%Rd Het = saturated or unsaturated 5-7- menber ed

Eelt erigcycl g &,mfzﬁkmiaﬁmlagmﬁw@ﬂmdﬁa@beimc}éwﬁ@o@&n;dw-qm- al kyl,

al ogen, 1- C4- al ky] oxy, ophenyl or. hal] obenzyl per.capt q, re

benze: f used ar%gﬂ'&ﬁféee'?%“{hﬂﬁwng%%&?&?ﬂ@tﬁde‘mw HWIGS U&T?@Wﬁ@ky, and/ or

conpounds of t ) dibbRviwhi ch: 10 R4 is NR6-A-R7, with R6 =
deci-aldidkgcdibbhyl

hydrogen, A = - - and R7 = C1-Cl18-al kyl which is substituted by CF3 or
phenyl ;  06- Cla-Groydryl-Ci-Cs-alkyl which may be substituted by halogen, C4-Ce-alkyloxy,

CFa, cyano, Cs-Ce-cycloalkyl, C4-Cs-alkyloxycarbonyl, Cs-Cig-aryl-C4-C4-alkyl,
15 Cg-C1g-aryl-C4-C4-alkyloxy, where aryl may again be substituted by halogen or
CFa;
C5—Ca—cycloalky!—c1—C4—alkyl;
or the group Het-(CH.),-,
with r =1, 2 or 3 and Het = saturated or unsaturated 5-7-membered
20 heterocycle which may be substituted by halogen, Cs-Cs-alkyloxy or
C+-Cs-alkyloxycarbonyl, and/or |

\) compounds of the formula 1 in which:
R*is NR®-A-R, with
25 R®= hydrogen,

A = -CO-and
R” = C;-Csg-alkyl which may be substituted by halogen, phenyl, phenoxy,
phenylcarbonyl or C4-C,-alkyloxycarbonyl, where phenoxy in turn may be
substituted by methyl, halogen or methylmercapto;

30 C2-Cyg-alkenyl which may be substituted by Cg-Cyg-aryl;
Ce-C1o-aryl which may be substituted by halogen, C4-Cg-alkyl, phenyl-
C4-Cy-alkyl, CF3, OCFs3, fluorosulfonyl, C4-Cs-alkyloxycarbonyl, phenoxy,
where aryl in turn may be substituted by C4-C4-alkyloxy;



15 'C6- Ci 0-aryl - C1- C4-al kyl which is substituted by Cl-C4-al kyl2 0haliogmp,
CF3 or OCF3, benzyloxy or phenyl; or the group Het-(CH2)r, with r = 0 or 1
and Het = saturated or unsaturated 5-7-grenbered heterocycle which nay be
benzo-fused and substituted by C j-C4-al kyl or benzyl, and/or 20 R4 is
NR6- A-R7, with R6 = hydrogen, A= -S2- and R7 = O -C6-al kyl which may be
substituted byCeeFR:aryl2+-Cs-alilykwhete allylohayheg sbbstitutest hy metitoxdyyorBfegid 25

C6- Clo- aryl substituted by Cl-C6-al kyl, hal ogen,

Ca- 4- al kyl oi@rﬁ}yﬁ?@% di phenyl - C1- C4- al kyl substi tuted by hal ogen; or
t he group Het-c(rﬂr@bl‘oup\lﬁlétt(OHz}}-,O and Het = saturated or unsaturated
5-7-nmenbered hete rOﬁycI r co oundc? Qf the formula | in V\/mch'

and/ :
R4 is NR6- A-RWI BRYERied op upsgurated Suomemberedhelgrocygiel R7 =
Cl- C1Gs al kyl wiigh yoebEembm&ea uhe@ueymﬁbu%et BEO &%&W
N(Cl C4-al kyl )2 or hen in turn be substltut ed hal ogen or
ani nosul fonyl ;C 15Ceeﬁ<®peydtqlophﬂnybnr h@tpbwybn@@aptmméw@penz_o{;eed| ayl |
Cl- C6- al kyl ox @ﬁ gﬁz benzyl or pyridyl,
wher e al kyl n@ay@gﬁgbggbgﬁgﬁ% te gLen %k éxycarbonyl or
carboxyl; C5-C3-cycl oal kyl which may be substltuted by hydroxyl or
i ndanyl; or the qgrou l0wthr =0 or 1 and Het = saturated or
unsat ur at ed 5@"&@%@?5@ r}?eggpéléyk\”é“’h i ch nay be substituted by benzyl.
Partiiqul arly mRasNR%eA-RFowitaUnds of the fornula | are those in which RL is
met hyl . 15 Ver part| cul arl y preferred conmpounds of the fornmula |I are those
in the group hydegenn Exanpl es 21, 22, 27, 28, 30 to 34, 36 to 42, 53,
54, “58, 60, 6&\_65 c6%andl. 74, 92, 97, 107, 116, 128, 130, 136, 139, 142,

152, 166 and 171. The conpounds of the invention of the formila | have a
surprisi ng i ntR'b¥ t EhyCufatied which is substituted by CF5 or phenyl;

Ce-Cyg-aryl;
16 Ce-Cqo-aryl-C4-Cs-alkyl which is substituted by C4-Cy4-alkyl, halogen, CF; or
OCF3;, benzyloxy or phenyl; |
or the group Het-(CHy)-,
with r = 0 or 1 and Het = saturated or unsaturated 5-7-membered heterocycle
which may be benzo-fused and substituted by C4-Cs-alkyl or benzyl, and/or
20 R* is NR&-A-R, with
' R®=hydrogen,
A= -S0; and
R”= C4-Cg-alkyl which may be substituted by CF;
C2-Cy4-alkenyl which may be substituted by phenyl;

25 Ce-C1o-aryl which may be substituted by C4-Ce-alkyl, halogen, C;-C4-alkyloxy
or benzyl;
diphenyl-C4-C,-alkyl substituted by halogen;
or the group Het-(CH,),-,
with r = 0 and Het = saturated or unsaturated 5-7-mermbered heterocycle,
30 and/or

compounds of the fonhula 1 in which:
R*is NR®-A-R’, with
R®= hydrogen,



20, on hornone-sensitive l'i pase, HSL, an allosteric enzyne in adipocytes,
which is inhibited by insulin and is responsible for the br eakdowp ,'fats
infat cells and for the transfer of fgt constituents into the bl oo
stream Inhibition of this enzynme thus corresponds to an insulin-like

ef f-ect of the conpounds of the invention, which eventually leads to a-
reduction of #r®e f%@tNHaéndis in the blood and of bl ood gl ucose. 25 They

th b I I l e, for
can thus, be. SEPLOYEdE RLfFhARN ey BE SOBSRIRA N, S My BBrBHIT! ¢,
direct darragéJ(C@-mhﬂk)p)@mrpdaeayl vehith Mdy iRQ0rh be subistituted by hakegen ot he

I nvention, of the f@%J L can be prepared in various ways by nethods
known per se. PHNSECLYnd aspect of the present invention, there is

provi ged a prRECRS mm@ﬁﬁwwmmmeu T 0b¢-bikgt rG@Jélﬁ fbxgs defined in
the first aspect V\:hr?Ch conprises R5 %_9__1( T ik? m HE )Iég RS R2 2 R4
ORL O 3 R4 5-Gealyl meom qunoxw @lea,d)fm@yhor pyndy! where alkyl may

again be substituted by C4-C4-alkyloxycarbonyl or carboxyl;

Cs-Cg-cycloalkyl which may be substituted by hydroxyl, or indany;

or the group Het-(CHb),-,
10 with r = 0 or 1 and Het = saturated or unsaturated 5-7-membered heterocycle
which may be substituted by benzyl.

Wl

Particularly preferred compounds of the formula 1 are those in which R! is methyl,

- 15 Very particularly preferred compounds of the formula 1 are those in the group
mentioned in Examples 21, 22, 27, 28, 30 to 34, 36 to 42, 53, 54, 58, 60, 62, 65, 69,
71,74,92, 97,107, 116, 128, 130, 136, 139, 142, 152, 166 and 171.

. The compounds of the invention of the formula 1 have a surprising inhibitory effect
20" on hormone-sensitive lipase, HSL, an allosteric enzyme in adipocytes, which is
inhibited by insulin and is responsible for the breakdown of fats in fat celis and for the
transfer of fat constituents into the blood stream. Inhibition of this enzyme thus

corresponds to an insulin-like effect of the compounds of the invention, which
eventually leads to a reduction of free fatty acids in the blood and of blood glucose.
25 They can thus be employed for metabolic derangements such as, for example, for
non-insulin-dependent diabetes mellitus, for diabetic syndrome and for dlrect
damage to the pancreas.



5 reacting hydrazines of the formula 2 with chloroformc esters of the
formula 3 or other reactive carbonic ester derivatives, in wyigh RlauR2,
R3, R4 and Rb5 are as defined in the first aspect, to give the conpounds of
the fornula 4, which are 10 acyl ated wi ¥h phosgene, carbcnyl dii n dazol e,

di phosgenepr .t ripho e,. cycliz apd onverted where appropriate,
convert ed Eﬁef{’JTPﬁLér}d%é%ﬁg}ﬁ'85%?'%&%1%%&{?18% {;Pa'f' gpfeg@{%glpg}ggguq:\sggys BYuch as,
for exanpl metiugiskedwn peose. di asbtdorl dspeeiofiie predéitah@nads thetb SEpraeREd

acyl ation gr_al k%}oati on,ini nt o cor%g%u%is of It he f(?r mula 1. Since acids are
usual Iy | i BEFELRY 'Y RreRsliog CPURRYRG R hesiognypi i Jelingdin ©ahrst agred ddi ng
bases suchwhith casmppyed di ne, triethyl am ne, sodi um hydroxyde sol ution or

al kali netal cggbonates. The reactions can be cgrried out in wde
tenperature ranges. It has proved advantageous assa rule to operate at 0C
to the boil :fgg 0% ofi the sol véAtRiised. Exanpl 39l vents enpl oyed

are net hyl eng'c de™\ TH \ toluene, ‘et IR he, nOhdpt ane,
di oxane, di et hyl her. Nl§ The hy@razines of the fieFHul a &4@ be prepared
by known net hoB8, fof2 exanple by diazotizationmgd thegscorregpondi ng

anilines and 8 R5 dydrazine hydrfate R4 R5 2 0 JUL 2004 NH2 subsequent
reduction by known nethods or by nucl eophilic substitutdon of sui tably
substituted phenyl derivatives 6 (X =F, d, Br, I, OSQ2CF3) with hydrazine
hydrate. 5 Such suitab}xg phenyl, derivatives may beggitro-sugstituted

hal obenzenes, preferab fl uor%_—_ nd chl oroni trobengzenes, #rom which the
conpounds of the inventi can e prepared by Ilj__go By ho a suitable
poi ntin the syathetft W, redicRlon  and rEact Wi t\h_gcyl ating or
al kyl.ati ng agents such ag,{or g le, acid chloriges,\ anhyd hdes,

i socyanates, chloroforRéc esteerS, smlfonyl chlorid®% or R&él kyl and aryl al kyl
10 halides, or by reductive g kylation with aldehydes. Theteffect of the
conmpounds of the invention, of the fornula 1, was tested using the

foll ol ng enzyne assay system 15 Enzyne preparation: Preparation of
partially purified HSL:

reacting hydrazines of the formula 2 with chloroformic esters of
the formula 3 or other reactive carbonic ester derivatives, in which R, R?, R®, R* and
R® are as defined in the first aspect, to give the compounds of the formula 4, which are
10 acylated with phosgene, carbonyldiimidazole, diphosgene or triphosgene, cyclized and
converted where appropriate, converted by further chemical modification of the radicals RAR®,
such as; for example, by reduction of nitro to amino radicals
B and subsequent acylation or alkylation, into compounds of the formula 1. Since acids
| are usually liberated in these reactions, promotion is advisable by adding bases such
16  as pyridine, triethylamine, sodium hydroxyde solution or alkali metal carbonates. Thé
reactions can be carried out in wide temperature ranges. It has proved
advantageous as a rule to operate at 0°C to the boiling point of the solvent used.
Examples of solvents employed are methylene chloride, THF, DMF, toluene, ethyl
acetate, n-heptane, dioxane, diethyi ether.
20
The hydrazines of the formula 2 can be prepared by known methods, for example by
diazotization of the corresponding anilines and |



| sol ated rat fat cells are obtained from epididymal adi pose tissue from
untreated male rats (Wstar, 220-250 g) by col |l agenase treat negt, Ecm[ di ng
to " published 20 nmethods (e.g. S. Nilssam et al., Anal. Bi ochem f 8, 1986,
399- -407; G Fredrikson et al., J. Biol. Chem 256, 1981, 6311 - 6320; H
Tornquist et al., J. Biol. Chem 251, 1976, 813 -- 819). The fat cells
from1l0 rats are ¥hed three tinmes by flotation Mi®th 50 ml each tine of
honogeni zati on buffer m tris/HCI, pH 7.4, 0.25 Msucrpse, 1 nM EDTA 1
mM DTT, 10 pgln ke @ 10 pgl MZmEIYIRE n RO g dpstatin) 25 and
finally taken up in D)oy of honopgeni zation buffer. / fatygel l's are
honogeni zed in a T bn- n gl ass honogeni zer (Br agg— ngen) by 10
strokes at 1 500 agd?15C. The honbgenate is ntr E ged (Sorvall Swm4
tubes, 5 000 rpm 10 m 7, 4C). The subnatant between thRe fatty |ayer at the
top and the pellet is rermved and the centrifugation is repeated. The
subnat ant gesul ting 30 therefromis recentrifuged (Sorvall SM24 tubes, 20

000 rpm SkEsgRyentiey Uct'ﬂﬂéﬁmkrwmweﬂm& by iedaaphilici substiiior of awitably xed
ith 1 d with
55 i t SrepEeRR fh“‘%'ﬁﬁd@?%%“‘%%% " Ol QR0RCEY il BABIECT o e

at 4G oSwh stita (%piﬁnyihgeu\tatws may bemdenovmjtzs)ltuted halsbemanasf pegerab(ySor val |

SM24 tub The ernat an usted to H 5.2 5

by addt nd SIS cHifhittebelighes, Pom bR Safbsnes pFu hystonsan be

pr eC| pi t areparaddy mmmemtembdmtwwt@bfmm iAhé théild robfs By ré&di’i@ﬂ rpm 10
~4C) adsus ﬂﬁ I| [11 mMtris/ H70 nv EDTA, 65

v NaQ , @ Jeatan, afyﬁkwg B! Y@@“S&Bﬁﬂtsl BIFH A fweaawﬂ%ﬁcm aheriges.n. The

suspensi emhiy8ridésl i /
DTTIo 10 pal. ?rqnl eu{;yécf)cﬁdga&% &%ro??rrﬁﬁ@/klegfééﬁtéiﬂgg%%ﬁo?%sg\?%ﬁﬂ%ﬁ?‘59}? éd“(YIhe

| oaddfl ohedides, W&Yd@uﬁfﬁ)@(ﬂ?ﬁaw\ﬂﬁhaﬂ@hydgsper 1 nl of suspension,

equilibrated with 10 nM pot assi um phosphate, pH 7.0, 30%} glycerol, 1 nM

DTT). The colum is washed with four volunes of equilibration buffer at a

f | ow r at d hefeffagt pbtrgocarnpeundshef thiSinviestien, udfdle fnnuleohevastesterl uding the

equi l i br f 0.5 M pot assi um phosphate, and then -

di al yzed “sog'@" %ﬁ%& Eaa%ggigy%%ﬁgentrat ed 5- to 10-fold by ultrafiltration

(Amicon Diaflo PM 10 filter) at 4C. The partially purified HSL can be

storgg QC for 4 to 6 weeks. Assay: To prepare the substrate, 25-50
[mmeo‘?rgé’?faé!cﬂ?cerol (in toluene), 6.8 pnol of 20 unl abel ed .

