WO 2006/ 024779 - 1 - PCT/ FR2005/ 002017 SULPHONAM DE DERI VATI VES, THEIR
PREPARATI ON AND THEI R THERAPEUTI C APPLI CATI ON The present invention
relates to sulfonam de 5 derivatives, to the process for preparing them
and to their therapeutic use. Orexins A and B (or hypocretins 1 and 2) are

hypot hal anus_neur opepti des of 33 and 28 am no acids respectivel
recently ideHPi?P@§/§§4gﬁgogenous Iigaﬁd% 10 of tmobggégﬁgﬁgﬁé?ﬂzgi7

transmenbrane receptors, known as orexin 1 and orexin 2 receptors (Sakurai
T., Cell, Vol. 9%{ 573-585, 1998: De Lecea Léi Proc. Natl. Acad._ Sci.,
Vol . 95, 322- $¥EPHGMI DErHERI VAL TYES i deBiptfo rPRERPRATE QY dP8 (BEHR 15

recogni zing the two fornms of 0 i nqggyJe ivalently. In contrast, the
orexin 1 receptor, which shéWiﬁgéé%qiﬁﬁﬂ Rgh Q4u3 orexin 2 receptor, is
nore selective and binds orexin Aten tinmes better than orexin B (Sakurai
T., Cell, Vol. 92, 573-585, 1998). 20 Via these receptors, the orexins

control —various Ce”tT%heapgengkpQﬁg?htgﬁggEﬁﬁﬁ%ese%Be%hﬁkb%amgéngg of

food and drink, certain cardiovascu chrine functions an

awake/ sl egp gyeheativakurab fhe ?QgﬁggngﬁrP$QE.g§§n VehemB82nd2%w30, 25
1999). It has now been found that certain stlf nanlgé derivatives show

strong affinkhyikornkher¥B:20066824779 - 2 - PCT/ FR2005/ 002017 orexin 2
receptors and are pomer?ul ant agoni sts of these receptors.

Orexins A and B (or hypocretins 1 and 2) are
hypothalamus neuropeptides of 33 and 28 amino acids,
respectively, recently identified as endogenous ligands

10 of two seven-domain transmembrane receptors, known as
orexin 1 and orexin 2 receptors (Sakurai T., Cell, Vol.
92, 573-585, 1998; De Lecea L., Proc. Natl. Acad. Sci.,
Vol. 95, 322-327, 1998).

The orexin 2 receptor has the property of

15 recognizing the two forms of orexin A and B
equivalently. In contrast, the orexin 1 receptcr, which
shows 64% homology with the orexin 2 receptor, is more
selective and binds orexin A ten times better than
orexin B (Sakurai T., Cell, Vol. 92, 573-585, 1998).

20 Via these receptors, the orexins contrel
various central and peripheral functions, especially
taking of food and drink, certain cardiovascular
endochrine functions and the awake/sleep cycle
(Sakurai T., Regulatory Peptides, Vol. 85, 25-30,

25 1999).

It has now been found that certain

sulfonamide derivatives show strong affinity for the



Thus, one subject of the present invention is conpounds corresponding to
the general formula (I) 5 R 0 11 At - T- Are- N- S-AraO(l) 1in
which Arl represents - an aryl group such as a phenyl group optionally 10
substituted with one or nore groups chosen, independently of each other,

fromthe fol] ow r - a halogen atom a (Cl1-C4 | k r

(C1l-Ca) alkohg 238528?H§§PIuoro(Cl-C4)aI£yT group, %&3255%6636@§$°£g group
-CO-NRaRb, a group -NRaRb, 15 with Ra and Rb bei ng, independently of each
ot her, a hydrogen tomor a (Cl-C4) alKkyl grogp, - a heterocyclyl group
chosen from PYEFAY 2 IFFEPAPERNGRY ERRaPOMFE find 20fR8RPL StehE sai d

het erocycl yl _groups being optionally substituted with a 20 hal ogen atom a
(Cl- C4) aIkng8F8u568?p§%f§1-CA) al koxy group, - a (C3-08) cycloal kyl

Po R wi th R boi ng a RUGToSiE SFOdsCer o8 WBeoBEE 5Tk, T ensien 1 OTOUP

~CHR2 with R2 being a oxy p “or
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© (1)
in which
e Ar, represents
- an aryl group such as a phenyl group optionally
10 substituted with one or more groups chosen,
independently of each other, from the following groups:
a haleogen atom, a (Ci-C4) alkyl group, a (Ci-Cs) alkoxy
group, a fluoro(C,-C4)alkyl group, a cyanc group, a
group -~CO-NE;R,, a group -NRR;,
15 with R, and Ry, being, independently of each other, a
hydrogen atom or a (C;-C4) alkyl group,
- a heterocyclyl group chosen from pyridyl,
pyrimidinyl, thiazolyl and thienyl, the said
heterocyclyl groups being optionally substituted with a
20 halogen atom, a {(Ci-C4} alkyl group or a (C;-Cy) alkoxy
group,
- a (C3-C4) cycloalkyl group:

s T represents

a group —{(CHz)p— with n =0, 1 or 2,

>CH-R, ,
25 - a group with R, being a hydroxyl group or a



group; 5 Are represents an aryl group such as phenyl optionally
substituted w th one or nore groups chosen, independently of each other,
fromthe foll owi ng groups: a halogen atom a (Cl-C4) alkyl group, a
(C1-4) al koxy group, a 10 fluoro(Cl-C4)al kyl group, a fluoro(Cl-C4)al koxy
group, or with a group -NRCRd with RC and Rd being i ndepen entli/ of each
other, a hydP8g@ROBY84R37% (C1-C4) aTkyl-group, -PETAEREPER{EPZP1ITroup
such as pyridyl optionally 15 substituted with a (Cl-C4) alkyl group or a
(C1-4) al koxy group;, Ara represents - an aryl group chosen from phenyl
and napht hyl (CtHe:) Sdik¥largA°Woups being optionally substituted with one

20 or nore groups chosemNingependently of each other, fromthe follow ng

groups: a halo§eAT8EBm “a (C1® CH)fthaRryPeirgup, (Gr1%al- edkval K Pgr oup, a
fluoro(Cl-C4)al kyl gr OD[I}(O&-I)HR.JOI‘ o( Cl1- C4) al koxy gr oug, a nitro group, a
hydr oxyl grolp2@ Z5°8P with a group’iNRSR6 AfiiW Rs GndCre deEnRY,
independentlg of each other, a hydrogen atomor a (CLl-C4) alkyl group, WO
2006/ 024779 YT&YP7pPCT/ FR2005/ 002017 - a heterocyclyl group such as pyridyl
optional | stituted with a (CL-C4) al kyl group or a (Cl1-C4) al koxy

gr oup, or%wi ?h 2 FRISSMD&Ry with Rx and Ry being, 5 independently of each

other, a hydLoggnag&ﬁnbrguﬁcéﬁgﬁ)as phenyl optiocnally substituted

with one or more groups chosen, independently of each
other, from the following groups: a halogen atom, a
{C1-C4) alkyl group, a (C1-C4) alkoxy group, a

10 fluoro(Ci;-Cy)alkyl group, a fluoro(C;-Cs)alkoxy group,
or with a group -NR.Ry with R, and R4 being,
independently of each other, a hydrogen atom or a
{C1-C4) alkyl group,
- a heterocyclyl group such as pyridyl optionally

15 substituted with a (C;-C4) alkyl group or a (C;-Cy)
alkoxy group;
¢ Ar; represents
- an aryl group chosen from phenyl and naphthyl, the
said aryl groups being optionally substituted with one

20 or more groups chosen, independently of each other,
from the following groups: a halogen atom, a (C;—-Cy)
alkyl group, a (C;-C4) alkoxy group, a fluoro(C;-C4)alkyl
group, a fluoro(C,-C4)alkoxy group, a nitroc group, a
hydroxyl group,

25 or with a group -NRsR¢ with Rs and Rg being,
independently of each other, a hydrcgen atom or a

(C1-C4) alkyl group,




al kyl group or a (Cl-C4) al koxy group, - a group chosen from-C~O 11-~O 10
Rl represents a -C (0) -CF3 group, - a group of formula 7 R-C(CH2)- RO
R8 15 in which n =0, 1, 2 or 3 R7 represents - a hydrogen atom a (Cl-C4)
al kyl group, a fluorine atomor a (Cl-C4) al koxy group, 20 - a group

-(CH2) m aryl ] = r 2 and the aryl group being a n up
optionally EB?%@BFZb@ﬂ%Jgth a halogen'a{oﬁ] a (Cl-%93?§$%€$§/é¢%g£?or a
(C1-4) al koxy group, R8 represents 25 - a hydrogen atom a fluorine atom

or a (C1L-C4) WO 2006/024779_- 5 - PCT/ FR2005/ 002017 al kyl _group, RO
represents - _a2hy8FEHEAYSLEM JZOPELSEED éPk?VrdPK&pPP§l°¥éég€6) cycl oal kyl

oroup: = OGELRER SR LCH O AR A 8 et oo
al kenyl grouglkaxg 82838,-NR10R11 with R10 and R11 bei ng,
or with a group -NRR, with R; and R, being,
5 independently of each other, a hydrogen atom, a (C1~Cy)
alkyl group or a (C;-C4} alkoxy group,

- a group chosen from

<€

10 e R; represents

a —-C(0)-CF; group,

a group of formula

15 in which

n=20, 1, 2 or 3

R; represents

- a hydrogen atom, a (C;-C4) alkyl group, a
fluorine atom or a (Ci—-C4) alkoxy group,

20 - a group -(CHz)px—aryl, with m = 1 or 2 and the
aryl group being a phenyl group optiocnally
substituted with a halogen atom, a (Ci1-C4) alkyl
group or a (C,-Cs) alkoxy group,

. Ry represents

25 - a hydrogen atom, a fluorine atom or a (C;-Cy)




i ndependently of each other, a hydrogen atom a 10 (Cl-C4) al kyl group, a
(C1-4) al kyl carbonyl group, a (Cl-C4) al kyl sul fonyl group, a benzyl group
or a -(CH2)2-N(CH3)2 group, or alternatively Rio and RL1 form together
with the nitrogen atomthat bears them a 15 pyrrolidine, a pyrrolidinone,
a norpholine _or a _piperidine, - a group -CO NR12R13 with R12 and

bei ng, indeH@naQH§V9g6378ach ot her, .~ a’hydrogen aE%E{F§%°95éQQ%ﬁ£%§)
al kyl group optionally substituted with a -C=-N group, an aryl group such
as phenyl or a heterocyclyl group such as pyridyl, the said aryl and
het er ocycl yl groups@bB¥hg98pHPonal |y 25 substituted with a (Cl-C4) al kyl
group or a hydroxyl group, or alternatively R12 and R13 form WO
2006/ 024779 - 6 - - P&/ Be2017 together with the nitrogen atomthat
(G- oa) alkyl 5 ar oup, PYAESaPBLR ORer ! Reef1 & 1AYh RIS EInd R16 bet ng,
e o o SR el AT A e ok G 005,
5 (C1-C4) alkoxy group, a fluoro(C;-C4)alkyl group,
a -C=CH group, a -C=N group, a phenoxy group or
a (Ci1-C4) alkenyl group,
- a group -NRjoR;; with Ri;¢ and Rj; being,
independently of each other, a hydrogen atom, a
10 (C1-C4) alkyl group, a (Ci-C4) alkylcarbonyl
group, a (C;-C4) alkylsulfonyl group, a benzyl
group or a - (CHy),-N(CHi), group,
or alternatively Rjp and R;; form, together with
the nitrocgen ateom that bears them, a
15 pyrrolidine, a pyrrolidinone, a morpholine or a
piperidine,
- a group -CO-NRj2R;3 with Rj;2 and Ri3 being,
independently of each other,
. a hydrogen atom,
20 . a (C;=C4) alkyl group optionally
substituted with a -C=N group, an aryl
group such as phenyl or a heterocyclyl
group such as pyridyl, the said aryl and
heterocyclyl groups being optionally
25 substituted with a (C;-C4) alkyl group or
a hydroxyl group,

or alternatively R;; and R;; form,



10 optionally substituted with one or

nore substituents chosen froma

hal ogen atom a (Cl-C4) al kyl group and a (Cl-C4) al koxy group, - a group

-S02-NR17R18 with R17 and R18 bei ng,

i ndependently of each other, a

hydrogen atomor 15 a (Cl1-C4) al kyl group, - a group -S02-R19 with R19

being a (C1-C4) al

roup or an aryl group such as

Kyl g hengl - a
het er ocycl yl Wgr 80B6£R84dA% rom 1, 3- dioxdlanyl, i niBeE 0054002987y |
20 optionally substituted with a (Cl-C4) al kyl group, thiazolyl,
oxadi azol yl or yridyl, the imdazolyl being optionally
P

triazolyl
pyri m dyl,

substituted on the nitrogent@gekiartWibh(Bremitragryl a

Buph8F a benzyl,

the tetrazolyl being 25 optionally substituted with a (CL-C4) al kyl group
P

or a benzyl, and the oxadi B28fyF
PCT/ FR2005/ 002017 optional |y substi Mabed h_a (C1-C4) al kyl,
- NH- CO- OR15, R15 corresponding to the
base, of acid-addition salt, of hydrake

PHg WOI2088/ 024779 - 7 -

enantionmers, diastereoisoners, rotaners or atropoi sonmers,

t hereof. Anobng the conpounds t are .t he subj ect of e~ kn hon,
mention may be made of §r?P§steg¢§Hb &Fhlﬁﬁégﬁ%ﬁﬂ%d% gﬂ'é@he§gg&?ornula (1)
in which g Arl repr8§ggb§ an aryl group such as a phenyl group optionally

10

15

20

25

or

- a group

definition, in the form of
BF-soIvate, in the form of

m Xt ur es

- a group -NH-CO-NR;sRi¢ with Ry5 and Rjg being,

independently of each other, a hydrogen atom, a

(C1~C4) alkyl group, a phenyl group or a benzyl

group, the said phenyl and benzyl groups being

optionally substituted with one or more

substituents chosen from a halcgen atom,

a

(C1-C4) alkyl greoup and a (C;-C4) alkoxy group,

- a group -S02-NR;7R;s with R;; and Rig being,

independently of each other, a hydrogen atom or

a (Ci-C4) alkyl group,

- a group -S502-Ryy with Rjg being a (Cy1-Cjy)

group or an aryl group such as phenyl,

- a heterccyclyl group chosen from 1, 3-

alkyl

dioxolanyl, imidazolyl, tetrazolyl, triazolyl

optionally substituted with a (C;-C4) alkyl

group, thiazeolyl, pyrimidyl, oxadiazolyl or

pyridyl, the imidazeclyl being optionally

substituted on the nitrogen atom with a

(C1-Cy)

alkyl group or a benzyl, the tetrazolyl being

optionally substituted with a (C;-C4) alkyl group

or a benzyl, and the oxadiazolyl being



substituted with one or nore groups chosen, independently of each other,
fromthe follow ng groups: 15 a hal ogen atom a (Cl-C4) al kyl group, a

(C1-4) al koxy group, a fluoro(Cl-C4)al kyl group, - a heterocyclyl group
chosen from pyridyl, thiazolyl and thienyl, the thienyl being optionally

T represent W SPBRKOZARE) o w i n 1T - a grourPdB WATORSAE o

hydroxyl group or a (Cl-C4) alkyl group, 11 25 - a group iNNR3 with R3

arkyl “group; 0 2008F 8239 7av. suPs B R erotsERoB26Ey C1AR Hipresents - an

chosen. i ndependent I'y2of 8B NBEFRr O ot HEo TET R GroUpee a hal ogen

Fl or o C1- G4) al koxy 55 Bop0eh 6B Nrckd wi th Re. and Ra _bei ng,
\

| ndependent | XnOIiBS?‘EBert Berpagenydrogen a BH‘i‘B&ﬁnas%ﬂ' Ca) ﬂktﬁﬁﬁ‘%fzgrgﬁgi

Ara represents : an aryl grolp chosen from pheny ahd nap
phenyl greup,bebrgsapihepal by sHRSELLMI 8¢ WhhRt9BRe2E, nore groups chosen,

i ndependent|y of each other, from |
diasterecisomers, rotamers or atropoisomers, or
mixtures thereof.

Among the compounds that are the subject of the
invention, mention may be made of a first group of
10 compounds of general formula (I) in which
¢ Ar, represents
- an aryl group such as a phenyl group optionally
substituted with one or more groups chosen,
independently of each other, from the following groups:
15 a halogen atom, a (Ci-C4) alkyl group, a (C;-C4) alkoxy
group, a fluoro(C:-C;)alkyl group,
- a heterocyclyl group chosen from pyridyl; thiazolyl
and thienyl, the thienyl being optionally substituted
with a (C;-C4) alkyl group,
20 - a (C3-C4) cycloalkyl group;

e T represents

a group - (CHz)p— with n = 1
SCH-R, . ,
- a group with R, being a hydroxyl group or a

(C1-C4) alkyl group,

S A
25 =~ a group ~N Ry with R3 being a (C;-C4) alkyl group,
SC(OH)—R,

- a group with Ry being a (C1-C4) alkyl

group;



the follow ng groups: a halogen atom a (Cl-C4) alkyl group, a (Cl-C4)

al koxy group, a fluoro(Cl-C4)al kyl 15 group, a fluoro(Cl-C4)al koxy group, a
nitro group, or a group -NR5R6 with R5 and R6 being, independently of each
ot her, a hydrogen atom or a (C1 C4) al kyl group, - a group chosen from 20

~~ 0 0\ represe2ﬁt 0)-CF3 group, - a gro g of fornula 2 WO
2006/ 024779 W0g2006 ?—’#ﬁiBOS/ 002017 -T-HCH2), RO RRCT/FRZPOZBA002QLDH 1 or

2, R7 represents 5 - a hydrogen atomor a (Cl-C4) al kyl group R8
represents - a hydrogen atom RO represents - a hydrogen atom a (Cl-C4)
al kyl group, ® AT FMAAEHAS group, a (Cl-C4) al koxy group, a
fluoro(Cl-C4)al kyl grou roup a -C=-N__group, -.a, group
-NR1IOR11 with ﬁﬁoaﬁg QTuBeFHﬁh a nHEﬁBNéeﬁPF&OBFlégcﬁugFﬁéFthdhydrogen

benzyl - o altEPnabPVRryRED HRAURELTBIAN | bEERer I Ehy o? Back’ ®

other, from the following groups: a halogen atom, a
5 (C1-C4) alkyl group, a (C;-C4) alkoxy group, a

fluoro(C;-C4)alkoxy group, a group —-NR.Ry with R and R4
being, independently ©f each other, a hydrogen atom or
a (Ci1-C4) alkyl group;
e Ar; represents

10 - an aryl group chosen from phenyl and naphthyl, the
phenyl group being optiocnally substituted with one or
more groups chosen, independently of each other, from
the following groups: a halogen atom, a (C1-C4) alkyl
group, a (C;-C4) alkoxy group, a fluoro(C;-Cjz)alkyl

15 group, a fluoro(C;-Cy)alkoxy group, a nitro group,
or a group -NRsRg with Rs and Rg being, independently of
each other, a hydrocgen atom or a (C;-Cs) alkyl group,

- a group chosen from

S GES s
o o]
* R; represents
- a —C{0Q)-CF; group,

- a group cf formula

25




the nitrogen atomthat bears them a pyrrolidine, a piperidine or a
pyrrolidinone, 20 - a group -CO NR12R13 with R12 and R13 bei ng,

i ndependently of each other, a hydrogen atomor a (Cl-C4) al kyl group, or
alternatively R12 and R13 form together with the nitrogen atomthat bears

them a grou nggg) 8ﬁ?ﬁ 24779 - 10 - PCT/ FR2005/Q @g Ol N
- or a group™= eing a a r , - p
Ho 4638875 R14 b d-t4)  alk 06318525,
-NH- CO NR15R16 with R15 and R16 bein 5 i ndependently of each other, a
hydrogen atom a (Cl-C4) alkyl grodé; a phenyl or a benzyl, - a
het er ocycl yl group chosen from i m dakzol optionally substltuted on the
nitrogen atomwith a (ClL-C4) al kyr ﬁﬁHz{Ef%azolyl optionally 10
substituted with a (Cl-C4) al kyl group, and triazolyl, in the form of
base, of acid-addition salt, of hydrRée or of solvate, in the form of
enantioners, diastereoisoners, rotaners or atropoi soners, or 15 m xtures
t hereof . Anbng théncwhRpennds that are the subject of the invention,
mention may be nade of a second group of conpounds of general fornula (1)
in which Art repnesefisl26r-2an aryl group such as phenyl optionally
substituted
R; represents
5 - a hydrogen atom or a (C;-C4) alkyl group
Rg represents
- a hydrogen atom,
Rg represents
- a hydrogen atom, a (Ci;-C,) alkyl group, a
10 hydroxyl group, a (C1-C4) alkoxy group, a
fluoro(C1-C4)alkyl group, a -C=CH group or a -C=N
group,
- a group -NRjgR;; with Rjp and R;; being,
independently of each other, a hydrogen atom, a
15 (C1-C4) alkyl group, a {(Ci-C4) alkylcarbonyl group
or a benzyl,
or alternatively Rjo and R;; form, together with
the nitrogen atom that bears them, a
pyrrolidine, a piperidine or a pyrrolidinone,
20 - a group -CO-NRy;R;3 with R;»; and R;s; being,
independently ©of each other, a hydrogen atom or
a (Ci1-C4) alkyl group,
or alternatively R;; and R;3 form, together with

the nitrogen atom that bears them, a group

25




Wi th one or nore groups chosen, independently of each other, fromthe

follow ng groups: a halogen atom a (Cl-C4) al kyl group, a (Cl-C4) al koxy
group, a fluoro(Cl-C4)alkyl group, 25 - a heterocyclyl group chosen from
pyridyl, thiazolyl and thienyl, the thienyl being optionally substituted

T emel s Soh, BaE¥ oS 0 OO0 30 P FRABRLARRILy T,

hydr oxyl group; Are represents 5 - an aryl group such as phenyl
optionally substituted wth one or » ps chosen, independently of
each other, fromthe follow ng groups: J8 Io~en atom a (Cl-C4) alkyl
group, a (Cl-C4) al koxy group; a gro®s® -NR Rd Wwith Rc and Rd bei ng,

i ndependently of each other, 10 a hydrogen atomor a (Cl-C4) al kyl group;
Ara represents an arybrghogpoGpChcasrphenyh Hheoehenys ocoeun)bei ng
optionally substituted with one or nore groups chosen, independently of
each other, fromthelkgll gwong,groups: 15 a hal ogen atom a (Cl-C4) al kyl
group, a (Cl-C4) alkoxy group, or alternatively a group -NR5SR6 with R5 and
R6 bei ng, independentl grofipealH-60hER;sRas hwitlogenn andnRos keinoCl- C4) al kyl

group; 20 Rl represents a group of fornula
independently of each other, a hydrogen atom, a

(C1-C4) alkyl group, a phenyl or a benzyl,
— a heterocyclyl group chosen from imidazolyl
optionally substituted con the nitrogen atom with
a (C1-C4) alkyl group, tetrazolyl optionally
10 substituted with a (C;-C4) alkyl group, and
triazolyl,
in the form of base, of acid-addition salt, of hydrate
or of solvate, in the form of enantiomers,
diastereoisomers, rotamers or atropoisomers, or
15 mixtures thereof.

Among the compounds that are the subject of
the invention, mention may be made of a second group of
compounds of general formula (I) in which
¢ Ary represents

20 - an aryl group such as phenyl optionally substituted
with one or more groups chosen, independently of each
other, from the following groups: a halogen atom, a
(C1—C4) alkyl group, a (Ci1-C4) alkoxy group, a
flucro (C;-C4)alkyl group,

25 - a heterocyclyl group chosen from pyridyl, thiazolyl
and thienyl, the thienyl being optionally substituted

with a (C1-C4) alkyl group:;



17 -CG(CH2)r RO R8 in which 25 n =0, 1 or 2, WO 2006/024779 - 12 -
PCT/ FR2005/ 002017 R7 represents - a hydrogen atomor a (Cl-C4) alkyl
group, R8 represents - a hydrogen atom 5 . R9 represents - a hydrogen
atom a -C=-CH group or a -C=N group, - a group -CO NR12R13 with R12 and
R13 being, ind ent|y of each other, _.a hydrogen_atom or 0a(Cl-C4)
al kyl group,Wp 285598?68§8|y| chosen Fr&%lFnidazoly?CTgﬁﬁ?%“%}992°£7
substituted on the nitrogen atomwith a (Cl-C4) al kyl group, tetrazolyl
optionally substituted with a (Cl1-C4) al kyl group, and 15 triazolyl, in
the formof BaSereBFe3RPHSaddition salt, of hydrate or of solvate, in the
form of enantioners di.gst ereoi,sqoners, rotanmers or atropoisoners, or

m xt ures theFengrﬁapAﬁéﬂgzkﬁéw Surdst that are the subject of the

i nvention, nmention may Bbcmaa; of a third group of conpounds of general
fornula (1) Tn@wHEEHP Arl repre¥eéffisRe BalagyR BYBLpx¥lcAradPphenyl

optionally Sybﬂé trué[perdesents

5 - an aryl group such as phenyl optionally substituted
with one or more groups chosen, independently of each
other, from the following groups: a halogen atom, a
{C1-C4) alkyl group, a (C1-C4) alkoxy group; a group
-NR:.Rq with R. and R4 being, independently of each other,

10 a hydrogen atom or a (C;-C4) alkyl group:
e Ar; represents
- an aryl group such as phenyl, the phenyl group being
opticnally substituted with one or more groups chosen,
independently of each other, from the following groups:
15 a halogen atom, a (C1-C4) alkyl group, a (C1-C4) alkoxy
group,
or alternatively a group -NRsRg¢ with Rs; and R¢ being,
independently of each other, a hydrogen atom or a

(C1-C4) alkyl group:;

20 ® R; represents

- a group of formula

in which

25 n=0, 1 or 2,



25 with one or nore groups chosen, independently of each other, fromthe
follow ng groups: a halogen atom a (Cl-C4) al kyl group, a (Cl-C4) al koxy
group, WD 2006/ 024779 - 13 - PCT/ FR2005/ 002017 - a heterocyclyl group such
as thienyl, optionally substituted with a (Cl-C4) al kyl group, T

represents -_a gqr -(CH2)n- with n=1_5 Arere ents a gr oup
optionally sHBsgpsgygaglﬂ?h one or nnrézgroups chog %7 &%%ﬂi?y

each other, from the follow ng groups: a hal ogen atom a (Cl-C4) aIkyI
group, a (C1 C4) alko group, a group -NRCRd with R and 10 Rd bei ng,

i ndependent |y of eaBh %é@ﬁﬁse%i$wdrogen aton1 or a (Cl-c4) al kyl group;
Ara represents - a phen rou tlonally titute mnth one or nore
groups chosen, |ndepeﬂdéﬁ??998$ 8g8ﬁ 8Fh8r %ﬁ# 0180w ng groups:

a hal ogen atom a (gﬁf§%§£§%§g% group, a (C1 C4) alkoxy group, or
Th

alternatively a gfoUp R5 and R6 being, independently of each

ot her, a hydrogen ato 1z al kyl group; 20 R represents - a
group of fornula 7 -H}Hgd?%§é§i EQ%’RB in which 25 n =0, 1 or 2,

5 . Ry represents
- a hydrogen atom, a -C=CH group or a -C=N
group,
- a group -CO-NRj2R;3 with Rj;; and Rj; being,
independently of each other, a hydrogen atom or

10 a (Ci=-C4q) alkyl group,

- a heterocyclyl chosen from imidazolyl
optionally substituted on the nitrogen atom with
a (C1-C4) alkyl group, tetrazolyl optionally
substituted with a (C;~-C4) alkyl group, and

15 triazolyl,
in the form of base, of acid-addition salt, o¢f hydrate
or of solvate, in the form of enantiomers,
diastereoisomers, rotamers or atropoisomers, or
mixtures thereof.

20 Bmong the compounds that are the subject of
the invention, mention may be made of a third group of
compounds of general formula (I) in which
e Ar; represents
- an aryl group such as phenyl optionally substituted

25 with one or more groups chosen, independently of each
other, from the following groups: a halogen atom, a

{(C1-C4) alkyl group, a (C1-C4) alkoxy group,



WO 2006/ 024779 - 14 - PCT/ FR2005/002017 R7 represents - a hydrogen atom or
a (Cl-4) alkyl group; R8 represents - a hydrogen atom 5 . R9 represents
- a group -CONR12R13 with R12 and R13 being, independently of each other,
a hydrogen atomor a (Cl-C4) alkyl group, - a heterocycle chosen from

i mdazolyl 1 on the nitrog atomwith_a (Cl- group,
tetrazolyl %BsgBﬁﬁfbg &ﬁ?h a (CL-c4y i&kil group,P%ﬂéF§?$§%6?€#$¥ n the
form of base, of acid-addition salt, of hydrate or of solvate, in the form
of enantioners, 15 di asteregisoners, t amer trogplso rs, or

m xtures t here8f "CRRERCKFE Vi sgéﬁquFPS aPPytE&S§¥ ¢ uCB& LPREAYY group, the
bonds T-Ar2 h n a t he other hand, are in an

ort ho p05|t|8Hg %ﬁ%Bgﬁgr Ggwﬁ gg Aﬁﬁ E#V?n5 YR'om and the substituent T
are on two adtaggB% ggﬁp n atonms. Exanpl es of conmpounds according to the
i nvention tha e |oned i nclude the follow ng conpounds: 25 WD

200@06/ 024779 - ;5groBgT/ F(B%OPSI QP2017, O4CH /CH3 H3C-O O/ 0 Conpound 1:

5 e Ar, represents
- a phenyl group optionally substituted with one or
more groups chosen, independently of each other, from
the following groups: a halcgen atom, a (C;-C4) alkyl
group, a {(C;-C4) alkoxy group, a group -NR.Rq with R: and
10 R4 being, independently of each other, a hydrocgen atom
or a (Ci-C4) alkyl group:
¢ Ar; represents
- a phenyl group optionally substituted with one or
more groups chosen, independently of each other, from
15 the following groups: a halogen atom, a {Ci-C4) alkyl
group, a (C;~C4) alkoxy group,
or alternatively a group -NRsRs with Rs and Rg being,
independently of each other, a hydrogen atom or a

(C1-C4) alkyl group:;

20 e R; represents

- a group of formula

in which

25 n=290,1or 2,



G OHN " Ethyl N{4-chloro-2-[(2 I~

chl or ophenyl ) (hydr oxy) net hyl ] phenyl }-Ncl [(3,4

di met hoxyphenyl ) sul fonyl ] gl ycinate 0"CH CH3 H3CvO O/ Conpound 2: TN s |
Et hyl N-(2-benzyl-4-chl orophenyl)-N [(3,4 cl

di met hoxyphepyl | | yci nat e Conpoynd 3: Nc"QI9Q I yl
N-[4-ch|oro-@g(é88€{82¥b£g chIorobenzylﬁghényl]-hL[R%Fé%h26bé}g%25%¥
met hoxyphenyl ) sul fonyl ] gl ycinate H3Cvo, | Conpound 4: cl N 11 |li~z Ethyl

N-[4-chloro-2-(2- 11 O CH3 chl orobenzyl)phenyl]-N-[(2- ¢
met hoxyphenyl ) sul f ofyITHYEHH® /CH3 0"CH3 0 Conmpound 5: G N's Ethyl N

[4-chloro-2- (2- | o 0'gHy. el orpbenzyl ) phenyl)-Mil(3 3roup;

Rg represents
- a hydrogen atom;
5 . Re¢ represents
- a group ~CO-NR;;Ri3 with R;; and Ri3 being,
independently of each other, a hydrogen atom or
a (Ci;-C4) alkyl group,
- a heterocycle chosen from imidazolyl
10 substituted on the nitrogen atom with a (Ci;-Cy)
alkyl group, tetrazolyl substituted with a
(C1-C4) alkyl group, and triazolyl,
in the form of base, of acid-addition salt, of hydrate
or of solvate, in the form of enantiomers,
15 diastereocisomers, rotamers or atropoisomers, or
mixtures thereof.

When Ar; is an optionally substituted phenyl
group, the bonds T-Ar,, on the one hand, and Ar,;-N, on
the other hand, are in an ortho position. In other

20 words, the nitrogen atom and the substituent T are on
two adjacent carbon atoms.

Examples of compounds according to the
invention that may be mentioned include the following

compounds:
25




cl

[ 4- chl oro- 2-
di met hoxyphenyl ) sul fonyl ] gl ycinate O CH3 Co
N S' O Et hyl

Et hyl

di met hoxyphenyl ) sul fonyl ] gl yci nate WO 2006/ 024779 - 16 -
PCT/ FR2005/ 002017 rCH3 \ Conpound 6: 0 O |

% , CH3

(2- CH3 chlorobenzyl)phenyl]-N

CH3 cl N Ethyl N
[(2,4- a

npound 7: cvOTO i 1 'CH3 CH

N {4-chl hyd h I t hyl ] ph N- I
d|nethoxypheW??fQ@ﬁfghgpfglyc[n;tgoé%gg ené_gneH Zv%g 2F¥2$°56£520E?hyl

N[(3,4- OH N S\ OcH, dinethoxyphenyl)sulfony
[ hydr oxy( phenyl ) net hyl ] phenyl } gl yci nate Conpo

d l

171-N-{2

E 2 4 d|nethoxyphenyl)sulfonyl]glycHﬁaL@jf

Ethyl N-{4-chloro-2-[{(2

IOHN

chlorophenyl) (hydroxy)methyl]phenyl}-N- O O

[(3r4_

dimethoxyphenyl)sulfenyl]lglycinate

Compound 2:

Ethyl N-(2-benzyl-4-chlorophenyl)-N-

[(3r4_

dimethoxyphenyl)sulfonyl]glycinate

Compound 3:
Ethyl N-[4-chloro-2-(2-
chlorobenzyl)phenyl]-N-[ (3-

methoxyphenyl)sulfonyl]lglycinate

Compound 4:
Ethyl N-[4-chloro-2-(2-
chlorobenzyl)phenyl]-N-[(2-

methoxyphenyl})sulfonyl]glycinate

Compound 5:
Ethyl N-[4-chloro-2-(2-
chlorobenzyl)phenyl]-N=[ (2,5~

dimethoxyphenyl) sulfonyl]lglycinate

Cl

,CHSCH

HyC o\]f /[ij/

N“

J

(0!