trloleoylglycerol and 6 ng of phosphol i pi ds (phosphati dyl chol i ne/

phosphat i dylﬁnosmol 1 wv) are mxed, dried with N2 and then taken up in
2 m of rﬁPRFﬂt'U(‘mﬂpﬁﬂéﬁllywnﬂWf@-em c treatnent (Branson 250, nicrotip,

setting Jrscﬂated rat fat cells are obtained from epididymal adipose tissue from untreated

RN
AR |
bi

male rats (Wistar, 220-250 g) by collagenase treatment according to published

20 methods {(e.g. S. Nilsson et al., Anal. Biochem. 158, 1986, 399 — 407: G. Fredrikson
et al., J. Biol. Chem. 256, 1981, 6311 — 6320; H. Tornquist et al., J. Biol. Chem. 251,
1976, 813 — 819). The fat cells from 10 rats are washed three times by flotation with
50 ml each time of homogenization buffer (25 mi tris/HCI, pH 7.4, 0.25 M sucrose,
1 mM EDTA, 1 mM DTT, 10 pg/ml leupeptin, 10 pg/ml antipain, 20 pg/mi pepstatin)

25 and finally taken up in 10 ml of homogenization buffer. The fat cells are
homogenized in a Teflon-in-glass homogenizer (Braun-Melsungen) by 10 strokes at
1 500 rpm and 15°C. The homogenate is-centrifuged {Sorvall SM24 tubes,
5 000 rpm, 10 min, 4°C). The subnatant between the fatty layer at the top and the
pellet is removed and the centrifugation is repeated. The subnatant resuiting

30 therefrom is recentrifuged (Sorvall SM24 tubes, 20 000 rpm, 45 min, 4°C). The



2 X.1mnat 1-mininterval s). After addition of I m of KP1 (rJ\d re[21®¥\e
ultrasonic treatnment (4 x 30 sec on ice in 30-sec interval s) 194N 20%
BSA (in KP;) is added 25 (final concerg@ration of trioleoylglycerol 1.7
mV)-. For the reaction, 100 pl of substrate solution are pipetted into 100
pl -of HSL sol ution (HSL prepared as above, diluted in 20 mMMKP,, pH 7.0, 1
mM EDTA, Stbfgtantis remayeshasinixed Wit g ofbepeadniSephamsegPirarmacipdioteah, and

'mQE‘ﬁiﬁéfi‘%aﬁgf(%%o‘i@é%%@wﬁhéwﬁﬁ%wa&a 74 BOGEMNaGD. fter hegmigese 0.1 w
boric 3heaachabn iptlidted at #3C fe ammﬁ(smkhﬁ@t q8ciinThierfdls)2itds tématdged
ase separatiaon, one equival ent of

f 20 Af t
f ﬁgt prgﬂgﬁﬁ‘@@'&iﬂﬁgg M'y}aegﬁ 3 oqogr}g{,g@ 'B'r'i'gat Thesupseatantds adiistes tertH Al by
|1 qui & sQiyidding iRl aRER LAY mc@ &t dehior 59 rBin0 THe o %&@été‘ygﬁé ances
are normal’ly tested in four 1nd ent m xtures. ron of the .
HSL enzy riglieeteddwi santjfuggtion (S;Kvailsﬁﬁéﬂ,a‘f&@()@ tprdet @min, ASE) lapd sospendety wi t h

ot 2 i 20 kR 90, B 7. B BN, bR VA 1
anal yzed ET 0 pglmlS@J‘ipemmpepStamtdmgainm&HU&'perEl@elsi cﬁalyfédxaéﬁgst&gﬁp o
%T%Bd?ﬁp@ﬁwéﬁfﬁ oSbefeerSE 1 BBt ey e, Berstaliy 301 4010
410. 1042 %aritiddin at 4°C overnight and then loaded onto a hydroxy apatite column (0.1 g per '
1 mi of suspension, equilibrated with 10 mM potassium phosphate, pH 7.0, 30%
glycerol, 1 mM DTT). The column is washed with four volumes of equilibration buffer
at a flow rate of 20 to 30 mi/h. The HSL is eluted with one volume of equilibration
buffer containing 0.5 M potassium phosphate, and then dialyzed (see above) and
15 concentrated 5- to 10-fold by ultrafiltration (Amicon Diaflo PM 10 filter) at 4°C. The

partially purified HSL can be stored at -70°C for 4 to 6 weeks.

0
A‘,J

Assay:

To prepare the substrate, 25-50 pCi of [3H]trioleoylglycerol (in toluene), 6.8 pmol of
20  unlabeled trioleoylglycerol and 0.6 mg of phospholipids (phosphatidylcholine/
phosphatidylinositol 3:1 w/v) are mixed, dried with N; and then taken up in 2 mi of
0.1 M KP; (pH 7.0) by ultrasonic treatment (Branson 250, microtip, setting 1-2,
2 x 1 min at 1-min intervals). After addition of 1 ml of KP; and renewed ultrasonic
treatment (4 x 30 sec on ice in 30-sec intervals), 1 ml of 20% BSA (in KP)) is added
25  (final concentration of trioleoylglycerol 1.7 mM). For the reaction, 100 pl of substrate

solution are pipetted into 100 pl of HSL solution (HSL prepared as above, diluted in

20 mM KP;, pH 7.0, 1 mM EDTA, 1 mM DTT, 0.02% BSA, 20 pg/ml pepstatin,

10 pg/mi leupeptin) and incubated at 37°C for 30 min. Addition of 3.25 mi of

methanol/chloroform/heptane (10:9:7) and of 1.05 ml of 0.1 M K2CO3, 0.1 M boric
30  acid (pH 10.5) is followed by thorough mixing and finally centrifugation (800 x g,

20 min). After phase separation, one equivalent of the upper phase (1 mlis

removed and the radioactivity is determined by liquid scintillation measurement.
Evaluation:



541 580.8 600.2 620.3 651 690.03 2 0 JUL 2004 11 710.02 740.04 920.25

970. 03 1070.12 1160.1 1280.6 1300.5 1360.5 1390.4 1420.2 1520 g 66808
1710.6 The foll owi ng exanples illustratyg the preparation nethods in detail
W thout restricting them 5 12 Exanples: 2 0 JUL 2004 Exanple 1:

3- Met hyl - 4-ni trophenyl hydrazine 5 5 g of hydrazine hydrate are sl owy added
dr opwi se $ubslanesisiareqormiliy testedjindbur Rdepetdent miktures. Thetinfobitoa efthé n 10 n

of N-net i done,. 00 rature and e mxture heated wth
stirri ng%%eéééwlnafcﬂcﬁ%r %&sﬁﬁgaﬁ?ﬁ Ii %et?m@@‘?‘i)p 89'@83”53"” d'hg 70 n
of wat er @ichibied cbmecsledaafoh Whé|1'C§ou§bhléﬂiai’éujwé%ﬁriﬁ’bﬁ|bh'p?&%fl’f Mbast

| sopr opangol 10 Yield: 13. m p.: 138C The foll om ng exanpl es were

pr epar ed 1q1c%pe&q§plgg%g§thﬁ§9st substance. The data are analyzed using the software
5 package GRAPHIT, Elsevier-BIOSOFT.

The compounds showed the following effect in this assay:

Compound of Example No. ICso (UM)

-, 21 10

22 1
27 10
28 6
30
31 10
32 3
33 0.2
34 1
36 10
37 A 1

? 38 1
39 1
40 10
41 0.1
42 | 1
53 1
54 1
58 0.8

- 60 0.2

62 0.3
65 1
69 0.03




Exampl e 2: 3-Fl uoro-4-nitrophenyl hydrazine 15 Mp.:130C Exanple 3: 2-Ch

| or'0- 4- ni trophenyl hydrazine M p.:144C 20 Exanpl e 4: 2 0 JuL 200%

2- Met hyl - 4- ni trophenyl hydrazine M p.:185C 25 Exanple 5:

3- (4- Fl uor obenzyl oxy) - 2- ni t rophenyl hydrazine M p.:164C The starting
conpound_2-f| uoro-4-(4-f| uorobenzyl oxy) nitrobenzene (mp.: 99C) was 30
prepareq by aI kyI Zt1| on of 3-fl uor o- 4- .92 ophenol i th 4-fluorobenzyl
chlorid o B L/lvr the—presgnee U| patassi-um-car ponate. 2 0 JUL 2004 13
Exanpl e [6: . 3-(4- zrg‘uor obenzylioxy) - 4- n;orq%phenyl hydrazi ne (internediate)

M p.:- 145C 5 Examgle 7: 4-(4{Ch T oromd&n oxy)-3initroanilin e 1.4 g of
pot assi Umcarhonate are added ta a solution of 1.29 g of 4-chlorophenol in
8 m of {DMF and, §f7ter stirrilng for 3®@ nutes, 1|6 g of

4-f| uor g=3- lnLonul' Hme—are 30 —added—Fmt-the-nmtxture is stirred at 100C
for 3 hdqurs. After cooling, §0 m of vﬁer are added and, after briefly
stirrind, the pretipitate isifiltered Ofif wth su¢tion and dried in vacuo

at 40C. M@M—%—?—g——mMM—%gxpLe—S,_r
4- (4- Chlfor ophenoxy%-B- ni troprenyl hydra ne A solufion of 0.52 g of sodium

nitrite [N 5 N Of3g@ter 1 s gdued dropgigse to a s{irred mxture consisting
of 1.9 d_of 4-(4-chlorophengdy)-3-nitroaniline, 2% m of 20 concentrated
hydr ochljor i c aci d1%d 25 m qf et hanol0<500I ed to 0C, and the m xture is

cribecaonariant

t hen stijrred—at——o6 GO—-—and SHoSE genty—adfled dropwi se to a
suspensijon of 8. %“39 of tin dichloride 3. hydrate {n 8 nl of concentrated

HCl ,..Thdg precipitd42 is filtlered off gmth suctioh, washed with water,
suspehddd—in 200 m_of water junder

152 0.2
166 0.2
171 0.6

The following examples illustrate the preparation methods in detail without restricting
them. |



ni trogen and deconposed with 100 m of 30% strength sodi um hydroxi de
sol-ution at 25 10-15C. The oil which forms is extracted by shakimguwi o
ethyl acetate and washed wth water, gmd the organic phase is dried with
sodi um sul fate. The product is then precipitated with isopropanolic HC,
filtered off with suction and dried in vacuo. Yield: 1.1 g; m p.: 221 C
30 Exanplexamplégt hyl N - (4-nitro-2-nethyl phenyl ) hydrazi noformate 0.43 nl of
met hyl chl orof ormate was cauti ously added dropwi se to a m xture consisting
of 0.84 g of 2-methyl-4-nitrophenyl hydrazine, 15 m of NW and 2 m of 2 0
JUL 2004 Ebanmipie ieli ne while cooling in ice, and the mxture was then stirred
for 2 hours while s warmng to RT. After dilution with 50 m of

wat er , tf?eMﬁﬁWﬁr@tfﬁﬂléerymdf%?d"%ver night and the solid was dried in vacuo

2n angi ogre! hydte ety Bre Rl SPGB L B O &1 Pt o
(inter ][rr,(ﬂ med)yl-41ﬂudwmtrober%n5xaﬁﬁlml df N-matihyipyrrolidone at room temperature,

- (3- 27. 4

et hyl | NTESE RO R 0 WG REROOHRE Pra Mol The FrdduchipbrstiBlsiedss

Exanpl e 1§ additdny0 i of Wxterdiel ie filterdidt sfbwhi sutidy siidizdongtallizet fomM P. : 156C
Exampl e 14: 25 t hyl

N - (3- (4'F9RIBPIHREnzyl oxy) - 4- ni t r ophenyl ) hydr azi nof or mat e (i nt er nedi at e)

M P. 10166GeimBlge rp.: 1480y
N -(3-(4-fluorobenzyl oxy) 2-ni trophenyl ) hydrazi noformate 30 M p.:193C.
Exarrpl e 16:

The following examples were prepared in an analogous way:
Example 2:

3-Fluoro-4-nitrophenylhydrazine
16  M.p.: 130°C

Example 3:
2-Chloro-4-nitrophenylhydrazine
M.p.:144°C
20
Example 4:
2-Methyl-4-nitrophenylhydrazine
0 M.p..135°C

25 Example 5:
3—(4-FIuorobenzyloxy)-—2-nitrophenylhydrazine
M.p.:164°C

The starting compound 2-fluoro-4-(4-fiuorobenzyloxy)nitrobenzene (m.p.: 99°C) was
30 prepared by alkylation of 3-fluoro-4-nitrophenol with 4-ﬂuorobenzyl chloride in DMF
in the presence of potassmm carbonate.



Met'hyl N - (4-(4-chl orophenoxy) - 3-nitrophenyl)hydrazi noformate MP.: 147C
15 ‘Exanpl e 17: Methyl N -(3-pi peri di no-4- ni trophenyl ) hydr azi nof @8nditle 2404)
Mp.: 131C 5 2 0 JUL 2004 The |l atter cggpound and the conpound of Exanple
18 were prepared by reacting nethyl

N -(3-fluoro-4-nitrophenyl)hydrazi noformate with piperidine and N benzyl -

pi per azi rexampsie@ectively, in NW at 80C. 10 Exanple 18: Methyl

N -(3-(N | pi perazi no)-4-nitrophenyl)hydrazi noformate M p.:156C

B o U F oGy A ihteny DYae (e dS o) oxdi avol - 2-one 2.5 g
of net hyIM_Ig_:-{ﬁ-o@itrophenyl)hydrazi noformate and 5 m of pyridine were
taken up in 15 mM of nethylene chloride and, while stirring and cooling in
ice, 3 m of a 20% strength solution of phosgene in toluene were added
dropvvisse. ’FJPPE‘ n?.xture was |eft 20 to stand at room tenperature over night
and was c1'|E Uted With a further 10 ml of net hyl ene chl ori de and then washed
3 tines w-{4+OddrephenixyS-rdirgamiineover sodi um sul fate, the m xture was

concentrated in vacuo, and the product was purified by columm
chromat ography (silica gel, solvents: nethanol:nmethylene chloride = 2:98)

and recr ys4gy bf pdsditiarbatisstte BrNaddedtd assilitiorl ob1.89 4 ¢F.4-cHIblophehbEn
foll ow ng exanples were prepared in anal ogi/ to 5{;& l e 4, Ex%rrpl e 20: 30
5- Met hoxyd 51l @8 ADH. aftes stifiiRgrfeny® minutes, 1.69 of) rayynitroagiige algp - 112C

16 2 Ji4qee0Q d%ﬁﬁﬂh@rezi}, -stirred at 100°C for 3 hours. After cooling, 80 ml of water
5- Met oxyé-ﬂg (4- ?4- chl or ophenoxy- 3-ni trophenyl)-3-H (1, 3, %’) oxdi azol - 2- one
M P. .. oi |are aedespns, after briefly stitring, the precipitate is filtered off with suction and

5- l\/égt'%oxy - (3-(4-fI enzyl oxy) - 2- ni trophenyl ) - 3- H (1, 3, 4) oxdi azol - 2- one
M p. : QQé%élﬁrlp\faéugfgng& ,
Yield: 2.0 g; m.p.: 101°C :

15 Example 8:
4-(4-Chlorophenoxy)-3-nitrophenylhydrazine

A solution of 0.52 g of sodium nitrite in 5 ml of water is added dropwise to a stirred
mixture consisting of 1.9 g of 4-(4-chlorophenoxy)-3-nitroaniline, 25 ml of
20 concentrated hydrochloric acid and 25 ml of ethanol cooled to 0°C, and the mixture
' is then stirred at 0°C for 60 min and subsequently added dropwise to a suspension
of 8.5 g of tin dichloride dihydrate in 8 ml of concentrated HCI. The precipitate is
filtered off with suction, washed with water, suspended in 200 ml of water under
nitrogen and decomposed with 100 ml of 30% sirength sodium hydroxide solution at
25  10-15°C. The oil which forms is extracted by shaking with ethyl acetate and washed
with water, and the organic phase is dried with sodium sulfate. The product is then
precipitated with isopropanolic HCI, filtered off with suction and dried in vacuo.
Yield: 1.1 9; m.p.: 221°C

30 Example 9:
Methyl N'-(4-nitro-2-methylphenyl)hydrazinoformate

0.43 ml of methyl chloroformate was cautiously added dropwise o a mixture
consisting of 0.84 g of 2-methyl-4-nitrophenylhydrazine, 15 mi of NMP and 2 ml of



10 "5- Met hoxy- 3- ( 2- net hyl - 4- ni trophenyl ) - 3- H (1, 3, 4) oxdi azol - 2- thewﬂvlzm*:
111 C Exanple 24:

5- Met hoxy- 3- (3- (4-fl uorobenzyl oxy) - 4- ni#tr ophenyl )-3-H (1, 3

, 4)-oxdi azol -2-one 15 M p.:137C Exanpl e 25:

5- Met hoxy- 3- (4- am nophenyl )-3-H (1, 3, 4) oxdi azol -2-one 20 A m xture

consi st i myriginewhilegcasiling imisieh arg 18 (idduie wap trenystirred-for 2 ho8rsiwbiledslandy -

or essur o RriE I RIABREEEEn il 36 bt 3P Ratercind DR RSB et ey Bl Pas.
been t akmal the solithevasadridddyiatvatgo ah4drCd.i | tered of f, and the solution is

concentrgted in vacuo. _The remaining semsolid residue is stirred with
i sopropa%?lgah§1fg'l F\el?-eﬁs-go&f with 25 suction. Yield: 0.75g; mp.: 85C
Exanpke 26:

5- Met hoxy- 3- (2- am no- 4- (4-fl uorobenzyl oxy) phenyl )-3-H- (1, 3, 4) oxdi azol - 2-one
30 M P.: e foligwing exapples were prepared in an analogous way:

5- Met hoxy- 3- ( 3- am no- 4- (4- chl orophenoxy) phenyl )-3-H (1, 3, 4)oxdi azol -2--one
M p.: 133C 17 Exanpl e 28:

5- Met hoxyEx@nf@le d@i no- 3- net hyl phenyl ) - 3- H (1, 3, 4) oxdi azol -2-one M p.: 114C
520 JU 0 anpl e, 29: - . .

5. Mt hox)MERYN AR OB Y P nptermAte (I meriAS 3. (1,

3, 4) dedi dAQ.-27®qe M p.: 195C 10 Exanpl e 30:

5- Met hoxy- 3- (4- (4-chl or ophenyl acet yl am no) phenyl ) -3-H- (1, 3, 4) oxdi azol - 2-one
201 ,ng of 4-chl orophenyl acetyl chloride are added dropwi se to a m xture
consisti ngkanffle4q0 ny of

5- met hoxy- 3- (‘4- am nophenyl ) -3-H (1, 3, 4) oxdi azol -2-one, 20 m of 15

met hyl endiethybiN-Gellugte-donitrophem)hydrazinafermatel ed in ice, and the nmixture is

stirred gfp.f dcenperature for 5 hours. Volatiles are renpved in vacuo,
and the residie Ts :
15
Example 12:

Methyl N'-(3-methyl-4-nitrophenyl)hydrazinoformate
M.p.: 159°C

20 Example 13: -
Methyl N'-(2-chloro-4-hitrophenyl)hydrazinoformate
M.p.: 156°C

Example 14:
25  Methyl N'-(3-(4-fluorobenzyloxy)-4-nitrophenyl)hydrazinoformate (intermediate)
M.p.: 166°C

Example 15: 7
Methyl N'-(3-(4-fluorobenzyloxy)-2-nitrophenyl)hydrazinoformate
30  M.p.: 193°C.

Example 16:
Methyl N'-(4-(4-chlorophenoxy)-3-nitrophenyl)hydrazinoformate
M.p.: 147°C



stirred with water and the solid is filtered off with suction and dried at
40C in vacuo. Yield: 318 ng; mp.:161 C 20 The fol | owi ng exangl @yyness:,
prepared in an anal ogous way: Exanpl e 35:

5- Met hoxy- 3- (4- (4- chl or ophenyl acet yl am no) - 3- net hyl phenyl )-3-H (1, 3, 4) oxdi a
zol- 2-one 25 M p.:190C Exanpl e 32:

5 I\/bt hoxy- 3- (4- oct anoyl am no- 3- net hyl phenyl ) -3-H (1, 3, 4) oxdi azol - 2- one

inpl e 33:

5 I\/Et hoxa’&fg?ll (‘4: hept yl benzoyl am no) phenyl )-3-H (1, 3, 4) oxdi azol - 2- one

M p. 155\ﬂbth91 I¥'-@-piperidifi04-tikaphereyiBdrazinoformate (-)

5 I\/bt hox;i\i3 (, but yl phenyl sul f onyl am no) phenyl) - 3- H ( 1, 3, 4) oxdi azol - 2-on
anpl e 35:

5 I\/Et Boxy 3- (4 (4- chl or obut anoyl am no) - 3- et hyl phenyl )-3-H (1, 3, 4) oxd

Il azol -2-one Mp.: 137C Exanple 36: 10

5 |vet hoxy'® lafepearmpeymnd and thescaraponndeidiampls 18 wareprapased; kyziglactingne

157
5 I\/Et hoxynq%lﬁ?4 ((}eﬂ%frgﬁomﬁroRy?ryd dra né)rfr? rrr]%e’tegv e |Renduﬂe anF)N Be%y('1 3, 4) oxd
i azol - 1PpigeragmelMagspectiviel lEMiﬁlabSG‘EC 5- Met hoxy- 3- (4 (1-nap
ht hyl sul f onyl am no) - 3- net hyl phenyl ) -3-H (1, 3, 4) oxdi azol -2- 20 one M p.:
123C Exanpl e 39: 5- Met hoxy-3-(4-(2-p henyl et henyl sul fonyl a
m noy03- retdmyple@ayl ) - 3-H (1, 3, 4)oxdiazol- 25 2-one Mp.: 129C

Methyl N'-(3-(N-benzylpiperazino)-4-nitrophenyl)hydrazincformate
M.p.: 156°C

Example 19:
16  5-Methoxy-3-(4-nitrophenyl)-3-H-(1,3,4)oxdiazol-2-one

2.5 g of methyl N'-(4-nitrophenylhydrazinoformate and 5 ml bf pyridine were taken
up in 15 m! of methylene chloride and, while stirring and cooling in ice, 3 m! of a 20%
strength solution of phosgene in toluene were added dropwise. This mixture was left
20 to stand at room temperature over night and was diluted with a further 10 mi of
methylene chloride and then washed 3 times with water. After drying over sodium
sulfate, the mixture was concentrated in vacuo, and the product was purified by
L column chromatography (silica gel, solvents: methanol:methylene chloride = 2:98)
and recrystallized from isopropanol.
25 Yield:i1b5g mp.:151°C

The following examples were prepared in analogy to Example 4:
Example 20:

30  5-Methoxy-3-(3-methyl-4-nitrophenyl)-3-H- (1 3.4)oxdiazol-2-one
M.p.: 112°C



Exanpl e 40: 5-Methoxy-3-(4-(2,2,2-tritluoroethylsu

| f onyl ami no) - 3- et hyl phenyl )-3-H 30 (1 3, 4) oxdi azol -2-one M p.: 151 C19 2
0 JUL 2004 Exanpl e 41: 20 JUL 2004

5- Met hoxy- 3- (4 (benzyl oxycar bonyl am no) 3 met hyl phenyl )-3-H (1, 3, 4) oxd| azol
-2--one Mp.: 115C 5 Exanpl e 42:

5- Met hoxyE)&n(,ﬂe(za 4 d| chl or ophenyl am nocar bonyl am no) - 3- net hyl phenyl )-3-H
(1, 3, 4) oxdi azol - I\/L 0C 10 The | atter conpound was obtai ned by
reacting %M?é'@%x%r(‘%ﬂ“ﬁ @mmnng@rmvpph%war&r&(m Axgiazohf®kg 620l - 2- one
W th equ 36|I anounts of 3, 4-dichl orophenyl isocyanate in toluene at 50C
15 Exanpl e

5- Met hoxy 3- (4 (4- chl or ophenyl sul f onyl am no) phenyl ) -3-H (1, 3, 4) oxdi azol -

ne %aq,?éi %arrpl e 44: 20

5- Met oxy chl or ophenyl sul f onyl am no) phenyl ) -3-H (1, 3, 4) oxdi azol - 2-0
ne M p. :5- lVlZthdiy-S—E&-z(t-ﬁnﬂherob'énzyloxy) 2-nitrophenyl)-3-H-(1,3 4)oxd|azol 2-one -

5- Met hoxy;- 3 (4=(3- chl or ophenyl sul f onyl am no) phenyl ) - 3- H( 1,3, 4) oxdi azol -

ne 25 MM Q_% C Exanpl e 46:

5- Met hoxy- 3- (4- (4-chl or ophenyl acetyl am no) - 3- (4-fl uor obenzyl oxy) phenyl )-3-H
- (1, 3,4)oxdi azal -2-one 30 M p.:167C Exanpl e 47: :

5- Met hoxyEXaRleR3izy| sul f onyl ani nophenyl ) - 3- H- (1, 3, 4) oxdi azol - 2-one  Mp.:

153C440 EXRIRhGoAS:(2-methyl-4-nitrophenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 111°C

Example 24:
5-Methoxy-3-(3-(4-fluorobenzyloxy)-4-nitrophenyl)-3-H-(1,3,4)oxdiazol-2-one
15  M.p.:137°C

Example 25: .
B5-Methoxy-3-(4-aminophenyl)-3-H-(1,3,4)oxdiazol-2-one

20 A mixture consisting of 1.4 g of 5-methoxy-3-(4-nitrophenyl)-3-H-(1,3,4)oxdiazol-
2-one, 0.5 g of Pd/C and 20ml of methanol is hydrogenated under atmospheric
pressure at room temperature until the calculated amount of hydrogen has been
R taken up. The catalyst is then filtered off, and the solution is concentrated in vacuo.
The remaining semisolid residue is stirred with isopropahoi and filtered off with
25  suction.
Yield: 0.75g; m.p.: 85°C

Example 26:
5-Methoxy-3-(2-amino-4-(4-fluorobenzyloxy)phenyl)-3-H-(1,3,4)oxdiazol-2-one
30 M.p.:oil

Example 27:
5-Methoxy-3-(3-amino-4-(4-chlorophenoxy)phenyi)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 133°C



5- Met hoxy- 3- (4- (- 2-(4' -chl or obi phenyl ) et hyl ) sul f onyl ani no) phenyl ) - 3- H
(1,73, 4) oxdi azol -2-one 5 M p.:165C 2 0 JUL 2004 Exanpl e 49: 0 JuL 2004
5- Met hoxy- 3- (4-i sopropyl sul f onyl am nophgnyl ) -3-H (1, 3, 4) oxdi azozl'- 2J one

M p.: 190C 10 Exanpl e 50:

5- Met hoxy- 3- (4- di net hyl ar ni no- 3- net hyl phenyl ) -3-H (1, 3, 4) oxdi azol - 2- one
Mp.: 71 C 15 The | atter conpound was obtai ned by reacting

5- met hox )g‘aréél @/rg no- 3- net hyl - phenyl)-3-H (1, 3, 4) oxdi azol -2-one with

par af or na Gé&formic acid in DVF at  room tenperature and was purified
by col unrb-Metioowet B¢t-aptiyo-Banethgiphgryl)-3d4-1,3,4)oxdibadl2-ondiept ane = 1:1). 20
Exampl e . o

5- Met hox%(?—"(w-‘t % chi or obenzyl am no) - 3- net hyl phenyl ) - 3-H (1, 3, 4) oxdi azol - 2-
one WK P.: oil The latter conpound was obtained by reacting

5- met hoxy- 3- (4- am no- 3- et hyl 25 phenyl)-3-H (1, 3, 4) oxdi azol -2-one with
4-chl orob%*%lPlé@f%}'de/ sodi um borohydride in nethanol/nmethylene chloride at

[ 00m ¢ EMRERAUHES. @St L aWso-BY kL dﬁ%&?& @%@ganggarn@m(&%ﬁmgxonfﬁhéCa gel

et hyl acetate: ane = 1.1

5- Met hox;Nl?,i(‘tBQ"Q‘r oxopyrrolidin-| -yI ) - 3- et hyl phenyl ) - 3- H (1, 3, 4) oxdi azol - 2
-one MP.: oil The latter conpound was prepared by reacting

5- met hoxy- 3- (4- (4-

chl ori@butEanyplerdono) - 3- met hyl phenyl ) - 3- H (1, 3, 4) oxdi azol 2-one with sodium

21 2 0 J 04 h i i OX room tenperature and purifying the

cr ude pr%fy@h%)’%‘z '&‘ffﬁhfoéwqﬁ?ﬁéﬁﬁwgfwoﬂieﬂyﬁ%‘ il -,3439{‘1%‘??@'%0“9

chl 0r| de: net hanol = 98:2). Exanpl e 53: 5 ‘

5- Met hoxy- 3- (4- (4- oxopent - 2- 2-yl am no) - 3- met hyl phenyl ) - 3-H (1, 3, 4) oxdi az

ol - 2-one2t\ mg: Ofmgﬁowéenﬂa@%tvl @iersisLaTe aﬂﬂgd@b@muiﬁedo Bynncwetqong:stmg
5~ IMet NOXYerSrdofng s %qném@ggm érﬂ.neﬁﬁaarw 331 8 Iy e B G 2ognpste W R
equi nol ar anmount's of acetyl acet a
15  methylene chloride and 0.1 ml of pyridine cooled in ice, and the mixture is stirred at
room temperature for 5 hours. Volatiles are removed in vacuo, and the residue is
stirred with water and the solid is filtered off with suction and dried at 40°C in vacuo.