HC._.C._.0
T e
s; o’

Cl

und 9: Hcvo O &%
N-{ 4 chloro-2- [ (2- OH N o chlorophenyl)(hydroxy)nmethy I]?hgp }- N



HC O O 3 Compound 10: C OHN' S O Ethyl N-{4-chloro-2-[

chl or ophenyl ) (hydr oxy) net hyl ] phenyl }-N Cl
2006/ 024779 - 17 - PCT/FR2005/002017 Conpound 11: H3CN-N 1

OCH3 N{ 4- chloro 2- (2- NS0'CH3 OH W

chlorophenyl

[ (2-ethyl-
N=N Cowpound 12 N,NO H'CH 3Cvy Ol 31 0"CH3 N {4-chloro-2-[(2-
OH N.o chIorophenyl)(hydroxy)nethyl]phenyl} NV

[ (1-ethyl-

H3c. O-Q0 i

1Htetrazol -

Ségéﬁanethyl]phenyl} N\ 24~ 111,,

%OHpound 13: \

Eo%bound
Ethyl N-{4-chloro-2-(2-
chlorobenzyl)phenyl]-N-[(2,4-

dimethoxyphenyl)sulfonyl]lglycinate

Compound 7:
Ethyl N-{4-chloro-2-
fhydroxy (phenyl)methyl]lphenyl}-N-[(3,4-

dimethoxyphenyl)sulfonyl]lglycinate

Compound 8:

Ethyl N-[(3,4-
dimethoxyphenyl)sulfonyl]-N-{2-
[hydroxy (phenyl)methyllphenyllglycinate
Compound 9:

Ethyl N-{4-chloro-2-[(2-

chlorophenyl) (hydroxy)methyl]phenyl}-N-
[(2,4-

dimethoxyphenyl)sulfonyllglycinate

Compound 10:
Ethyl N-{4-chloro-2~-[(2-
chlorophenyl) (hydroxy)methyl]lphenyl}-N-

(phenylsulfonyl)glycinate

(2
(phenyl sul fonyl ) gl yci nate WO
11

NIl \' N

87 P)nethyl] 3,4- 16+ cl di rREFOERRRA2EARR1T onani de

5-yl) et hyl]- - Ci d|nethoxybenzenqsﬂﬁfonan1de



Cl OH NS Ethyl N-{4-chloro-2-[(2 chIorophenyl)(hydroxy)nethyl]phenyl} N ci
[ (4- met hoxyphenyl ) sul fonyl ] gl yci nate Conpound 14: H3c'N-N N~ N OCH3
N-{4-chloro-2-[(2- T10'CH3 Cl OHN ~

chl or ophenyl ) (hydr oxy) net hyl ] phenyl } -

\ o\
3, 4- di net hox 2Htetrazol - .CI 5-yl)neth be am de
Conpound 15: Lo &Béé/ﬁs %90 B N {‘4- hI or 0- 2- P%‘ }FB%SQ?%H oH N
0 chIorophenyl)(hydroxy)nethyl]phenyl}
3, 4- di met hox L)% m,i't;h yl-1Htetrazol - a 5 yl) met hyl ] benzenesul f onam de
WO 2006/ 0247 Qmp 84 1pET/ FR2005/ 002017 ' CH 1 CHB COnﬁcSunu—JrB 9. B3Qv0 |
Et hyl N-{4-c “CH

/ 0 OHN SO N /@ X
chl or ophenyl ( ﬂdFﬁ%&%ﬁe?thfphenyl} N [(3,4 ci ci OJ:th o %
chlorophenyl) (hydroxy)methyl]phenyl}-N- O O
[(2-ethyl-2H~tetrazol-5-yl)methyl] -3, 4- o
dimethoxybenzenesul fonamide

Compound 12: \

HC. N N O-ch,
j:Q. .CH
N-{4-chloro-2-[(2- OH Nﬁb o3
chlorophenyl) (hydroxy)methyl]phenyl}~N- O O
Cl

[(l-ethyl-1H-tetrazol-5-yl)methyl]-3, 4~ cl

dimethoxybenzenesulfonamide

H,C._0
Compound 13: he Tfo

0
Ethyl N-{d4-chloro-2-[(2-
chlorophenyl)} (hydroxy)methyl]phenyl}-N-
[ (4-methoxyphenyl)sulfonyl]lglycinate

Compound 14: HCN—N

N %‘i::tonm
N-{4-chloro-2-[ (2- ;[ NG s
o]
chlorophenyl} (hydroxy)methyl]phenyl}-
3,4-dimethoxy-N-[ (2-methyl-2H-tetrazol- )
5-yl)methyl]benzenesulfonamide

Compound 15:

N=N _cH o.
N-{4-chloro-2-[ (2 NTN"/@ on,
-{4-chloro-2- - 8 o
Gl OH N,
chlorophenyl) (hydroxy)methyl]phenyl}-
3,4-dimethoxy-N-[ {(l-methyl-1H-tetrazol- cl i

5-yl)methyl]benzenesulfonamide



di met hoxyphenyl ) sul fonyl ] gl ycinate 00 / I Conmpound 17: H3CvO O , CH3 CH
H3CGO OHN" O 3 O Ethyl N{4-chloro-2-[hydroxy(2-N~z I A ~
6nmet hoxyphenyl ) nmet hyl ] phenyl } - N-[ (3, 4- ci

di met hoxyphenyl ) sul fonyl ] gl ycinate CI Conpound 18: H3C OO C ~ O J('J&
Et hyl N-{4-chlorq-2- -.Cl OAN S chlor henyl)(hydrox I} -N-
[ (3, 4-dichl oﬂBphﬁﬂé(E’ééF?gnyl ] gl yci naf e(-?L Corrpou &%@%@%
N2-{ 4- chl or o- 2- | (2 Cl OHN Saol~ chl orophenyl ) (hydr oxy) net hyl ] phenyl}
N-2--[(3,4- ¢l t hgxyphenyl ) sul f onyl ] gl yci nam de Conpound CH:,@hBO 0,
CH3 CH3 N-{ OEHPBP 8[(2 C HN' " O~ 1~ P
chl or ophenyl &Hygrﬂzwr_@h%rkgagwg}_l\k 100 \E %
OH ™N”
chlorophenyl) (hydroxy)methyl]phenyl}-N- O O
[(3,4-
Cl Ci
dimethoxyphenyl)sulfonyllglycinate
H,C._0._.0 O-ch,
C d 17: Q
ompoun o owa%i::[Uﬁm

0
Ethyl N-{4-chloro-2-[hydroxy(2-
methoxyphenyl)methyl]lphenyl}-N-[(3, 4~ 4

dimethoxyphenyl)sulfonyl]glycinate

Cl
Compound 18: Hacvofoq\ @/C'
Ethyl N-{4-chloro-2-[(2- cl OH N’S\‘O
chlorophenyl) (hydroxy)methyl]phenyl}-N- O O

[(3,4-dichlorcphenyl)sulfonyl]glycinate

Compound 19: HZNTQO /@O.CHJ
W ,CHQ
NS ©

N*-{4-chloro-2-{(2- o OH Ny
chlorophenyl} (hydroxy)methyl]phenyl}-
N~2~=[(3,4- d

dimethoxyphenyl) sulfonyl]glycinamide

Compound 20: CHO ch,

N-{4-chloro-2-[(2- ko)
chlorophenyl) (hydroxy)methyl]phenyl}-N-

ethyl-3, 4-dimethoxybenzenesulfonamide



cl ethyl -3, 4-di met hoxybenzenesul f onam de WD 2006/ 024779 - 19 -

PCT/ FR2005/ 002017 Conpound 21: 3CO o i 0'CH 3 Methyl N { 4-chloro-2- |
(2- d OHNsol .cH chlorophenyl) (hydroxy) nmet hyI]phenyI} N (3 4- ci
di mret hoxyphenyl ) sul fonyl ] gl yci nate Conpound 22: H3c' N o' CH N

4-chl or o- 2- (2- O CHB "itz chlorophenyl) (hydrox enyl }
Nk 100 14 -&9 sPﬁgdB%E’HBxy N-[ (1- reChy™- CH i m daz® BGT/ER y&&&}&‘gﬁ&ﬂ‘
2-yl) nmet hyI]benzenesquonam de Conmpound 23: oH30 'CH, ~ N\ CH3

N-{4-chl or o- 2- k,g gff N S chl orophenyl) (hydroxy) net hyl ] phenéél }- o\

3, 4- di met hox§ (’En c?limet hoxyet hyl ) benzenesul f onani dec 4H3 [
"CH, 11 \\ 4ch|2$%[(2 C OH N s\ [!;

chl or ophenyl V?ﬁgﬁoy ){ﬁeFﬁQIPfBH (2- hydr oxyet hyf) 98, %-5 Ci
e MorbengsneshLLGngn o, oSO 55180, G0

[(3r4_ Cl

dimethoxyphenyl)sulfonyl]glycinate

Compound 22: Hdﬁfﬁ%'l::tqcm
N-{4-chloro-2-[(2- o OJ:MEb o
chlorophenyl) (hydroxy)methyllphenyl}- O O
3,4-dimethoxy-N-[ (1-methyl-1H-imidazol- cl

2-yl)methyl]benzenesulfonamide

Compound 23: oo /@EQCHQ
N .CH
N-{4-chloro-2-[(2- ol o}n}%b o
chlorophenyl) (hydroxy)methyl]phenyl}-
3,4-dimethoxy-N-(2- cl

methoxyethyl)benzenesulfonamide
Compound 24: HOL o /@:O'cm
1 s o %
N-{4-chloro-2-[(2- ¢l 0
chlorophenyl) {hydroxy)methyl]phenyl}-N-

(2=hydroxyethyl) -3, 4-

dimethoxybenzenesulfonamide

Compound 25: o ,I::[QCW

HC, Vg o-CHs
N-{4~-chloro-2-[(2- cl oH N ~o
chlorophenyl) (hydroxy)methyl]phenyl} -
3,4-dimethoxy-N~

methylbenzenesul fonamide




chl orophenyl ) (hydr oxy) met hyl | phenyl }- 1 | 3, 4-di met hoxy-N- G

nmet hyl benzenesul f onam de WO 2006/ 024779 - 20 - PCT/ FR2005/ 002017 Conpound
26: H3c,1~0 'I 00 O,CH3 1° XH3 CHI OH N S~ 0 O Ethyl

N-{4-chl or o- 2- [hydr oxy(2 | et hyl phenyl ) et hyl ] phenyl } - N- [(3 4 cl

di met hoxyphe | f | yci nate O NHZ Conpound 27 ;|
N O N2-[4- %8&’@ %%"16’% or obenzyl ) phéfyl7- \ \ EC’F%-‘"N@ ?é°9?°17
met hoxyphenyl ) sul fonyl ] gl yci nam de y, CH3 Corrpound 28: 0 0 N2-{

4-chloro-2- [ (2- cl OH N s%)\ chlorophenyl) (hydroxy net yI pheqyb} - N2- I\
\' [ (3, 4- cComghommichyléphenyl ) sul fonyl]glyci nam de & I
Cl OHN S\O CH, OH NS
Ethyl N-{4-chloro-2-[hydroxy(2-
methylphenyl)methyl]phenyl}-N-[(3,4- O O

dimethoxyphenyl)sulfonyl]lglycinate

Oy -NH,
Compound 27: §[°% o-CHs

N°-[4-chloro-2-({2-chlorobenzyl) phenyl] - O O

2— —

N-[(3 &
methoxyphenyl)sulfonyl]glycinamide

CH,

Compound 28: Oj:g# i:.cw
N°-{4-chloro-2-[(2- o oH N:S“o
chlorophenyl) (hydroxy)methyl]phenyl}-N-

[(3,4- cl

dimethylphenyl)sulfonyl]glycinamide

Compound 29: OTS:IZ
AR
N-{4-chloro-2-[(2- O O
chlorophenyl)(hydroxy)methyl]phenyl}—Aﬁ—
(2-naphthylsulfonyl)glycinamide

Compound 30:

M-{4-chloro-2-[(2-
chlorophenyl) (hydroxy)methyl]phenyl}-N—
[ (3-methoxyphenyl)sulfonyl]glycinamide

N
Compound 31: OT 5{2@\
H .S Cl

N°-{4-chloro-2-[ (2- Gl OH N
chlorophenyl) (hydroxy)methyl]phenyl}-N*-

[ (3~chlorophenyl)sulfonyllglycinamide




N2-{4-chloro-2-[ (2- I \ ( \ 110 chlorophenyl) (hydroxy)nethyl]phenyl}-N2
Cl  (2-napht hyl sul fonyl ) gl yci nam de Conpound 30: O NH2 \ | ocH 2 C H

NS, ON-{4-chloro-2-[(2 \ I\ chlorophenyl) (hydroxy)nmethyl]phenyl}-N2 cl
[ (3- met hoxyphenyl ) sul fonyl]glycinamde HZ Conpound 3 1 : 0 o Sa CI  N2-{

4-chl or o- 2- (2- G OH4d NN O chl orophenyl)(hydrox met hyl ] phenyl } - N2-

[ (3-chl oroph&ﬂy??gﬁff’gﬁyl"?gl yci nam de ~CE1wWD 2006/ ozé%’f/@‘kly%&gmoyﬂi"

PCT/ FR2005/ 002017 Conpound 32: H2N o 0,cR3 N2- { 4-chloro-2- | (2- a o
N  chl orophenyl) (hydroxy) net hyl ] phenyl }-N2- | / a

[ (4- met hoxypbemgbysdl Beayl ] gl yci nani de Conmpound 33: HZN~Hz'tb~I€y
N2-{4-chloro-2-[ (2- G OHN S chl or ophenyl) (hydr oxy) met ?i he yI} o]
5ijj O CH3 AeNi{P4-4ctQorataret xyphenyl )sul fonyl ] gl yci neni |

chlorophenyl} (hydroxy)methyl]phenyl}-N-
[ (4-methoxyphenyl)sulfonyl]lglycinamide

Compound 33:

: 0
N.__O ¢
N-{4-chloro-2-[(2- : f Q‘s’@ K
¢l OH N 5.,
chlorophenyl) (hydroxy)methyl]phenyl}- 2
NP-[{(2,4-

dimethoxyphenyl)sulfonyl]glycinamide
Compound 34: HN (% :E .Gl
N°-{4-chloro-2-[(2- f i

o]
chlorophenyl) (hydroxy)methyl]lphenyl}-
NP-[(3,4-

dichlorophenyl)sulfonyl]glycinamide
HN._,O c
Compound 35: a o;ﬁNﬁ%

N°-{4-chloro-2-[(2-

bt

chlorophenyl) (hydroxy)methyl]lphenyl}-N cl
“~ [ {(4-chlorophenyl)sulfonyl]glycinamide
.CH,
Compound 36: o
H,N._.0
M{4-chloro-2-[{2- T3
¢ OH "N’ 0 o
chlorophenyl) (hydroxy)methyl]phenyl}- O O “CH,
N°-[(2,5-
Cl

dimethoxyphenyl) sulfonyl]glycinamide




Conpound 34: cl HzZN~00 / N2 11 ~ \ - { 4-chloro-2- [ (2- d OHNSO
chl or ophenyl ) (hydr oxy) nmet hyl ] phenyl} NzZ-[(3,4- a

di chl orophenyl )sul fonyl Jglycinamde H2N O/ C To, Conpound 35: C OH N
|~ I Nzt NZ-{4-chloro-2-[(2 chl orophenyl) (hydroxy) nmet hyl ] phenyl }-N cl

N2-[ (4-chl or gph I I 19l yci nam d Compound 36: ,0 /
N2{ El( chl or o- &B[ 3?%5)&?5&5'9%' Lgl gr l)phenyl )2( hy(rtlnr)ogy) ng?ﬂ§m&€§{/{5$yog70' CH3
W[ (2,5 cl dinmethoxyphenyl)sul fonyl]glycinam de WO 2006/ 024779 - 22 -

PCT/ FR2005/ 002017 O Conpound 37: N T 2 d OHN " C hlzN-{g-c/}@o-Z-[(Z

I~ N~ Compound 37:

S
2 N
N‘-{4-chloro-2-[(2- Cl

chlorophenyl) (hydroxy)methyl]phenyl}- O O

NP~ (2-chlorophenyl)sulfonyl]glycinamide

Compound 38: HszgsC
N?-{4-chloro-2-[ (2- oH NS T
chlorophenyl) {hydroxy)methyl]lphenyl} - O O

N’-[(4-chloro-2,5-

dimethylphenyl)sulfonyllglycinamide

H,N “CH,
Compound 39: f “/Q/

N“

o)
N°-[4-chloro-2-(2-chlorobenzyl)phenyl] -
N°-[ (4-

Ci

methoxyphenyl)sulfonyl]lglycinamide

£ o s
HN._.O
Cempound 40: TQ‘,@
Cl N’S\b &
N?- [d-chloro~2~(2~chlcrocbenzyl)phenyl] - O O “CH,
“-1(2,5-
cl
dimethoxyphenyl)sulfonyl]glycinamide
Compeund 41:
) HZN\ﬁOO\\ .
N?-{4-chloro-2~[(2- o onw O s
0
“CH
chlorophenyl) (hydroxy)methyllphenyl}- O O :
-1 (2,3~ Cl

dimethoxyphenyl)sulfonyllglycinamide



chl or ophenyl ) (hydr oxy) net hyl ] phenyl }
N2-[ (2-chl or ophenyl ) sul fonyl ] gl yci nam de cI Conpound 38: H2N 61 3C~n cl
JT'~ N2-{ 4-chloro-2- [ (2- d OH N ,b CH3

chIorophenyl)(hydroxy)nethyl]phenyl} Il 1 J N2-[ (4-chloro-2, 5- C
dlnethylphen | yci nam de H2N-0Oo , | O-
a NIO :1 ?9¥éhgarobenzylhenyhﬁ PCT;%£Eb°5}%°2°17
nethoxyphenyl)sulfonyl]glyC|nanlde O CH3 / I H2h96,,s Cowpound 40: T CI
N2- [ 4-chl or 0- 2- (2- chl or obenzyl ) phenyl]- O CH3 liz: | N2-[ (2, 5- FI
di met hoxyphenyl ) sul fonyl ] gl yci nam de Conpound 41: H2N o - N2- §
4-chloro-2- [ (2- cl off NS cH3 o, chlorophenyl)(hydrogé t henyl}
| I OH3 N2-E6Rp Bunal42d|nethoxyphenyl)sulfonyl]egC|nanl \EEB 024779
- 23 - PCT/FR2005/002017 F
N°-[4-chloro-2-(2-chlorobenzyl)phenyl]-
N°-{[3- (trifluoromethyl)phenyl] sulfonyl}-
glycinamide Cl
Compound 43: %NTfh~J::l.:LF
-5 0 F
Aﬁ—[4—chloro—2—(2—chlorobenzyl)phenyl]— cl N
N-{[3~
(trifluoromethoxy)phenyl]lsulfonyl}- d
glycinamide
Compound 44: HN._0 O
\ﬁ 0\3/@0,0::
N’-{4-chloro-2-[ (3- OH N
cl
chlorophenyl) (hydroxy)methyl]lphenyl}-
N1 (3, 4- ¢

dimethoxyphenyl)sulfonyl]lglycinamide

H,N._.O
Compound 45: T Q
v

N°-[4-chloro-2-(2-chlorobenzyl) phenyl] -

cl
CH,
N-[(2- 0 O

methoxyphenyl)sulfonyl]lglycinamide

Compound 46: H:,C'n % /@[O\CH?.
Tf~g o-CHs

N’~[4~chloro-2-(2-chlorcbenzyl)phenyl]- 0

N?-[ (3, 4-dimethoxyphenyl) sulfonyl] -N'-

methylglycinamide




F F Conpound 42: H2NT O, N2-[4-chl oro-2-(2-chl orobenzyl)phenyl]- C N'O

N2-{[3-(trifluoronethyl)phenyl]sul fonyl}- glycinam de CI Conpound 43:

H2Nro Il F N2-[4-chloro-2-(2-chlorobenzyl)phenyl]- cl N'so 0 F &10 N2-{

[3- (trifluoronethoxy)phenyl]sulfonyl}- C glycinanide Compound 44: N

ch%;répLeny 3@6826%3@?H§|}éﬁén§P}N'SS? "N2-[ (3, BCT(FR2005/002017

di met hoxyphenyl ) sul fonyl ] gl yci nam de Conpound 45: HzZN cI N
N2- [ 4-chl or 0- 2- (2- chl or obenzyl ) phenyl]- O0,CH3 | | [

(2-
met hoxyphenyl ) sul fonyl ] gl yci nam de Conpound 46: H3c"a~ ZNWfpctéjj(
N2- [ 4- chl or o- 2- (2- chl orobenzyl ) phenyl]- O N g

N2-[ (3, 4- di net hoxyphenyl )sul fonyl]-N1- &-10 cl nethyFbI cihaei de

Compound 47: O O
of

N°-[4-chloro-2- {2-chlorobenzyl}phenyl] -

N°-[ (4-chlorophenyl) sulfonyl]glycinamide

HN._0 “
Compound 48: f 0“5

N?- [4-chloro-2-{2-chlorobenzyl)phenyl] - O O
7~ 1(3,4-

dichlorophenyl)sulfonyl]glycinamide

c Cl
H,N._O?
Compound 49: ’ f 0, :@:
5 CH,

N°-[4-chloro-2-{2-chlorobenzyl)phenyl] -
NP- [ (4-chloro-2, 5~

dimethylphenyl)sulfonyl]lglycinamide

%waq%,l:;]
5

cl N o &
Compound 50: O O
N-[4-chloro-2-(2-chlorobenzyl)phenyl] - &

NP - (2-chlorophenyl)sulfonyllglycinamide

Compound 51: HN. O /@QCH,
&
°

N°-{4-chloro-2-[hydroxy (3- OH “N"
00
methoxyphenyl)methyl]phenyl}- N°-[(3,4-

dimethoxyphenyl)sulfonyl]lglycinamide

, C



WO 2006/ 024779 - 24 - PCT/FR2005/002017 HZN-cOO1l CI C N Ib Conmpound 47:
\' \' NZ [4 chloro-2-(2-chl orobenzyl)phenyl]- cl N2-[(4-chlorophenyl)

sul fonyl]glycinamde C H2N CI 00 i | Conpound 48: CI N sb

N2- [ 4-chl or 0- 2- (2- chl or obenzyl ) phenyl]- \ N2- [ (3, 4- i i Cl

di chl orophenyl) sul f gnyl 1 gl yci nam de Conpound 49: 03C G, HZN 'S N2-
[4-ch|oro-Z-*Pzigﬂﬁzpéﬁhﬂ?yl) phgnyl]“—2éI‘NO cH3 RBT/FRZ003/P0201% 5
di met hyl phenyl )sul fonyl Jglycinamde C H2N/ Ocl NC Conpound 50: &

O
N2- [ 4- chl or 0- 2- (2- chl or obenzyl ) phenyl ] - C
N2- [ (2- chl or aphebyhisekftonyl ] gl yci nam de O CH3 Conpound gffv%N , CH3
N2- { 4-chloro-2- [hydroxy (3- HN |b H3C O\ o oH NS
met hoxypheny N red hyih 1 phendt § (282-[ (3, 4- ~~ o
chlorophenyl) (hydroxy)methyl]phenyl}- O O
cl

N°- (phenylsulfonyl)glycinamide

Compound 53:
Aﬁ—[4—chloro—2—(2—chlorobenzyl)phenyl]—

AV—(phenylsulfonyl)glycinamide

Compound 54:
N-[4-chloro-2-(2-chlorobenzyl)phenyl] -
3,4-dimethoxy-N-

methylbenzenesulfonamide

Compound 55:
N?-[4-chloro-2-(2-fluorobenzyl)phenyl]-
N?-[(3,4-

dimethoxyphenyl)sulfonyl]glycinamide

Compound 56:

N?-[4-chloro-2- (2-methoxybenzyl)phenyl] -
NP-[(3,4-
dimethoxyphenyl)sulfonyl]lglycinamide
Compound 57:

N°-{4-chloro-2-[(2-

fluorophenyl) (hydroxy)methyl]phenyl}-
N°-1(3,4-

dimethoxyphenyl)sulfonyl]lglycinamide




cl dinmet hoxyphenyl ) sul fonyl | gl yci nam de WD 2006/ 024779 - 25 -

PCT/ FR2005/ 002017 Conpound 52: HZN O~ \ O N2-{4-chloro-2-[(2- d OH N S
chi orophenyl ) (hydr oxy) met hyl ] phenyl }- &0 N2-(phenyl sul fonyl) gl yci nam de
G H2N~ O/ d N SO Compound 53: N2-[4-chl oro-2-(2- chlorobenzyl)phenyl]

i N2- (phenylsulfonyl cinam de C  Conpound 54: H3c' N S

N- [ 4- chl or o- ¥9( 89 eﬁfeégﬂﬁﬁzyl)phenyl]‘ @b o 3,4- d|ﬁ%¥ﬁ%&%°@§/¢°?°1ll

nmet hyl benzenesul f onam de 0 Conpound 55: ~ oNH , s 0C H3

N2- [ 4-chl or 0- 2- (2-fl uor obenzyl ) phenyl]- F N'o0 N2- [ (3, 4 cl

di met hoxyphenyl ) sul fonyl | gl yci nam de Conpound 56: ~ 03 | 0 CH3 "CH H3C O,

N2- [ 4- chl or o- 2- nethoxybenzyl)phenyl] O N I\ NH, O-ch,

omgound W:M%E::[OCH
N~2~-[4-chloro-2-(3- H,C'O
methoxybenzyl)phenyl] -N~2~-[ (3,4~ al

dimethoxyphenyl)sulfonyl]glycinamide

Compound 59: HzN\EOO )@,0‘3”3
oH NS
¢l

N?-{4~-chloro-2-[hydroxy (4- 0
methoxyphenyl)methyllphenyl}-N°-[ (3, 4~ Hac‘o

dimethoxyphenyl)sulfonyl]lglycinamide

Compound 60: Wmf%,Iithm

N"

N°-[4-chloro-2- (4-methoxybenzyl)phenyl] - o
“-1(3,4- HaC-o

cl

/)

dimethoxyphenyl)sulfonyllglycinamide

.CH,

o)
0 °C
O\.J:j/ h

5 cl o]fN 3
N‘-{2-[(2-chlorophenyl) (hydroxy)methyl] - o

4-fluorophenyl}-N~[ (3, 4- O O

F

e 1
&
S CH,
]

Compound 61: HN

dimethoxyphenyl)sulfonyl]lglycinamide

Compound 62: ¢ N

N°-[4-chloro-2-(2-chlorobenzyl) phenyl] - O O

N~ [ (3-methylphenyl)sulfonyl]glycinamide cl




N2-[(3,4- i cl dinethoxyphenyl)sulfonyl]glycinam de Conpound 57: o NH2
OCH3 A XH3 N2- (4-chloro-2- [ (2- F OH N'SO

fl uorophenyl) (hydroxy) met hyl ] phenyl }- I Nz- [ (3, 4- cl

di met hoxyphenyl ) sul fonyl | gl yci nam de WO 2006/ 024779 - 26 -

PCT/ FR2005/ 0020 CH3 Conmpound 58: ~N;' o CH s O N-2--
[ 4- chl or 0- 2- WP3£%H%/gHﬁggﬁoxybenzyl)pﬁéﬁylT¥N-2--[(§931F5?°°5/°°2°17

di met hoxyphenyl ) sul fonyl ] gl yci nam de O CH3 Conpound 59: H NTo, cH s N2-

{ 4-chloro-2- [hydroxy (4- HWI~ nethoxyphenyl)nethylIp%pnﬁ& (3,4-
H3c' 0 ci di fmempoxyghédyl ) sul fonyl ] gl yci nam de O CH3 H3N'to 1
0,CH3 s N2-[4-chloro-2-(4-nmethoxybenzyl)phenyl]- N "0

N°~{4-chloro~2- (2- chlorobenzyl)phenyl] -
N°- (2, 3-dihydro-1, 4-benzodioxin-6-
ylsulfonyl)glycinamide

Compound 64: 0 wﬁ/[::[oj
:[ s o

N°-{4-chloro-2-{ (2~ Cl OH N
chlorophenyl) (hydroxy)methyl]phenyl}-
M- (2,3-dihydro-1, 4-benzodioxin-6- ct

ylsulfonyl)glycinamide

Compound 65:
2~ (2-benzyl-4-chlorophenyl) -N?-[ (3, 4- O O

dimethoxyphenyl)sulfonyl]glycinamide
o.
Compound 66: Oj:mk/t:j: CH,
N ot
N?-{4-chloro-2- 0
(hydroxy (phenyl)methyllphenyl}~N°~[ (3, 4-
dimethoxyphenyl)sulfonyllglycinamide

Compound 67: cl
N°-[2-(2-chlorobenzyl)phenyl] -N?-[ (3, 4- O O
dimethoxyphenyl)sulfonyl]glycinamide

Compound 68: j:q, CH,
HNS

N’°~{4-chloro-2-[hydroxy (2- o

methoxyphenyl)methyl]phenyl}—Aﬁ—[(3,4—

dimethoxyphenyl) sulfonyl]glycinamide




N2- [ (3, 4 H3c.0 i i a dinethoxyphenyl)sulfonyl]glycinam de O CH3
Conmpound 61: H2N o | o, CH3 NZ-{2-[(2-chl orophenyl) (hydroxy)nmethyl]- a off
NSO I N~ 4-fluorophenyl}-N2-[(3,4 F

di et hoxyphenyl ) sul fonyl ] gl yci nam de H2N % Cl N'S~ C Conpound 62:

N2- [ 4-chl oro -chl or obenzyl ) phenyl ] -

N2- [ ( 3- net hyWBhéﬁ9g?9§f’Faﬂyl ] gl yci nanidé€8cr Wo 20067 EBAFRR0Q5 4902017

PCT/ FR2005/ 002017 O Conmpound 63: O~ 02 J

N2- [ 4- chl or o- 2- (2- chl or obenzyl) phenyl]- C N SQ

N2- (2, 3-di hydro-1, 4- benzod| oxi n- 6- I yl sul fonyl ) gl yci nan?ge¥ici O@b'npound
64: Ov QHz oCIMPRBDA[6dichloro-2- [ (2- O OHt NS 5 o-CHs
4- Benzodi oxi n- 6-

o OLFEEF? glné’ﬁ h@j Vel %M@ﬁ%%yémx 27 d &yl hy‘

4-methoxyphenyl}-N°-[ (3, 4-

CH
dimethoxyphenyl)sulfonyl]lglycinamide )
o o.
Compound 70: |gUNjf%3/E:j: g&
5 c NS o
N°-[4-chloro-2-(2-chlorobenzyl)phenyl]- ©
N°-[ (3, 4-dimethoxyphenyl)sulfonyl] - O O
cl
N, N-dimethylglycinamide
o™\
O NH, ©
0
Compound 71: j: s
Cl NS
o]
M- (1, 3-benzodioxol-5-ylsulfonyl) -N°-[4- O O
chloro-2-(2-
Cl
chlorobenzyl)phenyl]glycinamide
Compound 72: cH ot
Il o.
N~ {4-chloro-2-[(2- OTN& /@’ e
a oH N
chlorophenyl) (hydroxy)methyl]phenyl}- o
N-[ (3, 4-dimethoxyphenyl) sulfonyl] -Ni- O O
Cl
methylglycinamide
o N(S-Iz/@o‘CHa
Compound 73: 5 ot
CH, NSy
N-[4-chloro-2- (2-methylbenzyl)phenyl] - O O
N-[(3,4- el

dimethoxyphenyl)sulfonyl]glycinamide



Ol "CH3 Conpoun
di met hoxyphenyl ) s
4-chl or o- 2-
di met hoxyphenyl ) s

off N

d 65: N so O N2-(2-benzyl-4-chlorophenyl)-N2-[(3,4- ci
ul fonyl ] gl yci nam de Conpound 66: ~ GS OO0 ,CH3 N2- {
,0 I~ 1~ [hydroxy(phenyl)nethyl]phenyl}-N2-[(3,4 ci
ul fonyl]glycinamde ONH Z 0 ,CH3 T O.CH3 Conpound 67:

ci NSO Il~ 111 _N2-[.2-(2-chlorobenzyl)phenyl]-N2-[_(3,4- |
dinethoxypheﬁ§l%QB%Kb%?%ﬁalycinanide 6,%@C5npound 6§éTlé%?$Q$é°%2°1lBC,0 CH
N |Ib N2-{4-chloro-2-[hydroxy(2 I~ nethoxyphenyl)nethyl]phenyl}-N2-[(3,4
ci dinmet hoxyphenyl ) sul fonyl] gl yci nam de WD 2006/ 024779 - 28 -
PCT/ FR2005/ 0bOBRFUnG. 143 O'CH(;
N°-{4-chloro-2-[ (2, 5- OTN&/@ “CH,
, c CH wﬁb
dichlorophenyl) (hydroxy)methyl]lphenyl}-
N?-[(3,4-
a c
dimethoxyphenyl)sulfonyl]lglycinamide
CH,
o.
Compound 75: o NH/[:]: CH,
Pos T 0s o b

AF-[4-chloro—2—(2-chlorobenzyl)phenyl]—

N-[ (3, 4-dimethoxyphenyl) sulfonyl]-N*-

cl
ethylglycinamide
Compound 76: Oj:%f o
N’-(1,3-benzodioxol-5-ylsulfonyl) -N-{4- o op NS :: ;
chloro-2-[(2- O O
chlorophenyl) (hydroxy)methyllphenyl}- Cl
glycinamide
o}
o] Nm,[:j:‘cw
cl ozﬁéi% 0-°
Compound 77: o
N°-[2-[(2-chlorophenyl) (hydroxy)methyl] -
o}
4- (trifluoromethoxy)phenyl]-N?-[ (3, 4- pﬁ—p
F
dimethoxyphenyl)sulfonyl]glycinamide
0.
Compound 78: HN 20 /[:]: CH,
qué o

Aﬁ—[4—chloro-2—(2,6—
dichlorobenzyl)phenyl]-N°-[ (3, 4-

dimethoxyphenyl)sulfonyl]glycinamide




0 02 10 CH3 Conpound 69: ,s,cH d OHN' 'p

N2-{2-[ (2-chl or ophenyl ) (hydr oxy) net hyl ] - 4-nmet hoxyphenyl }-N2-[ (3,4 0, CH3

di met hoxyphenyl ) sul fonyl ] gl yci nam de CH, o, CH, Conpound 70: H,c'NT O is
.cH, 0 N2-[4-chloro-2- (2 chl orobenzyl ) phenyl]- CI NO

N2- [ (3, 4-di nmet hox phen sulfonyl] cl N1, N-dineth cina )

O Conpound ¥ 2886/0 éy ~ N2- (1, 3-betfzadi oxol - 5P§?25¥? ?190 £O17 4-
chloro-2-(2 C chlorobenzyl) phenyl ] gl yci nam de Conpound 72: CH O CH3 a O,

OH3 N2- { 4-chloro-2- [ (2- t vo, clb
chl or ophenyl ) (hydr oxy) net hyl ] phenyl }- C OH N OTNgz/Q

Compound 79: cl OH N’%

O CH,
N°-{4-chloro-2-[ (2- O O
Cl

chlorophenyl)} (hydroxy)methyl]phenyl}-

M-[ (2-methylphenyl)sulfonyl]glycinamide

o-Cth
o.
Compound §0: 07:%# CH,
Cl N’\S\‘
N*-[4-chloro-2-(2,5- ©
dichlorobenzyl)phenyl]-N°-[ (3, 4-
Cl a
dimethoxyphenyl)sulfonyl]lglycinamide
OTNSZQ
-8
Cl N o CH,

Compound 81: ‘ O

N-[4-chloro-2-(2-chlorobenzyl)phenyl] -

Cl
N°-[ (2-methylphenyl) sulfonyl]l glycinamide
CH,
Os_NH, CH,
Compound 82: Q[:Q
cl N
N°-[4-chloro-2-(2-chlorobenzyl)phenyl]-
N°-[(3,4- O O
Cl
dimethylphenyl)sulfonyl]glycinamide
Compound 83: H,C o Cth
” Tlos Ao
N-{4-chloro-2-[ (2- *[ ) ?
Cl OH N

chlorophenyl) (hydroxy)methyl]lphenyl}- ©
3, 4-dimethoxy-N-[ (3-methyl-1,2,4- O O
oxadiazol=-5-

yl)methyl]lbenzenesulfonamide



N2-[ (3, 4- di net hoxyphenyl )sul fonyl]-N1 ¢clI nethylglycinamide 0 Q2 1 0, CH3
Compound 73: CHI N 'g OCHa b N2-[4-chloro-2-(2-nethyl benzyl)phenyl]- \ \
N2 [(3,4 C dinethoxyphenyl)sul fonyl]glycinam de WO 2006/ 024779 - 29 -
PCT/ FR2005/ 002017 Conpound 74: O CH3 CFy N2-{4-chloro-2-[ (2,5- 01 0"~ 0
di chl or ophen B)é roxy met hyl ] phenyl}- G OH N SO _I1* N~ N2- %6 14 Al i
a  di met hoxé h H?IG)/QGI% dfy!l ] gl yci nanidélr cH3 cOanGHéFB%OOB/ , C Sp
H3 N2-[ 4-chl oro- 2- (2-chl orobenzyl ) phenyl]- CI N | ~
N2- [ (3, 4- di met hoxyphenyl ) sul fonyl] N1 C ethylgl yC| nam de Oorrpoun}gl 76: O-;
'~ H2 0 NZ- empoynﬁleﬁéédu oxol -5-yl sul fonyl) -N-{4- Cl mﬂf\@_m,s
chl oro- 2- &2- \ o\ Ne O OeH
[4-chloro-2-(2-chlorcbenzyl) phenyl] - T:qg 3

N”

3,4-dimethoxy=N~[ {(3~-methyl-1,2, 4-
oxadiazol-5- O O

yl)methyl]lbenzenesulfonamide

Compound 85: WNTfog

i\
N°-{4-chloro-2-[ (2- o oINSy ©
chlorophenyl) (hydroxy)methyl]phenyl}- O O

N°-[(2,6- i

dichlorophenyl)sulfonyl]glycinamide

Compound 86: "G
2 HN=00 DCH
N°-{4-chloro-2-[(2- Y 8
Cl OH N S\‘O
chlorophenyl) (hydroxy)methyl]jphenyl}-
N°-[(3,5- O O
cl

dimethylphenyl)sulfonyl]glycinamide

H,N.__o ©
Compound 87: \( Q

hﬁ~[4-chloro~2-(2ﬂchlorobenzyl)phenyl]- o
N°-[(2,6-

dichlorophenyl)sulfonyl]lglycinamide

O.
NN JCH@/ CH,
NN
Compound 88: N=

N-[4d-chloro-2-(2-chlorobenzyl)phenyl] -
3,4-dimethoxy-N-[ (l-methyl-1H-tetrazol- O O

5-yl)methyl]benzenesulfonamide



chl orophenyl ) (hydr oxy) nmet hyl ] phenyl}- C glycinamde O- Q2 0,CH3 S OCH3
Compound 77: GOH N'o 14 N2-[2-[ (2-chlorophenyl) (hydroxy)nethyl]- I O
4- (trif luoromethoxy) phenyl] -N2- [ (3, 4- F+F F

di et hoxyphenyl ) sul fonyl ] gI yci nam de Conpound 78: H2N 00 1 0 CH3 9% OCH3
N2- [4-chlorg % o NI dichlorobenzyl) Zﬁ?%l) - N2- B _(73, 4- 6
cl cl dinet WQX?B éﬁ;plz)“gﬂlgf onyI | gl yci mam4de WO 200663 05400201

PCT/ FR2005/ 002017 O NOH2 / | Conpound 79: d OH NS CH3 -{4- chloro 2-[(2
| ~ chl orophenyl) (hydroxy) net hyl | phenyl }- C

N2- [ (2- met hyl phenyl ) sul fonyl ] gl yci nam de O CH3 Conpound 80: OX O CH
"SO, N2-[4-chloro-2- 2 5- C N

H,N
Compound 8 \ﬁ

AF—[4-chloro-2—(2-chlorobenzyl)phenyl}—
N°-[(3,5- n‘i[/\]i_n

dimethylphenyl)sulfonyl]lglycinamide c

3 \o
: H.C
N= 3 > O‘CHa
N
Compound 90: "‘k\o
=Sa
hle
N-{4-chloro-2-(2-chlorobenzyl)phenyl]- 't N
N-{({l-ethyl-1H-tetrazol~-5-yl)methyl]-
3,4-dimethoxybenzenesulfonamide c

H,N._O e
Compound 91: 2\i(q/E:j:
,‘S“ OMe
N0

N°-[4-chloro-2-(2, 6-
difluorobenzyl)phenyl]-N°-[(3,4- O

dimethoxyphenyl)sulfonyl]glycinamide

H,N OO /@OMG
Compound 92: f s OMe
M- {4-chloro-2- w0
[methyl (phenyl) amino] phenyl}-N°-[ (3, 4- @
dimethoxyphenyl)sulfonyl]glycinamide

O.
H,N. .0 o/@: CH,
Compound 93: ji 8 o]

M- [2=-(2-chlorobenzyl)-4-ethylphenyl]- O O
N-[(3,4-

dimethoxyphenyl)sulfonyl]lglycinamide



| ~ dichl orobenzyl)phenyl]-N2-[(3,4 a a

di met hoxyphenyl ) sul fonyl ] gl yci nam de O-TNOH2 d N'S CH3 Conpound 81: -~
N2-[ 4- chl or o- 2- (2- chl or obenzyl ) phenyl]- C

N2- [ (2- net hyl phenyl ) sul fonyl ] gl yci nam de CH3 0~ 02 | CH3 Conpound 82: C

di oyl phon 23&5@%&%"& i nam de. oot 83:  HRCF/ERROBBAHRNLE o

N { 4-chloro-2- [ (2- NO CH3 OH7' N "

chl or ophenyl ) dr oxy).net hyl ] phenyl}- C 1 |
3, 4-di net hox %ﬂ%’ C“\r/ré)t hyI 1,2,4 a oxadiazol-5 HSC CH
yl ) net hyl ] be%e?gsuhigggnbd?(y\o 2006/ 024779 - 31 - PCT/ F’I‘i‘}%%/
OH N’ CH,
chlorophenyl) (hydroxy)methyl]lphenyl}- O O

N°-[(2,5-dimethoxy-4-

methylphenyl) sulfonyl]glycinamide

HG - CH O-cH,

Compound 95: © ?,Q‘q
(o}

N -Ss o] H,
N~ (2-benzyl-4-chlorophenyl) -N?-[ (3, 4~
dimethoxyphenyl)sulfonyl]-N*, N'-
Cl
dimethylglycinamide
HG

NH 0.
Compound 96: OT 9/@: Hs
p o]
1
N°- (2-benzyl-4-chlorophenyl) -N°-[ (3, 4~ C
dimethoxyphenyl)sulfonyl]-N'-

Cl
methylglycinamide
HG
N'CHS 0.
Compound 97: OT 9 o
.-S\\ 0
N-[4-chloro-2- (2-fluorcobenzyl)phenyl] - T Ve éHs
N’-[ (3, 4-dimethoxyphenyl) sulfonyl]- O O
Ci
N, N'-dimethylglycinamide
HN-CH O.
Compound %8: O 91@ CH,
A8z o}
N-[4-chloro-2-(2-fluorcbenzyl)phenyl] - T o <|3H3
N°-[ (3, 4~dimethoxyphenyl)sulfonyl]-N'-
cl
methylglycinamide
HiC.q CH,
Compound 99: PN ﬂ :
p o.
cl N S\O CH,

N2 - [4-chlcro-2~-(2-chlorobenzyl)phenyl] -
NZ- [ (2,5-dimethoxy-4-
cl

methylphenyl)sulfonyl]glycinamide



Conpound 84: H3C ~r-N O CH3 0 N-[4-chloro-2-(2-chl orobenzyl)phenyl]-
CH3 3, 4-di net hoxy- N-[ ( 3- net hyl
yl ) met hyl ] benzenesul f onam de Conpound 85: H2N~-OCO Q31 N2-{ 4-chloro-2-

(2- A HNO

di chl or ophen
{4-chl or o- 2-

I~ /1 N2-[(
H2N O Q /

~I  dichloro

-1,2,4- C ~NIN ~ oxadiazol

N/ o

[ (2, 6- c{

-5 C

Cl  chl orophenyl) (hydroxy) met hyl ] phenyl }- 1 / | Nz-
| f O ci nam de Conpound 86: H3C H?2
%%%3%061@&&%% NiSllchlofbgﬁ%nyl)(hydrBQ?{ﬁB?a9P?}ﬁ@H}7
3,5 C dinethyl phenyl)sul fonyl]glyci nam de Cl Cowpound 87
Cl N2 [ 4-chl oro-2-(2- chlorobenzyl)phenyl]

gloammpyhansiul1foonyl ] gl yci nami de CI H3C, 0

N°-[4-chloro-2-(2-chlorobenzyl)phenyl] -
N°-[(2,4-dichloro-5-
methylphenyl)sulfonyljglycinamide

Compound 101:

H,N

N°-{4-chloro-2-[(2, 6-

o WY

I/

N“

o C
12
AN 0.

.CH,

F O 5 H,
difluorophenyl) (hydroxy)methyl]lphenyl}-
F
N°-[(3,4- ¢
dimethoxyphenyl)sulfonyl]glycinamide
Compound 102: HSC-O o
FbN o) ;I:::]: “CH,
N°-{4-chloro-2-[(2- °S o
OH Ny “CH,
chlorophenyl) (hydroxy)methyl]phenyl}-
N-[(2,4,5-
trimethoxyphenyl)sulfonyl]glycinamide
CH, ‘i cl
(L A
N.
Compound 103: N/\“’ CH,
o*s*o ©
N?-[2-(2-chlorobenzyl) -4-ethylphenyl] -
N-[ (3, 4-dimethoxyphenyl)sulfonyl]- 0
.0 CH,
N, N'-dimethylglycinamide H,C
HJC\ ,CHa

Compound 104:
N°-[4-chloro-2-(2-chlorobenzyl)phenyl] -
N°-[(2,4,5-

trimethoxyphenyl)sulfonyl]lglycinamide



Conpound 88: N CI~NS' O N-[4-chloro-2-(2-chlorobenzyl)phenyl]-
3,4-dinethoxy-N-[ (I -nethyl-1Htetrazol CI 5-yl)nethyl]benzenesul fonam de
WD 2006/ 024779 - 32 - PCT/ FR2005/ 002017 H3C H2Ni O O-CH3 Conpound 89: O,
N2- [ 4- chl or o- 2 (2 chlorobenzyl)phenyl] A N "0 N2-[(3,5- 1|

dlnethylphe ? ¥ %2Iy0|nan1de C H3C O NRI OCH3 Compound 90:

N[ 4- chloro Af Br&¥ERzy1 ) phenyl ]~ 8P - PCT/FR2005/002017
N—[(1-ethy|-lk+tetrazol 5-yl)nmethyl]- | 1 i 3,4-dinmethoxybenzenesul f onam de
Cl Ove Conpound 91: H2ZN/ o F NS sole N2-[4-chloro- aqéZ 6Hc cl

di fl uorobenz?P%ﬂBﬁw 1ORe- [(3 4- 6CF~-0

Oq
di met hoxyphe & ul fonyl ] Co owﬁﬁ_'; BHS / 0
Ove N2-{4- c&y frentono T\fﬁ*’gtﬂﬁg’pﬁé Xg‘rzﬁw?ﬁr}guﬁnyl nB'NZ [(B, 2
N°~[ (4-chloro-2,5- O O
dimethylphenyl)sulfonyl]-N'- cl
methylglycinamide
Compound 106: HoN 3iC CH,
7 Tio‘l: ]
N°-{4-chloro-2-[(2- o oH Mﬁb CH,
chlorophenyl) (hydroxy)methyl]phenyl}- O O
N-[(2,4,5- &
trimethylphenyl)sulfonyl]lglycinamide
CH,
. N 0
Compound 107: E:»“\ i
6N NS M ome

N-[4-chloro-2-{2-chlorobenzyl)phenyl]-
OMe
3,4-dimethoxy-N-[(l1-methyl-1H-imidazol- O O

2-yl)methyl]benzenesulfonamide ¢
Compound 108: H,C $iﬁio
N-[4-chloro-2~{2-chlorobenzyl)phenyl] - c T: &
N-[ (l-isopropyl-1lH-tetrazol-5- 1 N&j[;j\o
yl)methyl]-3,4- O‘CH(:'Ha
dimethoxybenzenesul fonamide U

H
Compound 109: HEH“Q EJSQEO'CH“
N?-[4-chloro-2-(2-chlorobenzyl)phenyl]l- \Kﬁsb O.cn,

M-methyl-N°-{ (2,4, 5-

trimethoxyphenyl)sulfonyl]glycinamide Cl



Cl  di net hoxyphenyl ) sul fonyl ] gl yci nam de H2ZNO O / O CFla Conpound 93: 'O
s'O0 C NCH3 N2-[2-(2-chlorobenzyl)-4-ethyl phenyl] N2-[(3,4- "H3C

di met hoxyphenyl ) sul fonyl ] gl yci nam de WO 2006/ 024779 - 33 -

PCT/ FR2005/ 002017 Conpound 94: H3CO H2ZN O/ CH3 N2-{4-chloro-2- [(2- os |
0d OHN 10CH3 chlorophenyl) (hydroxy)nethyl]phenyl} |~
N2-[(2,5-din&PhGQP§4%26F7%hethy|phenyr) rTony|]g|§§?ﬁ§ﬁ?985ﬁ§€2m1&H O CH3
Compound 95: 0( o/ 01 0O N S O CH3 N2-(2-benzyl -4-chl orophenyl)-N2-[ (3, 4-

di met hoxyphenyl) sul fonyl ] -N1, Nl- IWO dimethylglycinagt.decClL _H3g NH O
Conpound 96: “&MPEUNY 1dd3 NS, 0 Jo  N2- (2- benzyl - 4-chioro ijiﬁgg[(3,4
d|nethoxyphequ%ﬁgéngggléy%lzg met hyl gl yci nam de o oH ”ab CH,

chlorophenyl) (hydroxy)methyl]phenyl}-N'- O O
methyl-N°-[(2,4, 5- cl

trimethylphenyl)sulfonyl]glycinamide

Compound 111: ji o]

N-[ (1-benzyl-1H~tetrazol-5-yl)methyl]- ° o
-]

N-[4-chloro-2-(2-chlorobenzyl)phenyl] - Oe

3,4-dimethoxybenzenesulfonamide

H,C CH,
éN\N\[;:r
Compound 112: H,C—N—%

Oss,
cl N“T0
N-[4-chlorc-2-(2-chlorobenzyl)phenyl] - 0 O
3,5-dimethyl-N-{ (l-methyl-1H-imidazol- o
2-yl)methyl ]benzenesulfonamide
CH, OMe OM
Compound 113: Hhaoo I::[ ©
5 OMe

N°-{4-chloro-2-[ (2- % N0

chlorophenyl) (hydroxy)methyl]phenyl} -N- O

&

methyl-N*-[ (2,4, 5- “

trimethoxyphenyl)sulfonyl]glycinamide

H,C CH,
X
Compound 114: W: s CH,
0
N?-[4-chloro-2- (2-chlorobenzyl)phenyl] -
N-1(2,4,5-

trimethylphenyl)sulfonyl]glycinamide



c o0 NCH3 - OCHa Compound 97: o\ I S
N2- [ 4- chl oro- 2- (2-fl uorobenzyl ) phenyl]- F NO o
N2-[ (3, 4- di net hoxyphenyl )sul fonyl]- G N1, NI1-dinet

hyl gl yci nam de HN- CH

Conpound 98: Oo0 3\ I QcH3 10 N2-[4-chloro-2-(2-fluorobenzyl)phenyl]-

NSO O N2

3,,4 -dinme t hoxyphenyl) sulfonyl]-Nl- G
nethylglycin&ﬁﬁ%@ €4034018 99: HoN 00'1}%3 - beh/¥R2005/002017
N2-[ 4- chl or 0- 2- (2- chl or obenzyl ) phenyl]- ¢l N SO O CH3

N2-[ (2, 5- di net hoxy-4- net hyl phenyl) sul fonyl]glycin
34 - PCT/ FR2005/ 002017 H N OCl / cl Conpound 100:
N2- [ 4- chl or oC2mpRunkl dddbenzyl ) phenyl]- C N N2- [
met hyl phenyl ) sul fonyl ] gl yci nam de Cd  Conpound 101
4- chl or o- 2- (24-6gl¢rqrﬁr$2-€PBorQbanzyl)phenyl]—

fl henyl ) (hyd thyl Jphenyl}- \ '\ F Nz-[(3
diﬁgiﬁgxﬁgﬁe) r%@éﬁ?g%§ﬁ]b¥yLﬂﬁ§2¥dé a

trimethylphenyl)sulfonyl]lglycinamide

Compound 116:
Aﬁn[4-chloro—2—(3—chlorobenzyl)phenyl}—
N-[(3,4-
dimethoxyphenyl}sulfonyl]lglycinamide
Compound 117:

N-{4-chloro-2-(2, 6-

am de W 2006/ 024579 -

(MO S CH,
(g, gﬁdi ngﬁgjg

H 2N ~o~sC3 0 e {

,4

=z

u\n'i/\lil

dichlorophenyl) (hydroxy)methyl]phenyl}- O O
cl

N-[(3,4-
dimethoxyphenyl)sulfonyllglycinamide
Compound 118:
N°-[4-chloro-2-(2-chlorcbenzyl)phenyl] -
N°-[ (4-chloro-2,5-
dimethylphenyl)sulfonyl]-N*, N'-

dimethylglycinamide

Compound 1189:
N°-[4-chloro-2~(2-chlorobenzyl)phenyl] -
N°-1(3,5-

dimethoxyphenyl)sulfonyliglycinamide

cl
EHS gsC cl
wot e I
.S CH
o] N 3
Cl
dcm
CH,
Hg\ﬁ%) 0
s
Cl N0
o]

F



Conmpound 102: H3Co HZN O CH3 N2-14-chl oro- 2- [ (2- ~'s1 o0 O O OHNCH3
chl or ophenyl ) (hydr oxy) net hyl ] phenyl} N2-[(2,4,5- I | i cl

tri met hoxyphenyl ) sul fonyl ] gl yci nam de \ CH3 C CH3 Conmpound 103: N 0 CH3
0SS O 0 N2-[2- (2 chl or obenzyl) - 4- ethylphenyl]

N1 (3ol mephaxpaadhall foml o QOB NL NLog) geb byl phystag™ de
N2- [ 4- chl or o- 2 (2-chl orobenzyl ) phenyl]- C N'o CH3 N2-[(2,4,5 cl

tri met hoxyphenyl ) sul fonyl ] gl yci nam de WD 2006/ 024779 - 35 -

PCT/ FR2005/ 002017 HC H3C CI Corrpound 105: 3N~j 00 N2- [4- gHtoro- 2-

é?;ré["hﬁ{‘sﬁiﬂé?ﬂ%% BP0 O fem he L (ehlale Fox
{4-chloro-2- [hydroxy(l 3-thiazol-2- QEF/LT::j\[;:LOIHG
yl)methyl]phenyl}-N°-[(3,4- N f He”
dimethoxyphenyl)sulfonyllglycinamide
Compound 121: o nmcm

Aﬁ—{4~chloro—2-[hydroxy(l,S—thiazol—Z—

OH "N’
yl)methyl]lphenyl}-N’-[(3,4- {m Qo"’“a

.0
. c
dimethoxyphenyl)sulfonyl]-N'- Clw
methylglycinamide
" CHs
!
Compound 122: o
cl N Chy
-[4-chloro-2-(2-chlorcbenzyl)phenyl] - o
-[(2=-ethyl-2H-tetrazol-5-yl)methyl] - O CH,
3,5-dimethylbenzenesulfonamide “
he =N
a N__N
Compound 123: i o
cl NS Ch,
-[4-chloro-2-(2-chlorobenzyl)phenyl]- o
-[(l-ethyl-1H-tetrazol-5-yl)methyl]- CH,
3,5-dimethylbenzenesulfonamide c
HﬁHSO OMe
Compound 124: “K 0, /@
.S OMe
N*-{4-chloro-2- o
[methyl(phenyl)amino]phenyl}—hﬁ—[(3,4— [::r W:i]
cl

dimethoxyphenyl)sulfonyl]-N'-

methylglycinamide



met hyl gl yci nam de Conpound 106: H3C CH3 HZN~0 O N2-{4-chloro-2-[(2- d OH
NS CH3 0 chlorophenyl) (hydroxy)nethyl]phenyl} 1 e-[(2,415- Cl
trimet hyl phenyl ) sul fonyl ] gl yci nam de CH3 Conpound 107: No CICN>--\0 /
Ove N—[4-ch|oro-2-(2-ch|orobenzyl)phenyl] ~ Owe

4- di met hoxy- N - th -1 Him dazol - _I
yl)nethyl]ﬁgngbﬁéégﬁﬁa ani de Cbnpound3f08 N=N H%E;AFR2?95/°°2°17
[ 4- chl oro- 2- (2-chl or obenzyl ) phenyl]- Hc/ OCT NH S
[(1-isopropyl-lHtetrazol-5- 1 o yl)nmethyl]-3,4- OCHCH3 C
I met hoxybenzenesul f onam de H3 Conpound 109: HNH3 0 O o.cH3 o,

[ 4- chl oro-2- (2-chl orobenzyl ) phenyl]- C N SD O CH3 Nlcpg&pyl N2- [ (2,
5

: Cempound 125: F L T "’@/
N

’- (4~chloro-2-{hydroxy[2-

31
2.
N-
N-
di
N2-
4

(trifluoromethyl)phenyl]methyl}phenyl) -
*-1(3,4~

dimethoxyphenyl)sulfonyl]lglycinamide

cl
Compound 126: O H
NH
N 2
’~{4-chloro-2-[ (2,3~ ,éj\’g
o*T"o
difluorophenyl) (hydroxy)methyl]phenyl}- @
-CH,
2
-1(3,4-
[( Hc©
dimethoxyphenyl) sulfonyllglycinamide
F
L
cl
Compound 127: O OH
N._-CH,
N?-{4-chloro-2-[ (2,3~ 2'\3’
o*yVo
difluorcphenyl) (hydroxy)methyl]phenyl}-
0
N°~[ (3, 4-dimethoxyphenyl)sulfonyl] -N'- o
H,C’
ethylglycinamide ?
L,
F
cl
Compound 128: O OH EHS
N C
N®-{4-chloro-2-{ (2, 3- ,é\/\g/ K
o*YVo
difluorophenyl) (hydroxy)methyl]lphenyl}- o
N°-[ (3, 4-dimethoxyphenyl) sulfonyl] - o M
H,C

N, N-dimethylglycinamide



tri met hoxyphenyl ) sul fonyl ] gl yci nam de C WO 2006/ 024779 - 36 -

PCT/ FR2005/ 002017 '~ 3 Conpound 110: HNH_ ;00 1 CH N2-{4-chloro-2-[ (2- d
OH N SO CH chl orophenyl ) (hydroxy) met hyl ] phenyl }-N2- | N |

met hyl -N2-[(2,4,5- cl trinmethyl phenyl)sul fonyl]glycinam de =N Conpound
111: N,INO _s N—b%}-benzgl-lF#tetrazoI-S-yI)nethy1;- Cl N ~ ~ Ow

N- [ 4- chl or o-B9(29RR/B28BEAzyI ) phenyl |~ A0 = 0. e CFCT/FR2005/002017

3, 4- di met hoxybenzenesul f onam de HaCCH3 /~N TILT/J" Conpound 112: H, CNAo_s,
Cl N O N[4-chloraq-2-(2-chlorobenzyl)phenyl] I CH,

3, 5- di net hyICRF‘P?EDﬁeiLﬁ§F-IH-im'dazol- Cl  2-yl)nethyl ]Hb(,{ah gal fani de
CH Owe Owe _Compound 113: 0 SOvw N2-{ 4-chloro-2-*7 ([2-% ' b
chIorophenyl?’Y{%kﬁghgﬁoTﬁﬁ‘j ~]1 phenyl } -NI- &-10 RNy | (EFL415-
c

chlorophenyl) (hydroxy)methyl]phenyl}-
N?~[(2,4-dichloro-5-

methylphenyl)sulfonyl] -N, NI~
dimethylglycinamide

Compound 130:
N?-[4-chloro-2-(2, 6-

c N0 H
dichlorobenzyl)phenyl]-N°-[ (3, 4- O O
dimethoxyphenyl) sulfonyl]-N'- CI c
methylglycinamide

o.
CH
Compound 131: et 091::[ ’
.S
N-{4-chloro-2-[hydroxy (2- H,
methylphenyl)methyl]lphenyl}-N°-[(3,4- O O

dimethoxyphenyl)sulfonyl]glycinamide

H,C
¢ty
Compound 132: HNTT%. CH,
.Ss
N?-{4-chloro-2-[ (2- ' i
chlorophenyl) (hydroxy)methyl]lphenyl}-
N-[(3,5-dimethylphenyl) sulfonyl]-N- ¢
methylglycinamide
H,C
Compound 133: CH, Ei:>‘
N._.O CH
N’-{4-chloro-2-[ (2- H,C fo__ :
o oH NS0
chlorophenyl) {hydroxy)methyllphenyl}- :
N°-[(3,5~-dimethylphenyl)sulfonyl]-N', N*- O O

dimethylglycinamide




tri met hoxyphenyl ) sul fonyl ] gl yci nam de H2N O C CH3 Conpound 114: e | CH d

S Q N2-[4-chl oro-2-(2-chl orobenzyl)phenyl]- I Nz [ (2, 4, 5- C
trimet hyl phenyl ) sul fonyl ] gl yci nam de WO 2006/ 024779 - 37 -
PCT/ FR2005/ 002017 CH3 H3BCCH 3 o/ I a 9 0 Conpound 115: ~~ CH3 C N
'0" N2-[4-chloro-2-(2-chl orobenzyl)phenyl]- N -nethyl-N2- &%éz, 4, 5- | C
tri met hyl pheWQI #80678A47T78I yci nani de o, é43- NF~ Co 2005/@02@17 1 ~ H
N O"' N2-[4-chloro-2-(3-chlorobenzyl)phenyl]- cl ~, Nz-[(3,4
di met hoxyphenyl ) sul fonyl ] gl yci nam de Conmpound 117: o NHZ / \ o0-CH3
N2-{4-chloro-2-[(2,6- ~'" O OHNS -0 CH3
di chl or ophenyl ) (hydr oxy) net hyl ] phenyl } |~ ﬁ
Her% QN\O
cl NS0

Compound 134:
cl

N-[4-chloro-2- (2-chlorobenzyl)phenyl] -

N~ [ (3-nitrophenyl)sulfonyl]lglycinamide

Compound 135: o N0
N?- [ {3—aminophenyl}sulfonyl] ~N?- [4-
chloro-2-(2- Cl

chlorobenzyl)phenyl]glycinamide

o.

H,N._.O CH

Compound 136: 2 \ﬁ "5?/@[0 3
H N &

¢l OH N0 H,
N-{2-[{2-chlorophenyl) (hydroxy)methyl] - O O
4-methylphenyl}-N?-[(3, 4-
CH,
dimethoxyphenyl)sulfonyl]glycinamide
Compound 137: CH, o
HN._.O o/[::]: “CH,
N-{4-chloro-2- Wf i o
OH ™N""f0 &H
[hydroxy (phenyl)methyl]phenyl}-N?-{ (3,4~ s
dimethoxyphenyl) sulfonyl] -N!- )
methylglycinamide
HNO 4 Qcm
Compound 138: al \Eu'gfo C.’C
H
N~ [2-(2-chlorobenzyl) -4-methoxyphenyl] - O O
2— —
N-[(3,4 H:,C'o

dimethoxyphenyl) sulfonyl]glycinamide




NZ- [ (3, 4_ C C dinethoxyphenyl)sul fonyl]glycinam de Corrpound 118: HNHa

pOoC Cl | N2-[4-chloro-2-(2-chlorobenzyl)phenyl]- C N's 0 ):~( CH3 N2-

[ (4-chloro-2,5 |~ dinmethyl phenyl) sulfonyl ] -N1, N1- C

di met hyl gl yci nam de OCHa H2N oo \ OCH3 Conpound 119 c N'S O

N2-[ 4-chl oro-_2- % Plorobenzyl)phenyl] |~ NzZ-[(3,5

di et hoxyphel§| 00f1 83 8778 yci nani de V[ﬂ?OUG/0247799CTéE32°°5/°°2°17

PCT/ FR2005/ 002017 00 NHZ Conpound 120: O H Ns, 1\0" CH3

N2- {4-chl or o-2- [hydroxg%l 3-thiazol-2- Sl | yl) methyl ]pagnyl } -N2- [ (3,

4- <LN H3C, 0¢°rPouRfngfRoxyphenyl ) sul f onyl ] gl yci nami de ﬁbﬁ?%yﬁf?ﬁ?ﬁe

-G8 00 w2 14 chloro-2-(2, 6- . N Tome
difluorobenzyl)phenyl]-N°-[(3,4-

, 1 o

dimethoxyphenyl)sulfonyl]-N- i
methylglycinamide

o CHa
Compound 140: %CW\O-J[:]:
F N"S“ O‘CH,,
N-[4-chloro-2-(2, 6- ©
difluorobenzyl)phenyl] -3, 4-dimethoxy-N- O O

F
Cl
propylbenzenesulfonamide

CL
F
cl
Compound 141: O n
N cH

N?-[4-chloro-2-(2, 3- ' ?
[d-chloro (2, - N
difluorcbenzyl)phenyl] -N?~[ (3, 4- @
(o)
dimethoxyphenyl)sulfonyl]-N- O'CHC':HE'
3
methylglycinamide
CL
F
O
NH,
N
Compound 142: ,éj\cr)r
c°Ito
“-[4-chloro-2-(2, 3~
o-CHs
difluorcbenzyl)phenyl] -N-[ (3, 4- Hc-C
3

dimethoxyphenyl)sulfonyl]lglycinamide



N2- {4-chl oro-2-[ hydroxy(1, 3-thiazol-2- CH N,s yl) nmethyl ]phenyl } -N2-
(3, 4- 31 i OCH3 N\ dinmethoxyphenyl)sulfonyl]-Nl- C 'c'

met hyl gl ycinamide NNN /-CH3 NANO Conpound 122: 11 Cl N'S CH3

N-[ 4-chl or o- 2- (2-chl orobenzyl ) phenyl]- O

N[ (2-ethyl - 2F+tetrzzol 5-yl)nmethyl]- CH3 3, 5- dlneth Iben nesul f onam de

C NeN H3C ¥BnpBORA9%3379% ~ cHs' C N@ 605/002017

N- [ 4- chl or o- 2- (2 chl or obenzyl ) phenyl ] - .

N-[(1-ethyl-IHtetrazol-5-yl)nmethyl]- i I i CH3 F

3, 5-di net hyl benzenesul fonam de CI CH30 Me Conpound 124: H CH3" N'SD

Ove N2-{4-chloro-2 N [nethyl (phenyl) am no] phenyl (374

dinethoxypheegh%guhgomxbl-NZ- Cl et hyl gl yci nam de 024¢H9 - 39 -

PCT/ FR2005/ 002017 N MCW

-[(4-chloro-2~(2, 3~ oﬁﬁ)o

difluorcbenzyl)phenyl] -N?-[ (3,4~ [i)YrCW
dimethoxyphenyl)sulfonyl]-N', N~ He©
dimethylglycinamide

o
Compound 144: 0 J[:j:
[} O‘

oy CH
N-[4-chloro-2-(2, 6- T o g

difluorobenzyl)phenyl]-3, 4~dimethoxy~N- O O

Cl
methylbenzenesulfonamide
Compound 145: ﬁ% o-Cts
- [4-chloro-2-(2, 6- HC \LQS/@O
F N5 “CH,
difluorobenzyl)phenyl]-N-[2- O Q
(dimethylamino}ethyl] -3, 4- F &
dimethoxybenzenesulfcnamide
Compound 146: H
N.
N
N?-{4-chloro-2-[hydroxy (2- O,s';\g’ A
thienyl)methyl]phenyl}-N°~[ (3, 4-
o
dimethoxyphenyl)sulfonyl]—hﬂ— o, ém
CH,
methylglycinamide
H,C
Compound 147:
HN__O
M-{4-chloro-2-[(2, 6- 2 fo_. CH,
F OH™N"%

difluorophenyl) (hydroxy)methyl]phenyl}-
N-[ (3,5~ O F O

dimethylphenyl)sulfonyl]glycinamide



0 NH2 Conpound 125: 11 FF 'S 0. F ~H N2- (4-chloro-2- { hydroxy [2- off NO
o H3C (trifluoronethyl)phenyl]nethyl}phenyl) cl N2-[ (3,4
dinethoxyphenyl)sulfonyl]glycinanide F F CI Conpound 126: CH

N2- (4-chloro-2-[ (2, 3- difluorophenyl) (hydroxy)nethyl ]phenyl} 0.CH3

N2-[ (3, 4- o. et hoxyphenyl ) sul f onyl | IyC|nan1de und 127: C
OHH N /hNHPBZH§ ?22¥ﬁ78r0 2-1 (2,37 344 sor/FR2008/ 602017
di f | uorophenyl ) (hydroxy) net hyl ] phenyl} O

N2-[ (3, 4- d|nethoxyphenyl)sulfonyl] Nl- o CH3 H3C ethylglycinanide F F
Cl Compound 1

H,N. .0 NH,
“~[ (3-aminophenyl) sulfonyl] -N?~{4- ji0%~
Cl OH N7

chloro-2-[ (2~
Cl

chlorophenyl) (hydroxy)methyl]phenyl}-
glycinamide
Compound 149: O-cH,
N.__.O 0
N°-{4-chloro-2-[ (2-fluoro-6- & jfo,g:: CH,
HC.o  on NS0
methoxyphenyl) (hydroxy)methyl]phenyl}-

N-[ (3, 4- ]li[iwi_l

Cl
dimethoxyphenyl)sulfonyl]glycinamide

Compeound 150:
N°-[4-chloro-2-(2, 6-

wot R L
difluorobenzyl)phenyl]-N°-[ (3, 4-
F
Cl

dimethoxyphenyl) sulfonyl] -N?, N'-

dimethylglycinamide
cm
A
Compound 151: N N
N-[4-chloro-2-(2, 6- N 1

diflucorobenzyl)phenyl]-3, 4-dimethoxy-N- “ O—CH

[{(2-methyl-2H~-tetrazol-5-
yl)methyllbenzenesulfonamide

NN
N N

Compound 152: H,C”

N-[{4~chloro-2-{(2,6-

N~ \t
r
; _CH
difluorobenzyl)phenyl]-3,4-dimethoxy-N- “

[(l-methyl-1H-tetrazol-5-

yl)methyl]lbenzenesulfonamide



Compound 128: | OH CH3 i
di f1 uor ophenyl) (hydr oxy) net hyl ] phenyl } o
N2-[ ( 3, 4- di net hoxyphenyl ) sul fonyl ] -

WD 2006/ 024779 - 40 - PCT/ FR2005/ 002017 Conpound 129: CH3 0Cl1 CI H3C N’
I N2-{4- chI 0 OH N CH3 chl grophenyl ) (hydr oxy) nme henyl}
I~ N2-[(2, 4 @ﬁpg(ééﬁ7$él nethylphenﬂp) sulfonyl 8 2%95

dinethngIyC|nan1de Compound 130: H3 N -to,
HS Ol dlchlorobenZXE%phenyl] N2-[(3,4 cl
Cl  net hyl gl ePRaAREe

N2- { 4- chl orog2; [ hydr oxy(2- 8.

difluorobenzyl)phenyl]-N-[(2-ethyl-2H-

tetrazol-5-yl)methyl]-3, 4~
dimethoxybenzenesulfonamide
Compound 154:
N-[4-chloro-2-(2, 6-
difluorobenzyl)phenyl]-N-[(l-ethyl-1H-
tetrazol-5-yl)methyl]-3,4-

dimethoxybenzenesulfonamide

Compound 155:
N°-{4-chloro-2-[hydroxry (2-
thienyl)methyl]lphenyl}-N°-[ (3, 4-
dimethoxyphenyl)sulfonyl]glycinamide
Compcounds 156:

N-[4-chloro-2-(2, 6-

difluorobenzyl)phenyl]-N-[2-(6,7-

dimethoxy-3, 4-dihydroisoquinolin-2 {1H) -

yl)-2-oxoethyl]-3,4-
dimethoxybenzenesulfonamide
Compound 157:
N-[4-chloro-2-(2,6-
difluorcbenzyl)phenyl] -3, 5-dimethyl-N-

[ (2-methyl-2H-tetrazol-5-

yl)methyl]benzenesulfonamide

N* N CH3 N2-{4-chloro-2-[(2,3- 0 s n

0 CH3 H3C N1, NI1-dinethylglycinam de

1]

\(Nﬁ
°C(
,cw

F N- 0.
LT oo
F

Ct

Cl

CH,
N-N
NN
{9
.8 CH,
e
ci

%ﬁ?ﬁ fonyl] N1-

O

OCH3 N2- [4 chloro 2-(2,6 C
dlnethoxyphenyl
fpound 131: H2ZNvO 0 O 'CH3 01 CWBN




met hyl phenyl ) net hyl ] phenyl }-N2-[ (3, 4-Al |l cl

di met hoxyphenyl ) sul fonyl ] gl yci nam de HC CH3 Conpound 132: HN 00 CH3
N2-{4-chloro-2-[ (2- d OH N S~ O chlorophenyl) (hydroxy) net hyl | phenyl } -
&1l1 N2-[(3,5-dinethyl phenyl)sul fonyl]-N1- C  nethyl gl yci nam de H3C

o S e R0f a3 et ot 1 ol e b e R dheidRant

sul fonyl ] -N11IN1- | | dinethylglycinam de CI WO 2006/ 024779 - 41 -
PCT/ FR2005/ 002017 a 5§§ 'co QN~ O O Cd NSO I~ -1 Gempound 134: Cl
N2- [ 4- chl or o~ ZFP24ERI benzyl) phenyl ] e NN o
N2-[(3-n|troQb?QyE%fngggkaQEXC|nan1de NHZ NHZ O - T:w% CH,
o]
difluorobenzyl)phenyl] -3, 5-dimethyl-N- ;
CH
[{l-methyl-1H-tetrazol-5- F & :
yl)methyl]lbenzenesulfonamide
Compound 159: N-Nf_CHa
NN
N-[4-chloro-2- (2, 6- T: Q
. CH,

difluorobenzyl)phenyl]-N-[ (2-ethyl-2H-

tetrazol-5-yl)methyl] -3, 5- CH,

dimethylbenzenesulfonamide

Compound 160: H,C
N-[4-chloro-2-(2, 6-
difluorobenzyl)phenyl] -N-[ (l-ethyl-1H- O\Q/
tetrazol-5-yl)methyl]-3, 5- F o

dimethylbenzenesulfonamide

o-CHs
Compound 161: %NWiQQIL::I
Cl N:S\‘ O'CH
N?~[4,5-dichlero-2-(2- 0 i
chlorobenzyl)phenyl] -N°-[(3, 4~ O O c
a

dimethoxyphenyl)sulfonyllglycinamide

o
Compound 162: HN %)J::[
o N Och,

N?-{4-chloro-2~-[hydroxy (2,4, 6~ i o
trifluorophenyl)methyl]phenyl}—Nz—[ (3,4- F

Cl

dimethoxyphenyl)sulfonyliglycinamide




Compound 135: G N S o N2-[(3-am nophenyl)sul fonyl]-N2-[4- chloro-2-(2- C
chl or obenzyl ) phenyl ] gl ycinamde HZN OO/ | O CH3 Conpound 136: T d OH
NS OOH3 N2-{2-[(2-chl orophenyl) (hydroxy)methyl]- c Nzt

4- et hyl phenyl }-N2-[ (3,4 CH3 di net hoxyphenyl ) sul fonyl ] gl yci nam de Conpound

137: CH3 2 0 / N -{4-chlorg-2 2 OH Nb_ 1
[hydroxy(phgﬁbl?ﬁhﬁﬁb??ﬁﬁgﬁy| }-k -[(3, 847 = -~ PCT/FR2005/002017

di met hoxyphenyl ) sul fonyl]-N1- clI nethylglycinamide 2N OO/ | 0 , CH3
Conpound 138;, cl TNIS}% OH3 N2-[2-(2-chl orobenzyl) -4-met hoxyphenyl]- 1~
NZ- [ (3, 4- o “PBRoundj MBBhoxyphenyl ) sul fonyl ] gl yci nani de \\Q 2006/024779 - 42

- PCT/ FR2005/,002017 . Compoungd, 139: HNH O Ove NZ- [4-chl 6rp-@- 6- F
N s, oMe di Iu@%)o W)%hgﬂ%/'l%Nz-[(sA | ~ F o;gN,s\b Ouch,

difluorophenyl) (hydroxy)methyl]phenyl}- O O
. F
N-[(3,4- Cl

dimethoxyphenyl) sulfonyl]lglycinamide
Compound 164: ‘
H,N._.0 /[:j:
0\

N*-{4,5-dichloro-2-[ (2~ ’s;
chlorophenyl) (hydroxy)methyl]phenyl}- O

P Cl
N-[(3,4-

dimethoxyphenyl)sulfonyl]glycinamide

o N
Compound 165: jiHE,[:j:,
Aﬁ—[Z—(2—chlorobenzyl)-4—methylphenyl]—

N°-[(3,4- O O

CH,
dimethoxyphenyl)sulfonyllglycinamide
Compound 166: %% o
W mc‘ji QJ::I
~[4-chlore-2-(2, 6- o NS0
dichlorobenzyl)phenyl]-N°-[ (3, 4- O O
cl
dimethoxyphenyl) sulfonyl]-N, N - ¢
dimethylglycinamide
Compound 167: .
%, X
N°-{4-chloro-2-[ (4-chloro-2- ; OIN:‘S“ .
0
fluorophenyl) (hydroxy)methyl]phenyl}-
BOAS
N°-[(3,4- cl

dimethoxyphenyl)sulfonyl]glycinamide




di met hoxyphenyl )sul fonyl]-N1- F d nethyl gl yci nam de O CH3 Conpound 140:
H3C ol F LN "o,CH3 0O NJ[4-chloro-2-(2,6

di f | uorobenzyl ) phenyl ] - 3, 4-di met hoxy-N- 6CF~ Cl  propyl benzenesul f onanm de F
F Conmpound 141: C N ( CH3 N2- [4-ch|or02 (2, 3- s, 000

a cHors 3 i Hb‘@%h% e F O R A0y N CombbRAdEE ) odoi T

N2- [4-chloro-2- (2, 3- / o cH3 dlfluorobenzyl) phenyl] -N2- [ (3, 4-
Clo3
o
Compound 168: FLN Q3|::
\ﬁNh. o.
N®-[4-chloro-2-(4-chloro-2~ °
fluorcbenzyl)phenyl] -N-[ (3, 4~ cs

dimethoxyphenyl)sulfonyl]lglycinamide

TO

H,C
NHZ D‘CHQ
Compound 169: 0=k\°%
F N0
N2_[4—chloro—2—(2,6—
difluorobenzyl)phenyl]-N°~[{(3,5- F
cl
dimethylphenyl)sulfonyl]glycinamide
H,G
o
CH,
Compound 170 od o ©
) HiCugy =kN;‘s_.o
N®-[4-chloro-2- (2-fluoro-6- O O
methoxybenzyl)phenyl] -N*-[ (3, 4~ F
a
dimethoxyphenyl)sulfonyl]glycinamide
H,G
Compound 171: WQWH §:>_
CH,
N°-[4-chloro-2-(2, 6- °={¥‘Qs
F N"""0
difluorobenzyl)phenyl] -N?-[(3,5- O O
dimethylphenyl)sulfonyl]-N'- F
cl
methylglycinamide
O-CH,
Compound 172: 0=$PQ.
fS:
-{d4-chloro=-2~[1~(Z2-chlorophenyl)-1- O O
hydroxyethyl]lphenyl}-N-[ (3, 4- cl
cl

dimethoxyphenyl)sulfonyl]glycinamide




di met hoxyphenyl ) sul fonyl ] gl yci nam de WO 2006/ 024779 - 43 -

PCT/ FR2005/ 002017 F F ClI Conpound 143: N~t CH3 N CH3 0 N2- [4-chloro-2-
(2, 3- 0,s50'CH3 difluorobenzyl) phenyl] -N2- [ (3, 4- dinethoxyphenyl)
sul fonyl] -N1, Nl- H3C O dinethyl gl ycinanm de 0.CH3 Conpound 144: O N

[
E e et h\&f?b?eﬁ%ﬁgiﬁﬁ%ni% de compould 145, ohs GRORRSHOUAR o1y D

(2, 6- H3c Nos | O F N’ CH3 difluorobenzyl)phenyl]-N-[2 |~
(di met hyl am no) et hyl ] -3, 4 F cl dinmet hoxybenzenesul f onam de [ C Oogpound
146: C OHH NN CH N2-{4-chloro-2-[hydroxy(2- g 3 O- Hgi!:

NH

Compound 173: o:k 0.
cl N-Ssg C
N-[4-chloro-2-(2-chlorcbenzyl) phenyl] -

N*-[(2,4-dichloro-5- O O
Cl

methylphenyl)sulfonyl]-N'-

methylglycinamide
HG o
Compound 174 FH,
HyC|
N-[4-chloro-2- (2-chlorobenzyl)phenyl] - O=&O\“\S
95 Cl
Cl N-S
N?-[(2,4~-dichloro-5- °
methylphenyl)sulfonyl] -N~1~,N~]1~- O ‘
dimethylglycinamide cl
Compound 175: o