Yield: 318 mg; m.p.:161°C
20  The following examples were prepared in an analogous way:

Example 31:
5-Methoxy-3-{4-(4-chlorophenylacetylamino)-3-methylphenyl)-3-H-(1,3,4)oxdiazol-
2-one

25 M.p.:190°C

Example 32:
5-Methoxy-3-(4-octanoylamino-3-methyiphenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 110°C

30
Example 33:
5-Methoxy-3-(4-(4—hepty|ben.zoy|amino)phenyl)—3-H-( 1,3,4)oxdiazol-2-one
M.p.: 1556°C -



acétic acid at 80C and was i sol at ed by precipitation by adding water and
fil'tration. Exanple 54:

5- Vet hoxy- 3- (4- (2, 5-di met hyl pyrrol - 1- y{g - 3- met hyl phenyl ) - 3- H (12 8, Wlodtazo
| -2-one 15 MP.: oil The latter conpound was obtai ned by reacting

5- met hoxy- 3- (4- am no- 3- net hyl - phenyl)-3-H (1, 3, 4) oxdi azol -2-one.with

equi nol aExamplmB4: of acetonyl acetone in glacial acetic acid at 80C.

Wor ki ng 0 | uti tj,on, 20 shaking with
et nyl " acentbline-Bofm bheovs By SR 2 herpruronenl or L de)
of the clw_ﬂe i36egduct obtai ned after concentration of the dried organic
phase. Exanple 55: -25 5-Meth oxy-3-(3-(4-f| u o rob enzyl oxy) - 4- net hyl
am nophenyl )-3-H (1, 3, 4) oxdi azol -2-one Mp.: 98C The | atter conpound was
obt ai ged 3§ 50duct of the hydrogenation of 5- et hoxy-

3-(3-(4 quorobenz )-4-ni trophenyl)-3-H (1, 3, 4) oxdi azol -2-one with

pl ati nunﬁsl'@emoéﬂ)(r?dé %scidamuses'loyr Ih@)t—&m&ihy!ahemsdb&aH—éTrﬂdf)mdiaml%dw

at m)sphemé plre;.s ure and after filtering off the catal yst, concentrating
t he react1'6n ure and colum chronmat ography (silica gel, nethylene
chloride). 22 2 0 JUL 2004 The conpounds of Exanpl es 56-199 were prepared

anal ogou?xé t ggie previ ous exanples. Exanple 56: 5
5- Met hox n“(pge i nophenyl)-3-H (1, 3, 4)oxdi azol -2-one Mp.: 95C Exanpl e

?A 7: 3 1 67 y&&m%mgnclgl eé 64—5 gwhl%gllé)ﬂiﬁéﬂS%@ﬂh?lbﬁbhylﬁ':Hf(i 3h)dx@ubiezehe2-one 10

5- I\/Et OX)MB (@ @nzyl am nophenyl )-3-H (1, 3, 4) oxdi azol -2-one MP.. oil 15
Exanpl e 59: 5- Met hoxy-3-(4-(pyrid-2-yl) amino ca rbonylanm nop henyl)-3-H
-(1, 3,4) oxdiazol-2-one Mp.: 81 C 20 Exanpl e 60:

5- Met hoxy=@n(e B4: f | uor obenzyl oxy) - 4- benzyl oxycar bonyl am nophenyl ) - 3- H

3-Methoxy-3-(4-(4-chlorophenylsulfonylamino)-3-methylphenyl)-3-H-(1,3,4)oxdiazol-
15 2-one
M.p.: 147°C

Example 38:
5-Methoxy-3-(4-(1-naphthylsulfonylamino)-3-methylphenyl)-3-H-(1,3,4)oxdiazol-2-
20 one '
M.p.: 123°C

Example 39:
5-Methoxy-3-(4-(2-phenylethenylsulfonylamino)-3-methylphenyl)-3-H-(1,3,4)oxdiazol-
25 2-one

M.p.: 128°C

Example 40:

5-Methoxy-3-(4-(2,2,2-trifluoroethylsulfonylamino)-3-methylphenyl)-3-H-
30 (1,3,9)oxdiazol-2-one

M.p.: 1561°C



(1;3,4)oxdi azol -2-one MP.: oil 25 Exanple 61:

5- Met hoxy- 3- (4- am no- 2- net hyl phenyl )-3-H (1, 3, 4)oxdi azol-2-one MP.. oil
Exanpl e 62: 30 19 20 JuL 2004

5- Met hoxy- 3- ( 3- net hyl - 4- ( 2- chl or obenzyl oxycar bonyl am no) phenyl ) - 3- H
(1,-3,4)oxdi azol -2-one Mp.: 161 C 23 Exanple 63:

5- Met hox\Exdmple @t no- 2- chl or ophenyl ) - 3- H (1, 3, 4) oxdi azol -2-one M p:: 126C
5 Exanpl e 64: . ]

5- Met hox y-Methxynt-(-Genzioxyeasheny pming)id-pethyiphesybi ko 1. S4laxdiazgl-g- . 92C 2
0 JUL 20QheExanpl e 65: 10

5- Met hoxy- 3- ( 2- net hyl - 4- benzyl oxycar bonyl am nophenyl )-3--H- (1, 3, 4) oxdi azol -
2-one MMp;: MEC Exanpl e 66:

5- Met Roxy- 3- (2-net hyl -4- (4-trifl uoronet hoxybenzoyl am no) phenyl )-3-H 15

(1, 3, 4)oxdi azol -2-one M p.: 150C Exanpl e 67: _
5- Met hoxyEx@mnjdle @it or o- 4- benzyl oxycar bonyl am nophenyl ) -3-H (1, 3, 4) oxdi azol - 2
-one 20

: 150 .e 68: . .

5- Met hoxy™ ﬁ%@’%r%&‘ﬁ@g%ﬁ}'?'”BBH%'P]\O?_"}I"B"-CP!ROD,V?}’W?Bkana%tBV'J:’E?BWe\,-3-*Nn p.: 127C
25 Exanpl(e Hoxdiazol-2-one _ _
5- Met hoxy- 3- (4- (4-t-butyl benzoyl am no) phenyl ) -3-H (1, 3, 4) oxdi azol - 2- one
Mp.: 173&p32¥E&npl e 70:
5- Meygoxy- 3- (4- (4- chl or obenzyl oxycar bonyl ani no) phenyl ) - 3- H (1, 3, 4) oxdi azol -
2-one Mp.: 177C _

Y The latter compound was obtained by reacting 5-methoxy-3-(4-amino-3-methyl-

phenyl)-3-H-(1,3,4)oxdiazol-2-one with equimolar amounts of 3,4-dichlorophenyi
isocyanate in toluene at 50°C.

15 Example 43:
5-Methoxy-3-(4-(4-chlorophenylsulfonylamino)phenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 169°C

Example 44:
20 5—Methoxy—3-(4—(2—chIorophenylsuIfonylamino)phenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 1741°C

Example 45:
5-Methoxy-3-(4-(3-chlorophenylsulfonylamino)phenyl)-3-H-~(1,3,4)oxdiazol-2-one
25 M.p.:141°C

Example 46:
5-Methoxy-3-(4-(4-chlorophenylacetylamino)-3-(4-fluorobenzyloxy)phenyl)-3-H-
(1,3,4)oxdiazol-2-one

30 M.p.:167°C

Example 47:
5-Methoxy-3-(4-benzyisulfonylaminophenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 153°C '



24°2 0 JUL 2004 Exanple 71:

5- Met hoxy- 3- ( 2- chl or o- 4- (4 hept yl benzoyl am no)phenyl) 3-H (1 20

3, 4) oxdi azol -2-one M p.: 135C 5 Exanpleg 7 ' JuL 2004

5- Met hoxy- 3- (4- (3, 4-di chl or obenzoyl am no) phenyl )-3-H (1, 3, 4) oxdi azol - 2- one
M p.: 200C Exanple 73: 10

5- Met hoxy- 3- (4- (2-(4-chl orophenoxy) 2- et hyl pr opi onyl am no)phenyl) 3-H

1, 3,4)oxdl azo one Mp.: 153C Exanple 74: 15

(5 Et hoz<y Lgx? Ilﬁe{% -4- benzyl oxycar bonyl am nophenyl ) - 3- H—(l 3, 4) oxdi azol - 2-

one M p.5-Meko l(e2-{@-chlorobiphenyl)ethyl)sulfonylamino)phenyl)-3-H-
5- Isopropogm )(Egalrr(gt(hy} 4- benzi))/l oxyy)caryb)onyl aym nop%%ny y)) 3-H (1, 3, 4) oxdi azo

|- 20 2- die>-flgxdiazetg©nexanpl e 76:

5- Iso;yogwgy %5:@7 met hyl - 4- but yl oxycar bonyl am nophenyl ) - 3-H (1, 3, 4) oxdi azol
-2-one 25 M p.:114C Exanple 77:

5-1 sopropoxy 3- (3 nmet hyl - - 4- ( 3- chI or ophenyl am nocar bonyl am no) phenyl ) - 3- H

(1, 3,4) b -2-one 30 Mp.: 201 C Exanple 78: _
5-tert-ButOXy* % - met hyl - 4- benzyl oxycar bonyl am nophenyl )-3-H (1, 3, 4) oxdi az

ol - 2- one5-Riethbk:-3-(4-1daToy SulbdyiadQAdptrraymps-#i-793, >M|azol—2-one

et hoxy 3- (3 rr;gé -4-phe noxyca rbonylami nop eny (1, 3,4)oxd

i azol - .. 145C Exanpl e 80: _

5- I\/Etﬂpxy 3 (3-net hyl -4-(pyrid-3-yl carbonyl am no) phenyl )-3-H (1, 3, 4) oxdi azo
| - 2-one ~

= Example 50:

5-Methoxy-3-(4-dimethylamino-3-methylphenyl)-3-H-(1 ,3,4)oxdiazol-2-one
M.p.: 71°C

15 The latter compound was obtained by reacting 5-methoxy-3-(4-amino-3-methyl-
phenyl)-3-H-(1,3,4)oxdiazol-2-one with paraformaldehyde/formic acid in DMF at
room temperature and was purified by column chromatography (silica gel, ethyl
acetate:n-heptane = 1:1). |

20 Example 51:
5-Methoxy-3-(4-{4-chlorobenzylamino)-3-methylphenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: oil

The latter compound was obtained by reacting 5-methoxy-3-(4-amino-3-methyl-

25  phenyl)-3-H-(1,3,4)oxdiazol-2-one with 4-chlorobenzaldehyde/sodium borohydride in
methanol/methylene chloride at room temperature and was purified by column
chromatography (silica gel, ethyl acetate:n-heptane = 1:1).

Example 52:
30  5-Methoxy-3-(4-(2-oxopyrrolidin-1-y!)-3-methylphenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: oil '

The latter compound was prepared by reacting 5-methoxy-3-(4-(4-
chlorobutanoylamino)-3-methylphenyl)-3-H-(1,3,4)oxdiazol-2-one with sodium



MP.: oil .10 Exanpl e 81:

5- Met hoxy- 3 (3-net hyl -4- (i ndan 2-yi am nocar bonyl am no) phenyl bﬂ?’Jllj_t 2004
(1,3, 4)oxdi azol -2-one Mp.: 206C 15 Exanpl e 82:

5- Met hoxy- 3- ( 3- net hyl - 4- (pyri d- 3-yl et hyl am nocar bonyl am no) phenyl ) - 3- H
(1, 3,4)oxdi azol -2-one Mp.: 229C 20 Exanple 83:

5- Met hoxwgrmewélougne at (qwm tatperature teEndxpLsifyibg the ecuie pyadust bl )coBirhh

(1I\/gt ﬁégéﬂwg °PfaLPg'BF (s cgé‘ﬁ%ﬁ%‘%@?%ﬁw&@ﬁ@ﬁﬂ@ vP¥2 1 (1, 3, 4) oxdi azol - 2

-one oi |l 30 Exanpl e 85:
5- I\/bthox%3 Sg Iuoro 4-(4-trifluoronethyl benzoyl am no)phenyl) 3- H-(l 3 40

xdi azol oil 26 2 0 JUL 2004 Exanpl e 86:

5- Wboxx&ﬁnﬁrﬁ@m £8¥o r{t%mz IHﬁﬁrRﬁI%!-H&éi NESA 9)30?;%;51 ot H

(1, 3, 4) oxdi azol - 2- on-(l(a ﬂe 5‘} | e 87 '5- t)hoxrt M uoro-4-(4
tert - but Y-8 zoyl ani no)phenyl) 3 H (1, 3 4) oxdi azol - 2- one 144C 10
Exanpl e °

5- Met hox?/@? 43rr(e:t hyl -4-(2, 2, 2-trifluoroet hoxycarbonyl am no) phenyl)-3-H }

(1, 3, 4) oxdi azol 2-one MP.: 141 "C
The latter compound was obtained by reacting 5-methoxy-3-(4-amino-3-methyl-
10  phenyl)-3-H-(1,3,4)oxdiazol-2-one with equimolar amounts of acetylacetone in glacial
acetic acid at 80°C and was isolated by precipitation by adding water and filtration.

Example 54:
5-Methoxy-3-(4-(2,5-dimethylpyrrol-1-yl)-3-methylphenyl)-3-H-(1,3,4)oxdiazol-2-one
15  M.p.:oil

The latter compound was obfained by reacting 5-methoxy-3-(4-amino-3-methyl-
phenyl)-3-H-(1,3,4)oxdiazol-2-one with equimolar amounts of acetonylacetone in
glacial acetic acid at 80°C. Working up took place by dilution with water, extraction

20 by shaking with ethyl acetate and column chromatography (silica gel, methylene
chloride) of the crude product obtained after concentration of the dried organic
phase.

Example 55: _ :
25 5-Methoxy-3-(3-(4-fluorobenzyloxy)-4-methylaminophenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 98°C

The latter compound was obtained as by-product of the hydrogenation of 5-methoxy-
3-(3-(4-fluorobenzyloxy)-4-nitrophenyl)-3-H-(1,3,4)oxdiazol-2-one with platinum

30 dioxide as catalyst in methanol at room temperature under atmospheric pressure
and after filtering off the catalyst, concentrating the reaction mixture and column
chromatography (silica gel, rhethylene chloride).



15 Exanpl e 89:

5- Met hoxy- 3-(3- nmet hyl - 4- pi pe(di nocar bonyl am nophenyl )-3-H (1, 3, 4) oxdi azol - 2
-one Mp.: 154C Exanple 90: 20 2 0 JuL 2004

5- Met hoxy- 3- (4-(6-net hoxybenzofuran 2- yF car bonyl am no) phenyl )-3-H (1,
3,4)oxd iazol-2-one Mp.: 191C Further exanples which were prepared by the

process esTttkeemnpbmdi&ibtﬂ;&arﬁﬂlds 6109 \Béreq&rapa@ueamal@b@y taRaS pfdlisilg’ 0SCOopy
(MFL): Chem cal nanme: MF1Mol . wt.