H,N OOQ “CH,
N’-{5-chloro-2-[(2- 1
Hy
chlorophenyl) (hydroxy)methyl]phenyl} -
cl

N~2~-[(3,4-

dimethoxyphenyl)sulfonyl]glycinamide

Compound 176: o-CH
P HN. 0, Q
2 2,
N={4d-chloro-2-[(5-chloro-2- £ OH “‘S“o O\(:H3
fluorcphenyl) (hydroxy)methyl]phenyl} -
N-[(3,4- o c
dimethoxyphenyl)sulfonyl]lglycinamide
o-CHs
. H,N._.O
Compound 177: \ﬁ Q
F N"S\‘ D‘CH,,
N°-[4-chloro-2-(2,5- C
difluorobenzyl)phenyl] -N?-[ (3,4~

dimethoxyphenyl)sulfonyl]glycinamide




t hi enyl ) net hyl ] phenyl }-N2-[(3,4- | O dinethoxyphenyl)sulfonyl]-Nl- 0 CH3
CH3 nethyl gl yci nam de H3C Conpound 147: O CH3 N2-{4-chloro-2-[(2, 6-
HzN100O di fl uorophenyl) (hydr oxy) net hyl ] phenyl}- F OHN S 0 NzZ-[(3,5- 6 F

di et hyl phenyl ) sul fonyl ] gl yci nam de cl WO 2006/ 024779 - 44 -

PCT/ FR2005/ 002017 _Conpound 148: H2N~0 pk\-/"-NH2 N2- 3- am nophenyl )
sul fonyl ] -WO14006£0287&% W "0 chlorod9-fF(2 |~ PCT/FR2005/002017

chl orophenyl ) (hydroxy) met hyl ] phenyl} C gl yci nam de Conpound 149: _ -CH3
N2-{ 4-chloro-2- [ (2-fluoro-6- NN\O\ / 0o H3 H3C. 0 OH N S' O

net hoxyphenyFPTR9EPExYY Bet hyl ] phenyl }- NZ-[ (3, 4- F cl o o
dinethoxyphenyl?sulfoq&L%9lycinanide Conmpound 150: cH3 . i3 cO N2-
[ 4- chl or 0- 2- M2l 4=h ool G b oH NS Osgh,

difluorophenyl) (hydroxy)methyl]phenyl}- i O O
N°-[ (3,4~ Foood

dimethoxyphenyl)sulfonyl]lglycinamide

o)
Compound 179: §( Q
,s—< ?—o
2 ol N7 \
N°-[5-chloro-2-(2-chlorobenzyl)phenyl] - CH,

O Clwe”
H.C
NP~ (3, 4- c

dimethoxyphenyl)sulfonyl]lglycinamide

Compound 180: S O

Aﬁ—[4—chloro—2—(2—thienylmethyl}phenyl]
N-{(3,4-

. : : H,C
dimethoxyphenyl)sulfonyl]lglycinamide
Compound 181:
N=-f4=-chloro-2-(2, 6~

difluorobenzyl)phenyl]-3,4-dimethoxy-N-

[ (1-methyl-1H-imidazol-2-

yl)methyl]lbenzenesulfonamide

CH,
N._.0Q ©
Lo & 13 ,@
H . [oN
Compound . Nqb GH,
N?-[4~chloro-2-(5-chloro-2- O O
fluorobenzyl)phenyl]—Aﬁ—[(3,4— a I

dimethoxyphenyl)sulfonyl]glycinamide




di fl uorobenzyl ) phenyl] -N2- [ (3, 4 F ci dinmethoxyphenyl) sulfonyl] -Ni,
N1- N di net hyl gl yci nam de CH3 Conpound 151: N NN 11 N [4-chloro-2- (2,
6- F No 'CH3 difluorobenzyl) phenyl ] -3, 4-dimethoxy-N- | Il ~~ "0 CH3
F [(2-methyl-2Htetrazol -5- C  yl)nethyl] benzenesul fonam de N=N Conpound
152: H3C NN 0 -chloro-2- (2, 6- FNo [ NO'c
difIuorobenzV?)%hQ%ép§4§7a di net hoxy- Nl OcH3 ¢CQQFR2°°5/°°2°17

[ (I -methyl -1 Htetrazol-5- Cl yl)nethyl]benzenesul fonam de WO 2006/ 024779 -
45 - PCT/ FR2005/ 002017 Conpound 153: /--CH3 NN N /N N-[4- chloro-2-(2,6-
| O difluorobenzyl)phenyl]- N—[(2 ethyl 2H \ \o(~ C CH3 OcH

tetrazol -5-yl) nethyl] -3, 4- F 3 HN J::[
Compound 183: \i
- [4-chloro-2- (3, 5- F O O
difluorcbenzyl)phenyl] -N-[(3,4- F ;

dimethoxyphenyl)sulfonyl]glycinamide

H.G
0
o, { o
Compound 184: o 0.
N°-{4-chloro-2-[hydroxy (pyridin-4- N
|
yl)methyl]phenyl}-N?-[ (3, 4- N7
cl
dimethoxyphenyl)sulfonyl]lglycinamide
H,C
0

HG CH,
Compound 185: Y o °

F
N-[4-chloro-2-(2, 6-
difluorocbenzyl)phenyl]-3,4-dimethoxy-N- O F O
' Cl

prep-2-yn-l-ylbenzenesulfonamide

H,C
o]
CH
0 ‘ 3
Compound 186: ch Q‘§:§~o
2 Cl  CH, N30
N°={4-chloro-2-[1-(2-
chlorophenyl)ethyl]phenyl}-N°-[ (3, 4- O O
cl
dimethoxyphenyl)sulfonyll]lglycinamide
H,G
Compcund 187: 9”3
N?-{4-chloro-2-[1-(2~ HN\ﬁg
chlorophenyl)ethyl]phenyl}-N°-[ (3, 4- Cl CH,"N -Sso
dimethoxyphenyl) sulfonyl]-N'- 0 O

methylglycinamide




di met hoxybenzenesul f onam de Conpound 154: 113C N=N ,, N

N-[4-chloro-2-(2,6- Tt F NS0, difluorobenzyl)phenyl]-NJ[(1-ethyl-1H I
| oaOQCH3 S F tetrazol-5-yl)nmethyl]-3,4- cl dinethoxybenzenesul fonam de S
Cl OH NH2 Conpound 155: N1f 0 N2-{4-chloro-2-[hydroxy(2

thienyl)nethﬁl] henyl%-NZ-[(3,4- O, HCOCGCH

di met hoxyphe 9I£99ﬁ{9 47781 yci nani de 3 €8npounds 1RETAARZWONW23B N

2

[ 4- chl oro- 2- , 6- Cve o | difluorobenzyl)phenyl] -N [ 2- (6, 7- FN IDb
' CH3 dinethoxy-3,4-dihéSroisoquinolin-Z(lkb- (~ Fa yl)-2-oxoethyl]-3,4
di met hoxybenZefesunfoh8Rt de Conmpound 157: N-NCH3 U S N0 G
N°-[4-chloro-2-(2, 6- qu- CH,
F N0
difluorocbenzyl)phenyl] -N~{ [3~ O O
{dimethylamino) phenyl]sulfonyl}- F
cl
glycinamide
. c
Compound 189: WNWig ;:)‘H'w
N°-[4-chloro-2-(2, 6= . NS0
difluorobenzyl)phenyl] -N?-{[3- O O
(methylamino)phenyl]sulfonyl}- F cl
glycinamide
Q-
Compound 190: Chy
FF Q
N-[4-chloro-2-(2,6- g CH,

difluorobenzyl)phenyl] -3, 4-dimethoxy-N- 1
(2,2,2- ('E]F E]n
trifluorocethyl)benzenesulfonamide
Compound 191:
N?-{4-chloro-2-[(2-chloro-6- ¢ OH
methoxyphenyl) (hydroxy)methyl]phenyl}- O O
N-[(3,4- &

dimethoxyphenyl)sulfonyl]glycinamide

Compound 192: ?’ 0

¢l N-%ﬁ<:}—q
N?-[4-chloro-2-(2-chloro-6- “o CH,
Ly o
o)

methoxybenzyl)phenyl}—Aﬁ—[(3,4—

dimethoxyphenyl)sulfonyl]glycinamide



N,NO NJ[4-chloro-2-(2,6- " S CH3 difluorobenzyl)phenyl]-3,5-dinethyl-N
FNO [(2-nethyl-2Htetrazol-5- i F cH3 «cl yl)nethyl]benzenesul fonam de
WD 2006/ 024779 - 46 - PCT/ FR2005/002017 Conpound 158: NNN H3C N N O N |

4-chloro-2- (2, 6- F NS CH3 0 difluorobenzyl)phenyl]-3,5-dinethyl-NF /
CH3 [(1-net hxl - 1H-/éet razol -5 CI  yl)nmethyl ] benzenesul fonam de Conpound

159: NN 79064 Rt 272h oro0-2-(2,6-°R ZN 0 F NES 0057002017
di fl uorobenzyl ) phenyl ]-N-[(2-ethyl-2H 01 | | tetrazol-5-yl)nethyl]-3,5-
&l i CH3 dimethyl benzenesul fonamde CI N=N Conpound 160: H3C ,,~NO N
[4-chloro-2- (2, 6- F TN, s CH3 NH,
Compound 193: 2
F N-§; 0
N°-[2-(2,6=difluorobenzyl)-4- O 0 O—Cﬁ:h
methoxyphenyl] -N-[ (3, 4- Fl
H,C”
dimethoxyphenyl)sulfonyl]glycinamide :
0

Compound 194: NH,
s
N°-{4-chloro-2-[ (2-fluoro-5- FOH ”HT<:2“Q
o
0-CH,
methylphenyl) (hydroxy)methyl]phenyl}-

M- (3,4- G
dimethoxyphenyl)sulfenyl]glycinamide
o)
Compound 195: N%
F N-S. 0
N°-[3-chloro-2-(2, 6- 5 CH,
CO
difluorobenzyl)phenyl]—AF—[(3,4— el
dimethoxyphenyl)sulfonyllglycinamide
o)
Compound 196: Y’N%
2 F N-% Q
N‘-[4-chloro-2-(2-fluoro-5- o) CH,
Sa SRR
methylbenzyl)phenyl]—Aﬁ—[(3,4—
CH, cl
dimethoxyphenyl)sulfonyllglycinamide
Compound 197: W%

N-[4-chloro-2-(2, 6- FC \\j 0
’ F N‘§\[::]:°‘CH=
difluorobenzyl)phenyl]-N-[3- O O o CHs

(dimethylaminoc)propyl]-3,4-

cl
dimethoxybenzenesulfonamide
Compound 198: HN Og o
N-{2-((2,6~- PN N"g@;g'ﬂ:
difluorophenyl) (hydroxy)methyl] -4~ O F

CH,

methylphenyl}-N?-[(3,4-



01 difluorobenzyl)phenyl]-N-[(l-ethyl-1H Nz~ F / CH3
tetrazol -5-yl)nethyl]-3,5- C dinethyl benzenesul fonam de 0CH3 Conpound
161: H2N'( ol "'o. N2- [ 4, 5-dichloro-2-

chl orobenzyl) phenyl] -N2- [ (3, 4- | |

di met hoxyphenyl )sul fonyl ] gl ycinam de " C H Conpound 162: H3NI o —~

%yé93§§°%¥7%g, 6- F OH N B4cm3
trifluorophenyl)nmethyl]phenyl}-N2-[(3,4- F b F cl

di met hoxyphenyl ) sul f on I]glycinanide WO 2006/ 024779 - 47 -

Eﬁﬂ%%ﬁhh ge3fony EHBL¥ZARaDLRe- { 4- chl or o-

N s 'cH 3 difluorophenyl) (hydroxy)nethyl] phenyl}-

di met hoxyphenyl ) sul fonyl ] gl yci nam de Conpound 164: HN / 0 CH3

4-chloro-2- ¥

PCT/ FR2005/ 0820gyho

4, 5-dichloro-2- [ (2- CAoff NS\ 'cH

Compound 199:

N-[4-chloro-2-(2, 6-

cl

3

(2- cl

C3

Nl s" o CH3
| N2- {
PCT/FR2005/002017
2-[(2,4- F OH
FI / \ N2-[(3,4- a
2 ~0 NzZ-{

F N %;[::]:O‘CHG
difluorcbenzyl)phenyl] -3, 4-dimethoxy-N- O O ot
F

(Z-pyrrelidin-1-

ylethyl)benzenesulfonamide

Compound 200:

N?-[2-(2,6-difluorobenzyl) -4~

methylphenyl]-N°-[ (3,4~

dimethoxyphenyl)sulfonyl]lglycinamide

Compound 201:
N-[4-chloro-2-(2, 6-

difluorobenzyl)phenyl]-N-[2-

(dimethylamino)-1l-methylethyl]-3,4-

dimethoxybenzenesulfonamide

Compound 202:

N?-[2-(2,6-difluorobenzyl)-5-

(dimethylamino)phenyl]—AF—[(3,4—

dimethoxyphenyl) sulfonyl]glycinamide

Cl



chl orophenyl ) (hydroxy) net hyl ] phenyl }- \ 1 1/ cl Nz-[(3,4- cl

di met hoxyphenyl ) sul fonyl ] gl yci nam de Conpound 165: oy HZo / | oH3 CH3
[T\, ¢l NSo O N2-[2-(2-chlorobenzyl)-4-nethylphenyl] N2 [(3,4 CH3

di met hoxyphenyl ) sul f onyl ] gl yci nam de Conpound 166: H3 N O / o CH3 H3C00 \

I N2-[4-ch|oro-2-g% 6 GNS CH3 dichlorobenzyl)phqul -w%éé 3,41/ cll/
di met hoxypheW§I 2008/ PEAYTS] - N1, Ni- cl 55drmet hyl gIBR hd 167:
0.cH3 H N/ o/ MN2-{4-chloro-2-[ (4-chloro-2- F OHNS 0,CH3 O

fl uor ophenyl ) (hydroxy) net hyl ] phenyl}- I / Nz- [ (3, 4- cl
di met hoxyphenyl ) sul fonyl ] gl yci nam de WO 2006/ 024779 - 48 -

PCT/ FR2005/ 002017 <:2\’CH
7
N

0
Compound 203: F 2wéwi:IOcm
. o}
N-{2-[benzyl (methyl)amino]ethyl}-N-[{4- O ] O &y
chloro-2-(2,6-diflucrcbenzyl)phenyl]- cl

3,4-dimethoxybenzenesulfonamide

Compound 204: Oy NH,
4-{ [4-chloro-2~(2, 6~ H i o
F N’5\©: “CH,

difluorcbenzyl)phenyl] [ (3, 4- O 0

CH
dimethoxyphenyl}sulfonyl]amino}~ F L ?
butanamide

F F

H,C

CH,
Compound 205: w’g;NW
-S

2-{[2-(2,6-diflucrcbenzyl)-4- 0:°00

methylphenyl) [ (3, 4- Q
‘CHCH3
dimethoxyphenyl) sulfonyllamino}- ?
butanamide
Compound 206: o qui::iatm
2_(o_ - e 0
N-{2-[(2,6 F OH N0 &n,
difluorophenyl) (hydroxy)methyl]-4- O O
F
fluorophenyl}-N?~[ (3, 4~ F

dimethoxyphenyl)sulfonyl]glycinamide

Compound 207: o Nﬁqi::iacm
FF QL K 0
F ¢

N°-{4-chloro-2-[2- NS0 y
3

(trifluoromethyl)benzyl]phenyl}-N°- O O

[ (3,4~ ¢

dimethoxyphenyl) sulfonyl]glycinamide



.CH3 Conmpound 168: "~"~ o | o, N2- [4-chloro-2- (4-chloro-2- F N o CH3
fl uorobenzyl ) phenyl]-N2-[(3,4- ci ci dinmethoxyphenyl)sul fonyl]glyci nam de
HA NHZ ~ CH3 Conpound 169: 00 F NSI O N2-[4-chloro-2-(2,6

di fl uorobenzyl ) phenyl ]-N2-[(3,5- F ci dinethyl phenyl)sul fonyl]glycinam de
H3C 0 NHZ o' CH3 :}orrpound 170: 0 0, H3C O N'S' O

N2- [ 4- chl or o¥9- €996/ A8A378 | ~ nethobeéﬁzYl)phenyIP?I4EB%?%§ég°%o¥7

di met hoxyphenyl ) sul fonyl ] gl yci nam de H3C Conpound 171: H3C, NH\ / CH3 N2-
[4-chloro-2- (2, 6- Gd/ O

WNTf%
Compound 208: F ,f% Qc%

O,-CHy
N*-[2-(2, 6-difluorobenzyl) -4, 6-
F

dimethoxyphenyl]-N°-[(3, 4- 0
CH,
dimethoxyphenyl)sulfonyl]lglycinamide
Compound 209: Og-NH,
;
N°-{2-1(2, 6~ F oM N-E&.QQOH
) e} A
difluorophenyl) (hydroxy)methyl] -4~ O F O O=Ch,
methoxyphenyl}-N°-[(3,4- He™©
dimethoxyphenyl)sulfonyl]lglycinamide
o
Compeound 210: 7’”3 0
F N’gfl:::{f'CH,
NZ._[2—(2,6—difluorobenzyl)-3,6— O O c? o-CH,
CH
dimethoxyphenyl]-N°~[ (3,4~ Fq :
CH,
dimethoxyphenyl)sulfonyl]glycinamide
Compound 211: f”

N-[4-chloro-2-(2,6-
difluorobenzyl)phenyl]-N-{cyanomethyl)-

3,4-dimethoxybenzenesulfonamide

N O-ch,
Compound 212: T'E?::[o
c

H.C S 0
N*-{4-chloro-2-[ (5-methyl-2- ’ %

thienyl)methyl]phenyl}-N°-[(3,4- o

dimethoxyphenyl)sulfonyllglycinamide



F NSO difluorobenzyl)phenyl]-N2-[(3,5- ~ | ~ |

di nmet hyl phenyl )sul fonyl]-N1- F a nethylglycinamde O CH3 NHZ CH3
Compound 172: O=O. HO C 3N. S: 0 -N2-{4-chloro-2-[1-(2-chlorophenyl)-1 |~
hydr oxyet hyl ] phenyl }-N2-[(3,4- C a dinethoxyphenyl )sul fonyl ] gI yci nam de
WD 2006/ 024779 PCT/ FR2005/ 002017 __H3C H3C _ C n}) 173: 0
0, d Ns do© %Q°§4°Eﬂ7390 2- (2- chIoroéénzyl)pheny?qT4ER2°°5 00201

N2-[ (2, 4-di chl oro-5 net hyl phenyl )sul fonyl]-Nz- C  net hyl gl yci nam de H3C Cl
Conpound 174; Hc CH3 a N N2-[4-ch|oro-2-(2-ch|orobenzyl)phenylé-

0=0,,\ N'S ¢ejppund 213: 0y N2 CH,
N?-{4-chloro-2-[(2-chloro-6- I/ 8¢ 0
OH N o] éHa
methylphenyl) (hydroxy)methyl]phenyl}- O O
N°-[(3,4- CHs
dimethoxyphenyl)sulfonyl]glycinamide
Compound 214: HN._O o-CHs
5 X
2 : cs)
N°-{2,4-dichloro-6-[{2, 6- E oJiwﬁb O..CHa
difluorophenyl) (hydroxy)methyl]phenyl}- CI
F
N°-1(3,4~ a
dimethoxyphenyl)sulfonyllglycinamide
NH,
Compound 215: JjO
F N-S"
- (2-aminoethyl) ~N-[2~(2, 6~ OQQ
(J o
difluorobenzyl)-4-methylphenyl]-3, 4- F o H,C'
3
dimethoxybenzenesulfonamide
Compound 216: N O o
N?-{2,4-dichloro-6-[ (2, 6- ’ \EQ-S/C:O
F OH N b “CH,
diflucorophenyl) (hydroxy)methyl]phenyl}- O O
M- 1(3,4- ¢

dimethoxyphenyl)sulfonyl]glycinamide
Compound 217:
P Crn n\L .
N-{2-[ (anilinoccarbonyl)amino]ethyl}-N- ¢ 0 NﬁT::[QCW
?
[2-(2,6-diflucrobenzyl)-4- O . O CH,
methylphenyl] -3, 4-

dimethoxybenzenesulfonamide



G N2-[(2,4-dichloro-5 nethyl phenyl)sul fonyl]-N-1-, N1-- | |

di net hyl gl yci nam de O  Conpound 175: HZN O O O CH3 N2-{5-chloro-2-[(2 C
OH N "0 OHa chiorophenyl) (hydroxy)net hyl]phenyl}-Nz~ 14 N-2- [(3,4- cl

di met hoxyphenyl ) sul fonyl ] gl yci nam de Conpound 176: oCH3 H2 0 N2- {

4-chl or o- 2- (5-chl -2- F OH N S 00" ~
fluor ophenyl&?hggﬁgﬁ%?@iﬂyl ] phenyl } - "03?1:1- ~0 N2- [R%E,'/j_'MOOS/OOZOH
di met hoxyphenyl ) sul fonyl ] gl yci nam de O-CH3 Conpound 177: HZN~ 0, a N2-
[4-chloro-2- (2, 5- F.NSo O CH3 difluorobenzyl)phenyl]-N2-[(3,4- 0--~ F
Cl  dinet hox?‘é)'ﬁ@ﬂw%%i?bnyl | gl yci nami de WO 2006/ 024729 - 50 -
PCT/ FR2005/ 0 _2?%_7 Conmpound 178: o,CH3 F~-N N2- { 4-c N%H [ (3, 5- OH
0,CH H 0 3 diffuorophenyl) (hydroxy)nmethyl]phenyl}- F I o [E\%ééf@l\:‘u%
di-met hoxyphepy| eyl § Onvl A9} ¥SEBEAY #PamPnd¥eny1) -n- ® 0

. CH

[2-(2,6-difluocrobenzyl)-4-

(7]

methylphenyl]-3, 4-

dimethoxybenzenesulfonamide

Compound 219: c K
"TLE
N-(2-{[2-(2,6-difluorobenzyl)-4- F O N%\@ “CH,
methylphenyl] [ (3, 4- O [O EHS
F
dimethoxyphenyl)sulfonyl]amino}ethyl) - CH,

acetanide

O-cH,
NH,
Compound 220: 02(\ 0, Q‘O\
2 F N” ¢
N-[2-(2,6-difluorobenzyl)-4-
fluorophenyl] -N°~[ (3, 4- O . O
F
dimethoxyphenyl)sulfonyl]glycinamide
Compound 221: HN oo /@o
N°~{4,5-dichloro=-2~[(2, 6- NS 0.

F
difluorophenyl) (hydroxy)methyl]lphenyl}- O O
F cl
N*-[(3,4- cl

dimethoxyphenyl)sulfonyl]glycinamide

Compound 222: OYNH‘;)/@:O‘CHa
1
5 0

Aﬁ-{4—chloro~2-[(2“chloro-6— Cl OH N""%q &
3
fluorophenyl) (hydroxy)methyl]phenyl} - O O
F
N-[(3,4- cl

dimethoxyphenyl)sulfonyl]glycinamide




Compound 179: o N2-[5-chl oro-2-(2-chl orobenzyl)phenyl]- cIl NO\CH3 o

N2-[(3,4- | | H3C C dinethoxyphenyl)sul fonyl]glycinamde s C N 1(NHZ
Compound 180: nO O N2-[4-chloro-2-(2-thienylnmethyl)phenyl]- / 1 0 NZ[ (3
, 4 - O CH3 dinethoxyphenyl)sul fonyl]glycinam de H3C Conpound 181: H3 N o

é}fIDngbgni€+ %ﬁ%ﬁ&?#£§7§ drngihoxy C}??l nethyl-(%$%4ﬁ3ﬁﬁﬁﬁ/Q?2°17

yl ) met hyl ] benzenesul f onam de CCH3 N Conpound 182: F NIs o.cH3 b

N2-[ 4-chl oro-2- ( 5- Chl?EQIZ I~ 00 FF e Oucy
' g LI,
oL 1L
oy,

Compound
F
difluorobenzyl)phenyl] -N-[(3,4- O O

dimethoxyphenyl)sulfonyl]-2,2,2-

N-[4-chloro-2-(2, 6~

trifluorocacetamide

NH 0.
Compound 224: 07 gg::[ .
N?-[4-chloro-2-(2-chloro-6- O °
fluorcbenzyl)phenyl] -N-[ (3, 4- &
dimethoxyphenyl)sulfonyl]lglycinamide

Compound 225: .CH,
N._O
NM-{2-[(2,6- H*fq.

diflucrophenyl) (hydroxy)methyl]-6- OMe
F

methoxyphenyl }~N°~[ (3, 4-

dimethoxyphenyl)sulfonyl]glycinamide

Compound 226: o-Ch:
5 H,N._.O
NP-{2-[(2, 6~ fq\sﬁo
F o OOH N, “CH,
difluorophenyl) (hydroxy)methyl]-6- O @ OMe
methoxyphenyl}-N°-[ (3, 4- F
dimethoxyphenyl)sulfonyl]lglycinamide
. .CH
Compound 227: HzN\[ioo/[::[o d
2 A
N=-{2-[(2,6- E o ooHSNS Qc%
difluorophenyl) (hydroxy)methyl]-5- O O
2 F OMe
methoxy-4-methylphenyl}-N°-[(3,4- CH,

dimethoxyphenyl)sulfonyl]lglycinamide




fl uor obenzyl ) phenyl ]-N2-[(3,4- cl ci dinmethoxyphenyl)sulfonyl]glycinam de
WD 2006/ 024779 - 51 - PCT/ FR2005/ 002017 H=N 00 ~/ Il C~i, Conpound 183:
yN;s,0,cH3 N2-[4-chloro-2-(3,5- F 1~ 1, difluorobenzyl)phenyl]-N2-[(3, 4-
Fi dinethoxyphenyl)sulfonyl]glycinanide H3C O NH2 \ / O CH3 Conpound
184: 0 ( O..s 34 chl oro-2 [hydroxy(pyrldln- -

yl)nethyl]phgﬂy?? RECREZTA. N ¢ d|netﬁ@xyphenyl)sRﬁTéFE?QQﬁ&Q@%%%?de H3C
0 CH3 o Compound 185: HC 0 0\- /, FNs, 0O N[4-chloro-2-(2,6
di f 1 uorobenzyl ) phenyl ] - 3, 4- di net hoxy- N- 6CFI ci

-2-yn-1- f onam
prop-2-yn-1 ¥égggégge§gg:o am de H3C 0 O CH3 wNjf%
FowY
N°-[4,5-dichloro-2-(2, 6~
difluorobenzyl)phenyl]-N?-[ (3, 4-
cl
dimethoxyphenyl)sulfonyl]lglycinamide
H,C
Compound 229: chstsco
O/
N-[4-chloro-2-(2, 6- kT\
Ox
difluorobenzyl)phenyl]-N-{3- F N’
[ (diethylamino)sulfonyl]propyl}-3,4- O O
F
dimethoxybenzenesulfonamide
CHy
Compound 230: Hac’N;s’o
-[4-chloro-2-(2, 6- Osg
. F N”
difluorobenzyl)phenyl]-N-{3-
[ (dimethylamino) sulfonyl]propyl}-3,4- O F O
Cl
dimethoxybenzenesulfonamide
H
Compound 231: Hﬁijw\ Q
F o] N,S
N-{2-{ {(aminocarbonyl)aminc]ethyl}-N-[4-
chloro-2-(2,6~-difluorobenzyl)phenyl] - O F O
cl
3, 4-dimethoxybenzenesulfcnamide
Compound 232: l‘N

N-[4-chloro-2-(2, 6-
difluorobenzyl)phenyl]-3, 4-dimethoxy~-N-

F
(3-pyridin-3- O F O

yvlpropyl)benzenesulfonamide




0' Conpound 186: H/ N, S N2-{4-chloro-2-[1-(2- O CH33 N

chl or ophenyl ) et hyl ] phenyl } - N2-[ ( 3, 4-

cl

di met hoxyphenyl ) sul fonyl ] gl yci nam de H3C Conpound 187: 0 CH3 OL CH3

N2-{4-chloro-2-[1-(2- HN,00 O chlorophenyl) ethyl
ad CH3 NSO dinethoxy&henyl)sulfonyl]-Nl & net hyl

2006/ 024779 WO52006402ARRI005/ 002017 ~ChApound 188:

[ 4- chl oro- 2-

(di met hyl am no) phenyl ] sul fonyl} C

[ 4-ebhphnd-263: 6- F N.s;0
(et hyl am no) phenyl ] sul f onyl } -
[ 4- chl or 0- 2- M-2[ 4 &chTofoFO {2 Gh Bokdenzyl ) phenyl] -

CH3 N2-

] phenyl

gl

} - N2-
cinamde Cl WO

(2, 6- ~OS CH3 F N O difluorobenzyl)phenyl]-N2-{[3- F

N°-[(3,4-

dimethoxyphenyl)sulfonyl]glycinamide

Compound 234:

N-[4-chloro-2-(2, 6-

ci

difluorobenzyl)phenyl]-3,4-dimethoxy-N-

[2- (2-oxopyrrolidin-1-

yl)ethyl]lbenzenesulfonamide

Compound 235:

4-{[4-chloro-2-(2,6-

difluorobenzyl)phenyl] [ (4-chleoro-2,5-

dimethylphenyl)sulfonyl]amino}-

butanamide

Compound 236:

N~-[4-chloro=~2-(2, 6~

difluorcbenzyl)phenyl] -3, 4-dimethoxy-N-

(2-methoxyethyl)benzenesulfonamide

Compound 237:

N-[4-chloro-2-~(2, 6-
difluorckbenzyl)phenyl] -N- (2~
hydroxyethyl) -3, 4~

dimethoxybenzenesulfonamide

Compound 238:

N-[4-chloro-2-(2, 6-
difluorcbenzyl)phenyl]-N-[2-({[ (3~

chlorophenyl)amino] carbonyl}amino) -

gl yci nam de Conmpound 189: HZN~o ~ \
di f 1 uorobenzyl ) phenyl ] -N2-{[3 F
gl yci nam de Conpound 19qh OCH3 N

L 0.
o~ o
cl )

?
CH,

BR3005/002038 Nz-

/

[ (3, 4-

H




F N. Sdi fl uor obenzyl ) phenyl ] -3, 4-di net hoxy-N (2,2,2- F C
trifluoroethyl)benzenesul fonam de Conpound 191: 0 NHZ /° o N2-{

4-chloro-2- [ (2-chloro-6- d OH Ns o 10 CH3 O CH3

met hoxyphenyl ) (hydr oxy) net hyl ] phenyl} Nz-[(3,4- H3C C

di met hoxyphenyl ) sul fonyl ] gl yci nam de OyNH2 Conpound 192: o Cl N-S O

N2- [ 4- chl oroWé-%Qoéﬁpgﬂayg- 0 CH3 O CHB2 et hoxy bl ER2ARIKA0Z01Rp- |
(3, 4- 1 o H3c cl dinethoxyphenyl)sul fonyl]glyci nam de WO 2006/ 024779 - 53
- PCT/ FR2005/ 002017 O NHz Conpound 193: S o F NS N2- [2- (2,

6- di f | uor obefigh¥}1-4. dcAgmegpyyberpgnepul fenpABkiBhenyl |- N2-[ (3, 4 H3c, 0

di met hoxyphenyl ) sul f onyl ] gl yci nam de

Compound 239:

N-{4d~-chloro-2-(2, 6~ o FHs
“CH
. * a.
difluorobenzyl)phenyl]-N-(2- Wj\ Ri::[ CH,
F NS00
{[ (dimethylaminc)carbonyl]amino}lethyl) -~ CH,

3,4-dimethoxybenzenesulfonamide

Compound 240:

N-[4-chloro-2-(2, 6- o
difluorobenzyl)phenyl]-N-[2-({[(2- (:jiﬂjLﬂz RJ::IOT%
chlorophenyl)amino]carbonyl}amino) - £ NS0 2m
ethyl]-3,4-dimethoxybenzenesulfonamide O O

Compound 241:
N~2Z2~-[5-bromo-2-(2, 6- NH o.
{3
difluorobenzyl)phenyl] -N~2~-[ (3, 4- S50
CH,
dimethoxyphenyl) sulfonyl]glycinamide
F B

Compound 242:

Q.
Ie DA i . P - HN._.0 CH,
N~2~=~[{d-bromo-2-(2,6 \i ﬁj::[?

difluorobenzyl)phenyl]-N~2~-[(3,4- ] | CH,
dimethoxyphenyl)sulfonyl]glycinamide O F O
Compound 243: :;m
N-[4-chloro-2-(2, 6- %ﬁ?ﬂﬁ
difluorobenzyl)phenyl]-3, 4-dimethoxy~N- FRC W@T::[oﬁx
[1-(2-methyl-2H-tetrazol-5- O £ O ’

yl)ethyl]lbenzenesulfonamide



Conpound 194: 0 NH2 N2-{4-chloro-2-]
nmet hyl phenyl ) (hydr oxy) net hyl | phenyl } -
di met hoxyphenyl ) sul f onyl ] gl yci nam de

(2-fluoro-5- \ / OcH3 OCH
| // 2 CH3 a (3,4

Conmpound 195: O NN N2-

OH o
N- [
[ 3-chl oro- 2-

(2, 6- & \ 0o/ CH3 O CH3 ~difluorobenzyl)phenyl]-N2-[(3, 4 a

di met hoxyphenyl ) sul f onyl ] gl yci
No- [ 4 hi or RS $806Y Beker8. |

nam de O NHz Conp

ound 196: O
D B 0 OB R T ERaDY5 4 ORRT

]-N2-[(3,4 CH3 a dinethoxyphenyl)sul fonyl]glyci nam de Conpound 197: H3%

C N [4-chloro-2-(2,6- 11 OF N CH3

O CH3
Conpound 198N‘f 5281820—2-(2r6"

difluorobenzyl)phenyl]-3,4-dimethoxy-N-
{l1-{l-methyl-1H-tetrazol-5-
vl)ethyl]lbenzenesulfonamide
Compound 245: N-[4-chloro-

difluorobenzyl)phenyl]~3,4-dimethoxy-N-

(3-pyridin=-3-

ylpropyl)benzenesulfonamide

Compound 246:

N-[4-chloro-2-(2, 6-

difluorobenzyl)phenyl]-N=-(1-

cyanoethyl) -3, 4-

| F /CpaPaeRAy £ 4+ no) propyl ] -3,

di fl uorobenzyl ) phenyl ]-N-[3- |liz~ |
4- ci di nmet hoxybenzenesul f onam de
N=N

|

F HC N

YO
O ot
F
N
F

o

£

F HC™ N

oOo="=0

2_(2r 6-

CH,
3

0.
?
GH

=0

O

o\
CH,
oS

dimethoxybenzenesulfonamide cl

Compound 247:

N~2~-[2-(2,6-difluorobenzyl)-6-
methoxyphenyl] -N~2~-[ (3, 4-

dimethoxyphenyl) sulfonyl]glycinamide

Compound 248;:
N-[4-chloro-2-(2, 6-
difluorobenzyl)phenyl]-N-

(cyclopropylmethyl) -3, 4-

dimethoxybenzenesulfonamide

N



FOHNS OCH3 N2-(2-[(206- O / O CH3 difluorophenyl) (hydroxy)methyl]-4-
| / F CH3 nethyl phenyl}-N2-[(3,4 WO 2006/ 024779 - 54 - PCT/ FR2005/ 002017
di met hoxyphenyl ) sul fonyl ] gl yci nami de Conpound 199: ON O N [ 4- chloro 2-
(2, 6- F NsS o,cH o ~ difluorobenzyl)phenyl]-3,4-di methoxy-N | I

oc |/ F (2- p | - _cCi yI et hyI )be enesul f onam SO I
O CH3 Corrpou gégg/{?zqgvg gi (2, 6-di ¥ Qﬁfféﬁ?gﬁ‘%%&‘ﬁ

met hyl phenyl ] -N2-[ (3, 4 d|nethoxyphenyl)sulfonyl]egC|nan1de Cbnpound 201
CH H3CN~ON [ 4-chloro-2- (2, 6- NS 'CH3

di fl uor obenzgbmpoenl 2ad:[2- F H3c | / OGCH3 | [/ |

(di met hyl am no) - 1-nmet hyl ethyl ]-3,4- F ci di net hoxybenzeng ¢f3f?mjde F F
N~2~=[4-chloro-2-(2, 6- % cH

N \\ 3
diflucrobenzyl)phenyl]-N~2~-[ (4-chloro- “
2,5-dimethylphenyl)sulfonyl]glycinamide
Compound 250:

“ ,CHa
N-[4-chloro-2-(2, 6- Sy O,L:I:

diflucrobenzyl)phenyl]-3,4-dimethoxy-N- N"% M

;

(2-pyridin-2-ylethyl)benzenesulfonamide
Compcound 251:

N~2~-{d-chloro-2-[{2, 6~ ~CH,

diflucrophenyl) (hydroxy)methyl]phenyl}- E .]ii% “cH,

dimethoxyphenyl)sulfonyl]glycinamide

Compound 252:

N-[4-chloro-2-(2, 6~ /<i7&
o N “CH,

difluorobenzyl)phenyl]-N-[2-({[(3,4- Osen,
HNI E{@i CH

dimethoxyphenyl)amino]carbonyl}amino) - i R,

ethyl]-3,4-dimethoxybenzenesulfonamide O F O

Compound 253:

N-[4-chloro-2-(2, 6-

HB
diflucrobenzyl)phenyl] -3, 4-dimethoxy-N- Hz o
HN 1
(2-{ [ (methylamino)carbonyl]amino}ethyl)- z J::Egjﬁ
£ N,S:O 3
benzenesulfcnamide
CLD
Compound 254: o

o
N-[4-chloro-2-(2, 6- N
difluorobenzyl)phenyl] -3, 4-dimethoxy-N- T
(2-pyridin-3-ylethyl)benzenesulfonamide O F O




H3C. N1 / N~NH2 Conpound 202: CH3 0'S 0 o N2- [2- (2, 6-difluorobenzyl)
-5- 1 o (dinethylamno) phenyl] -N2- [ (3, 4- 0'cHH3

di met hoxyphenyl ) sul fonyl ] gl yci nam de WO 2006/ 024779 - 55 -

PCT/ FR2005/ 002017 Q CH3 N O Conpound 203: F Nys OcH O1 ,

N-{2-[ benzyl (et hyl ) am nolethyl}-N-[4- HF 3

chl oro-2- (2, 9d?9¥969%ﬂ§ﬁ yl ) phenyl | - ~cP3374- di net RESAFRARANZVNAN de
Compound 204: o NH2 4-{[4-chloro-2-(2,6- ,s o, FNS 1| CH3

di f 1 uorobenzyl ) phenyl ][ (3,4- )o dinmethoxyphenyl)sulfonyl]amno}- F | Cl

CH3 but anang bon& F5s5H3C ( CH3  Conpound 205: NXNH3 2-{ [2- (2,

6-di fl uorobenzyl) -4- o0Soo nethyl phenyl)[(3,4- Q O CHCH3

di net hoxyphenyl sohiopgtbankpe}- 3 but anani de ti]\L J::[Wﬁm
o,
diflucrobenzyl)phenyl] -3, 4-dimethoxy-N- F N”% Oen

(2-pyridin-4-ylethyl)benzenesulfonamide
F

Cl

3

Compound 256:

N-(2-aminoethyl)-N-[d-chloro-2-(2, 6- 2.1\
N/

difluorobenzyl)phenyl]-3,4-

dimethoxybenzenesulfonamide

Compound 257:
N- (2-aminoethyl)-N-{2-(2, 5- “ﬁj\ o
diflucrobenzyl)-4-methylphenyl]-3, 4- i

dimethoxybenzenesulfonamide

Compound 258:
N-[2-(2,6-diflucrobenzyl)-4- 'mw\ o
methylphenyl] -3, 4-dimethoxy-N-[2- i i
(methylamino)ethyl]lbenzenesulfonamide O F O
Compound 259:

N~2~-[4~chloro=-2-(2, 6~
diflucrobenzyl)phenyl] -N~2~-[ (4- §(\f

methoxy-3- O O
F

methylphenyl)sulfonyl]lglycinamide

Compcund 260:
N-[4-chloro-2-(2, 6- (:J/o
diflucrobenzyl)phenyl]-3,4-dimethoxy~N-

F
(2-phenoxyethyl)benzenesulfonamide O




Compound 206: O NH3 CH3 ~ \ NH 2- {2 - [( 2, 6- FOHNSOO

di fl uorophenyl ) (hydroxy) nethyl]-4- 3 fluorophenyl}-N2-[(3,4- F

di met hoxyphenyl ) sul fonyl ] gl yci nam de Conpound 207: O NFke i 10, CH3
N2-{4-chloro-2-[2- FF NS,,O0OO0Hd3 (trifluoronethyl)benzyl]phenyl}-N2 [
(3, 4- ci me )sulfonyl]glycmamde WO 200 4 6 -

PCT/ FR2005/ oU%oé68568%¥ 1ZN'/ o\ &8npound 20€F€ Iﬂ‘% ‘g(%%él% N2-
[2- (2, 6-difluorobenzyl) -4, 6- &FI[ di me t hoxyphenyl]-N2-[(3, 4- o CH3

di met hoxyphenyl ) sul fonyl ] gl yci nam de Conpound 209: O NHZ 0 F OHNS/ 0\
1 CH3 difl u@bﬁpbaﬂw 26bydroxy)nmethyl]-4- | L F OCH3 | nethoxyphenyl }

-N2- [ (3, 4- H3c' 0 dinethoxyphenyl)sulfonyl]glycinam de o o~
N~2~-~[4-chloro-2-(2, 6- jio
S 8]

, F HSC N 0 \(:H3
difluorobenzyl)phenyl] -N~2~-[ (3, 4-
dimethoxyphenyl) sulfonyl]alaninamide F

Cl
Compound 262:
oMo

- (2-aminoethyl) -N-[4-chloro-2- (2, 5- HZN\L°~/©[

| ; NS O,
difluorobenzyl)phenyl]-3,4- O O
dimethoxybenzenesulfonamide I f

Compound 263:
N~2~~[(4-tert-butylphenyl)sulfonyl]- wafz J::Tk%m
N~2~-{4-chloro-2-(2, 6- i &
difluorobenzyl)phenyl]glycinamide O
Compound 264:

N-[4-chloro-2-(2, 6- HO QI::[Q%W
difluorobenzyl)phenyl]-N- (2-hydroxy-1- ch\ng% ot
methylethyl) -3, 4- O

dimethoxybenzenesulfonamide

Compound 265:

N~2~-[2-(2-chlorobenzyl) -4- PO o Oen,
i v | f;@’

(dimethylamino)phenyl] -N~2~-[(3,4~ O O &,

dimethoxyphenyl) sulfonyl]glycinamide .

Compound 266:
4~{ [4-chloro-2~(2, 5~ "N /@:We
kLO;\S\ OMe
difluorobenzyl)phenyl] [ (3, 4- F Rs!
dimethoxyphenyl)sulfonyl}jamino}-

butanamide



Conpound 210: rNHd F1, 2 NS~/ -CH33 N -[2-(2,6-difluorobenzyl)-3, 6
~ ~ 0.CH dlnethoxyphenyl] N2-[(3,4- FO ' 3 CH3
d|nethoxyphenyl)sulfonyl]egC|nan1de Compound 211: CN F\N'"O CH3

N[ 4- chloro 2-(2, 6- b~o I I p difluorobenzyl)phenyl] N- (cyanomet hyl ) -

NCaB N ﬁadéﬂﬁ%?ﬁéﬁtf?%eﬂif nyl -2 Chidngl ) mot nyi g #ﬁf@%ﬁ@*ﬁc >

di met hoxyphenyl ) sul f onyl ] gl yci nam de WO 2006/ 024779 - -
PCT/ FR2005/ 002017 Conpound 213: O/NH2\ 0OCHy 3 11 ,, 0
N2-{9-chl or oc@mpédnehiene-6- A oHLN S CH3

met hyl phenyl ) (hydroxy) net hyl Jphenyl} NzZ- [ 3, 4- | [ CH31 ("¢

N~2~-[4-chloro-2-(2,5- 0 c.

. in,s\b CH,
difluorobenzyl)phenyl] =N~2~~[ (4=-chloro-
2,5-dimethylphenyl)sulfonyl]lglycinamide [ !

Compound 268:
N-{4-chloro-2-(2, 6-
difluorobenzyl)phenyl]-N-[2-(1, 3~
dioxolan-2-yl)ethyl]-3,4-
dimethoxybenzenesulfonamide
Compound 269:
phenyl (2-{([4-chloro-2-(2,6-
difluorobenzyl)phenyl] [ (3,4-
dimethoxyphenyl)sulfonyl]lamino}ethyl) -
carbamate
Compound 270:
N-[4-chloro-2~(2, 6-
difluorobenzyl)phenyl]-N-
hydroxypropyl)-3,4-
dimethoxybenzenesul fonamide
Compound 271:

-[4-chloro-2-(2, 6-
difluorobenzyl)phenyl]-N~[2-(1H-
imidazol-1-yl)ethyl]-3, 4-

dimethoxybenzenesulfonamide




di met hoxyphenyl ) sul fonyl ] gl yci nam de Conpound 214: O CH3 F~N N2-{2,
4-dichloro-6- [ (2, 6- FO o O'CH 3

di fl uorophenyl ) (hydroxy) met hyl ] phenyl}- C | Fi N2-[(3,4- @
dinethoxyphenyl)sulfonyl]glycinanide NH2 Conpound 215: F Nfo ~

N (2- am noeth I (/7 O &Fl CH3

dlfluorobeniv )298%L$%§73§enyl] 3, 4- CH8ﬁ3C 3 mlnRQﬁﬁaﬁﬁﬁﬁiﬁﬂgﬁﬂy%nanide
Conpound 216: N 0'CH3 J~O Nz- { 2, 4-dichloro-6- [ (2, 6- F OH N 00 ' CH3

cl d|fluoro hen I)% %groxy)nethyl]phenyl} F Nz-[(3,4- C
dlnethoxyphe Pt o ?]gly0|nan1de Conmpound 217 \ o

NH, CH
N-{2-[(anilipo bonyl) oleth FNo' o7
REAGHp b e S o
dinethoxybeqﬁggﬁ§y§égggglﬁF ¥mh2006/024779 - 58 - PCTFFR2 %p 209,
OMe
dimethoxyphenyl)sulfonyl]aminoc}- O E O
butanamide

Compound 273:

N~3~-[4-chloro=-2-(2, 6- O~cx,
[ ( H,NJ\L 1 QO,CH,
difluorobenzyl)phenyl] -N~3~-[(3,4- i o
dimethoxyphenyl)sulfonyl]-beta- O F O
Gl
alaninamide

Compound 274;

N-[4-chloro-2-(2, 6- i qi::[owm
)

difluorcbenzyl)phenyl]-3, 4-dimethoxy-N- F %%
[ (2R) -pyrrolidin=-2- O . O
vimethyl]lbenzenesulfonamide

Compound 275:

N~[4-chloro-2-(2, 6~ ”‘E; Ougy
g ™
difluorobenzyl)phenyl] -3, 4-dimethoxy-N- ] A e
CH,
[(28)-pyrrolidin-2-
L0
ylmethyl]lbenzenesulfonamide Cl

Compound 276:

2-{[4=-chloro=2~ (2, 6= oSt
HN

diflucrobenzyl)phenyl] [ (3, 4- Hc—\fiw-si:j:

dimethoxyphenyl)sulfonyl]amino}-2- O ] O

ethoxyacetamide




Compound 218: a a ~ N (2- Y F N'8 CH3

{[ (benzyl am no) car bonyl ] am no}ethyl)-N- o CH3 [2-(2,6-difluorobenzyl)-4-
CH3 nmet hyl phenyl ] - 3, 4- di net hoxybenzenesul f onanm de Cowpound 219: H3C vy 10,
N- (2-{ [2 (2, 6-difluorobenzyl) -4- F o LN IS | o cH3 nethylphenyl] [

o'as e Sttt ST 2 o sEe or deingo bSO

fl uorophenyl ] -N2 [ (3, 4- FF dinethoxyphenyl)sulfonyl]egC|nan1de
Conpound 221; Q?Z z ~o ~I  N2-{ 4, 5-dichloro-2- [ (2, 6- FOf NSo
0' CH3 duflu%?IBBﬂ‘é’a? Ry/dr oxy) met hyl ] phenyl} F G N2-[(3, 4- C

N-[4-chloro-2-(2, 6-

/“N
diflucrobenzyl)phenyl]-3, 4-dimethoxy-N- %/h\\w$’[:j:
[2=-(1H-1,2,4-triazol-1- ‘:#
yl)ethyl]lbenzenesulfonamide O -
Compcound 278:

N-[4-chloro-2-(2, 6- HiCn - CHs
difluocrobenzyl)phenyl]-N-{2-{[2- L]N Occy,
(dimethylamino)ethyl]lamino}ethyl)-3,4- F ‘\\m%fi:[&a
dimethoxybenzenesulfonamide O ; O

Compound 2792:
N~2~-[ (d-aminophenyl)sulfonyl]-N~2~-[4- O NH J::Iﬂm
e
il
chloro-2-(2, 6- ﬁ; 3

F
diflucrobenzyl)phenyl]glycinamide O

Compound 280:

N~2~-[2-(2,5-difluorobenzyl) -4~ OxNH, Osch,
Yo L,
methylphenyl] -N~2~-[ (3, 4- F Ny &,
dimethoxyphenyl)sulfonyllglycinamide
F CH,

Compound 281:
N-{(2-aminoethyl)-N-[2-(2, 6-
difluorobenzyl)-6-methoxyphenyl]-3,4-

dimethoxybenzenesulfonamide F

Compound 282:
N-[2-(2,6-difluorobenzyl)-6-
methoxyphenyl] -3, 4-dimethoxy-N-[2- FW\LWZ/(:IO
{(methylamino)ethyl]benzenesulfonamide O ‘ oO—cH,




di met hoxyphenyl ) sul fonyl ] gl yci nam de Conpound 222: 0 NHO I OCH3
N2-{4-chloro-2-[ (2-chloro-6- C OH N s'No CH3

fl uorophenyl) (hydroxy) met hyl ] phenyl }- N2-[ (3, 4- C

di met hoxyphenyl ) sul f onyl ] gl yci nam de WO 2006/ 024779 - 59 - PCT/
FR2005/ 002017 Conmpound 223: F F o 0'CH3 Ox u N- [4-chl oro-2- 62 6- F N
S ~0 6H3 di FPugPBBERZ$ITYBheny! |- N-[ (3, 40 &F PCT/FR2005/002017

di met hoxyphenyl )sul fonyl]-2,2,2- cl trifluoroacetam de O NH2 10'CH 3
Compound 224: s I 0 ClL N O 6H3 N2-[4-chloro-2-(2-chloro-6- 1 /

f 1 uor obenzy! $PREAYRE- RE3F (3, 4- ¢l di met hoxyphenyl ) sul fonyl ] gl yci nani de
Conmpound 225; CH, 3 N2-fﬁ-[ 2,6- F~NC% O F OHNS~ ' CH3
difIuorophen§F?(ﬁ§3F8§§?ﬁﬁf Vﬂ%léf oMe F nethoxyphenyl }s Ng: [ A,

di et hoxyphepyl-) Ul 6omYLL9) yRLAaT I Compaund 2261 —ckB P RABM(2 [ (2,

methoxypyridin-3-
yl)sulfonyl]lglycinamide d

Compound 284;:

N-[4-chloro-2-(2, 6- §Hs o.
HN 0/@ CH,
difluorobenzyl)phenyl]-3,4-dimethoxy-N- F \LW&b ?
CH,
[2-
CLO)
(methylamine)ethyl]lbenzenesulfonamide d
Compound 285:
o.
N~2~-[2-(2, 5-difluorobenzyl) -6- °T"H’,©i o
F N 9

methoxyphenyl]-N~2~-[(3, 4- Q\CH CH,
dimethoxyphenyl)sulfonyl]glycinamide I
Compound 286:

H,N._O O/J:::I:O‘cua

N~2~-[5-chloro-2-(2, 6- Wf d 0%
difluorobenzyl)phenyl] -N~2~-[{3, 4- “
L,

dimethoxyphenyl)sulfonyl]lglycinamide

Compound 287:

Q
N- (3-aminopropyl)-N-[4-chloro-2-(2, 6- kLo J::[
8] o.
F N0 CH,
difluorcbenzyl)phenyl]-3,4-
L0

dimethoxybenzenesulfonamide

Compound 288:
N~2~-[2-(2,6-diflucrobenzyl) -6-

methylphenyl] -N~2~-[(3,4- ; L

o,
dimethoxyphenyl)sulfenyl]glycinamide O O
F



FOHNS~\ OCH3 difluorophenyl) (hydroxy)nmethyl]-6- Ow &F

nmet hoxyphenyl } - N2-[ (3, 4 di met hoxyphenyl ) sul fonyl | gl yci nam de Conpound 227:
H2N / OCH3 A72-f2-[(2,6- FOH N s, Oa | O CH3

di fl uorophenyl ) (hydroxy)nmethyl]-5 / F Owe

met hoxy- 4- met hyl phenyl }-N2-[ (3, 4- CH3 di met hoxyphenyl ) sul fonyl ] gl yci nam de
WD 2006/ 0247%9 2886/¥2PETPFR2005/oozor77lOCH conpodﬁéTZEREOQﬁzéégpﬁh P,

N2- [4, 5-dichloro-2- (2, 6- FNS,, o CH difluorobenzyl) phenyl] -Nz- |
(3, 4- &FlI ca ci dinethoxyphenyl)sul fonyl]glycinam de H3C O CH3 Conpound
229: H3C'o Sc&nfbEhE 2Bk 4-chloro-2-(2,6 N?S,. 0

di fl uor obenzyl ) phenyl]-N-{3- F [(diethylam no)sul fonyl]propyl}-3,4-

di met hoxybenrenesuhienanrpde2Ck- CH3 O CH3 Conpound 230: H3C O S' Q 1, O CH3
N-[4-chloro-2-(2,6 |ozz % 3 o
difluorobenzyl}phenyl]-3,4-dimethoxy-N- F =S o
CH,
vinylbenzenesulfonamide
CLQ
cl

Compound 290:

Ny S O‘CH
N-[4-chloro-2-(2, 6- W: ‘ii:[ ;
s o

difluorobenzyl)phenyl] =3, 4-dimethoxy-N=-

F
(1,3~thiazol-2- O F O

ylmethyl)benzenesulfonamide

Compound 291:

N-[4-chloro-2-(2, 6- N
difluorobenzyl)phenyl]-3,4-dimethoxy-N- j: § o
3 N" g &n
(pyrimidin-2- ’
CLT
ylmethyl)benzenesulfcnamide &

Compound 292:
_ - " - o)
N-[4-chloro-2-(2,6 (:l : O,
difluorobenzyl)phenyl]-3,4-dimethoxy-N- ¢
(2-morpholin-4- O

yvlethyl)benzenesulfonamide

Compound 293:
N~2~=[2~chloro-6-(2,6-

difluorcbenzyl)phenyl]-N~2~-[(3,4-

Cl
dimethoxyphenyl) sulfonyl]lglycinamide
F

Compound 294:
N-{2-aminoethyl)-N-[2-(2,5- o
, H}‘J—k R /@
difluorobenzyl)-6-methoxyphenyl] -3, 4- ; Nx% Osgn,

0.
dimethoxybenzenesulfonamide O O s




FNS,O difluorobenzyl)phenyl]-N{3 [(dinethyl am no)sul fonyl] propyl}-3, 4-
Il - FI - C dinethoxybenzenesul fonamde p | 'CH3 H Conpound 231: H2N U N
OO NS,,~ N{2-[(am nocarbonyl)am no]lethyl}-N[4- F 1 CH3

chl oro-2-(2, 6-di fluorobenzyl)phenyl]- F a 3, 4-di net hoxybenzenesul f onam de
Conpound 232; | AN 4-chloro-2-(2,6- Ol 0 'CH3
difIuorobenzVP)Bﬂgﬁgb%5372-dinethoxy-N—7ﬁ NI S O OH BCT{ER2005(002&17| F |
ci yl propyl)benzenesul fonam de WO 2006/ 024779 - 61 - PCT/ FR2005/ 002017
Conpound 233: N2-[4-chl oro-2-(2-chl orobenzyl)phenyl]- 7Hz 'c", N2-[(3,4-
ci NS H dcarbbaxypbeny!)sul fonyl]glycinam de & 0 ci  Conpound 234:
N-[4-chloro-2-(2,6- N o o difluorobenzyl)phenyl]-3, 4-di nethoxy-N- F N of
[ 2- (2- oxopyr Nel[udtAibree2eki2F6H3C 3 N

| o.,
N~ CH,
difluorobenzyl)phenyl] -3, 4-dimethory-N- ; Rji:[g£m
(pyridin-2-ylmethyl)benzenesulfonamide
L

Cl

Compound 296:
0.
N~2~-[2-(2, 6-difluorobenzyl)-5- mmf? J::[ o

methoxyphenyl] -N~2~-[ (3, 4~
F o]

|
G

dimethoxyphenyl)sulfonyl]lglycinamide

Compound 297:
N-[2-(2, 6-difluorobenzyl)-6-
methoxyphenyl] -3, 4-dimethoxy~N- F o
O~cH,
methylbenzenesulfonamide
y l 0T

Compound 298:

0 0 3
1l
/SQ

difluorobenzyl)phenyl] [ (3, 4- FoHCT NS Em
dimethoxyphenyl)sulfonyl]amino}- O . O
butanamide “

Compcund 299:

4-{[2-(2,5-difluorobenzyl) -6~ o ]
o
methoxyphenyl]} [ (3, 4- §(\\<§Ji:[
F N O\CH,
dimethoxyphenyl)sulfonyl]amino}- %‘CHa

butanamide F

Compound 300:

N- (2-amincethyl)-N-[4-chloro-2-(2, 6- 0
! /©:

difluorcbenzyl)-6-methoxyphenyl]-3,4- F N8 0.

CH,
dimethoxybenzenesulfonamide O ] O



yl ) et hyl ] benzenesul f onam de cl
di f1 uor obenzyl ) phenyl ][ (4-chl oro- 2, 5-
di met hyl phenyl ) sul f onyl ] am no} -
(2, 6- O

H3 éZ-EEEhOXéifhyl)benzenesulfonanide F ci
19, 28060248778 F N S O 4 di’f Fruor obenZBFTAFR2993/Q02017 cH,

di met hoxybenzenesul f onam de Conpound 238: P c,

[ 4-chloro-2-
~N~\0 C, c
4-chl or o- 2-

hydr oxyet hyl )-3,4- &F- | c,

N [ 4-chloro-2-

"3 FN O
F Hc,
' cH,

(2, 6- HN,,,:,O difluorobenzyl) phenyl

Co

]

Compound 235: 4-{[4-chloro-2-(2,6- HN O

CH3 but anam de Conpound 236: H, N
di f1 uorobenzyl ) phenyl ] -3, 4-di net hoxy-N- F

ound 237: N-

-N-[2- ({ . (3

HNIL R 0 cH ForpPsupdcRll¢hl or ophenyl ) ami no] carbonyl }anino) / F / WO

/| FR2005/ 002017

2006/ 024779 -ni% - P :
et hyl ] - 3, 4- dNe€hdxyBafz EhBSEPPERZMIL &~ Conpound 239:

methoxyphenyl]-N-[2- (1lH-imidazol-1-
yl)ethyl]-3,4-

dimethoxybenzenesulfonamide

Compound 302:
N~2~-[4-chloro-2-(2, 6-difluorcbenzyl) -
6-methoxyphenyl] -N~2~-[(3, 4-

dimethoxyphenyl)sulfonyl]glycinamide

Compound 303:

N~2~=[2=-(2,6~diflucrobenzyl)-6-methoxy-

4-methylphenyl] -N~2~-[(3,4-

dimethoxyphenyl)sulfonyl]glycinamide

Compound 304:
(+)N~2~-[4-chloro-2-(2, 6~
difluorcbenzyl)phenyl] -N~2~-[{3,4-

dimethoxyphenyl)sulfonyl]alaninamide

Compound 305:
(=)N~2~-[4-chloro-2-(2, 6-
difluorcbenzyl}phenyl] ~N~2~-[ (3,4~
dimethoxyphenyl}sulfonyl]alaninamide
Compound 306:
N-[2-(2,6-diflucrcbenzyl)-6-
methoxyphenyl] -3, 4-dimethoxy-N-[2-(1H-
1,2,4-triazol-1-

yl)ethyl]lbenzenesulfonamide

OO‘H
c,

M=y

=

LCH
HN o 0 ’
B EVQ
F N O\CH

3

mmff qji:E CH,
1]
F N-SY

~»

o.
IS
SAGH
F

CH,

CH,
o’
~ o (I
5
- o.
F N \\bo CH,
“CH



N-[4-chloro-2-(2,6- H O VN, CH difluorobenzyl) phenyl] -N- (2- HN CH,

{[ (di met hyl am no) car bonyl ] am no}ethyl)- F NSO QH=/ F /

3, 4- di met hoxybenzenesul f onam de Conpound 240: N-[4-chloro-2-(2,6- c,

di fl uorobenzyl )phenyl] -N- [2- ({ [ (2- / 1 H'" 'CHO

chl or ophenyl ) am_no] car bon I}anino)- F NS 1 UMB

et hyl]-3, 4- d% ?ﬂﬁkzeeﬁzz esul fonam d& 84F-a CorpdRfRyY BRiZ003{ 002037
5-brono-2- (2, 6- 0 NH2 0 ~CH difluorobenzyl)phenyl] N-2--1(3,4- F ~NSO o
CH3 di nmet hoxyphenyl ) sul fonyl ] gl yci nam de &Flt:~Br Conpound 242: N 2-- |
4-brono- 2- (2omPouhtl 30¢H, difluorobenzyl)phenyl]-N-2--1(3,4- F N QF~

di met hoxyphenyl ) sul fonyl ] gl yci nam de F Br Conpound 243: CH3 P/-N N

[ 4-chl oro-2-N¢2--64-Bhldlre-2212, 8- s O, LCH,
di f1 uor obenzyl ) phenyl ] -3, 4- di net hoxy-N- \ H3 . §
difluorobenzyl)phenyl]=-N~2~-[ (3,5~ HN %/EEL
F N—S) o
dimethoxyphenyl) sulfonyl]glycinamide O O ° o
F
Compound 308: cl

N~Z2~-[4-chloro-2~(2, 6~

CH,
difluorobenzyl)phenyl] -N~2~-[(3- %mif ﬁji:l
. - ,CHa

methoxy-4- O O
£

methylphenyl)sulfonyl]glycinamide \

Compound 309:

N~2~-[2-(2,6-difluorobenzyl)-6- on,
methoxyphenyl] -N~2~-[ (3, 4~ & Eijﬂww
dimethoxyphenyl) sulfonyl]-N- AN
ethylglycinamide O |= O e,

Compound 310:
N-[2-(2,6-difluorobenzyl) -6~

methoxyphenyl]-N-[ (2-ethyl-2H-tetrazcl-

" oy
5-yl)methyl]-3, 4- T Ut
F NS0 CH,

dimethoxybenzenesulfonamide °‘cH3
F

Compound 311:

N-[2-(2,6-difluorobenzyl)-6-

methoxyphenyl]~N~[ (1-ethyl-1H-tetrazol- N=N o.
H,CVI\‘I’ ,}NI GQ CH,
5-yl)methyl]-3, 4- j:,g 1,

[¢]
dimethoxybenzenesulfonamide o\cH,
F



of OCH3 [1-(2-nethyl-2Htetrazol-5- F ci yl)ethyl]benzenesul fonam de WO
2006/ 024779 - 63 - PCT/ FR2005/ 002017 Conpound 244: N=N N- [4-chl oro-2-

(2, 6- HBCN,N O 11 difluorobenzyl)phenyl] -3, 4-dinmethoxy-N F Hc NO
O,CH3 cH, [1-(1-nethyl-IHtetrazol-5- 1 / F yl)ethyl]benzenesul fonam de cl
Conpound 245 N-[4-chloro-2-(2,6- diflugrobenzyl)phenyl]-3.4-di net hoxy- N
(3-pyridin-3wp 6BEﬁéﬁ?4yFBropyl)benzeﬁegélrbnanide %F¥4%$29° Q02947
Compound 246: N-[4-chloro-2-(2,6 /N difluorobenzyl)phenyl]-N-(1- F HCXN s O
CH cyanoethyl) -3, 4- 0 CH3 F dinethoxybenzenesul fonam de ci  Conpound
247: N-2--[2cbrRpbuddf Bugrobenzyl ) - 6- Ova

N~2~-[(3,4-dimethoxyphenyl)sulfonyl]-

N~2~-(3-methoxybiphenyl-2- HZNTOO /@:0
; - N O,
vl)glycinamide O o
“CH,
Compound 313: O

N-[4-chloro-2-(2,6-

. . ﬁ_[;l o‘cu,
difluorcbenzyl)phenyl]-3, 4-dimethoxy~N- '¢‘§ \Lfkji:[o

F N CH,

{2-[ (methylsulfonyl)amino]ethyl}-
F
d

benzenesulfonamide
Compound 314:

N~2~-[4-chloro~2-(2,6-

difluorobenzyl)phenyl]-N~2~-[(2-fluoro- o /[iIﬁmH
4’ 5_ F \iNIS\\o F
dimethoxyphenyl) sulfonyljglycinamide O ] O

Compound 315:
methyl N-[2-(2,6-difluorobenzyl}-6- (L
QO
0 ~
methoxyphenyl] -N-[(3,4- Is js?/@:

F
dimethoxyphenyl)sulfonyl]-L-alaninate O

Compound 316:
methyl N-[2-(2,6-difluorobenzyl)}-6- é o /E::[D\
methoxyphenyl]-N-[ (3, 4- S

dimethoxyphenyl)sulfonyl]-L-alaninate

\
ol

Compound 317:

[ o
methyl N-[2-(2,6-difluorobenzyl) -6~ °\ﬁ° ﬁ/@ >
o \

methoxyphenyl]-N-[ (3, 4- ) o
Ch N
dimethoxyphenyl)sulfonyl]-D-alaninate



H N O/ methoxyphenyl] -N2-- [ (3, 4- FNs oM O

di met hoxyphenyl ) sul f onyl ] gl yci nam de | Conpound 248: N-[4-chloro-2-(2,6-
[ OH3 di fluorobenzyl) phenyl] -N- F NSO\ I CH I~ 1~

(cycl opropyl methyl )-3,4- / F / ci dimethoxybenzenesul fonam de WO

2006/ 024779 - 64 - PCT/ FR2005/ 002017 Corrpound 249: HEN O H3 C C

N
4-chl or o-2- W9, 2806/024729.H4 F N O dlfluGrobenzyl???éﬁ§¢q°$l@°2?¥ﬁ chlgro

2, 5-di met hyl phenyl ) sul fonyl ] gl yci nam de F cl  Conpound 250: .CH3
N—[4-ch|oro-2-(2,6- O difluorobenzyl) phenyl ] -3, 4-dinmethoxy-N F " SO
H=  (2-pyrideBmBoyhat Byk) benzenesul fonam de F ¢l Conpound 251:
N-2--{4-chloro-2-[(2,6- HzN o -CH3 di fl uorophenyl) |

(hydr oxy) et hgthpheryl 2~ (B, 6-8s80Scebbbnzyhy 26~[ (314- ij /[:j:
N

methoxyphenyl] -N-[ (3, 4- _o f “ f
dimethoxyphenyl)sulfonyl]-D-alaninate
Compound 319:

N~2~-[ (4=-tert-butylphenyl)sulfonyl]}- wai /[:jjv\

N~2~-[2-(2,6-difluorobenzyl)-6- N~ “

methoxyphenyl]glycinamide O O
F

Compound 320:

N~2~-[2-(2, 6-difluorobenzyl)-6- HN\E%)/[:]:F
\\S\ E

methoxyphenyl]-N~2~-[(3,4- F Ny
o\
difluorophenyl)sulfonyl]glycinamide O O
F
Compound 321:
N°-[2~(2, 6-difluorobenzyl)-6- HN. 0 /[::EO\
methoxyphenyl]-N-[ (3, 4-dimethoxy . W‘m’%) ?
\\0
phenyl)sulfonyl]-R-alaninamide O O ~
F

Compound 322:

N®-[2-(2,6-difluorobenzyl)-6- mtr? /[:If\
S
S\

methoxyphenyl] -

N®-[ (3, 4~-dimethoxyphenyl) sulfonyl]-S- “

alaninamide

Compound 323:

0.

N2- [2-methoxy-6~ {2-phenylethyl)phenyl] - 'Wwi;EIZI:\

N2-[ (3, 4-dimethoxy o]
A%

~
phenyl) sulfonyl]glycinamide O



di met hoxyphenyl ) sul fonyl ] gl yci nam de cl  Conpound 252: 0, CH3
N-[4-chloro-2-(2,6 0 NN& /1 CH3 difl uorobenzyl)phenyl ]-N-[2-({[(3,4- N CH
~aj di met hoxyphenyl )am no] carbonyl }am no)- F "- 4H

et hyl ] -3, 4-di net hoxybenzenesul fonam de F cl Conpound 253:
N-[4-chloro-2-(2,6 H, difluorobenzyl)phenyl]-3, 4-di net hoxy-N- HNyO

(2-{[ (et hy| WRi ABPEAPRARYP] ani no} et hyF) 7 THNL R OC" FORLTBANRR(IV NS de F
Compound 254: la N [ 4-chloro-2- (2, 6- N\ 1 0 S 0.CH3

di f 1 uorobenzyl ) phenyl ] -3, 4-di net hoxy-N- F N\, o CH3

(2-pyridin-3-yl ethyl)benzenesul fonam de |~ F ca WO 2006/ 024779 - 65 -

PCT/ FR2005/ 002017  Conpgufile 286nt 8kt OoEHche Nt hdesBiOh0-2h€2,6 0, ~ |

di f | uorobenzyl ) phenyl ] -3, 4-di met hoxy-N- F N SO 0, c",

(2- pyridi n- 4fylebhyhybreeasnagsl bppayide |~ F
- a (C1-Cy) alkyl group: a saturated, linear or branched

5 aliphatic group ccntaining from 1 to 4 carbon atoms,

such as methyl, ethyl, propyl, isopropyl, butyl,
isobutyl, sec-butyl or tert-butyl;
- an optionally substituted (C;-C4) alkyl group: an
alkyl group as defined above in which one or more

10 hydrogen atoms have been substituted with a
substituent;

- a (C3-Cg¢) cycloalkyl group: a saturated cyclic alkyl
group containing from 3 to € carbon atoms, for example
cyclopropyl, cyclobutyl, cyclopentyl or cyclohexyl. The

15 cycloalkyl group may optionally be substituted with a
(C1-C4) alkyl group, for example methylcyclopropyl,
dimethylcyclopropyl, methylcyclobutyl,
methylcyclopentyl, methylcyclohexyl or
dimethylcyclohexyl;

20 - a (Ci;-C4) alkoxy group: a (C;-C4) alkyl-O-radical in
which the (C;-C4) alkyl group is as defined above, for
example methoxy, ethoxy, propoxy, isopropoxy, butoxy,
isobutoxy, sec-butoxy or tert-butoxy;

- a (C1-Cy) alkylcarbonyl group: a {(Ci;-C4) alkyl-C(O)-

25 group in which the (C;-C4) alkyl group is as defined
above;

- a fluoro(Ci-C4)alkyl group: a (Ci-C4) alkyl group as

defined above, one or more hydrogen atoms of which have




cl Conmpound 256: o N (2-amnoethyl) -N- [ 4-chloro-2- (2, 6- HN~- CH3 F
N 5, 0 Qdifluorobenzyl)phenyl]-3,4- CH3 |~ dinethoxybenzenesul f onam de
/ F cl Compound 257: N (2-amnoethyl) -N [2- (2, 5- "", 0 OCH3 11

di fl uorobenzyl ) - 4- met hyl phenyl]-3,4- F NS cH, dinethoxybenzenesul f onam de

F CH  Conpound 258: N %é (2, 6-difluorobenzyl) -4- )—IN 0/ /OCHg 11
met hyl pheny!JQ 32006 04 hb%y- N-[2- F N 88CH, PCT/FR2005/002017
(et hyl am no) et hyl ] benzenesul fonam de F CH, Conpound 259:

N-2--[4-chloro-2-(2,6 0 NHs 0 CH 3 difluorobenzyl)phenyl]-N2--[(4- \ 11
cHE N 3 ﬂ@@ﬁ@x§u@st1¢uted with one or more flGorine atoms.

Examples that may be mentioned include the -CF; and
—-CH,-CF3 groups;
- a (Cy-C4) alkenyl group: a linear or branched

5 monounsaturated or polyunsaturated aliphatic group
containing from 1 to 4 carbon atoms, for example having
one or two ethylenic unsaturations;
- a fluoro(C;-Cy)alkoxy group: a (C1-Cy) alkoxy group as
defined above, one or more hydrogen atoms of which have

10 been substituted with one or more fluorine atoms.
Examples that may be mentioned include the -0-CF; and
-0-CH»-CF3 groups;

- a halogen atom; a fluorine atom, a chlorine atom, a
bromine atom cor an iodine atom;

15 - an aryl group: a monocyclic or bicyclic aromatic
group containing between 6 and 10 carbon atoms, for
example phenyl or naphthyl. The aryl group may
cpticnally be substituted with 1, 2, 3 or 4
substituents. Examples of substituents that may be

20 mentioned include a halogen atom, a (C;-C4) alkyl group,
a (C1-C4) alkoxy group, a fluoro(C:-Cs)alkyl group, a
fluocro{C;-Cy)alkoxy group, a hydroxyl group, a -CN
group, a nitro group and a group —-CO-NR;R, with R, and Ry
being, independently of each other, a hydrogen atom or

25 a (C;-C4) alkyl group:;

- a heterocyclyl group: a saturated, unsaturated or

aromatic monocyclic or bicyclic group containing




met hyl phenyl

(2- phenoxyet
PCT/ FR2005/ 0
di f1 uor obenz
dinethoxyphe
N- ( 2- am noet
4- FNS'Oc

)sul fonyl ] gl yci nam de ¢l Conpound 260: N- [4-chl oro-2-
0 0 CH, difluorobenzyl)phenyl]-3,4-dinmthoxy-N- FNS"'0 I9H
hyl ) benzenesul fonam de I~ 3 F cl WO 2006/ 024779 - 66 -

02017 Conpound 261: .CH3 N-2--[4-cC

I I --
ﬁ )$Q§g¥8%§7%§ﬁanlnag?de4r~ﬁﬁH§F ¥ S

hIoro 2-(2,6- HN ~0

(2, 6-

hyI) N-[4-chloro-2-(2,5- H N10 ~I dlfluorobenzyl) phenyl] -3,
C CH3
2, 6-

di net hoxybenzenesul fonam de F

c ound 263:

N 2- - [ (4- terPestWpﬁeﬁw) of FBH&P‘F’] anﬁzﬂog}pausmapirom _ERI 8r o- 2- ’(
b h I d S\
KL g RO 5 GO B0

ExamE%gN %hatomgGBbe mentioned include 1,3-dioxolanyl,

~NS'0 difl
[ 4- chl oro- 2-
(2- hydr oxy- |

10

15

20

25

imidazolyl, tetrazolyl, oxadiazolyl,

thiazelyl, thienyl, pyrimidinyl and

pyridyl,

triazolyl. The

heterocyclyl group may optionally be substituted with

1, 2, 3, 4 or 5 substituents. Examples of substituents

that may be mentioned include a halogen atom, a (Ci-Cy)

alkyl group, a (C;—-C4) alkoxy group,
and a -CN group.

As already indicated, the

a hydroxyl group

compounds of

general formula (I) may comprise one or more asymmetric

carbons. They may therefore exist in the form of

enantiomers or diastereoisomers. These enantiomers and

diasterecisomers, and also mixtures

thereof, including

racemic mixtures, form part of the invention.

By virtue of their structu

re, the compounds

of general formula (I) may also exist in the form of

rotamers. In the context of the invention, the term

“rotamers” means compounds that have identical

structural formulae but different set spatial

conformations. These differences in

the set spatial

conformations of these compounds can give them

different physicochemical properties and even, in

certain cases, different biclogical
The compounds of general f

exist in the form of atropociscmers.

activities.
ormula (I) may also

Atropoisomers are

F



met hyl et hyl ) -3, 4 di met hoxybenzenesul fonam de ¢l  Conpound 265: N-2-- [2-
(2-chl orobenzyl) -4- HN, 0 0 GoH, N'O (di nmethyl am no)phenyl]-N-2--[(3, 4-
CH di met hoxyphenyl ) sul fonyl]glycinamde N H C CH, Conpound 266:
4-{[4-chloro-2-(2,5- HZNOC OV ~N O 'S, \ | difluorobenzyl)phenyl ][ (3, 4-
F 0O Owve dinethgoxyphenyl)sul fonyl]am no} F ClI  butanam de WO 2006/ 024779 -
67 - PCT/ FRzU@SFé'éfdP?‘l npound 267: N0 |, Cc I NPST/FR208P4PB29172 5- oo
F's,, CH difluorobenzyl)phenyl]-N2--[(4-chloro
2, 5-di et hyl phenyl ) sul fonyl ] gl yci nam de F Cl _ Conpound 268: NCH3
N- [ 4- chl or o- SopPogngscal idengiged| ssrsisenrpl) flesmplpen Pt yhd ch
have a particular spatial configuration, resulting from
a restricted rotation about a single bond, due to large
steric hindrance on either side of this single bond.
5 Atropoisomerism is independent of the presence of
stereogenic components, such as an asymmetric carbon.
The compounds of formula (I) may exist in the
form of bases or of acid-addition salts. Such addition
salts form part of the invention.
10 These salts are advantageously prepared with
pharmaceutically acceptable acids, but the salts of
other acids that are useful, for example, for purifying
or separating the compounds of general formula (I) also
form part of the invention.
15 The compounds of general formula (I) may also
be in the form of hydrates or solvates, i.e. in the
form of associations or combinations with one or more
water molecules or with a solvent. Such hydrates and
solvates also form part of the invention.
20 In the text hereinbelow, the term “leaving
group” means a group that may be readily cleaved from a
molecule, with loss of an electron pair, by breaking a
heterolytic bond. This group may thus be readily
replaced with another group, for example during a
25 substitution reaction. Such leaving groups are, for

example, halogens, or an activated hydroxyl group such

as a mesylate, tosylate, triflate, acetyl, etc.



di oxol an-2-yl )ethyl]-3,4 di net hoxybenzenesul fonam de 1" FIB Conpound 269:
phenyl (2-{[4-chloro-2-(2,6- CIrC C difluorobenzyl)phenyl] [ (3,4- | F
HN~, s | .oCCH  dinethoxyphenyl)sul fonyl]am no}ethyl)- I~ 1 CF carbamate
C Compound 270: N-[4-chloro-2-(2,6- 9H o O CH3

i et noxyberJRnEG0PY 0RAAT8 ol  Compomnd1ori: N[ 4 B OMRGATA0ER0N
di fl uorobenzyl ) phenyl]-N[2-(1H F NS/ 0o CH OOCH
i m dazol -1-yl)ethyl]-3,4_F dinethoxybenzenesul fonam de cl WD 2006/ 024779 -
68 - PCT/ FR256§WB¥261?f EBABONAEIIZPEPS0aRe zefpepgces for preparing
4-{[2-(2’6-d%LL%Ogggeg§¥LA-?ﬁ QAgvanced Organic Chemistry”, J.
March, 3! Edition, Wiley Interscience, pp. 310-316.
A subject of the present invention is also
5 the process for preparing the compounds of general
formula (I).
Thus, the compounds cf general formula (I)
may be prepared via the processes illustrated in scheme
1. According to this scheme, the compounds of formula
10 (I) may be ocobtained:
- either via alkylation of the compounds cf general
formula (II) with compounds ¢of general formula (IV), in
the presence of a base, according to an adaptation of
the process described by Levin et al., Bicorg. Med.
15 Chem., 2001, EN 11; 22; 2975-2978;
- or via a Mitsuncbu reaction between the alcohols of
formula (X) and the compounds of general formula (II).
In the compounds of general formulae (II),
(IV) and (¥X), Ar;, Arz, Ar3, T and R; are as defined in
20 formula (I) and Z is a leaving group such as a halogen
atom chosen from bromine, chlorine and iodine; or
alternatively a mesylate, a tosylate or a triflate.
The base may be an organic base, for instance
potassium tert-butoxide, or a mineral base, for
25 instance potassium carbonate, or alternatively a phase-

transfer agent, for instance tetrabutylammonium

bromide.



met hoxyphenyl] [ (3, 4- F NSO H3 Ow dinethoxyphenyl)sulfonyl]am no}- F
but anam de Conpound 273: 0 N 3-- [4-chloro-2- (2, 6- -CH, 142N fl 1 .CH,
di fl uorobenzyl ) phenyl ]-N-3--[(3,4- F Ns-'0 di met hoxyphenyl )

sul fonyl]-beta- F a al ani nam de Conpound 274: N [4-chloro-2- (2, 6- HNrj

0 dCH3 dlfluorobe henyl ] - 3, 4-di net hoxy-N- F NSo 'C 2R
-pyrrolidin-% 2 ﬁé%ﬁ?l]benzenesuFf@@an1de Cl Q%%%%%%@°§2é92&¥7
[ 4- chl oro- 2- (2 6 HN | 0 /[~ 0" CH dlfluorobenzyl)phenyl]

-3,4-dimethoxy-N- F 1°'LNN 0, 0 CH3 [(2S)-pyrralidin-2/
yl met hyl ] benzenesul f onAfi éaeaMlb'éHﬁBGHdri% lgn{[dléﬁPBFepzl(z 6 .CH3

dlfluorObenzagoélcarboLyEage (DI%D ngyFbe EeglgE;d w1%h anagggues
thereof, for instance diethyl azodicarboxylate and di-
tert-butyl azodicarboxylate, and the triphenylphosphine
5 may be grafted onto a resin (R.G. Gentles et al., J.