91IN-[ 4- (?%ﬁ%%y 2-0xo0-[ 1, 3, 4] oxdi azol - 3- yI)phenyI] 3-methyl - 362361. 4
benzenesul f onam de

923, 4- Di net hoxy- N-[ 4- (5- met hoxy- 2- oxo-[. 1, 3, 4] oxdi azol - 3-yl ) - 408407. 4
phenyl | bdrssRIe ik onani de 93Qui nol i ne- 8- sul foni c aci d

[ 4- (5gmeth DX ( | ) phenyl ] am de

94N [ E ( g%ﬂﬁégsﬁgﬁ?éﬂ@g]éﬁoj 3 - é%%f)?%%géyl ]-5-nitro- 415414.3

i sopht hal@.28%°€ nononet hyl ester 272 0 JUL 2004

953- (2- Chl or ophenyl ) - 5- net hyl i soxazol e- 4-carboxylic acid 427426. 8

[ 4- (5- met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] am de

963, 3, 3- TEiafd-.pu@rEQLZ rret hoxy N—[4 (5 met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 424423.3

3-yl ) phen 1\/1@2 ph roplonam
972- Fl uor bﬁr%yiamla&nhe[ny!)ﬁ W}G)&iﬂ)@%élﬂel%oﬁﬁhenyl] 330329. 3

benzay deg T ur@decanm c acid [4-(5-nethoxy-2-o0xo-t1, 3, 4] oxdi azol -
418417 5 3 yl ) phenyl ] ami de

;J Example 58:

5-Methoxy-3-(3-benzylaminophenyl)-3-H-(1,3,4)oxdiazoi-2-one
M.p.: oil |

15
Example 59:
S-Methoxy-3-(4-(pyrid-2-yl)aminocarbonylaminophenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 81°C

20 Example 60:
5-Methoxy-3-(3-(4-fluorobenzyloxy)-4-benzyloxycarbonylaminophenyl)-3-H-
(1,3,4)oxdiazol-2-one |

M.p.: ail

25 Example 61:
5-Methoxy-3-(4-amino-2-methylphenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: oil

Example 62:

30  5-Methoxy-3-(3-methyl-4- (2—chlorobenzyloxycarbonylamlno)phenyl) 3-H-
(1,3,4)oxdiazol-2-one
M.p.: 161°C



99N [ 4- (5- Met hoxy- 2- oxo0-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] 2-phenethyl - 416415. 4
benzan de

100N [ 4- (5- Met hoxy- 2- oxo-[ 1, 3, 4] oxdi az@lz 3-yl ) phenyl ] - 2- (4- met hbBYJUL 2004
479478. 4 phenoxy)-5-nitrobenzam de

1012- ( 4- Benzyl oxyphenyt) - N-[ 4- ( 5- met hoxy- 2- oxo- [ 1, 3, 4] oxdi azol - 432431. 4

3-yl) pherbtgdraplet@dn de

AR TR BRI ond 2401 #

2- oxo- [ 1,M.p4] m@tcazol - 3-yl ) phenyl | - 3, 5-bis- 448447.3
trifl uororret hyl benzam de
1044- Cyano- N-[ 4- (5- met hoxy- 2- oxo- [ 1, 3, 4] oxdi azol - 3-yl ) phenyi] - 337336. 3

benzanpg de%,g}ﬁlﬁ{% Eyaoi ¢ acid

[ 4- (5- met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] - 348347.4 ani de 106Met hyl
9-[4-(5- rﬁeMBjngocyz3{ﬂ2@h[OIo-3 -rifropiui reyt)e3-H3( y3 #oxeliazolh-2 4m@405. 4

car banoyl J,no te 107Undecanoi ¢ aci d [4-(5-nethoxy-2-oxo-[1, 3, 4] oxdi azol -
376375.5 FSH enyl ] am de

1084-[ 4- (5- Met hoxy 2-o0xo0-[1, 3, 4] oxdi azol - 3- yl') phenyl car banmoyl ] - 394393. 3
benzenes fonz _uoride 10911-Phenoxyundecanoi c acid

[ 4-(5- nettllsf’éﬁw 8 % o- [ 1, 3, 4] oxdi azol - 468467.6 3-yl)phenyljam de

110N+pA- (pidehdbaxy- T@MHVIMbénfﬂl&@ib%ﬁMa?‘m%ﬂWyé H-@, Basb:eY bone

416415. 4 propi onam de .
1114- g:hl dMP-NHTAC 5- net hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] -

Example 66:

5-Methoxy-3-(2-methyl-4-(4-trifluoromethoxybenzoylamino)phenyl)-3-H-
16  (1,3,4)oxdiazol-2-one

M.p.: 150°C

Example 67:
5-Methoxy-3-(2-chloro-4-benzyloxycarbonylaminophenyl)-3-H-(1,3,4)oxdiazol-2-one
20 M.p.:150°C

Example 68:

5-Methoxy-3—(3—ﬂuoro-4-nitrohhenyl)—3—H~(1 ,3,4)oxdiazol-2-one

M.p.: 127°C

25

Example 69:

5-Methoxy-S-(4-(4—t—butylbenzbylamino)phenyl)—3—H—(1 .3,4)oxdiazol-2-one
M.p.: 173°C

30 Example 70:

5-Methoxy-3-(4-(4- chIorobenzyloxycarbonylamino)phenyl) 3-H-(1,3 4)oxd:azoi-2-one
M.p.: 177°C



360359. 8 2- net hyl benzam de

1126- Chl or o- N-[ 4- (5- met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl j- 347346.7

ni coti nam de 1135- Fl uor o- N-[ 4- ( 5- net hoyy- 2- oxo-[ 1, 3, 4] oxdi azol 23ylyypheny! ] -
344343. 3 2- et hyl benzam de

114N-[ 4- (5- Met hoxy- 2- oxo-t 1, 3, 4] oxdi azol - 3-yl ) phenyl ] - 354353. 4

2, 4, 6-triamhgleidnzam de

115N- [ 4- (,b; Met hoxy-2- oxo-[,1,.3, 4].oxdi azol -3-yl ) ph | 1.- 3- napht hal en-
388387. 4 g%w%&%@@&%&%@%m%w'B@Mﬁ&ﬁ%‘lﬁt{ﬂi‘ﬂ@gfé@zﬂ'e%-ﬁaﬁyz- 0X0-
382381. 4 \1b.314b*©®xdi azol - 3yi ) phenyl ] am de
1173- (2, 4-Di chl orobenzyl sul f anyl ) t hi ophene- 2- car boxylic acid 509508. 4
[ 4- (5- met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol -3 y! ) phenyl ] am de
1182- [l qu)&i-n%% . 5- met hoxy- 2- oxo- 11, 3, 4] oxdi azol - 3yl ) phenyl ] - 398397. 3
4-trifluoronethyl benzarni de
1191- Hex y3-Moifi@ar3-(4¢3 Hadighigrobeonzdla@int)phetiyhzH-3 , 34 Joxdimay)-2wnea335334. 4
1201- ( 4- By, W&yl ) - 3-[3-(5-net hoxy- 2-oxo-[ 1, 3, 4] oxdi azol - 406405. 2
3-yl) phenylf[ut'ea "1211- [ 3- ( 5- Met hoxy- 2- oxo-[ 1,
3, 4] oxdi azol - 3-yl ) phenyl ] - 3- (2- met hoxy- 357356. 3 phenyl )urea 282 0 JUL 2004
122Et hyl 2@[335&3 5- met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] ur ei do] -
427426. 4 BYWERYI%r opi onat e
1231402, G5-RdteHL oxl 2gRKlokoptidndsd 22 MrthAs¥pioridnind)phefi)§2891 azol -
411410.5 3 I)) phenyl Jurea

. (1,3,4)oxdiazol-2-one

“ Mp.153°C

Example 74: ‘
15 5-Ethoxy-3-(3-methyl-4-benzyloxycarbonylaminophenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 94°C '

Example 75: ‘

5-Isopropoxy-3-(3-methyl-4-benzyloxycarbonylaminophenyl)-3-H-(1,3,4)oxdiazol-
20 2-one

M.p.: 119°C

[—

Example 76: _
9-Isopropoxy-3-(3-methyl-4-butyloxycarbonylaminophenyt)-3-H-(1,3,4)oxdiazol-2-one
25 M.p.:114°C

Example 77: |
S-Isopropoxy-3-~(3-methyl-4-(3-chlorophenylaminocarbonylamino)phenyl)-3-H-
(1,3,4)oxdiazol-2-one :

30  M.p.: 201°C

Example 78:
o-tert-Butoxy-3-(3-methyl-4-benzyloxycarbonylaminophenyl)-3-H-(1,3,4)oxdiazol-
2-one



1241-[ 3- (5- Met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] - 3- oct yl urea363362. 4
1251- (4- Fl uor obenzyl ) - 3-[ 3- (5- net hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3- yl)-

359358. 3 phenyl Jurea 25 JUL

1261- ( 2- Et hyl phenyl ) - 3-[ 3- ( 5- met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3@%354 4
phenyl Jurea 127Et hyl 6-[ 3-[ 3- (5- met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol 3 yI ) phenyl ] -
393392. 4 Myei ddPKexanoat e

1281- (2, 6- Di net hoxyphenyl ) - 3-[ 3- ( 5- met hoxy- 2- oxo-[ 1, 3, 4] oxdi azo! - 387386. 4
3-yl) phenyl Jurea 1295- Met hoxy- 3-[ 4- [ (t hi ophen- 3-yl net hyl ) ani no] phenyl ] -
304303. 3 Bamidle 394] oxdi azol - 2- one

437436, 3 DURTBICS 1 EPYA-eassay R gpviaminophien S (1 3 Aelediazoi2-one

1313- b4- (MpBr 9a5°¢, 5- di net hoxybenzyl am no) phenyl ] - 5- met hoxy- 437436. 3
3H[1, 3, 4] oxdi azol - 2- one

1323- [ 4- ( 3- Et hoxy- 4- net hoxybenzyl am no) phenyl ] - 5- net hoxy- 486485. 4

3H[1,3, 4 Ig;g@L-Z one trifluoroacetate

133Met hyl 4- ] [4- (5- net hoxy- 2- oxo-[ 1,.3, 4] oxdi azol - 3-yl ) phenyl am no] - 470469. 4
met hyl ] b&M@(ﬁ&{a-mejhﬁab@yadé-ylcarbonylammo)phenyl) 3- H (1,3,4)oxdiazol-2-one
1344- [[4“% hoxy 2- 0x0-[ 1, 3, 4] oxdi azol - 3-yi ) phenyl am no] - 356355. 3

met hyl ] phefyl “acet at e

135540t hoxy- 3- [ 4- (pent af | uor ophenyl met hyl ami no) phenyl ] - 388387. 3

3H[1, 3, AE]fﬁg:(dl a?% -2-one 1363-] 4-(4-Benzyl oxybenzyl am no) phenyl ] - 5- net hoxy-
51851%.5 4] oxdi azol - 2-one trifluoroacetate

5-Methoxy-3-(3-methyl-4-(indan-2-ylaminocarbonylamino)phenyl)-3-H-
(1 ,3;4)0xdiazol-2-one
M.p.: 206°C
15
Example 82:
5-Methoxy-3-(3-methyl-4-(pyrid-3-ylmethylaminocarbonylamino)phenyl)-3-H-
(1,3,4)oxdiazol-2-one
M.p.: 229°C
20
Example 83:
5-Methoxy-3-(3-methyl-4-(pyrid-3-ylmethoxycarbonylamino)phenyl)-3-H-
w2 (1,3,4)oxdiazol-2-one
M.p.: 232°C
25
Example 84: .
5-Methoxy-3-(3-fluoro-4-benzyloxycarbonylaminophenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: oil

30 Example 85:

5-Methoxy-3-(3-fluoro-4- (4-trlﬂuoromethylbenzoylamlno)phenyl) 3-H-{1,3 4)oxd|azol—
~ 2-one
M.p.: oil



1373-[4- (3, 3-Di chl orononyl am no) phenyl ] - 5- net hoxy- 517516. 3

3H[ 1, 3, 4] oxdi azol -2-one trifluoroacetate

1382-[ [ 4- (5- Met hoxy- 2- oxo-[ 1, 3, 4] oxdi az@ - 3-yl ) phenyl ami no] - 3%3@3%@*_3?004
methyl ] benzonitrile 1393-[4-(Cycl ohexyl met hyl am no) phenyl ] - 5- hoxy-
304303.4. 3H[1, 3,4]oxdiazol-2-one :

1405- Met hbxgmplg 86:( 2, 3, 5-tri chl or obenzyl am no) phenyl ] - 515514.7

L (RSP e b A A TSR Ao irmepond e, -

3H-[ 1, 3, 4{R3di@atdzob20dree tri fl uoroacetate

1423- [4 (4 He %ﬁgéybenzyl am no) phenyl ] - 5- net hoxy- 512511.5

3H—[134 2-one trifluoroacetate

1435- et hoxy 3- [4 [3-(3-trifluoromethyl phenoxy)benzy[ am no] phenyl ] -
572571.4 3H-[1, 3, 4] oxdi azol -2-one trifluoroacetate

1443- [ 4- [ Ezampiec®Bqui nol i n- 3- yl met hyl ) ani no] phenyl | - 5- met hoxy- 497496. 8

Thone: byl BMENRLL - G- RRo L HYAIEETAY Brmigolpheny) H(13 4)gidiage) 2one

3-yl ) phen.pmi He'@et hyl ] pyri di ne- 2- carboxyl ate trifl uoroacetate

1464-[[ 4- (5- Met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl am no] - 454453. 5

met hyl ] phenyl benzenesul f onat e

1472-4®, 6EkR: 1618(3 4 net hyl sul f anyl phenoxy) N[ 3- (5- met hoxy- 2- oxo- 416415. 5

[1, 3, 4] oxg )phentll l.acet am

1481‘ ﬂﬁ?tﬁq'e&‘ SrffdRgihy-4-(2.2. ?(ttlﬂHﬁEq‘?@a@]wga@%yl?mlmmp@M) -34H - . 363362. 3

3-yl)- hen&"i,?ﬁ,ﬂﬁ&&h@z%l— 2-one '
M.p.: 141°C

15  Example 89:
5-Methoxy-3-(3-methyl-4-piperidinocarbonylaminophenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 154°C

Example 90:
20  5-Methoxy-3-(4-(6-methoxybenzofuran-2-yl-carbonylamino)phenyl)-3-H-
(1,3,4)oxdiazol-2-one
M.p.: 191°C

Further examples which were prepared by the processeé described above and were
25  characterized by mass spectroscopy (M+1):

Example Chemical name: M+1 Mol. wit,

No.