Comb. Chem. 2002, 4, 442-456).

Scheme 1
base
R
0O (v) R, ©
Il Il
Ar1—T—Ar2—--NH—ﬁ—Ar3 Ar,—T— Arz-—-N—|S| —Ar,
o) o
D @
PPh, / DIAD
R1 —OH
(X)
10 The compounds of structure (I) for which R; is

a sequence of the type -CR;Rg-(CH;)pn—Rs, with Ry =
-CONRj;R13, may be obtained from the corresponding esters
of formula -CR;Rg-(CH;},COORi14, according to the
following reaction sequence: saponification cf the

15 carboxylate function -COORj4; activation of the
carboxylic acid function generated, for example with
chloroformates to form mixed anhydrides; amidation
reaction with amines of the type NHRj3R;3 with n, Ry, Rg,
Ri2, Riz and R, as defined above.

20 The compounds of structure (I} for which R; is

a sequence of the type —-CR;7Rg-(CH;)p~Rg with Ry =



di met hoxyphenyl ) sul fonyl ] am no}-2- 6 F ethoxyacetam de C1 WD 2006/ 024779 -
69 - PCT/ FR2005/ 002017 Conpound 277: N [4-chloro-2- ( 2, 6- /=N CH3
di fl uorobenzyl ) phenyl ] -3, 4-di nethoxy-N- NQ | F NS CH3
[2-(1H1,2,4-triazol-1- I\ yl)ethyl]benzenesul fonam de / F G Conpound 278:
N- [4-ch|oro-2-@&2, 6- HC, N CH, difIuorobenzyl)phengl]-N—SZ-?LZ- ~N 0' CH,
(di met hyl ani #9) PAS/PRATIS et hyl ) - 3, 4~ B3N SO cHPCT/FR2005/002017
di met hoxybenzenesul f onam de 6~F G Conpound 279:
N-2--[(4-am nophenyl )sul fonyl]-N-2--[4- NH2 11 o NH "o _chloro-2- (2, 6- F
~NO difluorﬁygﬁfﬂ' ﬁhéﬁylTQVyEPn@h?GéHGdeEPm EEWE@HH@SZ3§? for
N-2--[2-(2,5-%Lf uoropenzyL%;4- ONF69 CH nethgl$hqul %}éhkz-- (3, 4- F
N-SoCH  di met Reny| Ye8a1 $ohyig 3t i e 15ovamate et BnpotRl 281:
CH3 R1sNCO or R3igNCO with n, Ry, Rg, Ris and Ri¢ as defined
above.
5 The compounds of structure (I) for which R; is
a sequence of the type -CR;sRg- (CHz)n—Ry, Rg = -NRjgR1; in
which R;p and R;;, independently of each other, represent
a hydrogen atom and a (C;-C4) alkylcarbonyl group, may
be obtained from compounds (I) for which Rg = NH; via
10 the action of carboxylic acids of formula (C;-C;)alkyl-
COOH or the acid chlorides therecof of feormula
(C1-C4)alkyl-COCl with n, Ry, Rg, Rip and Rjy; as defined
above.
The compounds (I) for which Ry is a
15 heterocyclyl group such as substituted tetrazolyl are
obtained via standard chemical reactions known to those
skilled in the art, from compounds {(I) for which Ry is a
cyano group.
The compounds of structure (I) for which T =
20 -(CHz)n with n = 1 may be obtained, in certain cases,
from compounds of structure (I) for which T = -CHOH,
via the action of hydride, for example triethylsilane,

in the presence of boron trifluoride etherate.

The compounds of structure (I) for which T =

~
»c ~CH™R,

with R; being a hydroxyl group may be
obtained, in certain cases, from the corresponding

compounds for which



o0 N-(2-am noethyl)-N[2-(2,6- HNo | F\ N~ CH3
di fl uor obenzyl) - 6- net hoxyphenyl ]-3,4- SO\ O \ \ -CH3

di met hoxybenzenesul fonam de | FI Conpound 282: N [2- (2, 6-difluorobenzyl)
-6- H3 ,CH3 HN nethoxyphenyl] -3, 4- dinethoxy N [2- F NOSO\ o' CH

(et hyl am no ethqu?enzenesulfonan1de I\ oo CH3 F WO ZQQG/QﬁﬁgZEB- 29 -

PCT/ P R2005/ 9829 24P%8nd 283: N 2-- P4-chl or 0- 2-RCE/FR?

di f | uorobenzyl ) phenyl ] - N—2--[(6 F~\ N O nethoxypyridin-3-

yl)sul fonyl ] glycipapi de cl  Conpound 284: N- [4-chloro-2-

(2,

I F
6- HNH3

" ' difluorobetizyl ) phenyl]-3,9-dinethoxy-N- 1S" 0 NcH[2- 3 F

(met hyl am no) et hyl ] benzenesul f onam de cl

via the action of hydride, for example sodium

borchydride.

The compounds of structure (II) are obtained

5 beforehand according to scheme 2, via sulfonylation of

the compound of formula (III) with sulfonyl chlorides

cf formula (V) in the presence of a base chosen from

tertiary amines such as pyridine, according to the

process described by Stauffer et al., Bioorg. Med.

10 Chem., 2000, EN 8, 6, 1293-1316. Tertiary amines that

may also be used include triethylamine and

diisopropylethylamine.

In certain cases, it may even be envisaged to

use a mixture of tertiary amines.

15 The compounds of formﬁla (V) are commercial

or may be obtained by adaptation of the processes

described, for example, by A.J. Prinsen et al.,

Trav. Chim. Netherlands 1965, EN 84, 24.
In the compounds of formulae (III)

20 Ar,;, Ar;, Ar;z and T are as defined in formula

and

(I).

Recl.

V),

(0]

CH



Compound 285: N-2-- [2- (2, 5-difluorobenzyl) -6- ~/NHp CH F I N " 4
nmet hoxyphenyl] -N2-- [ (3, 4- 00,CH cH

di met hoxyphenyl ) sul fonyl ] gl yci nam de 3 F Conpound 286: H3N~O / | -CH3
N-2--[5-chloro-2-(2,6- 10, CHF N 110 0 3

di f1 uor obenzyl) yl]- --[(3,4- &Fb'cl
dinethoxypheﬁ?lggﬁgfgkﬁyﬁélycinanide “C§§b6Und 287:PQF{FR%9%5/°°2°17

N- (3-am nopropyl )-N-[4-chloro-2-(2,6- ~0 Clo difluorobenzyl) phenyl] -3,

4- FN S \CH3 ~ F | i dinethoxybenzenesul fonam de ci Conpound 288:
N-2--[2-(2,6-difluorobenzyl)-6- / 0CH3 H N0 nethyl phenyl]-N2--[(3,4- F
N SO oCH, CH3 dinmet hoxyphenyl)sulfo ¥ | ygi nam de F WO 2006/ 024779 - 71 -
PCT/ FR2005/ 002017 Conpound 289: N §_§£§ﬁ+§ro-z- (2, 6- Z 1 6—I 0 CH

difIuorobenzyl)phenyl]-3,4-dinethOﬁy-N- FINS ~03 T

ase

Ar,—T— Ar,— NH, =  Ar,—T—Ar,—NH—S —Ar,
Cl—S80,— Ar, |

(Im) V) (D)

(llla): T=-CH,-
5 (llb): T= —CH(OH)
(llc): T= >CH(OH)-(C4-Cyalkyl
(llld): T= >CH-(C4-Cy)alkyl
(llle): T= > N-(C;-C.)alkyl
(If): T= SCH=0
10 (llig): T= -CH.CH,-

The compounds cof formulae (IIIa), (IIIbk) and

(IIIf) are prepared according to schemes 3 tc 5. The
2-nitroaldehyde derivatives of formula (VI) react with

15 organometallic compounds of formula (VII) in which M
represents an MgBr, MgI, ZnI or Li group to give the
compounds of structure (VIII). The organometallic
compounds of formula (VII) are commercial or are formed
according to the standard processes described in the

20 literature. The nitro alcohols of formula (VIII) are
reduced via hydrogenation, for example under the action
of tin metal and concentrated hydrochloric acid in
ethancl, to give the compounds of structure (IIIb). The
derivatives of formula (IIIb) are reduced via the

25 action of hydrides, for example with a mixture of
triethylsilane and trifluorocacetic acid in

dichloromethane to give the derivatives of formula




el vinyl benzenesul fonam de 6F Conpound 290: cl /-1 :cH N [ 4-chloro-2-
(2, 6- NS F Ndifl uorobenzyl)phenyl]-3, 4-di methoxy-N- ¢ ¢"3 (1, 3-thiazol-2-
6F a vyl nethyl)benzenesul fonam de Conmpound 291: N-[4-chloro-2-(2,6 N/N
CH3 di fl uorobenzyl)phenyl]-3, 4-dinethoxy-N F N S F 4H3 (pyrimdin-2- (~

F ylnethyl)benz | f onam de C, Conpound 292: N hIoro 2,_6 ON, o
CH3 0 11, %Pﬁé?ggéﬁf§l)phenyl] 3,74- dﬁnnthoxy 2?%5017

(2- nor phol i n- 4 6 F vylethyl)benzenesul fonam de Cbnpound 293.
N—2--[2-ch|oqgi?582,6- oc"3 HN

The nitroaldehydes of formula (VI) are
commercial or may be prepared, for example, according
to an adaptation of the process described by J. Kenneth

5 Horner et al., J. Med. Chem., 1968, 11; 5; 94¢.

Scheme 3

/Ar A= M "
2™ VII /I\ NO
O N02 __L_)_,. Ar1 Arz/ 2

(VD) (VIID)

2

H
NH H /ji\
Ar, /\Ar R - Ar, Arz/ e

(Ila) (11Ib)

Other possibilities for synthesizing the
10 compounds of general formula (IIIb) and (IIIf) are

presented in scheme 4.



ol difluorobenzyl) phenyl ] -N2-- [ (3, 4- FNs,, \ 0.CHO 3

di met hoxyphenyl ) sul fonyl ] gl yci nam de F Conpound 294: N- (2-am noethyl) -N
[2- (2,5 0 difluorobenzyl) -6-nethoxyphenyl] -3, 4- F NS, 0 0,CH3 o,

di met hoxybenzenesul f onam de C'3 F WD 2006/ 024779 - 72 - PCT/ FR2005/ 002017

Conmpound 295 2-(2,6 N OUCH,
d|f|uorobenzVP)BhgﬁEBfggga di met hoxy- N 87 NSO OCHa PCT/FR2005/002017
(pyridi n-2-yl met hyl ) benzenesul fonam de / F Cowpound 296: C o, N2-- [2-
(2, 6-difluorobenzyl) -5- HW CHa FE -co- met hoxyphenyl ] -N-2--[ (3, 4-
di met hoxyphenyl ) sul f onyl ] gl yci nani de—MI—CH Conpound 297:
N-[2-(2,6-difluorobenzyl)-6- 0/ 0'CNa nethoxyphenyl ] -3, 4-dinethoxy-N
F HCNIS ?HO

PhBCI, , NEt, / Ar,—CHO  (XII)

Lewi acid j\ OH
Ar. — NH ewis aci NH H-
" : T A Afz/ P A Ar,”” NA,
(iX) Ar1—-CN 1 2
(X1 (111 (I1Ib)
1) Ar,—M
(VID)
2)H*
(J
Al ~. (9]
all
NH, CN ou @ N4]\
(X) X1v)
5 The anilines of formula (IX) are condensed

with nitriles of formula (XII), in the presence of a
Lewis acid, for instance boron trichloride with
aluminium trichloride or with gallium trichloride, to
give the compounds of formula (IIIf), according to the

10 process described by T. Sugasawa et al., J.A.C.S5. 1978;
100; 4842. The compounds of formula (IIIf) may be
obtained via condensation of aminonitriles (XI) with
the organometallic derivatives (VII), according to the
process described by R. Fryer et al., J. Heterocycl.

15 Chem., 1991, EN 28; 7, 1661. The compounds of formula
(ITIf) may also be obtained from the intermediate (XIV)

according to an adaptation of the process described by




met hyl benzenesul fonam de &* CH a Conpound 298: 3-{ [4-chloro-2-(2,6- 00
CH3 0, NH, difluorobenzyl)phenyl] [ ( 3, 4 - FHNS" 0 cH\ a
dinethoxyphenyl)sulfonyl]anino} I/ F cl butananm de Conpound 299
4-{[2-(2,5-difluorobenzyl)-6- NH OCH, nethoxyphenyl] [ (3, 4- q, I F

. CH d | | f onyl b d
3007 N (2- anPRoGERY PERITR. chl oro’ 2. (7. 8% o e H \RER E‘R&S@Fﬁ@%ﬁiﬁ??n

- 6- net hoxyphenyl] -3, 4- F N=S~~ o,CHa CH, di nethoxybenzenesul fonam de / F
Cl WD 2006/ 024779 - 73 - PCT/FR2005/0Q2017 _ Conpoy
N-[ 2- (2, 6- di PrubfaBeRsylr) J6- Hﬁé@ﬁ&@ﬁﬁéﬁw Fhroy- 2- (1f34-1|'m9(9§zol - NN/ ocH

yl) ethyl] -3, 4- F SC’cg)rbonylyfunctlon C?3the compounds (IIIf)

is reduced via the action of a hydride, for example
sodium borchydride in ethanol, to give the compounds of
5 structure (IIIb).

Another method for preparing the compounds of
formula {IIIb) consists in condensing the anilines of
formula (IX) with benzaldehyde derivatives of formula
(XIII) in the presence of phenyldichloroborane and

10 triethylamine, according to the process described by
T. Toyoda et al., Tet. Lett., 1980, 21, 173.

It should be noted that the compounds of
formula (IIIf), under the action of triethylsilane and
trifluorcacetic acid, for example, may give the

15 compounds of formula (IIIa).

Another possibility for synthesizing the

compounds of general formula (IIIa), in which Ar;

represents a hetercaryl, is presented in scheme 5.

Scheme 5
20
Ar—CH,CI  (XVIIl)
Ar;-NO, 1 - Ar1/\ A;-NO,
(XVIT) Base (XIX)
H2

Ary” AryNH,

(llla)



di met hox benzenesul f onam de Conpound 302:
N-2--[4-chloro-2-(2,6-difluorobenzyl)- o 0"CH3 HP-/C S\

6- met hoxyphenyl ] -N-2--[(3,4- FN o CH 1\ NCH

di met hoxyphenyl ) sul fonyl ] gl yci nam de &'  Compound 303: N2-[2-(2,
6-di f |l uor obenzyl "'"~0 ScH F NO O,

- 6- h
4- nethylphenVP]2§P§?9$§%7§Xdlnethoxypﬁeﬁ?lf suIfony??%i%%%qgﬁﬁQﬂ?%ﬁq[ C

Conmpound 304: CH3 (+) N-2-- [4-chloro- 2 (2 6 H2N— 0/ Oo,. F H6F C
NS~ \ O difluorobenzyl)phenyl] 2--[
di met hoxyphenyl ) sul fonﬁh‘?aﬂ“a%ﬂ%]ﬁ?ﬂélﬁl Ofcf)%‘ﬁ‘%ﬂ SHBLL| - §rfp 2--

T e N sebBeeRerironto GRS BRAnDETCePRoRy P SEARPREAG Compouny

0 ol 2 AT AT AR PRI Sk € fBe, cor vampie

potassium tert-butoxide, to give the derivatives (XIX)

5 according to the process described by Florio S. et al.,
Eur. J. Org. Chem., 2004, 2118, which are reduced, for
example, via the action ¢f tin metal in the presence of
12M hydrochloric acid, to give the derivatives of
formula (IIIa).

10 The compounds of formulae (IIIc) and (IIId)

are prepared according to scheme 6.

The compounds of formula (IIIf), under the
action of a (C;-C4) alkylmagnesium reagent, give the
derivatives of formula (IIIc). These compounds are

15 dehydroxylated under the action of aluminium
trichloride and lithium aluminium hydride to give the

compounds (IIId).




FN,SO\ oCH3 1, 2, 4-triazol-I- o' CH yl)ethyl]benzenesul fonam de WO
2006/ 024779 - 74 - PCT/ FR2005/ 002017 Conpound 307: N-2--[4-chloro-2-(2, 6-
0. CH3 difluorobenzyl) phenyl] -N2-- [ (3, 5- HN(O0O "' I F ~NSO: OCH
di met hoxyphenyl ) sul fonyl ] gl yci nam de ¢' Conpound 308: 6~F
N-2--[4-chloro-2-(2,6- difluorobenzyl)phenyl]-N-2--](3-_ 0 CH F HN--cNp

O CH3 netho??—ioﬁé{ﬁﬁﬁﬂﬁgnyl)sulfonyr]épyGinanide £éTffﬁﬁQQ§%P@£@ﬂ7
N-2--[2-(2,6-difluorobenzyl)-6- ,CH3 CH3 net hoxyphenyl]-N-2--[(3,4- O CH
NH 1~1 dine hgx henyl)sul fonyl]-N F~-N S''0 ~E: 1L:5_C.c et

hyl gl yci nam und 310: N-[2-(2,6-difluorobenzyl)-6 CH3
nmet hoxyphenyl ]-N-[ (2-ethyl -2Htetrazol N O CH
i Ho. (C-C, alkyl
(C,-C,)alkyl—MgBr
Ar, Ar,”” NH, P - Ar, Ar,”” NF,
(111f) (Illc)
LIAIH,
AlCI,
(C,-Cy) alkyl

Ar, Ar,”” NH,
(IlId)
The compounds of formula (IIIe) are prepared
5 according to scheme 7. The derivatives (XV), under the
action of a base, for example caesium carbonate and a
C1-Cs alkyl halide, give the derivatives (XVI). The
nitre group of these derivatives may be reduced, for
example, in the presence of tin metal and hydrochloric
18 acid in ethanol to give the compounds of formula

(IITe).




5-yl) nmethyl ] -3, 4- No oo F NHS*O CH3 di nmet hoxybenzenesul f onam de 0, CH
Compound 311: F N-[2-(2,6-difluorobenzyl)-6-

nmet hoxyphenyl ]-N-[ (1-ethyl -1 Htetrazol- N=N o, H3CVN TAN 1 CH3
5-yl)methyl]-3,4- ? F N5l ~-0 CH3 di net hoxybenzenesul f onam de &F-1 , CH3 WO
2006/ 024779 - 75 - PCT/ FR2005/ 002017 Conpound 312:

N-2--[ (3, 4- dFRe2ABLYPRARYP) sul fonyl] ~CR3 N-2- - (3-PRTABRSOIDAROZPLD- HN s/
, 0, yl) egC|nan1de /' N "0 CH \ \ "CHO Compound 313:

N-[4-chl oro-2-(2, 6- d|fluorobenzyl)phenyl] -3, 4-dinmethoxy-N- H=c-' q, 'cH,
O's O No OH {2-[(nethylsul fonySghemag¥ethyl} / F /

benzenesul fonam de c4 Conpound 314: N-2--[4-chloro-2-(2,6 0 CH,

T (C,-C,) atky!
N NO (C,-C,alkyl—Hal
N 2 . N NO
Ar, Ar,” A AR R

base
(XV) (XVID)

H,

(CI31-C4) alkyl
A San e

(Ille)

The compounds of formula (IIIg) are prepared

5 according to scheme 8. The nitroaldehydes (VI), via

condensation with the derivatives (XX) according to a

Wittig reaction, give the compounds (XXI). These

derivatives are reduced, for example by catalytic

hydrogenation with palladium, to give the compounds of

10 formula (IIIg).



di fl uorobenzyl ) phenyl ]-N-2--[(2-fluoro- HHN Omo, CH3 Il \ 4,5- FNs'\O
F di met hoxyphenyl )sul fonyl] glycinam de 6~F CI  Conpound 315: nethyl N

[ 2-(2,6-difluorobenzyl)-6 O nethoxyphenyl]-N-[(3,4- oR~I FNS

di mret hoxyphenyl ) sul fonyl ] -L-al aninate F Conpound 316: et hyl
N-[2-(2,6-difluorobenzyl)-6- a met hoxyphenyl] -N- 3. 4- F_ I

di nmet hoxypheﬂ?l ?Qﬂﬁ?%é?]i’-gb al ani nate™l %E “ConpounoP‘%qwoshEQ%”
N-[2-(2,6-difluorobenzyl)-6- o 11 ' 'S F N' nethoxyphenyl]-N-[(3,4- O

di met hoxyphenyl ) sul fonyl ] -D-al aninate 6:7.6 WO 2006/ 024779 - 76 -

PCT/ FR2005/ 002017 Conpound 318: net8§Re®er8_ (2 6-difl uorobenzyl)-6- 0°0 o\
met hoxyphenyl ] -N- [ (3, 4- N S® F di met hoxyphenyl)sul fonyl]-D-al aninate F

Ar,CH,P(®), Cl
(XX
OHC—Ar;—NO, - are” AN,
(VI (XXI

H;

(Ilig)

In all the schemes and for all the compounds
5 of formulae (II) to (XXI}), the meanings of Ar;, T, Ar,
Ar; and R; are as defined for the compounds of general
formula (I).
In schemes 1 to 8, the starting compounds and
the reagents, when their mocde of preparation is not
10 described, are commercially available or described in
the literature, or alternatively may be prepared via
methods described therein or known to those skilled in
the art.
When a compound cocmprises a reactive
15 function, for example a hydroxyl group, it may
necessitate prior protection before reaction. A person
skilled in the art can determine the need for prior
protection.

The compounds of formulae (II) to (XXI) are



Compound 319: N-2--[(4-tert-butyl phenyl)sulfonyl]- HN o
N-2--[2-(2,6-difluorobenzyl)-6- F Nd 0\ nethoxyphenyl]glycinam de &F-6
Compound 320: N-2--[2-(2,6-difluorobenzyl)-6- RN O jF ~o'

met hoxyphenyl ] -N-2--[(3,4- F Nd F O difluoropeenyl)sulfonyllglycinam de \
Conpound 321; N2- - (2. 6-difluorobenzyl) -6- H2ZN Op,1 0O

nethoxyphenyV?- 9%?§?g73?nethoxy FrN 9%\'0 " [ﬂﬁ9§z§R2°°5/°°2°17

sul fonyl ] -R-al ani nam de "o~ 6,::~6 Conpound 322: N2- [2- (2,
6-dif|uorobenz%l) -6- H2N o O, nethoxyphenzl ] - F NSO A ,

N2- [ (3, 4- di meehoky pRenyYYEReEbRyLPEermedEates ahPRakiBePEBRPERRECE23:

Ne-[ 2- met hoxyz 6 2- phenyl ety  }Phenyl s ebod L1 1z Nah(Fodndlethoxy 13-
integral part of the present invention.
The examples that follow describe the
5 preparation of the compounds in accordance with the
invention. These examples are not limiting and serve
merely to illustrate the invention.
The numbers of the compounds given as
examples refer to those given in the above table. The
10 elemental micrcanalyses, the mass spectra and the NMR
spectra confirm the structures of the compounds
obtained.
The analysis conditions by liquid
chromatography coupled to mass spectrometry LC/MS are
15 the folleocwing:
¢ for the liquid chromatography part: Cl8 symmetry
column (2.1x50 mm) 3-5 pm. Eluent A = H,0 +0.005%
TFA, pH=3.14; eluent B=CH3;CN +0.005% TFA, with a
gradient of from 100% A to 90% B over 10 minutes,
20 then 5 minutes at 90% B
¢ for the mass spectrometry part: positive

electrospray ionization mode.

When the 'H NMR spectrum reveals rotamers,
25 only the interpretation corresponding to the major
rotamer is described.

In the fellowing tables:




phenyl ) sul fonyl]glycinamde \ ~I W) 2006/ 024779 - 77 - PCT/ FR2005/ 002017

In the context of the invention, the follow ng neanings apply: - a (Cl-C4)
al kyl group: a saturated, linear or branched 5 aliphatic group containing
from1l to 4 carbon atonms, such as nethyl, ethyl, propyl, isopropyl, butyl,
i sobutyl, sec-b L ,or rt-butyl; - an gptionally substi -CA)

al kyl group:WQngbéﬁK§P4é§3up as definéd %4bsve in mh?€%7%%%8%§?ﬂé$%1§?o

hydr ogen atons have been substituted with a substituent; - a (C3-C6)

cycl oal kyl group: a saturagted cyclic al kyl roup containing from3 to 6
carbon atons, for “eRaRpl  CéyEPBRESEES %P@I%SEF9P9 E?&P&p@%t§ or

cycl ohexyl. The 15 cycl oal kyl .grou optionally be substituted with a
(Cl-c4) al kyl grolGf™ PBPgeiénﬁggrﬁ%ﬁﬂg%&?&ngropyI, di met hyl cycl opropyl ,

i ot iyt cycl om0 PoEXEedRER) Yae AR LEIE 055 izt o radica

in which the (ClyCAy,akkyl group is as defined above, for exanple
nmet hoxy, et hoxy, Bropoxy, i sopropoxy, butoxy, isobutoxy, sec-butoxy or

tert-butoxy; - a (CinEAlerbkylicar RORyl igr eupredsedli@niakkels- (O - 25
group in which the (C1-C4) alkyl group is as defined above; - a

fluoro(Cl-4)al kyl graupimeaneCtne4) dakkyhigedup as defined above, one or
nore hydrogen atons of which have WO 2006/ 024779 - 78 - PCT/ FR2005/ 002017
Example 1: Ethyl N-{4-chloro-2-[(2-
chlorophenyl) (hydroxy)methyl]lphenyl}-N-[(3,4-
dimethoxyphenyl)sulfonyl]glycinate {compound 1)
10
¢ Example 1.1: N-[4-chloro-2-(2-
chlorobenzoyl)phenyl] -3, 4-dimethoxybenzene
sulfonamide
To 5.3 g of (2-amino-5-chlorophenyl) (2-
15 chlorophenyl)methanone dissclved in 50 ml of pyridine
are added 5.29 g of 3,4-dimethoxybenzenesulfonyl
chloride, and the mixture is left for 3 hours at room
temperature. The reaction medium is concentrated, the
residue is taken up in diisopropyl ether and the
20 precipitate formed is filtered off to give, after
drying, 5.2 g of the expected product.
'H NMR & in ppm (DMSO d6): 3.75 (s, 3H); 3.83 (s, 3H):

7.06-7.69 (unresolved complex, 11H).

25 ¢ Example 1.2: N-{4-chloro-2-[(2-
chlorophenyl) (hydroxy)methyllphenyl}-3,4~
dimethoxybenzenesulfonamide

16 g of N-[4~chloro-2-(2-chlorobenzoyl) -




been substituted with one or nore fluorine atons. Exanples that may be
mentioned include the -CF3 and -CH2-CF3 groups; - a (Cl-C4) al kenyl group:
a linear or branched 5 nonounsaturated or polyunsaturated aliphatic group
containing from1l to 4 carbon atons, for exanple having one or two

et hyl eni c unsat yrations; quoro(Cl C4) al koxy gro Cl-C4) al koxy
group as delFPn 8055836778ne or nore hy@ﬁbgen at onsF Q*V@W@é 5%9%0110 been
substituted mnth one or nore fluorine atons. Exanples that nay be nentioned
i ncl ude the -0- - Q- CH2- CF3 groups; .- a halogen atom a fluorine
atom a chIoPPﬁQYéﬂoﬁv4ad1@?6HPH&bﬁﬂéﬁPSﬁu&ﬁopéﬂﬂﬁé dissrlysd ign aryl

d
carbon atoms Fo iceiaﬁﬁte B 'ﬁ%ﬁr% ReoRERG AR Eﬁg%ﬁy@ ”anﬁt“’ele” i - o
t tptut th1 t Ex
lbst ?ue%tsgf)ﬁlil?% By B8 h8n PoRea enai iasTE Bal OBEh 3P6m & (G1. o)
al'kyl group, } Eglscé{ abkpxY e F%EBtu@ef'%B%OQQ%ﬁQQBﬂ'%éhlﬁhQHB a

fluoro(Cl-C4 oxXy group, a hydroxyl p, a nitro group

and a grogp CQ%IB%BQtw Qnaatﬁedrggldta@' Rg, tbmﬁpﬁgd@ﬂt L:.xehgfl each other, a
hydrogen atomor 25 a (Cl-C4) alkyl group; - a heterocyclyl group: a

saturated, upgsatHtat 8edOvasAEaMRlice FRRGEYCIThe @Egahﬁhc h@s@r @4p containing
WO 2006/024779 - 79 - PCT/ FR2005/ 002017 between and 10 at ons and

conprising fdeted boed ahalareuat esBichosenrhrenahdt cogeantexyegdn and
sulfur. The residue is solidified with diisopropyl ether; after
filtering off and drying the precipitate, 14.66 g of
10 the expected product are obtained.
'H NMR & in ppm (DMSO d6): 3.77 (s, 3H); 3.84 (s, 3H):
6.27 (s, 1H); 6.96-7.44 (unresolved complex, 10H).
s Example 1.3: Ethyl N-{4-chloro-2-[ (2-chloro-
phenyl) (hydroxy)methyl]lphenyl}-N-[(3,4-
15 dimethoxyphenyl)sulfonyllglycinate
To & g of N={d-chloro-2-[(2-chlorophenyl) -
(hydroxy)methyl]phenyl}-3, 4-dimethoxybenzenesulfonamide
dissclved in 50 ml of DMF at 0°C is added portionwise
0.674 g of sodium hydride. After 1 hour at 0°C, 1.4 ml
20 of ethyl 2-bromoacetate are introduced and the mixture
is left for 18 hours at room temperature. The reaction
medium is taken up in ethyl acetate and washed with
water. The organic phase is dried over anhydrous sodium
sulfate and concentrated. The residue is
25 chromatographed on a column of silica gel, eluting with

dichloromethane to give 1.3 g of the expected product.



Exanpl es that may be nentioned include 1, 3-dioxolanyl, imdazolyl,
tetrazol yl, oxadiazolyl, pyridyl, 5 thiazolyl, thienyl, pyrimdinyl and
triazolyl. The heterocyclyl group may optionally be substituted with 1,
2, 3, 4 or 5 substituents. Exanples of substituents that may be nentioned
i nclude a hal ogen atom a (Cl-C4) al kyl group, a (Cl-CAg al kox roup, a
hydroxyl groBf 20064R84379CN group. As &6ready i ndi RGTER29G2/ @ unds of
general formula (1) may conprise one or nore asymetric carbons. They may
therefore exjst in the formof enantioners or diastereoi soners. These
enantiomers dhdVMB 8 45t &80 B sd6landl aP3o (hr xBHD és 2.1 ebtr, 1RLI udi ng
racem c m xtures, formpart of the invention. By virtue of their_structure,

the conpounds- 7éf (§enéfarF BoBrul & (13 )vayt dilsolExi ) i nf t he f&r ndBi7
rotaners. In_t cont ex f the inventionp, the_t "rotaners” ans
conpounds thatgﬁavggrdeiﬁféalEsﬁbuc ﬁralf$bfnu7a§6gtt;2iff%?%%?oiﬁ?ggpatiaI
confornationgme gge gh&gerences in the set spatial conformations of these
conmpounds can ngg th di fferent physicochem cal properties and even, in
25 certai? Casgs=g@kfferent biological activities. The compounds of general
formula (') may al'so "exist in the formof atropoisomers. Atropoisoners are

VD 2006/ 024779 - 80 - RGTAERI0934 QAP0 osCOMROURMS: o1 dEBLEEakeStruct ural

formul ae, but which have a particular spatial configuration, resulting
from a restphgt ﬁﬂyé%aul 9@0?@9!&'53@ siengl auheBd, odueohBohAldeofStEaEI C
hi ndrance on either side of this single bond.

invention obtained according to this example.

10
Table I
Compound| Nature and position of the m.p. MH"/
No. substituents (°C) |retention
Ar, Ar, R; Ar; time
8 H H CH2COzEL 3,4~ 58.8 | 486/8.15
diOMe
7 H 4-Cl |CHpCOzEt 3,4- 152 521/8.78
diOMe
9 2-Cl | 4-C1 | CH;COzEt 2,4- 155 555/9.34
diOMe
10 2-Cl | 4-C1l | CH,CO,EL H 109.8 | 495/9.40
13 2-Cl | 4-Cl | CH,COzEL 4-0OMe 98.2 | 524/9.47
18 2-Cl | 4-C1l |CH,CO;Et | 3,4-diCl 140 |[562/10.46
19 2-Cl | 4-C1 |CH,CONH; 3,4~ 154.7 | 526/7.52
diOMe
28 2-Cl | 4-C1 |CH,CONH, | 3,4-diMe 205 n.d.
31 2-Cl | 4-C1 |CH,CONH; 3-Cl 187 499/8.32
32 2-Cl | 4-C1 |CH,CONH; 4-0Me 207 495/7.86




5 Atropoi sonerismis independent of the presence of stereogenic
conponents, such as an asymmetric carbon. The conpounds of forrmula (1) may
exist in the formof bases or of acid-addition salts. Such addition salts
formpart of the invention. 10 These salts are advantageously prepared with
pharnaceuticalIéﬂaccegtable acids, but the salts of other acids that are

useful , for WRaABPE/ORAF78urifying or Sdparating tHET RRAUR0291 Fener al

formula (1) also formpart of the invention. 15 The conpounds of general
formula (1) may also be in the formof hydrates or solvates, i.e. in the
form of associations or conbinations with one or nore water nol ecul es or
with a solvent. Such_hydrates and solvates_also formpart of the

i nvention. 2B%PRPLRe2f o {AcFBLRBEr 6wl (ERENLEFAPHFBAVY ig group” means a

t hat di d le, with | f
g[gggronapar?¥ya$O%gggk¥ﬁ§iigg%§¥éﬁ%ﬁg%?gygghgagTﬁis%groupoi;yothﬁg_be
readily repl aedsHbLD-aRaLbEL EBHR, haT (RXARBLAAIEING o 25 subst tuti on
reaction. SUCH T&AVIAG gFoUps Care “Tor: eXampre °haldgens, or an activated

hydr oxyl group such as a nesylate, tosylate, triflate, acetyl, etc. WO
2006/ 024779 - 81 - PCT/ FR2005/ 002017 Exanpl es of |eaving groups and

references for pyepari@g_1teegEaNe{g;ggmogg_béq§gn@gqOgbgﬁghglyhenistry",
J. March, 3rd Edition, WIley Interscience, pp. 310-316. ~A subject of the

present invemh?a@ok )AkSsAy1PphBayRlogeasdifetpbepBERREnERE1EBAPOUNdS Of
general fornula (1).
amide, obtained in Example 1.2, dissolved in 43 ml of
acetonitrile are successively added 1.2 ml of
10 triethylamine and 0.68 ml of iodoethane, and the
mixture is refluxed for 8 hours. The reaction medium is
taken up in ethyl acetate and washed with water. The
organic phase is dried over anhydrous sodium sulfate
and concentrated. The residue is chromatographed on a
15 column of silica gel, eluting with a 4/6 (v/v)
cyclohexane/ethyl acetate solvent mixture to obtain,
after crystallization from cyclohexane, 0.418 g of the
expected product.
'H NMR & in ppm (DMSO d6): 0.12 (t, 3H); 2.94 (m, 1H);
20 3.21 (m, 1H); 3.75 (s, 3H); 3.88 (s, 3H); 6.02 (d, 1H):
6.51 (d, 1H); 6.80 (d, 1H); 6.96-7.49 (unresolved
complex, 8H); 7.81 (d, 1lH).
m.p.=153.9°C
Table II illustrates the chemical structures

25 and the physical properties of a number of compounds of

the invention obtained according to this example.