91 N-[4-(5-Methoxy-2-0xo-{1,3,4]oxdiazol-3-yl)phenyl}-3-methyl- - 362 361.4
benzenesulfonamide _

92 3,4-Dimethoxy-N-{4-(5-methoxy-2-oxo-[1,3,4]oxdiazol-3-yl)- 408 407.4
phenyljbenzenesulfonamide

a3 Quinoline-8-sulfonic acid [4-({5-methoxy-2-oxc-{1 ,3,4]0Xdiézo!— 399 398.4
3-yl)phenyl]lamide -

94 N-[4-(5-Methoxy-2-oxo-{1,3,4]Joxdiazol-3-yl)phenyl]-5-nitro- 415 414.3

isophthalic acid monomethyl ester



2 0 JUL 2004 1491-[4-(5-Met hoxy-2-oxo0-[1, 3, 4] oxdi azol - 3-yi ) phenyl ] -
419418. 4 3-(4-phenoxyphenyl ) urea

1501- (2, 6- Di f1 uor ophenyl ) - 3- [ 4- (5- met hgyy- 2- oxoql , 3, 4] oxdi azop -;;B63$62. 3
3-yl) phenyl lurea 1511

-But yl - 3-[ 4- (5- et hoxy- 2- axo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] ur ea307306. 3
1521- ( 2- Et rexy pRdehioraphdngh-6-metiwlisoxeryleA-cathoxfidacid 4] oxdi azadey 3713454
3-yl) phenyl | ur edd-E58thqxp-2oxE 1S doxdiazol-Blylrheayllamidg| ) - 3- [ 4- ( 5- net hoxy- 2- oxo-
503602. 1 [ 863, 43T rileab-23nefiokpNddiit-heth@g-2-oxo-[1,3,4]oxdiazol- 424 423.3
1541- ( 4- But oxy pRetighenylB2-phenyigropienamidey - 2- oxo- [ 1, 3, 4] oxdi azol - 399398. 4
3-yl) phenyl97ur e @-FIEEdN{ASE(restivey-RoxeH 2:400xdiefd-3-30phealidi azol -Beyl ) pherys | -
411410. 3 3- (4-t ke3agiieonet hoxyphenyl ) ur ea

1561 - Benzy|983- [ Je{i&lepmvisaxiy {25 mathoki2-8xcdl! Suitixdizzal-- 3- y| ) phertgl | ur eadsd.340. 3
1571- ( 3- Fl uor opRetphenylgnfde- (5- net hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 346344. 3
3-yl) phenyl98ur e &-#58Methgty-2-oxo-{1,3,4loxdiazol-3-yl)phenyl]-2-phenethyl- 416 4154

6- [ 3- [ 4- (5- met h&FepaMHeoxo- [ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] - 393392. 4

ur ei do] hexdfdat \-i#aSMepyytieonptl. A dlpkdigot 4y )pbergi:2ometh@yox 0-479, 3, 4] dr&M azol -
403402. 4 3-yl) pieEeRpYriitebenzemigey | 4

2- [ 3- 14- ( 518kt h@x¢g-Benzylewyphany NG ahiethonyt2-Goyl. 3 filvakagbl} - 427826. 4 4314

ur el do] benzoat e 3-yhphenyllacetamide

1615- Met hoxpz 3- [NBp{(F-MeBbly ¥k T aRkdiRbiaypRdnyl-am no) phenyldgs 4924934 §
3H[ 1, 3, 4] oxdi azd,3-Biplengpbpibiarddeoacet ate ,
1625—)NEt hoxya 3- [NBil(§-Mathoeskodt, ¥ aRdidyl 3 Aphai-neory | ] - 448 4473

trifluoromethylbenzamide

104 4-Cyano-N~[4-(5-methoxy-2-oxo-[1 ,3,4Joxdiazol-3-yl)phenyi]- 337 336.3
benzamide

105 Nenanoic acid [4-(5-methoxy-2-oxo-[1,3,4]oxdiazol-3-yl)phenyl)- 348 347.4
amide

106 Methyl 9-{4-(5-methoxy-2-0x0-[1,3,4]oxdiazol-3-yl)phenyl- 4086 405.4
carbamoyllnonanoate

107 Undecanoic acid [4-(5-methoxy-2-oxo-[1,3,4]oxdiazol- 376 375.5
3-yliphenyllamide

108 4-[4-(5-Methoxy-2-oxo-{1, 3,4]oxdiazol-3-yliphenylcarbamoyl]- 394 393.3
benzenesulfonyl fluoride

109 11-Phenoxyundecanoic acid [4-(5-methoxy-2-oxa-{1,3,4]oxdiazol- 468 487.8
3-yl)phenyllamide

110 N-[4-{5-Methoxy-2-oxo-{1,3,4]oxdiazol-3-yl)phenyl]-2,3-diphenyl- 418 415.4
propionamide

111 4-Chloro-N-{4-(5-methoxy-2-ox0-[1,3,4]oxdiazol-3-yl)phenyl}- 360 359.8
2-methylbenzamide

) 112 6-Chloro-N-{4-(5-methoxy-2-oxo-{1,3,4]oxdiazol-3-yl)phenyi}- 347 346.7
o nicotinamide

113 5-Fluoro-N-{4-(5-methoxy-2-oxo-[1,3,4]oxdiazol-3-yl)phenyl]- 344 343.3
2-methylbenzamide

114 N-[4-(5-Methoxy-2-0x0-{1,3,4]oxdiazol-3-yl) phenyi]- 354 353.4
2,4 6-rimethylbenzamide

115 N-[4-(5-Methoxy-2-oxo-{1,3,4]oxdiazol-3-yl)phenyi]-3-naphthalen- 388 3874
2-ylacrylamide ‘ _

116 5-Ox0-5-phenylpentancic acid [4-(5-methoxy-2-oxo- 382 381.4
[1,3,4}-oxdiazol-3-yl)phenyllamide

117 3-(2,4-Dichlorobenzylsulfanyl)thiophene-2-carboxylic acid 509 508.4
[4-(5-methoxy-2-oxo-[1,3,4]oxdiazol-3-yl)phenyilamide

118 2-Fluoro-N-[4-(5-methoxy-2-oxo-{1,3,4joxdiazol-3-yl)phenyl}- 398 387.3
4-trifluoromethylbenzamide 7

119 1-Hexyl-3-[3-(5-methoxy-2-oxo-{1,3,4]oxdiazol-3-yl)phenyllurea 335 334.4

120 1-{4-Bromophenyl)-3-[3-(5-methoxy-2-ox0-{1,3,4]oxdiazol- 408 405.2
3-yhphenyljurea

121 1-[3-(5-Methoxy-2-oxo-[1,3,4}oxdiazol-3-yl)phenyl}-3-(2-methoxy- 357 356.3
phenyliurea ‘ '



418417. 4 3H[1, 3, 4] oxdi azol - 2-one Wl uoroacetate

1633- ( 3- Hexyl ami nophenyl ) - 5- met hoxy- 3H[ 1, 3, 4] oxdi azol - 2- one 420[?45([)]? fbﬂk
trifluoroacetate 28 _

1645- Met hoxy- 3-[ 3- ( 3- phi -, nyl propyl am no) phenyl ] - 3H[ 1, 3, 4] oxdi azol -
440439.4 2-one trifluoroacetate _ _

1655- Met hod§2 3- (B3l {bedyi-mathog ey, ) 4]didiazd-33))dleaxmicriop| - 2020ne 47G4d5. 5
trifl uoroacet at é-phenylpropionate _

1665- Met hoX§3 3- [132BPiicSrepyiphdnyidB- (IS tnietophpooqy Blaprdydorm nojphenyl k105
572571. 4 3H-[ 1, 3:WWpkstdiuseeol - 2- one W f | uor oacet at e

1673- [ 3- [ ( d2€ch| driad@Matbbiyre-Goy1, Srtibklidzglanpiahpheootiijred - net hassy- 49%425. 8

3H-[ 1, 3, 4] 428l aZleli-Fliomhenzyl)-B{3-Gonetimeyel-ateel1,3 dJoxdiazol-3-yl)}- 359 358.3
1684- [ [ 3- (5-, Metrhomlurea oxo- 11, 3, 4] oxdi azol - 3-yl) phenyl am no] - 586685. 5
met hyl | phedgd 4-fRdthyiphenyh Sieunétamplexs-[tidfdaxdierh8edat e 355 354.4
1695- Met hoxy- 3- [Pheyliurga 5.t rj f | uor obenzyl ami no) phenyl ] - 466465. 3

3H- 11, 3, 4] 8%di aZhy! oldiR¢S-methbuyedraxaded doaiazol-3-yl)phenyl}- 393 392.4
1703- 13- ( 3, 5- Bi rddahey@icateet hyl benzyl ami no) phenyl ] - 5- net hoxy- 548547. 3
3H-[ 1, 3, 4j 638 aZdR.5DimetboxypliehyLbI3dEmethatye2-oxo-[1,3,4]oxdiazol- 387 386.4

1713- ( 3- Dee- 4- erydBRMBIHRReny| ) - 5- met hoxy- 3H- [ 1, 3, 4] oxdi azol - 2- one 460459. 5
trifluoroad® at &-Methayp3d-{(Biophantiayesityeminelpieayikt hyl oxybenzgdan nopphenyi j -
600699. 6 5- met hokh 3dloxdiazet2pRs di azol - 2-one trifl uoroacetate
1734-[ [ 3- (330t SMedhowy-F-oxed 1 AWioxdiazak by )pBenylainplalemeityiimi nofsmet hy| |a6.3
43743?. 3 benzoniPepioniils tifluorezeptalacet at e

5:

‘ - 3-39[4-(2-Brom 5} Wy eRnpamind)phenyiyB-ethdxro] phempli] - 427328, 3
1. 7454 Met hd®y- 3 3111[%1?3?1 ARG R b2 By ] pheri] _
132 3-{4-(3-Ethoxy-4-methoxybenzylamino)phenyl]-5-methoxy- 486 485.4
3H-[1,3,4]oxdiazol-2-one trifluoroacetate
133 Methyl 4-{[4-(5-methoxy-2-0x0-[1,3,4]oxdiazol-3-yl)phenylamino}- 470 469.4
‘methyllbenzoate triflucroacetate
134 4-[{4-(5-Methoxy-2-oxo-[1,3,4]oxdiazol-3-yl)phenylaminc}- 356 3553
methyfphenyl acetate :
136 5-Methoxy-3-[4-(pentafluorophenylmethylamino)phenyl]- 388 387.3
‘ 3H-{1,3,4]oxdiazol-2-one
136 3-{4-(4-Benzyloxybenzylamino)phenyl]-5-methoxy- 518 517.6
3H-[1,3,4]oxdiazol-2-one trifluoroacetate
137 3-[4-(3,3-Dichloronanylamino)phenyi]-5-methoxy- 517 516.3
3H-[1,3.4]oxdiazol-2-one trifluorcacetate ‘ :
138 2-[{4-(5-Methoxy-2-oxo-{1,3,4]oxdiazol-3-yl)phenytaminoj- 323 3223
methyl]benzonitrile
139 3-[4-(Cyclohexylmethylamino)phenyl]-5-methoxy- 304 303.4.
s :W 3H-{1,3,4]oxdiazol-2-one
T 140 5-Methoxy-3-[4-(2,3,5-trichlorobenzylamino)phenyl]- 515 514.7
3IH-{1,3,4]oxdiazol-2-one trifluoroacetate ‘
141 3-[4-(5-Bromo-2-fluorobenzylamino)phenyl]-5-methoxy- 509 508.2
3H-[1,3,4]oxdiazol-2-one triflucroacetate
142 3-[4-(4-Hexyloxybenzylamino)phenyl]-5-methoxy- 512 51156
3H-[1,3,4]oxdiazol-2-one trifluoroacetate .
143 9-Methoxy-3-{4-{3-(3-trifluoromethylphenoxy)benzylamino]phenyl}- 572 571.4
3H-{1,3,4]oxdiazol-2-one trifluoroacetate
144 3-[4-](2-Chloroquinolin-3-ylmethyl)amino]phenyl}-5-methoxy- 497 496.8
' 3H-{1,3,4]oxdiazol-2-one trifivoroacetate :
145 Methyl 3-methoxy-5-{[4-(5-methoxy-2-oxo-[1,3,4]oxdiazol- 501 500.4
. 3-yl)phenylamino]methyl]pyridine-2-carboxylate trifluoroacetate
146 4-[[4-(5-Methoxy-2-0x0-[1,3,4]oxdiazoi-3-yl)phenylamino]- 454 453.5
methylipheny! benzenesulfonate ‘ . .
147 2-(2,G—Dimethy|-4-methyisuIfanylphenoxy)—N-[3-(5-methoxy-2-oxo- 416 415.5
[1,3.4]oxdiazol-3-yl)phenyllacetamide 7
148 1-(2,4-Difluorophenyl)-3-[4-(5-methoxy-2-oxo-{1,3,4]oxdiazol-. 363 362.3

3-yhiphenyljurea



3H[1, 3, 4] oxdi azol -2-one trifluoroacetate

1753-[ 3- (2- Benzyl oxyet hyl am no) phenyl ]
-270ne trifluoroacetapge 30 2 0 JUL 2004
-5-net hoxy- 448 M P.

3H[1, 3, 4] oxdi azol
1763-[3- (2, 6-Di fl uorobenzyl am no) phenyi |

3H{1, 3, 4] oxdi azol - 2-one trifluoroacetate 177Dodecanoi c acid

met hyl phenyl

2- et hyl

1811, 1- Di but yl -

[ 1, 3, 4] oxdi azol -

185Cycl ohex
163 car band
146 [ 1,3, 4']56xd|1a
noethyl) 3- %g (

159
160
161
162
163
164
165
166
167
168
169
170
171
172
173
174

175

] carb¥iphenyllurea
1801- ( 4- Hy dbbxy clyButd3d4(a-metBoxy-2-0k & iPetibrdiagol-2-ybphenyllired, 4] oxali7azol
phéayl |

u‘k@eﬁthoxyphenyl)-3-[4-(5-methoxy-2-oxo-[1 ,3,4]oxdiazol-

-5- et hoxy- 456455. 4

371

SR

[ 4- ( 5- met hdty- 2-eitd5-Mensyaard! adlotdiaehad-ypiapy| | ami de93 1786ct adea@4 enoi c
aci d [ 4- (5- met hoxit-pperpxrhpryiarea] oxdi azol - 3-yl ) phenyl ]- 67 ani de
1792 Vet hoxgot hyHaEDlrpbertibayoams iz Syl vt 3 y1 )3~ 1173023

370.4

Fyphenyliiea hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) - 2- et hyl -

phenyl ] ur ed%3g25t- @@HHbmmbéﬁzwﬁnﬁwﬁ-ﬂ%&mbﬂ)wwmoac| d [ 4- (550%et hoxyo210xo0-

199 [ 1, 3, 4] oxdi d}31tlexdigaol-3-vlpheyllea phenyl ] ami de

1834- Met hyl1§f’f per‘a(ﬂrﬂ\@xvphefaﬁ{)t?diﬁ inethawyi2exp-it 3 Aomlisedloxy - 2- 0x899 O | 398.4

Psnylurédet hyl phenyl ] ami de 1841- Met hyl pi peri di n- 4-yl

[ 4- (5- met hd§§/2 o‘xiﬂéﬁ Me@lo %@é@rlh&dpxdEZylk%w piE3gl-2- met hyl phemlt] car ban@ge
fWB’Pﬁ‘S (Pphesyldreal 3. 4] oxdi azol - 3-yl ) - 2- met hyl phenyl ] -

Ethyl 6- [3 {4-(5-methoxy- -0xo-[1 3,4Joxdiazol-3 -yliphenyl]-
ureidolhexanoate
1-Biphenyl-4-yl-3-[4-(5-methoxy-2-ox0-[1,3,4]oxdiazol-
3-yhphenyljurea

Butyl 2-{3-{4-(5-methoxy-2-oxo-{1,3,4]Joxdiazol-3-yl)phenyl}-
ureidolbenzoate
5-Methoxy-3-[3-(7-methoxy-3,7-dimethyloctylamino)phenyl}-
3H-[1,3,4)oxdiazol-2-one triflucroacetate
5-Methoxy-3-[3-[(thiophen-2-ylmethyl)amino]phenyl}-
3H-[1,3,4]oxdiazol-2-one trifiucroacetate
3-(3-Hexylaminopheny!)-5-methoxy-3H-[1,3,4]oxdiazol-2-one
triftuoroacetate
5-Methoxy-3-[3-(3-phenyipropylamino)phenyl}-3H-{1,3,4]oxdiazol-
2-one triflucroacetate
5-Methoxy-3-(3-undecylaminophenyl}-3H-{1,3,4]oxdiazol-2-one .
frifftuoroacetate
5-Methoxy-3-[3-[3-(3-trifluoromethylphenoxy)benzylaminolphenyi]-
3H{1,3,4}Joxdiazol-2-one trifluoroacetate
3-[3-[(2-Chlorequinolin-3-yimethyl)amino}phenyl]-5-methoxy-
3H-[1,3,4joxdiazol-2-one trifiuoroacetate
4-[{3-(5-Methoxy-2-ox0-[1,3,4]Joxdiazol-3-yl)phenylamino]-
methyl]phenyl 4-fluocrobenzenesuifonate trifluoroacetate
5-Methoxy-3-[3-(3,4,5-trifluorobenzylamino)phenyl]-
3H-{1,3,4]oxdiazol-2-one triflucroacetate
3-{3-(3,5-Bistriflucromethylbenzylamino)phenyl}-5-methoxy-
3H-{1,3,4]oxdiazol-2-one trifluoroacetate
3-(3-Dec-4-enylaminophenyl)-5-methoxy-3H-[1,3,4]oxdiazol-2-one
trifluoroacetate
3-]3-(3-Cyclopentyi-2-phenethyloxybenzylamino)phenyl]-
5-methoxy-3H-1,3,4]oxdiazol-2-one triflucroacetate
4-{[3-(5-Methoxy-2-ox0-[1,3,4]oxdiazol-3-yl)phenylamino]methyl}-
benzonitrile frifluoroacetate
5-Methoxy-3-[3-[(6-methyIpyridin-2-ylmethyljamino]phenyl]-
3H1,3,4]oxdiazol-2-one triflucroacetate
3-[3-(2-Benzyloxyethylamino)phenyl]-5-methoxy-
3H-{1,3,4]oxdiazol-2-one trifluoroacetate

393 392.4
403 402.4
427 426.4
492 4915
418 417.4
406 405.4
440 439.4
476 475.5
572 571.4
497 496.8
586 585.5
466 465.3
548 547.3
460 459.5

600 599.6
437 436.3
427 426.3
456 455.4

- 30§.B) -

Gl

Sd4ribraioyyréwye-ii Siexdiaz7 1- (2- Di #45opr opBhadi

220

%@ 186 e"B)Qﬁz[ D?ié‘?xb’ﬂr%@'ﬂ131‘8%%1%{-'9!91‘54)@19&!1]!«'@31 4- (BMret hoxgo.2- oxo-
¢
%'oxo 1, 3, 4]]oxd Il azol - 3-yl) -



136 2- et hyl phenyl ] urea

1884- (2-{3-[ 4- (5- Met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) - 2- et hyl phenyl ] - 200

ur ei do} et hyl ) benzenesul f onam de

30
1891-(1-Benzy|piperidin 4-yi)-3-[4-(5-nmet hoxy-2-oxo-[ 1,

3, 4] oxdi azol -3-yl)- 198 2-net hyl phenyl Jurea

2 0 JuL 2004

1901- ( 4- | sdjE® opyd- %%@rfiﬂ}lorgb zw qriaaipichdbémahaxo- j 1, 3, 4] oxdi4Bol - 3- yy.3 200

2- met hyl phenyl ] diazol-2-one trifiuoroacetate
1912- {3-[ 4- (5- Met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol -

3-yl)-2-net hyl phenyl ] urei do) - 3-

246 met hyl butyric acid 1921, 2, 3, 4- Tet r ahydr onapht h- 1-yl

[ 4- (5- nmet hoxy-2-oxo-[ 1, 3, 4]oxd|azol 3-yl)-

159 2-net hy | phenyl ] car bamat e

1931 -Phenyl et hyl [4-(5-nethoxy-2-o0xo-[1, 3, 4] oxdi azol -3-yl) - pethyl - Ol

phenyl ] car bamat e 1944-1sop rogﬂ{benz
[ 4- (5- met hdX{ - 2-Redecanaic 3cid dd

ethpt-2-goylf . $.4logdipzol-driiphsriviidmidey | | c83 bamat e

1954- Tri f 1 U&® on@myﬁ@nmwcu{[ét-(f( &emm«y—[% Qm:a[zdl 3 ghedyipti azobz 3-yi ) - 82

2- met hyi ph 5-Dichloro

197B|phenyl
2- nethylph I]c

t hoxy- 2- oxo- [

1 34oxd|azol 335 - 138

@@sﬂ)éiﬁé? @B@W&Wéﬁa Hoxdigzefit i

[ 4- (5- net hg% 2 ?(5 i‘??ﬂef i @ '19%36?-9@l9|3)41°26'a296@~v'h%1 hyl phenyl ]Har bamat e
2\ ﬂg)léﬁ

acid-[4-(5-neth

3, 4] oxdi azol - 3-yl) - 2 nethylphenyl]anlde

1995- Chl or JB?enzo1f' P‘%HW'Z'3 [éé"i" B‘B‘J@Wl%“&ﬁ Ypelicgd-3ndrdrastiy2- oxo- 209

182 -Methoxybenzofuran-2~carboxyhc acid [4-{5-methoxy-2-oxo0- 199
_-~) [1,3,4]oxdiazol-3-yl)-2- methylphenyllamide
e 183 4-Methylpiperazine-1-carboxylic acid [4~(5—methoxy—2—oxo- Qil
[1,3,4]oxdiazol-3-yl)-2-methylphenyl]amide
184 1-MethyIpiperidin-4-y! [4-(5-methoxy-2-oxo0-1,3,4]oxdiazol-3-yl}- 235
2-methylphenyilcarbamate
185 Cyclohexyl [4-(5-methoxy-2-oxo-[1,3,4]oxdiazol-3-yl)-2-methylphenyl]- 163
carbamate
186 4-Benzylpiperidine-1-carboxylic acid [4-(5-methoxy-2-oxo- 146

[1,3.4]loxdiazol-3-y1)-2-methylphenyi]lamide

187 1-{2-Diisopropylaminoethyl)-3-[4-(5- methoxy-2-oxo—[1 3 4]Joxdiazol-3-yl)- 136

2-methyiphenyljurea

188 4-(24{3-[4-(5-Methoxy-2-oxo-{1,3,4]oxdiazol-3-yl)-2-methylphenyi]- 200

ureido}ethyl}benzenesulfonamide

189 1-(1-Benzylpiperidin-4-yi)-3-[4- -(5-methoxy-2-oxo-{1,3,4]oxdiazol-3-yl)- 198

2-methylphenyl]urea

190 1-(4-Isopropylphenyl)-3-[4-(5-methoxy-2-oxo-[1,3,4]oxdiazol-3-yl)- 200

2-methylphenyljurea

methylbutyric acid

w

181 2{3-[4-(5-Methoxy-2-ox0-[1,3,4]oxdiazol-3-y!)-2-methylphenyl]ureido}- 3- 246

192 1,2,3,4-Tetrahydronaphth-1-yl [4-(5-methoxy-2-oxo-[1,3 4]oxdiazol-3-yl}- 159

2-methylphenyllcarbamate

193 1-Phenylethyl [4-(5-methoxy-2-oxo-[1 3,4loxdiazol-3-yl}-2-methyl- Qil
phenyljcarbamate

194 4-Isopropylbenzy! [4-(5-methoxy-2-oxo-{1,3 4]Joxdiazol-3-yl)- 88
2-methylphenyljcarbamate

195 4-Triflucromethoxybenzy| [4-(5-methoxy-2-oxo-{1,3,4]Joxdiazol-3-yi)- 82
2-methylphenyljcarbamate

196 3,5-Dichlorobenzyl [4-(5-methoxy-2-oxo-[1,3 4]oxdiazol-3-y1)-2- 169
methylphenyl]carbamate

197 Biphenyl-2-yimethyl [4-(5-methoxy-2-ox0-[1,3 4]0xdtazol-3-yl) 138

2-methylphenyljcarbamate

198 5-Chlorobenzofuran-2-carboxylic acid-[4-(5-methoxy-2-oxo- 210

[1,3,4]oxdiazol-3-yl)-2-methylphenyljamide

199 5-Chilorobenzofuran-2-carboxylic acid [4-(5-methoxy-2-oxo- 209

[1,3 4]oxdiazol-3-yl)phenyllamide



[ 1;3, 4] oxdi azol - 3-yl ) phenyl Jam de 2 0 JUL 2004 WO 01166531 31

PCT1 EP01101898 Patent claims: 1. A conmpound of the fornula 1 &0RELI 20k
whicth t hav@ee66531 are: R Cl- C6- al kyl 31C3- C9- cycl oal kyl , piciT/BROI@1B98Si bl
for both groups to be 10 substituted one or nore tines by phenyl , :
Cl-CA4- al kyl oxy, S-Cl-C4-alkyl, N(Cl-C4-alkyl)2, and for phenyl in turn to
be subst iHalewiclaims:or nore tines by hal ogen, Cl-C4-al kyl, G -C4-al kyl oxy,
nitro, CF3; and R2, R3, R4 and R5 independently of one another hydrogen,
hal ogen, nitro, Cl-C4-alkyl, G -C9-al kyl oxy; 15 ,

C6-Cj 0- aryI Cl- 4- al kyI oxy, C6-C o-aryloxy, C6-Clo-aryl, C3-C8-cycloal kyl

or cycl oaI K ich may be substituted once, tw ce or
three t|1mes %{é‘:h F@P%"mﬁ%- al kyl oxy or Cl-C4-al kyl ;

2- oxogyrrolldl n- 1 yI 2,5-dinmethyl pyrrol-1-yl or NR6-A-R7, 20 with the
proviso that R2, R3, R4 and R5 are not sinultaneously hydrogen, and at

| east one of the radicals R2, R3,R®4 or R5 is the radical
2-oxopyrrolidin-1-yl, 2,5-dinmethyllipyrrol-1-yl or NR6-A-R7, with R6
hydrogen, Cl1-C4-al kyl or C6- (R 1- C4- al kyIR1T _where aryl may be 25
substituted by hal ogen, CF3, G -Cg él- C4-al kyl; A a single
bond, CO, SO, or CONH, n 1 or ' hW&droygen; 2 0 JUL 2004 32

Cl- C18-al kyl or C2-C18-al kenyl R3each of } may be substituted once to
three tines by Cl-C4-al kyl, hal ogenR2CR8, C1- C4-al kyl oxy, N(Cl- C4-al kyl) 2i
-COOH, Cl1-C4-al kyl oxycar bonyl C6- Cl2-aryl, C6-Cl2-aryl oxy,

C6- C12-aryl carbonyl, C6-C10- aryl - Cl- C4-al kyl oxy or oxo, where aryl in turn
may “be substituted by 5 hal ogen, Ci- C4§-I kyl, am nosul fonyl or

met hyl mer capto; C6-Cl0-aryl - C1- 4-al kyl, C5-C8-cycl oal kyl - C1- C4- al kyl ,

C5- C8-cycl oal kyl , C6- Cl10- aryl - C2- C6- al kenyl C6- C10-aryl, diphenyl,

di phenyi 'EﬂmePamﬂﬁﬂafﬁ/I each of which may be substituted once or

twice by @ - Ci8:@] ki, (’5{369%1@5“@,' iPBeing possible for both groups to be
10 substituted one or more times by phenyl, C4-Cs-alkyloxy, S-C4-Cs-alkyl,

'N(C1-C4-alkyi)z, and for phenyl in turn to be substituted one or more times by
halogen, C¢-Cs-alkyl, C1-Cs-alkyloxy, nitro, CF3; and |

R? R% R*and R® independently of one another hydrogen, halogen, nitro,
C1-Cy-alkyl, C4-Cg-alkyloxy;

15 C§—01o—aryI-C1-C4—aIkyloxy, Ce-Cig-aryloxy, Ce-Cip-aryl, Cs-Cg-cycloalkyl or
0-C,-Cg-cycloalkyl, each of which may be substituted once, twice or three
) times by halogen, CF3, C1-C4-alkyloxy or C4-Cs-alkyk;

2-oxopyrrolidin-1-yl, 2,5-dimethylpyrrol-1-yl or NRS-A-R’,
20 with the proviso that R?, R®, R* and RS are not simultaneously hydrogen, and
at least one of the radicals R?, R®, R* or R% is the radical 2-oxopyrrolidin-1-yl,

2,5-dimethyipyrrol-1-yl or NR®-A-R’, with

R®  hydrogen, C+-Cs-alkyl or C-Cyp-aryl-C;-Cy-alkyl, where aryl may be

25 substituted by halogen, CF3, C4-Cg-alkyloxy or C4-Cy-alkyt;
A a single bond, CO;, SO, or CONH;
n tor2;

R’  hydrogen;



C3«C8-cycl oal kyl , COOH, hydroxyl, Cl-C4-alkyl carbonyl, C6-Cl10-aryl-Cl-4-
10 al kyl, C6-Cl0-aryl - Cl- C4-al kyl oxy, C6-ClO-aryloxy, nitro,, 8Y )10 2004
C6-C10-aryl, fluorosul fonyl, Cil-C6-alkyl oxycarbonyl,

C6-.C10- aryl sul f onyl oxy, pyridyl, NHSOZ== C6- Cl0-aryl, hal ogen, CF3 or OCF3,
where al kyl may be substituted again by Cl-C4-al kyl oxycarbonyl, CF3 or
car boxyl , andC‘?‘Oﬂ; alfk}éi &%‘%E@%alkéﬁg é’éch ijﬁﬂh %Wﬁ@éﬁbstﬁéeﬂrorkg%%@gp

Het - (CHZ) = sat'urated or unsaturate

5- 7- menber ed tlrnéséwé‘oy(é-t elkw(hh@h)gﬁaycﬁe (Beﬁz@lhyim@dN@dCsi@M)b,t-ﬁ@aHby

Cl- C4- al kyl , | b |,
G- Gocar . CrCPEnR gl 8 A S O GGV BRI L o o
benzo-fused aCyCiganiili-Caalkylory beom;bﬂ”nerewwdn h.}mha:h;gbeﬁubﬁﬂtu@@w kyl oxy
or CF3 and al nd the

phar ncol ogi cﬁ%{IP?e@uq;‘c Qbﬁg(yi;ﬁ"?'egﬂ'ﬂ%’n&l (?')c/f“‘g@'éﬂ'?‘?@ﬁp@al ts thereof. 25 30 2.
A conmpound of Cg-lo};o-bq]-lml@ élkﬁISCGJ@L lball@i 01@4[3&lﬂe %fﬁyélbaﬁ(%l '§5~C10-