Thus, the conpounds of general formula (1) my be prepared via the
processes illustrated in schenme 1. According to this schene, the conpounds
of formula 10 (1) may be obtained: - either via alkylation of the
conmpounds of general fornula (I'l) with conpounds of general fornula (IV),
in the presence of a base, according to an adaptatlon of the ocess
descri bed byWQe%995é926779 Bi oorg. Med. 285-Chem, éép
2975-2978; - or via a Mtsunobu reaction between the alcohols of formula
(X) and the conpounds of general formula (II) the conpounds of general

formulae (11), (1V) and (X), Arl, Are, Ar3, are as defined in 20
formula (1) and Z is a | eaving group such a #ugen at om chosen from
brom ne, chlorine and iodine; or aItRantls y nesylate, a tosylate or a
triflate. The base may be an organic basd” f60 instance potassium
tert-butoxide, or a mneral base, forgg5 jnstance potassium carbonate, or
alternatively a phase- transfeg 1 Rst ance tetrabutyl anmoni um
brom de. WD 2006/ 024779 - 82 ' 017 In the Mtsunobu
reaction, diisopropyl azodi carto: ( DA may be replaced with

anal ogues thereof, for instance diethyl azodlcarboxylate and di -

tert-butyl azodicarboxylate and the triphenyl phosphine 5 nmay be grafted

onto aresin (RG GCentles et al., J. Conb. Chem 2002, 4, 442-456).
Schene 1 Dbase

Table II
Compound| Nature and position of the substituents MH'/
No. Ar, Ar, R; Ar; m.p. |[retention
(°C) time
21 2-Cl 4-Cl1 |CH,COCH; 3,4-diOMe | 158.5 | 540/8.72
23 2-C1 4-Cl1 | (CH;) 3,4-diOMe | 112.2 | 526/8.77
>OMe
29 2-Cl 4-Cl |CH,CONH; naphthyl 218 515/8.52
30 2-Cl 4-Cl |CH,CONH, 3-OMe 114.8 | 495/7.87

Example 3: N?-{4-chloro-2-[(2-chlorophenyl) (hydroxy) -
methyl]phenyl}-N?-[ (2, 4-dimethoxyphenyl)sulfonyl]-
glycinamide (compound 33)
To 1.5 g of N-{4-chloro-2~[ (chlorophenyl) -
10 (hydroxy)methyllphenyl}-3,4-dimethoxybenzenesulfon-
amide, obtained in Example 1.2, dissolved in 15 ml of
DMF are added at room temperature 1.25 g of caesium
carbonate and 0.68 g of 2-bromoacetamide, and the
mixture is maintained at 100°C for 2 hours. The
15 reaction medium is taken up in ethyl acetate and washed
with water. The organic phase is dried over anhydrous
sodium sulfate and concentrated. The residue is

chromatographed on a column of silica gel, eluting with



R -ZzO0(IVV R 0 Il 11l At-T-Are-NHS-Ar3 Ari-T-Are-N-S -Ar3 1l Il O
O (Il) (1) PPh3 / DIAD R, -OH (X) 10 The conpounds of structure (I) for
which R1 is a sequence of the type -CR7R8- (CH2) -R9, with RO =

- CONR12R13, nay be obtained fromthe corresponding esters of fornula

- CR7R8- (CH2) nCOOR141 according to the faqllow ng reaction :
saponificatiﬁﬁ 3905%821373arb0xylate Fuﬁ%tron -OOOd%Z?/%5%$€gf$@ﬁg£ﬁ t he
carboxylic acid function generated, for exanple with chloroformates to

form m xed anhydrides; am dation reagtion wi th am nes of the type NHR12R13
with n, R7, ReILICRISFORESNZAE/RELNGROAFPABANELIFEILSHETHE Ediffounds of

structure (l) f whi ch is a _sequence of the type -CR7/R8- (CH2) a-R9
with RO = vmbzégé/@22%7§§% §§P?CE€§/EEQ§B§£002017 -NH CO- NR15R16 may be
obtai ned fromc ownds (1) f P ch. = NH2 via.th i o .
i socyanates O @gg ?yﬁg SE)I‘S)f‘sl\@g[sor %%Ng' g\nstﬁgﬁ, 6%‘},’ gg?ﬁngd"’an%H}?% as
defi ned aboye,.5,Lkhe nNpuUREs ~0fk-St ) ichyRl is a
sequence of ghg6t§§é }%27R§3@§Cﬁ2%2nf&g?ggggggpNﬁ%ggi%Qfn ﬁ%ich R10 and
R11, indegengeptLysaf ceach other, represent
Table III illustrates the chemical structures
and the physical properties of a number of compounds of

the invention obtained according to this example.

10
Table III
Com~ Nature and position of the m.p. MH'/
pound substituents (°C) |[retention
No. Ar, Ar, R; Ars time
36 2-Cl | 4-C1 |CH,CONH; 2,5-dioMe 109 | 525/7.57
38 2-Cl1 | 4-Cl |CH,CONH; 2,5-diMe, 4- |126.3| 527/9.16
Ccl

Example 4: N°-{4-chloro-2-[(2-chlorophenyl)-
(hydroxy)methyl]phenyl}-N°~[ (3, 4-dichlorophenyl) -
15 sulfonyl]lglycinamide (compound 34)
e Example 4.1: (2-amino-5-chlorophenyl) (2-chloro-
phenyl)methanol
To 20 g of (2-amino-5-chlorophenyl) (2-

chlorophenyl)methanone dissolved in 80 ml of ethanol



a hydrogen atom and a (Cl1-C4) al kyl carbonyl group, nmay be obtained from
conpounds (I) for which RO = NH2 via 10 the action of carboxylic acids of
formula (Cl-C4)al kyl- COOH or the acid chlorides thereof of fornula (Cl-C4)
al kyl -0001 with n, R7, R8, R1O and R11 as defined above. The conpounds (I)
for which RO _is a 15 heterocyclyl group such as substituted tetrazolyl are

obt ai ned vi a0t ARA8Y824AdRi cal reactionsd&nown to tREBEFRIRPS/ Q20K he

art, from conpounds (I) for which RO is a cyano group. The conpounds of
structure (1) for which T = 20 -(CH)n with n = 1 may be obtained, in
certain casedre fpsxreyrpeurRgstarnyisgcBubed( P FeAiWM PRrPhydrdder, via
the action of ydkideh for exanRIe trieth%lsilane, in the presence of
boron trifl uBPRd&NEt RerabEe FReledhpdOrddBohostPuetur@o™ ) for which T =
25 iCHR2 with R2 being a_hydroxyl .group nay be _obtained, in_certain
cases, fron1%ﬁ@p85958§%0nap greéﬁﬁﬁgﬂnﬂngB%'%ﬁiéﬁ D ¥B0810%kPYe - 84 -
PCT/ FR2005/ 0 T==g= Lat ctl of dri .for anpl_e sodi um
borohydride.g$%é258n88§n ggé%dspﬁﬁgtthgfrl?ﬁérgrggpéfngggég b&f or ehand

accordin95t0d§ﬁgﬁngvér ghgyagkﬁgn¥ga?bﬁnFnﬁgﬁkgeaﬁanggﬂggpggakgﬁnﬂba (1)

wi th sul fonyl chlorides ormu e presence of a base chosen
from tertiagyvanmpnegasychragnpyeikdeReedapeehdicRy to the process described
d.

by Stauffer et al., Biodorg. M
'H NMR § in ppm (DMSO d6): 5.16 (s, 2H); 5.70 (d, 1H):
5.98 (d, 1H); 6.63 (d, 1H); 6.85-7.29 (unresoclved
complex, 6H).
10 e FExample 4.2: N-{4-chloro-2-[(2-
chlorophenyl) (hydroxy)methyl]phenyl}-3,4-
dichlorobenzenesulfonamide
To 0.9 g of (2-amino-5-chlorophenyl) (2-
chlorcophenyl)methanol dissolved in 4 ml of pyridine is
15 added 0.822 g of 3,4-dichlorobenzenesulfonyl chloride,
and the mixture is left for 30 minutes at room
temperature. The reaction medium is taken up in ethyl
acetate and washed with water, and then with 1M
hydrochloric acid solution. The organic phase is dried
20 over anhydrous sodium sulfate and concentrated. The
residue is chromatographed on a column of silica gel,
eluting with dichloromethane, to give 0.601 g of the
expected product.
4 NMR & in ppm (DMSO dé): 6,07 (s, 1H); 6.25 (s, 1H):;

25 7.06-7.69 (unresolved complex, 11H).




10 Chem, 2000, EN 8, 6, 1293-1316. Tertiary am nes that nmay al so be used
include triethylam ne and diisopropylethylamne. In certain cases, it my
even be envisaged to wuse a mxture of tertiary am nes. 15 The conpounds of
formula (V) are commercial or may be obtained by adaptation of the
processes describe exanple, by A J. Prinsen et al., Recl. Trav.

for
Chi m hbtherWQn@9°§gg§97EN 84, 24. | tHe conpoundsPEF/FREGRBAR0291T) and
(V), 20 Arl, Are, Ara and T are as defined in forrmula (I). WO 2006/ 024779
- 85 - PCT/FR2005/ 002017 Scheng 2 0 base 11 Art-T-Are-NHZ
Art - T- Ar e- NH S*Ar Bxerplgod. 3ar ¥ 104 -¢htdegodn [ &-(11) (1lia): T= -CH2 5

NG (C,- Gy ai ky  SbiPFaphesiy (N pkokEyar kg henby) 1§ Bt 10 (i1 g):
= - CH2CH2 The conpo Tds of fo VUIT Ogl al c.IIIb and (II1f) are
pr epar ed accord|n§EFE SEHE gy% £8 g. ¥hig 5-&??@6 Fdehyde derivatives of
&ﬁ{gﬁlﬁ|(V|) react with, 1y gigagopetgllic foppguads (9L fopgula (Vi) in
5 phenyl) (hydroxy)methyl]lphenyl}-3,4-dimethoxybenzene-
sulfonamide, obtained in Example 1.2, dissolved in
10 ml of tetrahydrcfuran are added, at room
temperature, 0.37 g cf potassium tert-butoxide and
0.46 g of 2-bromcacetamide, and the mixture is refluxed
10 for 3 hours. After 18 hours at room temperature, the
reaction medium is taken up in ethyl acetate and washed
with water. The organic phase is dried over anhydrous
sodium sulfate and concentrated. The residue is
chromatographed on a ceolumn of silica gel, eluting with
15 a dichloromethane/methancol sclvent gradient to give
1.06 g of the expected prcduct.
'H NMR & in ppm (DMSO dé): 4.41 (g, 2H); 6.42 (d, 1H);
6.67 (s, 2H):; 7.02 (m, 1H}); 7.18-7.92 (unresolved
complex, 10H).
20 m.p.=135°C
Table IV illustrates the chemical structures

and the physical properties of a number of compounds of

the invention obtained according to this process.



represents an MgBr, Myl, Znl or Li group to give the conpounds of
structure (VIII1). The organonetallic conpounds of formula (VIlI) are
comercial or are forned according to the standard processes described in
the 20 literature. The nitro alcohols of forrmula (VIIl) are reduced via
hydr ogenati on %gr ZéggBI§ under the action of tin_petal and, concentrated
hydr ochl ori c"9cfHOPA9287 R8N0l , to give 1 conmpound@CHfEFRRIR(9920%T 1 b).
The derivatives of formula (l111b) are reduced via the 25 action of
hydrides, for exanple with a m xture of | ane and trifluoroacetic

trieth '
acid in dichloronethane to give the derivaj VS I formul a WD 2006/ 024779
- 86 - PCT/FR2005/ 002017 (Illa). The nitrogl de gs of fornmula (V) are

comercial or nay be prepared, for ex | e,.88ccording to an adaptation of
the process described by J. Kenneth 5 Horlher '@ al., J. Med. Chem, 1968,

11, 5; 946. Scheme 3 Ari- M O4_CHO ApR 2 (VIl) - Are Ar211-1 NO2 (V1)

(M11) 1 H2 HAr, Ar2"-'NH . (rrra) (rrrb) O her

possibilities for synthesizin formula (111Db)

and (I111f) are presented in sehe 4
Table IV
Com- Nature and position of the m.p. MH"/
pound substituents (°C) |retention
No. Ar, | Ar, R, Ar, time
35 2-Cl | 4-C1 |CH,CONH, 4-Cl 130 499/8.41
37 2-Cl | 4-Cl |CH,CONH, 2-Cl 137 4997.75
41 2-Cl | 4-Cl | CH,CONH; 2,3-di0Me 222 526/8.76
64 2-Cl | 4-C1 | CH,CONH, 3,4- 102.1| 523/7.¢64
ethylenedioxy
79 2-Cl [4-C1 |CH,CONH,; 2-Me 134 479/8.24
106 2-Cl | 4-C1l | CH,CONH, 2,4,5-triMe |[150.2 | 507/8.95
110 2-Cl | 4-C1 | CH,CONHMe 2,4,5-triMe |171.7| 521/9.25
113 2-Cl | 4-C1 | CH,CONHMe 2,4,5-triOMe | 119.6 | 569/7.67
129 2-Cl | 4-C1 |CH,CON(Me), |2,4-diCl-5-Me|204.8 |557/10.35
132 2-Cl {4-C1 | CH,CONHMe 3,5-diMe 109 |489%/9.48
133 2-Cl | 4-C1 |CH,CON (Me), 3,5-diMe 142 520/9.85
52 2-Cl [4-Cl1 |CH,CONH, H 170.6 ] 465/7.75
85 2-Cl | 4-C1l | CH,CONH, 2,6-diCl 149 | 533/8.01
72 2-Cl | 4-C1l | CH,CONHMe 3,4-diOMe 88 539/7.89
86 2-Cl | 4-C1 | CH;CONH, 3,5-diMe 137 493/8.60
94 2-Cl | 4-C1l | CH;CONH, 2,5-diOMe,4- | 180.8| 539/8.25
Me

102 2-Cl [4-C1 |CH,;CONH; 2,4,5-triOMe | 123.5| 555/7.36
83 2~Cl |4~C1l| (3~methyl- 3,4-diOMe 20 564/9.15

1,2,4-

oxadiazol-

5-y1)

methyl




10

(X111
(Xrr)y (I
(XIV) 5 The

WO 2006/ 024779 - 87 - PCT/ FR2005/ 002017 Schene 4 PhBC12 , NEt3 /Ar,
) OCH Are- NH2 Lewis acid NH2 H NH (IX) Ar,-CN Ar, Ar2~ Ar,

(rrrb)y 1) Acl-M(VIl) 2) H+ ~ NHz-Ar2~CN ou Are / N
anilines of formula (1X) are condensed wth nitriles of

formul a (XII&P LN t?eﬁgresence of a Lews acid, for!hpstance bor on
trichloride WPtAP08/ QAR A78m trichl oritel®F With galFGTMERZGEH P27

give the co
by T. Sugas
(rrrf) may

or ganonet al
Fryer et al
of fornmula

according t
- PCT/ FR200
carbonyl fu

10

15

20

pounds of formula (I111f), according to the 10 process de

- CHO
~Ar 2~ 2
(X1)

to
cri bed

ol al ., Infedred>ankdB8aitildlDord8fe. The goEPQUNAg9f f
pe obt aj ned via condensation of amnonitrfiles (XI) wth
i BOURSG  vatives (V| ISPPSELERRRESG to the [r bcsy T@EeRFIMR

, Mo. Het exx@cy e, 15 Chem, 1991, kNN, 28; 7, 1661. Ttimecon
(111f) may also be obtained|{fromthe intgrnedigte (Xl V)

pr mul a
t he

d by R
pounds

D anzadappati pp-©f | tiheeRROCeYs desciidpd Ry 140 20046/ 02447
b/ 002017 D. Lednigcer, J. Hetlerocyclic. Chem, 21971; 903.
hction of the|conppidhids (111f])
imidazol-
2-yl)

methyl

O - 88
The

148 2-Cl [4-C1 |CH,CONH; 3-NH2 189.6|462*/7.86

*: the ion observed is the M-H,0 + H'

Compound 83 is obtained by alkylation with
the derivative S5-bromcmethyl-3-methyl([1l,2,4]oxadiazole,

which is synthesized as follows:

o Synthesis of (1,3-dioxo-1,3-dihydro-2H-isoindeol-2-
yl)acetyl chloride
To 10.25 g of (1,3-dioxo-1,3-dihydro-2H-

isoindol-2-yl)acetic acid dissclved in 50 ml of
dichloromethane are added, at room temperature, 4.6 ml
of oxalyl chloride and 2 drops of DMF, and the mixture
is left for 18 hours at room temperature. The resulting
mixture is evaporated to dryness to give 11 g of the

expected product.

® Synthesis of 2-(3-methyl([l,2,4]oxadiazol-5-
yl)isoindel-1, 3-dione
To 4.4 g of (1,3-dioxo-1,3-dihydro-2H-
isoindol-2-yl)acetyl chloride in 20 ml of pyridine are

added 1.48 g of acetamidoxime, and the mixture is




is reduced via the action of a hydride, for exanple sodium borohydride in
ethanol, to give the conpounds of 5 structure (lI11b). Another nethod for
preparing the conpounds of formula (l111b) consists in condensing the
anilines of formula (I X) wth benzal dehyde derivatives of fornmula (X I1)

in the presence n i chl oroborane and 10 triethy]am ne, ,according to

t he process ‘ﬂés%&%’ﬁzgg‘gj’gT Toyoda et H4 , Tet. Leqqrﬁl),w/@owg& t

shoul d be noted that the conpounds of formula (IIIf under the action of
I

),
triethylsilane_and trifluoroacetic acid, for exanple, may give the 15
conpounds of F¥briEd f??lﬁ)ho%ﬁotﬂﬁ? PBRSFHPRi FGS4+BR &9nt hesi zi ng the

compounds, o Genet el 19AMg {LLLR)uo! 0y ALl ML o ERY SRaNLg L, Netoroary!
EE?/F%?XBL)d@g i?£&%ﬁ%cn$g?%€L£§§$§ %% %%%%3%%M%§%$$$/g%ézggnAeggea onto
Champr e po B8 SLeRt catelonibes. (RA! ARl ToTes, ) & Sl ol
to the prgcesgr8gscsbyPegnby Hhoki obumktodl silica gel, eluting with
a 7/3 (v/v) toluene/ethyl acetate mixture to give 1.2 g
of expected product.
'H NMR & in ppm (DMSC dé6): 2.26 (s, 2H); 2.34 (s, 3H);
3.92 (s, 2H).
10
o Synthesis of 1-(3-methyl[l,2,4]oxadiazol-5~
yl)methanamine
To 5 g of 2« (3-methyl[l,2,4]oxadiazol-5-
yvl)isoindol-1,3-dicne dissolved in 100 ml of ethanocl
15 are added 2 ml of hydrazine hydrate, and the mixture is
refluxed for 2 hours. The inscluble material is
filtered off and the filtrate is concentrated. The
residue is taken up in diethyl ether, the inscluble
material is filtered off and the filtrate is

20 concentrated to give 2 g of the expected product.

'H NMR & in ppm (DMSO d6): 2.39 (s, 3H); 4.88 (s, 2H).

¢ Synthesis of 5-bromomethyl-3-
methyl[l,2,4}oxadiazole
25 To 2.26 g of 1-(3-methyl(l,2,4]oxadiazocl-5-
yl)methanamine dissolved in 10 ml of water and 20 ml of

6M hydrobromic acid are added dropwise, at 70°C, 2.76 g




Eur. J. Og. Chem, 2004, 2118, which are reduced, for exanple, via the
action of tin netal in the presence of 12M hydrochloric acid, to give the
derivatives of formula (llla). 10 The conpounds of fornulae (lIllc) and
(1r1d) are prepared according to scheme 6. The conpounds of formula
(r1rrf), under_ the ction of a (Cl-C4) alkylnagne5|u reagent Lve
derivatives BP ?89ﬁ2934ﬂﬂplc) These TohPounds are PGB/ ﬂ%ﬂ?ﬁ?éQ@?%%%d under
the action of alum niumtrichloride and |ithium al um nium hydride to give
the conpounds (111d). WO 2006/ 024779 - 90 - PCIT/FR2005/002017 Schene 6 O
HO (O -C4) aPkyPodapmapstpibe  ¢iseayyrry innvgBr mar of water | RIREE  (111f)
(I'rlec) LiAl Al Cl 3 IIId) The conpounds

of fornuga (L PEFTapE gﬁgﬁargaeSmééfBPdﬁﬁgCPS% Qhéﬁe ?OMThe derlvathves
GG alkyl ﬁ&swaga 'bl‘ﬁ%é"%ﬁ%eaePP@P?&&EY?Q%F?E%%%@ CFFE atgﬁﬁgf Chese

der i £ t t al d
erivatives Q%% aC| ngﬁgﬁnEBr examle 1Qd Q%eQrgﬁﬁgﬁﬁ ornuFal I?Ie?h

hydr ochl ori c I'n “et’hanaol o gi ve t fe compounds
5 sulfate and concentrated to give 2.6 g of the expected

product.

'H NMR & in ppm (DMSO dé): 2.39 (s, 3H); 4.88 (s, 2H).
Compound 22 is obtained by alkylation with

the derivative 2-chloromethyl-l-methylimidazole, which

10 1is synthesized as follows:

e Synthesis of l-methyl-2-imidazolemethanol
To 10 g of l1-methyl-2Z-imidazolecarboxaldehyde
dissolved in 200 ml of methanol are added 5.2 g of
15 sodium borohydride, and the mixture is left for
48 hours at room temperature. The solvents are
evaporated off and the residue is taken up in ethyl
acetate and washed with water. The organic phase is
dried over anhydrous sodium sulfate and concentrated to
20 give 6.5 g of the expected product.
'H NMR 8 in ppm (DMSO d6): 3.67 (s, 3H); 4.49 (d, 2H):
5.36 (t, 1H); 6.78 (d, 1H); 7.08 (d, 1H).

m.p.=108.2°C

25 e Synthesis of 2-chloromethyl-l-methylimidazole
To 1.12 g of l-methyl-2-imidazolemethancl are

added dropwise 1.8 ml of thionyl chloride at 0°C. After




WD 2006/ 024779 - 91 - PCT/ FR2005/ 002017 Schene 7 H (Cl1-C4) al kyl |

02 (C-C)alkyl- Hal NNO Ar, Ar2 Ar,~ "~ Ar2~ 2 base (XV) (XVl) 1H2

(C1-4) alkyl Ar, /NNIAr2 NH2 / (hle) The conpounds of forrmula (I11g)

are prepared 5 according to schenme 8. The nitroal dehydes (VI), via

condensation with the derivatives (XX) according to a Wttig reaction,

gi ve the conPBuRB96(8XAY79These derivat?@es are r REBATR20Q3/Q020b7 e by

catal ytic hydrogenation with palladium to give the conpounds of 10
formul a (Illgé. WD 2006/ 024779 - 92 - PCT/ FR2005/ 002017 _ Schene 8
Ar 1CH2P( (D) 3181 hoprx abHEDAE? Ke RMigauzeNDe heaypd(xk 70H for

Ar 1CH2CH2Ar 2- NH2 (IIi%% In all the schenes and for all the conpounds
e

2 hours. reaction medium 1s concentrated to give
the expected product quantitatively.
'H NMR & in ppm (DMSO d6): 3.90 (s, 3H); 5.22 (s, 2H);
5 5.36 (t, 1H); 7.77 (d, 1H); 7.80 (d, 1H).

Compound 148 is obtained from the
corresponding nitro derivative via a reduction reaction
with nascent hydrogen.

Example 5: N-{4-chloro-2-[(2-
10 chlorophenyl) (hydroxy)methyl]lphenyl}-3,4-dimethoxy-N-

methylbenzenesulfonamide (compound 25)

¢ Example 5.1: N-{4-chloro-2-(2-
chlorcbkenzoyl)phenyl] -3, 4-dimethoxy-N-
15 methylbenzenesulfonamide
To 1 g of N-[4-chloro-2-(2-
chlorobenzoyl)phenyl] -3, 4-dimethoxybenzenesulfonamide,
cbtained in Example 1.1, dissoclved in 20 ml of
dimethylformamide is added, at 0°C, 0.094 g of sodium
20 hydride; after one hour at this temperature, 0.16 ml of
iodomethane is introduced and the mixture is left at
room temperature for 18 hours. The precipitate is
filtered off, taken up in ethyl acetate, dried over
anhydrous sodium sulfate and concentrated. The residue
25 1is washed with diethyl ether and filtered to give,

after drying, 0.735 g of the expected product.




5 of formulae (I1) to (XXI), the neanings of Arl, T, Ar2, Ara and Rl are as
defined for the conpounds of general fornmula (I). In schenes 1 to 8, the
starting conmpounds and the reagents, when their node of preparation is not
10 described, are commercially available or described in the literature,

or alternati epared via nethods describe nown to
t hose skill %8 %08?¥89§??5 When a coﬁde%d conprlsé%?%jkﬁéhdéiébéﬁki
function, for exanple a hydroxyl group, it may necessitate prior
protection bgfo action. erso i in the art, can determ ne the
need for pri ﬁ@# etti BA™ ? S&bﬁﬁ@ di ﬁ? Kﬁrng aé @IﬁétQ?( )i are WD
2006/024779 R20Q05/.002 usef ul S nt tlc ter ates for
t he preparat?bag & Eﬁggéo%pggngsq§f( §Fﬁl1ﬁﬂ fﬁgg
integral part of Rhﬁ ?%8?9@& &QﬁﬁfékOHGH The exanples that fO||OM/dESCFIbe

0

the 5 preparation e conpounds T h ac ordance with the invention. These
exanpl es ar ey Nt = =18@ gbpg and serve nerely to illustrate the invention.
The nunbers of  the conpounds given as exanples refer to those given in the
above tabke. The 10 elenental mcroanal yses, the mass spectra and the NWR
spectra confirmthe structures of the conpounds obtained. The anal ysis

condi tions by le gl €hs opRt gl apb16o0pPed (2o mass spectronetry LCO M5 are
chlorcephenyl) (hydroxy)methyl]phenyl}-3,4-
dimethoxy-N-methylbenzenesulfonamide
To 0.152 g of the compound obtained in
10 Example 5.1 dissolved in 5 ml of ethanol is added
0.036 g of scodium borohydride and the mixture is left
for 18 hours at room temperature. The reaction medium
is taken up in ethyl acetate and washed with water. The
organic phase is dried over anhydrous sodium sulfate
15 and concentrated. The residue is taken up in a minimum
amount of ethyl acetate and the precipitate formed is
filtered off and dried to give 0.067 g of the expected
product.
'H NMR 8 in ppm (DMSO d6): 2.33 (s, 3H); 3.75 (s, 3H):
20 3.88 (s, 3H); 6.06 (d, 1H); 6.45 (d, 1lH); 6.68 (m, 1H);
6.96-7.81 (unresolved complex, 9H).
m.p. = 173.2°C
Table V illustrates the chemical structures
and the physical properties of a number of compounds of

25 the invention obtained according to this process.




15 the followng: for the liquid chromatography part: Cl18 symmetry col um
(2.1x50 mm 3-5 pm Eluent A = H20 +0.005% TFA, pH=3.14; eluent B=CH3CN
+0. 005% TFA, with a gradient of from 100% A to 90% B over 10 mi nutes, 20
then 5 minutes at 90% B for the mass spectronetry part: positive

el ectrospray_ionization_node. Wen the 1H NWR spectrLW9reveaI r ot amers,

25 only the TRt&PPPELPAETER correspond id o t he majRFT/FRAARA0Q2017
described. In the follow ng tables: WO 2006/ 024779 - 94 - PCT/ FR2005/ 002017
- mp. (C represents the nelting point of the gcpgpound in degrees Cel sius
- MH represents the mass peak of the ionize

time is expressed in mnutes - n.d. neans "ﬁb
Et hyl N-{4-chloro-2-[(2- chlorophenyl) Rtdro8
di met hoxyphenyl ) sul fonyl ] gl yci nate (conpouNd 1O 10 Exanple 1.1

N-[4-chl oro-2-(2- chl orobenzoyl ) ph di met hoxybenzene sul fonam de
To 5.3 g of (2-am no-5-chl orophg
in 50 mM of pyridine are addey
chloride, and the m xture is le

t

di met hoxybenzenesul f onyl
at room

Table V
Com-~ Nature and position of the m.p. MH"/
pound substituents (°C) retention
No. Ar, Ar, R, Ar, time
66 H 4-Cl | CH;CONH, | 3,4-diCMe |201.6 491/7.39
137 H 4-Cl |CH,CONHMe | 3,4-diOMe [111.5| 487*/8.58
57 2-F | 4-Cl | CH,CONH, | 3,4~diOMe |192.1 509/7.10

5 *: the ion observed is the M-H,0 + H'

Example 6: Synthesis of N°-{4-chloro-2-[hydroxy (3-
methoxyphenyl)methyl]phenyl}-N°-[(3, 4~
dimethoxyphenyl)sulfonyl]glycinamide (compound 51)
10
¢ Example 6.1: (2~amino-5-chlorophenyl) (3-
methoxyphenyl)methanone
To 5 g of Z-aminc-5-chlorcbenzonitrile
dissolved in 100 ml of diethyl ether are added
15 dropwise, at -5°C, 100 ml of a molar solution in
tetrahydrofuran of 3-bromcbenzenemagnesium, and the
mixture is left for 18 hours at room temperature. The
reaction medium is hydrolysed with ice containing oM
hydrochloric acid. The resulting mixture is extracted

20 with ethyl acetate. The organic phase is dried over




tenperature. The reaction nmediumis concentrated, the residue is taken up
in diisopropyl ether and the 20 precipitate fornmed is filtered off to give,
after drying, 5.2 g of the expected product. 1H NVR 6 in ppm (DMSO d6) :
3.75 (s, 3H); 3.83 (s, 3H); 7.06-7.69 (unresolved conplex, 11H). 25

Ex le 1.2: _N{4-¢chl -2-[(2- chl h ) (hyd % t hyl ] ph | }-3, 4-
diﬁgPhgxyben?Bnééﬂg?Bgéﬁ? e[SG gCofokgﬁwﬁgﬁTgﬁoyzr?x- i %ﬁéﬁh€£$$ WO
2006/ 024779 - 95 - PCT/ FR2005/ 002017
phenyl ] - 3, 4- di pet hoxybenzenesul f gnam de di ssolved in_ 900 ml of ethanol are
added portioﬁﬂgggr§P§358dem §Bé%éﬁ?b6?8h98PF88Frﬁﬁadth@hﬁi%FEFQHPS | ef t
for 18 hours,at oon1&e erﬁtﬁre. The ieactign ] diun1iz 5 cgncentrated
and the resiaﬁecﬁgoFS BATEBFR 8f'n§I “CabBl'abe &And'GlsHE rwEtHEWBer . The
organi ¢ phasg;Lg 0Eieds axer anBydroysosadiymsyLhal e agd gencentrat ed
ITred w ether; after I

The residue s soli i'rsopropy f tering off and
drying the precipht 4-86-9-R E&Q h eg ﬁ@-gEOQU &t argrobtai ned. 1H
NVR 8 in ppn1§DWBC)§%§?/§}$S ?s? % ;n%.gX??Z, % 2 6.2% (g, fH)
6.96-7. 445(upggaet¥gdpoegnnkex, 10H). Exanple 1.3: Ethyl
N-{4-chloro-2-[(2-chloro- phenyl) (hydroxy)nmethyl]phenyl}-N[(3,4- 15
di met hoxyphehy |yl § ony | d@h yaiMed eidho: 8 B8Df(s, 3H); 6.92 (d, 1H);
N-{4-chl oro- 2-[ (2- chl orophenyl ) -
(hydroxy) net iylLpphedyl YuBrédsdivetihosypenzend8sylf onam de di ssolved in 50 m
of DMF at OC is added portionwise 0.674 g of sodium hydride. After 1 hour
at 0C, 1.4 nl e Example 6.2: (2-amino-5-chlorophenyl) (3-
methoxyphenyl)methanol
10 To 3.66 g of (2-amino-5-chlorophenyl) (3-
methoxyphenyl)methancone disscolved in 15 ml of ethanol
are added, at 20°C, 1.59 g of sodium borohydride. After
24 hours at 20°C, the reaction medium is concentrated,
taken up in ethyl acetate and washed twice with water.
15 The organic phase is dried over anhydrous sodium
sulfate and concentrated. The residue is solidified
with dichloromethane to give 2.37 g of the expected
product.
'H NMR 8 in ppm (DMSO dé): 3.74 (s, 3H); 5.14 (s, 2H);
20 5.70 (d, 1H); 5.94 (d, 1H); 6.61 (d, 1H); 6.81-7.27

(unresolved complex, 6H).

e Example 6.3: N-{4-chloro-2-[(3-
methoxyphenyl) (hydroxy)methyl]phenyl}-3,4-
25 dimethoxybenzenesulfonamide
Te 1 g of (2-amino-5-chlorophenyl) (3-

methoxyphenyl)methancl dissclved in 6 ml of pyridine




20 of ethyl 2-bronpacetate are introduced and the mxture is left for 18
hours at roomtenperature. The reaction nediumis taken up in ethyl
acetate and washed with water. The organic phase is dried over anhydrous
sodium sulfate and concentrated. The residue is 25 chromat ographed on a
colum of silica 8e|, eluting with dichloromethane to give 1.3 of the
expect ed pr oW@c2OVGO2438L024779 - 96~ -1 T FR2005/ BED. OQ§¥¢@§5¥Win ppm
(DVSO d6) : 1.03 (t, 3H) ; 2.90 (d, 1H) ; 3.77 (s, 3H); 3.87 (t, 3H); 4.11
(d, 1H); 4.73 (g, 2H); 5.94 (d, 1H); 6.47 (s, 1H); 7.10-7.77 (unresolved
conpl ex, 10Hpresapfpd=86t. rpam EeMprrrrbytreat és08he efedidal structures and
physi cal properties of a nunber of conBounds of the invention obtained
accordi ng t o9tRpshexykpraengeylfreylsghenrifde:oAt46FelP BOHPSund Rat ure and

PosL O B HASeb Mg, AREHL DS LI e BT 2

521/8.78 di QYfpc19,3:6 416L GHBORE phude 15543336%34: annyarous

5 sodium sulfate and concentrated. The residue is
chromatographed on a column of silica gel, eluting with
dichloromethane to give 1.65 g of the expected product.
'H NMR & in ppm (DMSO dé6): 3.74 (s, 3H):; 3.75 (s, 3H);
3.85 (s, 3H); 6.07 (s, 1H); 6.25 (s, 1H); 6.76-7.33

10 (unresolved complex, 10H); 9.43 (s, 1H).

e Example 6.4: N°-{4-chloro-2-[hydroxy(3-
methoxyphenyl)methyl]phenyl}-N?~[ (3,4~
dimethoxyphenyl)sulfonyl]glycinamide

15 To 0.7 g of N-{4-chloro-2-[(3-
methoxyphenyl) (hydroxy)methyl]phenyl}-3,4~
dimethoxybenzenesulfonamide dissolved in 5 ml of THF
are added, at room temperature, 0.2 g of potassium
tert-butoxide and 0.25 g of 2-bromoacetamide. After 48

20 hours at 20°C, the reaction medium is concentrated,
taken up in ethyl acetate and washed with water. The
organic phase is dried over anhydrous scodium sulfate
and concentrated. The residue is chromatographed on a
column of silica gel, eluting with dichloromethane to

25 give 0.4 g of the expected product.

'H NMR & in ppm (DMSO d6): 3.76 (s, 3H):; 3.78 (s, 3H):

3.90 (s, 3H); 4.12-4.53 (unresolved complex, 2H); 6.16



diOve 10 2-Cd 4-C1 CH2CO2Et H 109.8 495/9.40 13 2-d 4-d CH2CO2Et 4- Owe
98.2 524/9.47 18 2-C 4-d CH2COR2Et 3,4-did 140 562/10.46 19 2-d 4-C1
CH2CONH2 3, 4- 154.7 526/7.52 diOwe 28 2-Cl 4-ClL CH2CONH2 3, 4-di Me 205 n. d.
31 2-d 4-C1 CH2CONH2 3-C 187 499/8.32 32 2-d 4-Cl1 CH2CONH2 4- Ove 207
495/ 7.86 WO 2006/022779 - 97 - PCT/ FR2005/ 002017 ExaTFIe 2:

N- { 4- chl or o-BO[ £906AP843BReny! ) - (hydt okdA et hyl | phRSEA BRI RI2%1 % -

di met hoxybenzenesul f onam de (conmpound 20) 5 To 1 g of

N- {4- chl or o- 2- [(2 chlor henl

(hydr oxy) met h§t | pieriyl § -(éhr weltfﬁoxyée%%e?neém floHresslyed opRmEr HE: i n
Exanple 1.2 f hrﬁg n 4g acetonitrile are successively added 1.2
m of 10 trié H; aRd 6168 n1 of iodoethane, and the mxture is

refluxed for_8 hoyba ghe reaction nmediumis taken up in ethyl acetate and
washed with el he™ organi c phase is dried over anhydrous sodi um

sulfate and concentraied: (Thg §651,due,8.Chrgbogt Apfieds an-g, 1gscol umm of

silica gel, eluting w CcycC exane ace e sol vent
m xture tq o opsfro o] 8 of the
mXCUre ©5 OBkal Bng, BLLBLESTYB8LLY LAELORElLORAKELOTEXBRRRlpd15ca of

20 3.21 (m &hd; idvdRrtidn éb&alﬁeésaééorakmg 8002n6d, p%B%essG o1 (d 1H)
6.80 (d, 1H); 6.96-7.49 (unresolved

Table VI

Com- Nature and position of the m.p. MH"/

pound substituents (°C) |retention
No. Ar, Ar, Ry Ar, time
16 3-Cl1 | 4~Cl CH,CO;Et 3,4~-diOMe 149 554/9.48
17 2-OMe | 4-Cl1 CH,CO;Et 3,4-diCMe 119.6 | 550/8.98
26 2-Me | 4-Cl CH,CO,Et 3,4-diCMe 85.4 | 534/9.04
44 3-Cl 4-C1 CH,CONH, 3,4-diOMe 120.1 ] 525/8.95
59 4-OMe | 4-Cl CH,CONH, 3,4-di0Me 181 521/7.30
68 2-OMe | 4-C1 CH,CONH; 3,4-diOMe 104.6 | 521/7.26
131 2-Me | 4-C1 CH,CONH; 3,4-di0Me 144.6 | 487/8.42
76 3-C1 | 4-C1 CH,CONH, 3,4- 229 509/7.73

methylenedioxy

10
Example 7: AF—{4—chloro—2-{hydroxy[2—
(trifluoromethyl)phenyl]methyl}phenyl)-N°-[ (3, 4-

dimethoxyphenyl)sulfonyl]lglycinamide (compcound 125)



conplex, 8H); 7.91 (d, 1H). mp.=153.9C Table Il illustrates the chem cal
structures 25 and the physical properties of a nunber of conpounds of the
i nventi on obtained according to this exanple. WO 2006/ 024779 - 98 -

PCT/ FR2005/ 002017 O Ara i R1~"S N ~-O OH Arl r2/ H Table Il Conpound
Nature and position of the substituents MH/ No. Arl Are RL Ar3 n1$.
retention (WP 2PRE/9243781 4-Cl cH2COGHE 3; 4- di OVEPATAFR2 0B/ @02817 23 2.1
4-C1 (CH2) 3,4-di Owe 112.2 526/8.77 20Me 29 2-C 4-Cl CH2CONH2 napht hyl
218 515/8.52 30 2-Cl 4-Cl CH2CONH2 3-Owe 114.8 495/7.87 5 Exanple 3:

N2- { 4- chl or o- 2-9 (Bx@wWPdeophény Py chyarexyrmefehyl | phenyl }-N2-
(2,4-dinethoxyphenyl)sulfonyl%- | yci nam de (conmpound 33) To 1.5 g of

N-{ 4- chl or o- 2- [ ( cRPBFEpHEAYT ¥ Oﬁgzm“l'one

hyd thyl ] phenyl }- 3, 4- di et b | f op- _amid tained i
Exampl o 113, i SSol vedtPn 158nP tor SBRCS P AYBEH-AE CroonEHpBFat ure 1. 25

g of caesi um,,gapbenale 880,0.68.9.8h,4:0HRTOARE! BHLG: R0Y.! B

5 refluxed for 2 hours. The reaction medium is
concentrated and the residue 1s recrystallized from
ethanol. After filtering off and rinsing the
precipitate, 10.25 g of the expected product are
obtained.