Cl- C4-al kyl . A conpound_ of orrrua_ascalrre in claim1l 2, in
which Rl is r@%?p -Ce-gkenyl c%ﬁ"rgm% henyl, dipheiybC1-Cailyl dndaayli *haQi'l @fl s 1
to 3, Iin whic t f claimed in
to 3, in wh 4\nhi|8ﬁ rh§y Bé!@hegﬁﬂted% 8?3&1&8% bﬁa Q@f garé%F%i@lcﬁél

Cl1- C9- al kyl ox‘}a'&e'f&ﬁioﬁlkyl @QHOhWJDXﬂOC#Oa-aFWIcm'bpownﬁsémg-'an&-&emﬁuI al as

((:ZIGaIC 4dalrgl Clc%k@slcﬁlqgglla& d\%%‘},\@kﬁ@é%éf%géﬁg@gﬁ@o S m@tfktf@di"yln the aryl -

noi et._,i by hal tthnsuImnyi S)1ME@aIAyIEZyourbdmyﬂ?&)s-CliwdlmﬁﬂnﬂbxybWﬁlﬂ/l’, NHB®,-=

si ngl. bond a - Cl10- substituted by
hal ogen, 8 %OMV%S@”%G?%P@@H??MU@W'BWI oal kyl
o uorosul CQWiWOXV@&%?r e C%d%?l i E‘li)ﬁatﬁllzlf}ilﬁ(E))‘d$l<y % Cl12- al kenyl or

Cl- 4- al kyl ox& erw CF3 or 10 pheny
t he group Het (galﬂ WIoXi th r = 0 or 1, and Het = saturated or unsaturated

5-7- y@nber ed @,qhgrgpg,y&“@twﬁgp may be benzo-fused and substituted by
Cl- C4-al kyl or_haloge
with r =0, 1 2 or 3 and Het = saturated or unsaturated 5-7-membered

heterocycle which may be benzo-fused and substituted by C4-Cs-alkyi,
Ce-Cio-aryl, halogen, 01—C;;—alky!oxy,'C1-C4-alkyloxycarbonyl, Ces-Cro-aryl-
C1-Cs-alkyl, Cs-C1o-aryl-C+-Cy-alkylmercapto or nitro, where benzo-fused aryl

20 may in turn be substituted by halogen, C;-C;-alkyloxy or CFs and alkyl in
arylalkyl by methoxy and CF,

and the pharmacologically suitable salts and acid addition salts thereof.

2. A compound of the formula 1 as claimed in claim 1, in which R' is C4-Cy-alkyl.
25 _
3. A compound of the formula 1 as claimed in claim 1 or 2, in which R is methyl.
4, A compound of the formula 1 as claimed in claims 1 to 3, in which R® is
hydrogen. |
30
5. A compound of the formula 1 as claimed in claims 1 to 4, in which R® is

hydrogen, halogen, C4-Cy-alkyl, C1-Cg-alkyloxy or amino.



15'7. A conpound of the fornula I as clainmed in clains 1 to 6, in which R4
I's “hydrogen, 2-oxopyrrolidin-1-yl, 2,5-dinethylpyrrol-

C6-"Clo-aryl - C1- C4- al kyl oxy which may kg substituted by haI %ge‘ﬁUL g00% A
conpound of the formula | as clainmed in clains 1 to 7, in which 20 R4 is W
-A-W with R6 = hydrogen or nethyl, A = single bond and - R7 = hydr ogen;
Cl- C12- al&kyl whearhpoumy obiheSaisilatidedapnsdintlaing £ bYinfwislyRAis 25

C2- C18- al kenyl i ch y. u S ut ce or twice by Cl-C4-al kyl or

G - C4- al kyl ox hé’gn E%ﬁ&oeahwaﬁ%zﬁ?ﬁ?%www may OBBOWWSQQtut ed by
hal ogen, Cl- C@uBHfMiélf('m the @hAd mdi aﬁ@&ﬁ o?Ys:NRéJA&R" with

C -4- al kyl ox%qsar bonyl , @go a?ltgl

C6- Clo aryl G- Nﬂ&ﬂgﬁﬁy‘)fhﬁﬁ@f'e aryl may agal n be substituted by hal ogen

or CF3; Ca- 1-C4-al kyl; or the group Het-(CH2)r, 34 2 0
JUL 2 04 Wltl(‘l:a %Xﬁ&é)%}%hn%d Het = saturated or unsaturated 5-7-nenbered

het erocycl e WRch &yCiaear;slt[bﬁCu -alkybahizh rhay bgaobst@utedbyphdpgexyCPoy,

Cl- C4- al kyl oxygcar b d.,of the.faornula sclalnedln
a1 Lo’ s CyARSariy-Cral AlfRRE R einotoh meCeagarbylr ©' A T o' and
R7 = G - C18- alfigptosifitoajiory be substituted by hal ogen, phenyl phenoxy, 10

phenyl carbonyl or GCi - CA-al kyl oxycarbo wher e phenoxy in turn may be
substituted b>931n%t2r‘ﬁjkyl VHH‘P*bG@H Q%SW'H%%V@&&QQKE!QXBWW&EBIOTMI ch may

be sqbstltute He ei% C6- C10-aryl which may be substituted by
haI ogen, (% T"X'(? 'ﬁ@gy Cl- C4-al kyl, CF3, OCF3, fluorosulfonyl,

<;4) al kyI oxﬁza@hfﬁrﬂwﬂyl phtheogrwp Hes-(Ghia)-e withyi = Dror tluand e =teatenatest ot ut ed

by ot oy o b S beRlirleRb WG el et yubgy ARSI 10 o

and Het = sat lsubsmdteﬂbw@mkmmwﬁlo@enﬁnbered het erocycl e

15 7. A compound of the formula 1 as claimed in claims 1 to 6, in which R* is
hydrogen, 2-oxopyrrolidin-1-yl, 2,5-dimethylpyrrol-1-yl or C¢-Cyg-aryl-C4-C4-
alkyloxy which may be substituted by halogen.

8. A compound of the formula 1 as claimed in claims 1 to 7, in which
20 R* is NR®-A-R’, with
R® = hydrogen or methyl,
A = single bond and

- R’ = hydrogen;
C4-C12-alkyl which may be substituted once or twice by halogen;

25 C2-C1g-alkenyl which may be substituted once or twice by C4-C,-alkyl or
' C+-Cs-akkyloxycarbonyt;
Ce-Cio-aryl-C4-Cy-alky! which may be substituted by halogen, C4-Cg-alkyloxy,
CFs3, cyano, Cs-Ce-cycloalkyl, C4-C4-alkyloxycarbonyl, Ce-C1g-aryl-C4-Cg-alkyl,
Ce-Co-aryl-C1-Cs-alkyloxy, where aryl may again be substituted by halogen or
30 CF3;
Cs-Cg-cycloalkyl-C4-C4-alkyl;
or the group Het-{CHy),-,



20 which may be benzo-fused and substituted by G -C4-al kyl, hal ogen,

C - C4-al kyl oxy, hal ophenyl or hal obenzyl nercapto, where benz%ﬁlﬁgdz {]yl
may in turn be substituted by hal ogen og4 net hoxy. 10. A conp f e
formula | as clained in clains | to 9, in which 25 R4 is NR6-A-R7, with R6
= hydrogen, A = -C02- and R7 = G -C18-al kyl which is substituted by CF3 or
phenyl ;  C6- Ciwittar ¢l 1, mmndil{et&rgdtur@ﬂe-:m uridepiratedol 87-rembuksit | t ut ed by

L ot PR B R G e DR Rt o ©

5- 7- menber ed hej-ex atiytdxycadingh may be benzo-fused and substituted by
Cl-4-al kyl or benzyl. 35 2 0 JUL 200k 11. A conpound of the fornmula | as
claimed in claims 1 to 10, in which R4 is NR6-A-R7, with R6 = hydrogen, 5

A= -S d R7,
C2- C4Q5§I aIzgnyl At??mgggggizﬁﬂuﬁa?gﬁlaﬁﬁegﬁ@éf?r'{‘g@g81%‘ ar yp whi ch may be

substituted byROS-MB-&Rylwitthal ogen, G - C4-al kyl oxy or benzyl; 10
di phenyl - C1- al k _yd? ituted by hal ogen; or the group Het-(CHZ)r', }
with r =0 and Het = salurated or unsaturated 5-7-nenbered heterocycle. 12.

A conpound of Ahefﬁn(mﬁrﬁilas clairredin clains 1 to 11, in which 15 R4
whi ch

Imi NR6- A- R7, Z hg/lgjﬂlo eln (@ﬁ{ . gd R7 = C1- Cl(l) al kyl
y be substit t ed Yadi) R'S'/ Hyte N(i'@iczggn Byl phegoxpheny |
N e e R
Cl- 06) al ky!| oxyRubsHtigd by st balogeror "ﬂhﬁdmlef@ﬂptmyr i dyl, where aI kyI may
agai n’be substs gl LoikBiyIAnith nidy¥d SBGRIEBY 059610953{?1530”' !
Ce-C1g-aryl which may be substituted by halogen, C4-Cg-alkyl, phenyl-
C1-Cs-alkyl, CF3, OCF3, fluorosulfonyl, C4-Cs-alkyloxycarbonyl, phenoxy,
15 where aryl in turn may be substituted by C-C-alkyloxy:
' Ce-C1o-aryl-C4-Cy-alky! where alky! may be substituted by methoxy or CF3 and
aryl by halogen;
or the group Het-(CHy),-,
with r = 0 and Het = saturated or unsaturated 5-7-membered heterocycle
20 which may be benzo-fused and substituted by C4-C;-alkyl, halogen,
C1-Ca-alkyloxy, halophenyl or halobenzyimercapto, where benzo-fused aryl

may in turn be substituted by halogen or methoxy.

-

10. A compound of the formula 1 as claimed in claims 1 to 9, in which

25 R* is NRC-A-R’, with |
R®= hydrogen,
A= -CO.and
R = C4-Cyg-alkyl which is substituted by CF3 or phenyl;
Ce-Cyg-aryl; |

30 Ce-Cao-aryl-C4-C4-alkyl which is substituted by C1-C4—a|kyl halogen CFzor
OCF;3, benzyloxy or phenyl; '
or the group Het-(CHy),-,
with r = 0 or 1 and Het = saturated or unsaturated 5-7-membered heterocycle
which may be benzo-fused and substituted by C4-C4-alkyl or benzyt.



C5-'C8-cycl oal kyl which may be substituted by hydroxyl, or indanyl; 25 or
the ‘group Het-(CH2)r, with r = 0 or 1 and Het = saturated or unsaturated
5-7- menber ed heterocycle which may be 3Substituted by benzy.0 g4t s ocess
for- preparing conmpounds of the formula 1 as clained in clains 1 to 30 12,
whi eh conprises 36 RS ORL R4---<( ~)---N-l- O=< ---~. RANH2 d 3 R5 4
RS RACI ORLREFRR OS5 RA 12 3 JUL 2004 reacting hydrazines of the

formula 2qpnith r g - ot her. reactive

car boni ¢ 1e)ts,\llt erAgger%g' ?\?@5‘%@ \AE%&Q{?’CF&%& ﬂ@fn‘%ﬁ%ﬁbﬂg VQP@S as defined
in clains 1.tR1dNR®*4RE withe conpounds of the formula 4, which are
acylated with osgene, carbonyl dii m dazol e, di phosgene or triphosgene,
cyclized and, er ygﬁ?ﬂ%‘pri ate, converted by further chem cal nodification
of the radi caghs R2SRE-shgh as, for exanple, by reduction of nitro to am no
radi cals and subseqguent acylation or alkylation into the conpounds of the
formula 1. 10 Ba= Lcbepliyhthish maybe substituted hyCR4 ained in claims 1 to 12

for use in a @p@k Nvﬁghél}‘\g){ﬁeeg{}%grt%}egib%q%ﬁséng.fect on hornone-sensitive

| i pase, HSL. 15. compoun ‘aimed in clainms 1 to 12
for use in. a 1Ge-Phaayhubichinay bé substitetedibyyCnGe-aiky Halogete 3 Clealkylgkpbet es

mellitus or dicﬂ’%rizf{l- syndr one.
10 diphenyl-C+-C-alkyl substituted by halogen;
or the group Het-(CH2),

with r = 0 and Het = saturated or unsaturated 5-7-membered heterocycle.

12. A compound of the formula 1 as claimed in claims 1 to 11, in which
15 R*is NR®-A-R’, with
R® = hydrb_gen, :
A= -CO-NH-and
R = C1-C1o-alkyl which may be substituted by C;-C.-alkyloxycarbonyl,
N(C1-Cs-alkyl), or phenyl which may in turn be substituted by halogen or
20 aminosulfonyt;
Ce-Cao-aryl which may be substituted by C4-Cg-alkyl, C1-Cs-alkyloxy,
C1-Ce-alkyloxycarbonyl, phenoxy, OCF3, benzyl or pyridyl, where alkyl may
again be substituted by C4-C4-alkyloxycarbony! or carboxyl;
Cs-Cs-cycloalky! which may be substituted by hydroxyl, or indanyi;
25 or the group Het-(CHy),-,
with r = 0 or 1 and Het = saturated or unsaturated 5-7-membered heterocycle
which may be substituted by benzyl.
13. A process for preparing compounds of the formula 1 as cIai;ned in claims 1 to
30 12, which comprises



16 A pharmaceutical for treating non-insulin-dependent diabetes nellitus
or +di abetic syndrone conprising at |east one conpound of thg gf (jlrl[mzlnﬁ 1 as
20 clainmed in clains 1 to 12. 36

R5 RS

H O—R1 "
R4 N+ o= — R4 N O—Ri
NH, Cl

R3 R2 R3 Re H o
2 3

a5 e} R5 O
}—CI ' )\\0
- R4 ~N  O-Rt T~ R4 N _;L
N o-R1

, N_<
R3 e 0 o R3 R2
1

reacting hydrazines of the formula 2 with chloroformic esters of the formula 3
or other reactive carbonic ester derivatives in which R!, R2, R® R*and R°® are

5 as defined in claims 1 to 12 to give the compounds of the formula 4, which are
acylated with phosgene, carbonyldiimidazole, diphosgene or triphosgene,
cyclized and, where appropriate, converiedby further chemical modification of
the radicals R?-R® such as, for example, by reduction of nitro to amino radicals
and subsequent acylation or alkylation into the compounds of the formula 1.

10 o -
14. A compound of the formula 1 as claimed in claims 1 to 12 for useina

pharmaceutical with an inhibitory effect on hormone-sensitive lipase, HSL.

L

15. A compound of the formula 1 as claimed in claims 1 to 12 for use in a
15 pharmaceutical for treating non-insulin-dependent diabetes mellitus or diabetic
syndrome.:

16. A pharmaceutical for treating non-insulin-dependent diabetes mellitus or
diabetic syndrome comprising at least one compound of the formula 1 as
20 claimed in claims 1 to 12.