10 'H NMR 8 in ppm (DMSO dé): 2.40 (s, 3H); 7.58 {(d, 1H):
7.97 (m, 2H).

¢ Example 7.2: (2-amino-5-chlorophenyl)-(2-
trifluoromethylphenyl)methanone

15 To 1.1 g of magnesium in 22 ml of diethyl
ether are added dropwise 6.05 ml of
2-triflucromethylbromcbenzene. To the magnesium reagent
formed are added over 15 minutes 8 g of 6-chloro-2-
methylbenzo[d] [1,3]cxazin-4-one dissolved in 60 ml of

20 dichloromethane, and the mixture is left for 18 hours
at room temperature. The reaction medium is hydrolysed
with saturated ammonium chloride solution and extracted
with diethyl ether. After concentrating the organic
phase, 7 ml of ethancl and 7 ml of 3M scdium hydroxide

25 solution are added to the residue and the mixture is
refluxed for 1 hour 30 minutes. At room temperature,

the medium is extracted with diethyl ether and the



m xture is maintained at 100C for 2 hours. The 15 reaction nmediumis taken
up in ethyl acetate and washed wth water. The organic phase is dried over
anhydrous sodium sulfate and concentrated. The residue is chronatographed
on a colum of silica gel, eluting with WO 2006/ 024779 - 99 -

PCT/ FR2005/ 002017 2 di chl or onet hane/ met hanol sol vent ram<gy tC)ﬁgve

0. 601 g of tH@ %QB@ ?%ﬂ73?oduct. 1H NMR S i1 ppm ( 00 .QE?Q , 6H)
4.40 (d, 1H); 4.66 (d, 1H); 6.45-7.62 (unresol ved conplex, 14H). 5
mp.=158 C Table Il] illustrates the chem cal structures _and the physical
properties oftBeRuRbBaeofs cOrpBtnaEesf anhKarPRGehPHoRmobRAfABE @B8ording to
this exanple. O Aral F% BK%CH QAr Ar 2 F% 10 Table J11. Com , Nature and
position of TRBCRRPFaRRA- PBENHCSHBNE tReRPEOPETOPERRAEHORC RbYeArl Are RL
Ar3 time 3652;5C1 g-CL CH%CCNH% é,S-gi 109 525/7.57 38 2-Cl 4-C1
CH2CONH2 2, 55 4if VB, O- Sh5653P85778 RECH Exanpl e 4

N2- { 4- chl or ox2- - chl grop ipe ; . _
(hydroxy)netﬁ%lFgﬁedilﬁﬁN - 3,%¥ﬁ¥%hpgpéph%h%?)-“%5 %ﬁ?foﬁ@]ﬁ%l@b?%anide
(conmpounds34) yn FX85P €4 4cdmpl{ €2 @M 3P 5- chl or ophenyl) (2- chl or o-

e Example 7.3: N-[4-chloro-2-(2-
triflucromethylbenzoyl)phenyl] -3, 4-
dimethoxybenzenesulfonamide

10 Starting with 3.295 g of (2-amino-5-
chlcrophenyl) (2-triflucoromethylphenyl)methanone
according to the process described in Example 1.1,

1.22 g of the expected product are obtained.

15 * Example 7.4: N-{4-chloro-2-[(2-
trifluoromethylphenyl) (hydroxy)methyl]phenyl}-3,4-
dimethoxybenzenesul fonamide

Starting with 3 g of N-[4-chloro-2-(2-
trifluoromethylbenzoyl)phenyl]-3, 4-

20 dimethoxybenzenesulfonamide according to the process
described in Example 1.2, 1.566 g of the expected
product are obtained.

'H NMR 8 in ppm (DMSO dé6): 3.76 (s, 3H); 3.84 (s, 3H):;

6.27 (s, 1H):; 6.96-7.44 (unresolved complex, 1ZH).




phenyl) nethanol To 20 g of (2-am no-5-chl orophenyl) (2-

chl or ophenyl ) et hanone di ssolved in 80 m of ethanol WO 2006/ 024779 - 100 -
PCT/ FR2005/ 002017 are introduced portionwi se 8.6 g of sodi um borohydri de,
and the mxture is left for 18 hours at roon1tenperature The reaction

mediumis taken [ | acetate and shed with te ni c
phase is 5 dwpeagg§é82§hﬂédrous sodi um st fate and & é%ﬁéqegyﬁbfﬁf?glve
21.63 g of the expected product. 1H NMR 8 in ppm (DVSO d6): 5.16 (s, 2H);

5.70 (d, 1H); 5.98 , 63 (d, unresol ved conpl ex,
6H). 10 ExainéEﬁa@é?ﬁ+?zgch tﬁ;p 9;2 2- {hydroxy[é

G of (2-am nb-5 chi b bRen ﬁn%e?%a‘??inispxiﬂ@%ﬁyhipﬁ%ﬁ?si?dﬁfisLI Selinam of
pyridine is 15 aggﬁgggoggghgn E gunghgTh§§gg?H§ﬁ ggulfonyl chlorlde and

the mxture is le npera Ure. The reaction nedi um

is taken up in ethyl ggg&g&ﬁﬁawgtﬂa§qu8ngkth@QeEhl§9§0§h§Q2mﬁth 1M

hydrochl ori ¢ acid sol ution e organic is drie over anhydrous

sodi um sukf aﬂ?lEEQOEQHE@%iﬁh@ﬁylw@ﬁydE@§&¢M@thﬁl?ﬁﬁ@ﬁ?i?gBal@hed on a
columm of silica gel eluting wth dichl oronmet hane, to give 0.601 g of the

expect ed proauﬁéthékf]yblé/ﬁzgneaumﬁahéMQ d6ror8iQdg €5, thH) pracaés(s 1H);
25 7.06-7.69 (unresolved conplex, 11H). WD 2006/ 024779 - 101 -
PCT/ FR2005/ 0@28&Fibed in Example 1.3, 0.265 g of expected product
is obtained.
'H NMR & in ppm (DMSC dé6): 3.77 (s, 3H): 3.94 (s, 3H);
10 4.14-4.41 (unresolved complex, 2H); 6.50 (s, 1H); 6.80
(d, 1H); 6.80-7.88 (unresolved complex, 12H).

m.p.=128.8°C

Example 8: Aﬁ—{Z—[(2—chlorophenyl)(hydroxy)methyl]—4—

15 fluorophenyl}-hﬁ—[(3,4~

dimethoxyphenyl)sulfonyl]lglycinamide (compound 61)

e Example 8.1: (2-nitro-5-fluorophenyl) (2-
chlorophenyl)methanone
20 To 2.6 g of chromium trichlecride suspended in
50 ml of THF are successively added 30 ml of a 0.5M
solution in THF of 2-chlorophenyliodozinc, 2.54 g of
2-nitro-5-fluorcbenzaldehyde and 5.7 ml of
trimethylsilyl chloride. The mixture is heated at 65°C
25 for 1 hour and then left at rcom temperature for
18 hours. 1M hydrochloric acid soluticn is added to the

reaction medium, the precipitate formed is filtered off




Exanpl e 4.3: N2-{4-chloro-2-[(2 chl orophenyl) (hydroxy) nmet hyl ] phenyl
}-N2-[(3,4- dichlorophenyl)sul fonyl]glycinamde To 1.315 g of
N-{4-chloro-2-[(2-chloro 5

phenyl ) (hydr oxy) net hyl ] phenyl } - 3, 4- di met hoxybenzene- sul f onam de, obt ai ned
in Exanple 1.2, dissolved in 10 m of tetrahydrofuran are added, at room

t enper at ur e, W9, 890§/824733Passi um t er t = bl oxt de and PETAERZ0Q$/002017

2- brompacet am de, and the m xture is refluxed 10 for 3 hours. After 18
hours at roomtenperature, the reaction nediumis taken up in ethyl
acetate and #8Shéae Withrah€eis TRECER§HACEIphdBe resdpiedigvéakanhydrous
sodium sul fate and concentrated. The residue.is chromatographed on a

col umm of si PPcaRg8FhYe| acrhgtei erd1528R8PcHbPoNBERENefREL RAAEP 180! vent

di tt i 1.0 f th t ed t. 1H NVR 6 i D\VBO
Oer e a1 O Bhate. 15005 %] ofRr. SHBTRFSRS SOk, s Pk ap BPTE! VG5

(unresol ved gﬁggphg§aﬁégtbTFéorg%9d§%3§g Eﬁggﬁﬁkgg%ggﬁéhrgke% t he chem cal

structures phAysi cal "propértres o compounds of the
i nventi ongobtgi cQ 6y t hi .Qce / 79 ¢+ -
boT ProgoS) o5 8s 8¢ %?A?g?h%?,?gﬁb CERAREC RS ey BreatReRane 0o 3%

1 g of the expected product.

'H NMR & in ppm (DMSO d6): 6.95 (d, 1H); 7.05-7.57

{unresolved complex, BH)

10 e Example 8.2: (Z2-amino-5-flucrophenyl)-(2-
chleocrophenyl)methanol
To 0.5 g of (2-nitro-5-fluorophenyl) (2-
chlorophenyl)methanone dissolved in 10 ml of ethanol
are added 0.44 g of tin and 1.5 ml of 12M hydrochloric
15 acid, and the mixture is left for 3 hours at room
temperature. The reaction medium is concentrated and
the residue is taken up in ethyl acetate and washed
with 2M sodium hydroxide solution and then with
saturated ammonium chloride sclution. The organic phase
20 1is dried over anhydrous sodium sulfate and concentrated
to give 0.453 g of the expected product.
'H NMR & in ppm (DMSO d6): 5.16 (s, 2H); 5.77 (d, 1H);

5.98 (d, 1H); 6.83-7.34 {unresolved complex, 7H}.

25 e Example 8.3: N-{4-fluoro-2-[(2-
chlorophenyl) (hydroxy)methyl]lphenyl}-3,4-

dimethoxybenzenesulfonamide



Table 1V Com Nature and position of the MP. MH/ pound substituents (O
retention No. Art Are RL Ar3 tine 35 2-Cd 4-d CH2CONHZ2 4-C 130 499/8. 41
37 2-Cl 4-Cl CH2CONH2 2-Cl 137 4997.75 41 2-C 4-Cl CH2CONH2 2, 3-di Ove 222
526/8.76 64 2-C 4-ClL CH2CONH2 3,4- 102.1 523/7.64 ethylenedioxy 79 2-C1
4-Cl CH2CONH2 2-Me 134 479/8.24 106 2-Cl 4-C CH2CONH2 2,4,5-tri Me 150.2
507/8.95 11802280640247@MCONHMe 2, 4- 5116 i e 171. 7P%E4F%éQ@5/QQ%°§Yc1 4-C1
CH2CONHMVe 2, 4,5-tri OMe 119.6 569/7.67 129 2-Cd 4-Cl CH2CON( Me) 2

2 4-di O -5-Me 204.8 557/10.35 132 2-Cl 4-Cl CH2CONHMe 3, 5-di Me 109
489*/9.48 133 2-C 4- EtackRoonwREN20345- gi BE 142382pP9585 52 2-Cl 4-Cl
CH2CONH2 H 170.6 465/7.75 85 2-Cl 4-C _CH2CONH2 2, 6- d|0 149 533/8 01 72
2-Cl 4-C1 CH3EeRFRENSNYLYi(enehasrsphenydomeghanod a@Cef dERICERHE S, 5- di Me

137 493/8.60 94 2-C 4-Cl CH2CONH2 2 80.8.539/8.25 Me 102
2-C 4-Cl CHBEPRRES298S8TtPPaVE™1 §a§b§§5ﬁ7 366 % 2861 (3- et hyl -

3,4-di Owe 90 5 1.2 4 oxadi.azol - 5-yl) nethyl MD 2006/ 024779 - 103 -
PCT/FR2005/08§gf7geéoﬁfoﬁaFurésaﬁé%p05|Flon of the MP. N Ii+/

5 'H NMR 3 in ppm (DMSO dé): n.d.

e Example 8.4: N°-{2-[(2-
chlorophenyl)(hydroxy)methyl]—4—fluorophenyl}—hﬁ—
[(3,4-dimethoxyphenyl)sulfonyl]glycinamide

10 Starting with 0.56 g of N-{4-fluoro-2-[(2-
chlorophenyl) (hydroxy)methyl]phenyl}-3,4-
dimethoxybenzenesulfonamide, according to the process
described in Example 4.3, 0.3 g of the expected product
is obtained.

15 'H NMR 8§ in ppm (DMSO dé): 3.76 (s, 3H); 3.86 (s, 3H);
4.05~4.46 {unresolved complex, 2H); 6.31 (d, 1H); 6.63
(m, 1H); 6.95-7.80 (unresolved complex, 12H).
m.p.=232°C

Table VII illustrates the chemical structures

20 and the physical properties of a number of compounds of
the invention obtained according to Example 8
(activation cof the reaction by addition of
trimethylsilane and chromium trichloride described in
Example 8.1 was not used for compounds 6%, 136 and

25 175).




pound substituents (C) retention No. Arl Are RL Ar3 tine 22 2-d 4-C1
(1-methyl - 3,4-di Ove 199 562/5.30 1H im dazol- 2-yl) nethyl 148 2-Cl1 4-C1
CH2CONH2 3-NH2 189.6 462*/7.86 *: the ion observed is the MH0 + H+
Compound 83 is obtained by alkylation with the derivative

5- brononet hyl - 3-net hyl [ 1, 2, 4] oxadi azol e 5 which is synthesized as
fol | ows:  SyHPha0P6/BRATTS  di oxo- 1. 3= dl Kyar o- 21+ | SBERABR2605/0920L7 y|
chloride To 10.25 g of (1, 3-dioxo-I, 3-di hydro-2H 10 i soindol -2-yl)acetic
acid dissolved in 50 mMl of dichloronethane are_sadded, at roomtenperature,
4.6 m of oxalyl chloride and 2 drops of DBF the mxture is left for
18 hours at room tenperature. The resulting] m e is evaporated to
dryness to give 11 g of the 15 expectﬁu\prgéun. Synt hesi s of
2-(3-methyl [ 1, 2, 4] oxadi azol -5- yl)isoi nddN-1®dione To 4.4 g of

(1, 3-di oxo-1, 3-di hydro-2H 20 i soi hdolgg-yllacetyl chloride in 20 m of
pyridine are added 1.48 g of sAcet\am doxi and the mxture is WO

2006/ 024779 - 104 - PCT/ FR200! ' % ed for 1 hour. The reaction
mediumis concentrated and taken/up i acetate and water. The
organi ¢ phase is dried over anhydrous sodi um

Table VII
Com- Nature and position of the m.p. |MH'/retention
pound substituents (°c) time
No. Ar, Ar, R, Ar,
69 2-C1 4-CMe |CH.CONH, | 3,4-diOMe [235.3 521/6.88
136 2-Cl 4-Me |CH,CONH, | 3,4-diCMe |189.2 487/7.90
175 2-Cl 5-Cl1 |CH,CONH,; | 3,4-diOMe |[197.1 507*/8.15

5 *: the ion observed is the M-H,0O + H'

Example 9: N°-{4-chloro-2-[(2,6-
dichlorophenyl) (hydroxy)methyl]phenyl}-N°-[ (3, 4-
dimethoxyphenyl)sulfonyllglycinamide (compound 117)
10
e Example 9.1: (2-nitro-5-chlorophenyl) (2,6~
dichlorophenyl)methanol
To 16.75 g of 1,3-dichlorobenzene dissolved
in 250 ml of THF are added dropwise, at -70°C, 68 ml of
15 a 1.6M solution in hexane of n-butyllithium. After one
hour at -70°C, 10 g of 5-chloro-2-nitrobenzaldehyde
dissolved in THF are introduced and the mixture is left
for 3 hours at this temperature. The resulting mixture
is hydrolysed by addition of 5 ml of acetic acid and is

20 allowed to warm to room temperature. The resulting




sul fate and concentrated. The residue is 5 chromat ographed on a colum of
silica gel, eluting wwith a 7/3 (v/v) toluene/ethyl acetate m xture to give
1.2 g of expected product. 1H NVR S in ppm (DVSO d6) : 2.26 (s, 2H) ; 2.34
(s, 3H) ; 3.92 (s, 2H). 10 Synthesis of 1-(3-nethyl[1, 2, 4] oxadi azol -5-

yl ) met hanam ne To 5 of 2-(3-nethyl[1, 2, 4] oxadi azol - 5-
yI)isoindoI-H93299658297380Ived in 100 Y48 of et hanACT/ERAGASANRRUMD m  of

hydrazi ne hydrate, and the m xture is refluxed for 2 hours. The insol uble
material is filtered off and the filtrate is concentrated. The residue is
taken up in Br&EERYe eshepncenbrahedl abflethanresidiei ssfiltered of f and the
filtrate is 20 concentrated to give 2 g of the expected product. 1H NVR S
in ppm ( DVBCFaBymabogyaphedapy . a4cgBups ofpsilicaygehespduping with

5- br ononet hy| - 3: thyl,[ 1, 2, 4] oxadi azgl e, 25 To 2.26 g, of ,

(3 ot iyl 13 904TB B By of L S5 RRnaR arnid neCar at8 DaBt pe 160n8 8P vt er
and 20 m of hydr oby om ¢_aci re_added dropwi se, at 70C, 2.76 g WD
2006/ 024779 7'?%% ¢ 9@?&@ﬁ2@ﬁg?ﬁgﬁglﬁro Fesodiumnitrite dissolved in 10 n
of water. cAfter hour .at ' um i oled t QO nperat ur e,

t aken up Fn éfhy Raggté?¢ gﬁg mggﬁ%geéf?ﬁ ﬁh %r.&%hegg?QaZ?b§%ﬂgé%@is
dried over aphydioysveQdibumpPegyl BATE angsconcenky at edoho (giveyp,6 g of the

expected product.
e Example 9.2: (Z2-amino-5-chlorophenyl) (2, 6-
dichlorophenyl)methanol

10 Te 3.9 g of (2-nitro-5-chlorophenyl) (2, 6-
dichlorophenyl)methanol dissolved in 37 ml of methanol
are added 5.25 g of ammonium formate and 0.374 g of
platinum oxide. The mixture is left for 5 hours at room
temperature and then heated at 50°C for 18 hours. The

15 resulting mixture is filtered through Celite and the
filtrate is concentrated. The residue is taken up in
ethyl acetate and washed with water. The organic phase
is dried over anhydrous sodium sulfate and
concentrated. The residue is chromatographed on a

20 column of silica gel, eluting with a 90/10 (v/v)
cyclohexane/ethyl acetate mixture to give 1.378 g of
the expected product.
'H NMR 8 in ppm (DMSO d6): 5.16 (s, 2H); 6.17 (d, 1H);
6.35 (d, 1H); 6.64 (d, 1H); 6.72 (s, 1H); 7.01 (m, 1H);

25 7.38-7.55 (unresolved complex, 3H).



IHNWR S in ppm (DVSO d6): 2.39 (s, 3H); 4.88 (s, 2H). Conpound 22 is
obt ai ned by alkylation with the derivative

2-chl oronet hyl -1 -net hyl i m dazole, which 10 is synthesized as foll ows:
Synt hesi s of 1-nethyl-2-im dazol emet hanol To 10 g of

1- et hyl - 2- |n1dazolgcarboxaldehyde di ssolved in 200|q of met hanol are
added 5.2 ¢ Bp 4806 B?ﬁﬁ7ﬂorohydr|de ane® the ni xt FEEAER2Q03/9Q20173 hours

at roomtenperature. The solvents are evaporated off and the residue is
taken up in ethyl acetate and washed with water. The organic phase is
dried over anhYHrEﬁ%mEéﬁlﬁnﬁsuNféﬂeCBﬁHr@oﬁcéﬁ?rﬁfed to 20 give 6.5 g of

th ted d 4.49 (d
ZFE exgegee(tprg lC%l?éoggﬁkzkﬁ?h§Q6§§¥ meiﬁyl pﬁg lgﬁé gC 25 Synghe5|s

2fn§tﬁ3:Ogorﬁf322%%%%%@3%%%?55?@35§&£88a@%§8mnse 1.8 M of thionyl chloride
at 0C. After WO 2006/0§g;¥gln§1ﬁ§th Eg¥h§Rggog?ogﬁgﬁg _518 hours at 20C, the

m Xture is heated at 7 ours. reaction nediumis concentrated

to give 5hecﬁ%@?&ﬂbﬁ@n?ﬁ.&;EIE'FE—GQQHEBEQEHéﬁéd)mé@h%ﬁabeo?ﬁ% DVEO d6)
3.90 (s, 3H); 5.2 d, 1F); 7.80 (d, 1H).

Compound 148¢hs pbbakpgdabsemibhe iROEKERPOEALNG NLRO gebfvehéve via a
reduction reaction wth nascent hydrogen. Exanpfe 5. N{4-chloro-2-[(2 10
chl or ophenyl ¢kpydt odyprotiiyt] phenybtadndddi net hoxy- N-

'H NMR 8§ in ppm (DMSO d6): 3.76 (s, 3H); 3.84 (s, 3H):

6.53 (s, 1H); 6.83-7.48 (unresolved complex, 10H); 9.29

10 (s, 1H).

* Example 9.4: N°-{4-chloro-2-[(2,6-
dichlorophenyl) (hydroxy)methyl]phenyl}-N-[ (3, 4-
dimethoxyphenyl)sulfonyl]lglycinamide

15 Starting with 0.7 g of N-{4-chloro-2-[(2, 6-
dichlorophenyl) (hydroxy)methyl]lphenyl}=~3,4-
dimethoxybenzenesulfonamide according to the process
described in Example 4.3, 0.23 g of the expected
product is obtained.

20 'H NMR & in ppm (DMSO dé): 3.76 (s, 3H); 3.86 (s, 3H);
4.27 (q, 2H); 6.42 (s, 1H); 6.91-7.89 (unresclved
complex, 9H); 8.02 (s, 1lH).
m.p.=128.3°C

Table VIII illustrates the chemical

25 structures and physical properties of a number of

compounds of the invention obtained according to

Example 9 (for all the compounds, the reduction




met hyl benzenesul f onam de (conpound 25) Exanple 5.1: N [4-chloro-2-(2-

chl or obenzoyl ) phenyl ] - 3, 4-di met hoxy-N- 15 net hyl benzenesul fonam de To 1 g
of N-[4-chloro-2-(2- chlorobenzoyl)phenyl]- 3, 4-di met hoxybenzenesul f onam de,
obtained in Exanple 1.1, dissolved in 20 mM of dinethylformam de is added,
at 0C, 0.094 i O hydride; after one hour_at  this t erature,
0.16 m of ngghegzghg% i ntroduced a the m xt LF%T'(ER?%%?(E&O:FBom
tenperature for 18 hours. The precipitate is filtered off, taken up in

et hyl acetate, dried oyver_ anhydrqus sodiumsul fate and concentrated. The

resi due 25 i S°RESABEAWLRNEGRBPKI “ethéF BRITPEMEE: BE1PE GitRelMetatt er
dryi , 0.735 t t ed duct . 006/ 024779 - 107 -
BCH Fio00s/ 0838192 RS RERRRTh R sP et i pstigna oty arponiym Holnags (o a1y -
3.86 (s, BFDéng.%§é§§égg(ggggagLved conplex, 4H); 7.51- 7.75 (unresol ved
mop. = .6C X

conpl ex, 6H). anple 5.2: N-{4-chloro-2-[(2-

chl or ophenyl ) (hydr oxy) net hyl ] phenyl } - 3, 4-

di met hoxy- N- net hyl benzenesul f onam de To 0. 192 t he conpound obtained in
10 Exanple 5.1 dissolved in 5 m of ethanol llisgdded 0.036 g of sodium
borohydride and the mxture is left I~ Ssthrs at room tenperature. The
reaction nedium is taken up in ethyl acefate™and washed with water. The

et ouPHo

organi ¢ phase is dried over anh

diu1 sul fate

H
5
Table VIII
Com- Nature and position of the m.p. MH*/
pound substituents (°c) retention
No. Ar, Ar, R; Ar; time
147 2,6-diF | 4-Cl |CH,CONH, 3,5-diMe | 108.7 477/8.59
198 2,6-diF | 4-Me |CH,CONH; |3,4-diOMe| 175.7 | 489*/7.40
206 2,6-diF | 4-F |CH,CONH; |3,4-diOMe| 178.8 511/6.65
209 2,6-diF |4~OMe |CH,CONH, |3,4-diOMe | 114.2 523/7.14
221 2,6~diF | 4,5~ |CH,CONH; |3,4~diOMe| 149.9 543/8.15

dicl
222 |2-Cl1,6-F| 4-C1 |CH,CONH, |3,4-diOMe| 147 [565*%*/8.20
225 | 2,6-diF |6-OMe |CH,CONH, |3,4-diOMe| 228.7 | 523%/6.81
226" | 2,6-diF |6-OMe |CH,CONH, |3,4-diOMe | 210.1 | 523*/7.25
101 2,6-diF | 4-Cl |CH,CONH, |3,4-diOMe| 134.1 | 527/7.02

e *: the ion observed is the M-H,0 + HY,

s **: the ion observed is the MNa*,

#

° : rotamers

Enantiomers of compound 101

Levorotatory Dextrerotatory
enantiomer enantiomer
compound 251
Optical rotation -64.4 +62.4

[a]lp *




15 and concentrated. The residue is taken up in a mninmum anount of ethyl
acetate and the precipitate formed is filtered off and dried to give 0.067
g of the expected product. 1HNVR S in ppm (DMSO d6) : 2.33 (s, 3H) ; 3.75
(s, 3H ; 20 3.88 (s, 3H ; 6.06 (d, 1H ; 6.45 (d, 1H) ; 6.68 (m 1H)
6.96-7.81 (unresol vsd co 9H) . mp. = 173.2C Table Villustrates the

chemical stryet4PRE Oaﬂagghe physi cal ™ p¥%be?t|es of PGT AERSE05 6902k hounds
of 25 the invention obtained accordlng to this process. WD 2006/ 024779 -

108 - PCT/ FR20Q5¢0020%y, 50g%1@oR1 1."%h) meQadbH A, 2Are IaBl ey Com
Nature and position _of the P. rte'/  pound substituents (C) retention

No. Arl Are R1 Ar38PiRB- 66 H 4-0 CH2CONH2 3, 4-di Ove 201.6 491/7.39 137 H
4-C1 CH2CONHMVe 3, 4-di OMe 111.5 487*/8.58 57 2-F 4-Cl CH2CONH2 3, 4- di OVe
192.1 509/ 7.10 5 the ion observed is the M H20 + H+ Exanple 6: Synthesis of

N2- { 4- chl or oz hydr oxy( 3z_ eny Lp hyl ] phenyl }-N2-[ (3, 4-
dlmethoxypheEg 1 Qéylﬁblcglqgﬁy L gﬁ%nd 51) 10
5 dichlorophenyl)(hydroxy)methyl]phenyl}—ﬂf—[(3,4—

dimethoxyphenyl)sulfecnyl]glycinamide (compound 74 )

e Example 10.1: (Z2-amino-5-chlorophenyl) (2,5~
dichlorophenyl)methanone

10 To 28 ml of a 1M solution of trichloroborane
at -5°C are added 5.6 g of 4-chlorcaniline dissolved in
30 ml of 1,2-dichlorcethane. After 45 minutes at +15°C,
3.8 g of 2,5-dichlorcbenzonitrile and 5 g of gallium
trichloride are introduced and the mixture is refluxed

15 for 3 hours. At room temperature, the resulting mixture
is hydrolysed with 2M hydrochloric acid solution and
maintained at 80°C for 2 hours. The reaction medium is
taken up in ethyl acetate and washed with water. The
organic phase is dried over anhydrous sodium sulfate

20 and concentrated. The residue is chromatocgraphed on a
column of silica gel, eluting with a
cyclohexane/dichloromethane gradient to give 6.38 g of
the expected product.
'H NMR & in ppm (DMSO d6): 6.90-6.96 (m, 2H); 7.37 (d,

25 1H); 7.60-7.72 (unresolved complex, 5H).

¢ Example 10.2: (2-amino-5-chlorophenyl) (2,5~

dichlorophenyl}methanol




Exanpl e 6. 1: (2-am no-5-chl orophenyl) (3- nethoxyphenyl ) net hanone To 5 g of
2-am no- 5-chl orobenzonitrile dissolved in 100 mM of diethyl ether are
added 15 dropwise, at -5C, 100 mMl of a nolar solution in tetrahydrofuran
of 3-bronobenzenemagnesi um and the mixture is left for 18 hours at room
tenperature._The action mediumis hydrolysed with e _cont ai ni ng_6M
hydrochlorlcwgc?8°6?934?3§ultlng m xturelfs” extract%@TZER%??ﬂ7Q?%9f7
acetate. The organic phase is dried over WD 2006/ 024779 - 109 -

PCT/ FR2005/ 002017 anhydr qus sodlun15ulfate and concentrated The residue
i s chromat ogr aphed on &°c8F dfn%oPLsi(EreéRigero-ehdPrrRgheRivn gréradlent of

f 100 I h 60/ 40 | oh L di chl th

726 g of { HEL0B1ER pRBEBA-pREARGHOnPHRROGVE a‘éﬁ%wé%%&%t% hes®(2'5h .
6.92 (d, 1 | ved

(2 am no- 5. CRFS: 3BRERY Py (38" REL RB%S BReRYPPRNEERGRI 200 T8°3max Y =8y

2- 5- I I m of
Sthanol  ar o adusar aprot, nHBEg ReoH00K FEReRTASHe S 1RO KBRS IHY Mours
at 20C, the ﬁ?ﬁ%hk@“1§E€bHEbh§rSQBBGQEBaEE@ rega&ﬁe 48 kAKELNYL agetate and
washed twice with water. The organi c phase 1s dried over anhhydrous
sodi um sul f akengndaeengest éﬁaedasiliea weehdyates. Sthdbﬁ:bﬁﬂlc\I/\l\'BREse

di chl oronet hane to give 2.37 g of the expected product 6 in ppm
(DVSO d6): 3i#4dEsed3birerSathAysoudHspdium sulfate and concentrated
to give 2.016 g of the expected product.
'H NMR 8§ in ppm (DMSO d6): 5.27 (s, 2H); 5.89 (d, 1lH);
10 .15 (d, 1H), 6.51 (d, 1H); 6.73 (d, 1H); 7.03 (d, 1H);

7.42-7.51 (m, 2H); 7.66 (s, 1lH).

e Example 10.3: N-{4-chloro-2-[(2,5-
dichleorophenyl) (hydroxy)methyl]phenyl}-3,4-
15 dimethoxybenzenesulfonamide
Starting with 2 g of (2-amino-5-
chlorophenyl) (2, 5-dichlorophenyl)methancl according to
the process described in Example 4.2, 1.389 g of the
expected product are obtained.
20 !'H NMR & in ppm (DMSO dé6): 3.77 (s, 3H); 3.84 (s, 3H):
6.29 (s, 2H):; 6.91 (d, 1H); 7.06-7.50 (unresoclved

complex, 8H); 9.25 (s, 1lH).

® Example 10.4: N’-{4-chloro-2-[(2,5-
25 dichlorophenyl) (hydroxy)methyl]phenyl}-N°-[(3,4-
dimethoxyphenyl)sulfonyl]lglycinamide

Starting with 2.42 g of N-{4-chloro-2-[(2, 5~



20 5.70 (d, 1H); 5.94 (d, 1H); 6.61 (d, 1H); 6.81-7.27 (unresolved
conplex, 6H). Exanple 6.3: N {4-chloro-2-[(3-

met hoxyphenyl ) (hydr oxy) net hyl ] phenyl } -3, 4- 25 di net hoxybenzenesul f onam de
To 1 g of (2-am no-5-chlorophenyl) (3- methoxyphenyl)net hanol dissolved in 6
m of pyridine WO 2006/ 024779 - 110 - PCT/FR2005/002017 are added, at room
t enper at ur e, Q. $806/0824373_  dj net hoxyberzeriesul f ony§C€ QQR/00¢Q%t 138
hours, the reaction nmediumis taken up in ethyl acetate and washed with
wat er. The organic phase is dried over anhydrous_5 sodium sul fate and
concent r at edd1FhéCFeREREL | éhY@HPBHﬁW%EF&b%EHeBMlé‘éoﬁnrm of silica gel,
eluting with_ , dichloronethane ive 1.65 of . the expected product. 1H
NR 8 Pn ppritiTREcraEyengerase L fofuyfag; 73cfataspg  to3PRE pEoBaRs: 6 07 (s,
1H); 6.25 (s, 1H):. 6.76-7.33 0 (upresolLved copplex, 10H); 9.4 , 1H).
Bl - 6. 4 SRBEHHREA b7 ESITRYR Bicg( 31 Fed nBy bRENG IR REL KOl SERRERSI

}-N2-[(3,4- dj nyl ) sul fonyl ] gl yci nam de 15 To 0.7 g of
N;{4-ch|oro-%#??égeﬁ%$%§Xyphenyl)(hydrpxy)nethyl]phenyl}-3,4-
di met hoxybenuengs! § onamban dindisel vag) 4 ns 57 (of THE; ar.@saddsd s, room
tenperature, 0.2 g of potassium tert-butoxide and 0.25 g of _
2-brompacet ag ge. (41t @1)48 2G5hosr$3 afm208H) thes rRact,i7en ks 1ved
concentrated, taken up in ethyl acetate and washed with water. The
organi ¢ phaseomplédsxj etipyer anhydrous sodium sulfate and concentrated. The
residue i s chromatographed on a

m.p.=132°C

Table IX illustrates the chemical structures
10 and the physical properties of a number of compounds of
the invention obtained according to Example 10 (for all
these compounds in Example 10.1, the gallium

trichloride is replaced with aluminium trichloride).

15 Table IX
Com- Nature and position of the m.p. MH*/
pound substituents (°c) retention
No. Ar, Az, Ry Ar; time
77 2-cl 4-0CF; | CH,CONH, 3,4~ 116 n.d.
diOMe
120 2~ 4-Cl |CH,CONH, 3,4- 93 497/6.42
thiazolyl dicMe
121 2- 4-Cl |[CH,CONHMe 3,4- 225 511/6.72
thiazolyl diOMe
126 2,3-diF 4-Cl |[CH,CONH, 3,4~ |[184.9|531**/8.16
diOMe




colum of silica gel,

eluting with dichloronethane to

25 give 0.4 g of the

expected product. 1H NVR 6 in ppm (DMSO d6) : 3.76 (s, 3H) ; 3.78 (s, 3H)
3.90 (s, 3H); 4.12-4.53 (unresolved conplex, 2H); 6.16 WO 2006/ 024779 - 111
- PCT/ FR2005/ 002017 (d 1H); 6.47 (d, 1H); 6.81-7.42 (unresolved conpl ex,
11H); 7.76 (s 5 F% =100 'C Table VI_illustrates_the chemca
structures BCaff Fﬁ%%?@%l cal pro.per'tlje%4 of a nunf&T R the
i nvention obtained according to this process. Q0 Aral Rl EN S C9 Ar 2
H Table VI Cegn-N bturemrgoghag‘ggh@fm},hgfl\@ﬁ MH / E,jp_gunld sgﬁsyi tuents
(C retentipn Nog. Arl Are - H2COREL 3, 4-di Ove 149
554/ 9.48 17PPNe 4-Cl. CH2 ituemtene 119 6 550f 4. 68 | DREARER4L C1
CH2CO2Et 3, 4-wk OMe 85a4, 534/ 9.2434 44 3-#¢1 4-C1 @ECONH2 3, |4- ditiive 120. 1
525/8.95 59 4-OMe_4-C1 CH? H2 4-di Ove 181 521/ 71 30 8 2-QOve 4-1C1
CH2CONH2 3, 41-th-OMe 10445 521/ 1-26 | h3dowae 4- G, «CH2OGNHZ 13,5450 B [144. 6
487/8.42 76 3-Cl| 4-0 CH2CODNH2 3,[4- 229 509/7618M net hyl gnedi oxy 10
1 e
128 2,3-diF 4-Cl |(CH,CON({Me), 3,4- 100.5(537**/8.88
dioOMe
149 | 2-F, 6-OMe | 4-Cl |CH,CONH; 3,4- 197.3| 521*/7.66
diOMe
146 2-thienyl 4-Cl |CH,CONHMe 3,4- 121.2|493**/8.20
‘ diOMe
155 | 2-thienyl | 4-Cl |CH,CONH, 3,4- 119 |479**/7.87
diQOMe
162 |2,4,6-triF|{ 4-Cl |[CH,CONH, 3,4- 118.8| 527*/7.96
diOMe
163 2,4-diF 4-Cl |[CH,CONH, 3,4- 161.9 509*/8.28
diOMe
le4 2-C1 4,5~ |[CH,CONH; 3,4- 146.7| 541*%/8.79
dicCl diQOMe
167 2-F,4-Cl 4-Cl |CH,CONH, 3,4~ |205.1| 525*/8.79
diOMe
176 | 2-F,5-Cl 4-Cl |CH,CONH, 3,4~ |195.2| 525*/8.71
diQMe
178 3,5-diF 4-C1l |CH,CONH; 3,4- 205.7| 509*/8.93
diOMe
184 | 4-pyridyl | 4-C1 |CH,CONH, 3,4~ 122 | 492/5.14
diOMe
191 |2-Cl,6-Ome| 4-Cl |[CH;CONH, 3,4- 143.6| 537*/8.10
diOMe
194 2-F,5-Me 4-Cl1 |[CH,CONH; 3,4- 120.5| 505*/8.40
diOMe

e *

* .

*: the ion observed is the MNa’

the ion observed is the M-H,0 + H,



Exampl e 7: N2-{4-chl oro-2-{hydroxy][ 2-
(trifluoronethyl)phenyl]nethyl}phenyl)-N2-[(3, 4-

di met hoxyphenyl ) sul f onyl ] gl yci nam de (conpound 125) WD 2006/ 024779 - 112 -
PCT/ FR2005/ 002017 Exanple 7. 1 6- chl or o- 2- net hyl

benzo[d][l,S%ova| -4-one g of 2-am no-5-chl orobenzoic,acid are

added 80 ni BP 398§/9233H9dr|de and Thedixture |SP@F ER20034P9291 nours.

The reaction mediumis concentrated and the residue is recrystallized from
et hanol . After fllterlng ff and rinsing the precipitate, 10.25 ﬁbOf t he

expect ed proB#eTRAarellobfar hed! (40014 opheRwhl (ExdePue)methyhb- (s, 3H)
; 7.58 (d, 1 2- am no- 5- chl or ophenyl 2-
triquoEonet yPBﬁEH?VﬁﬁeFﬁEﬁQ#BheTgifoNg g s %( magnesi umin 22pn1 zf) (

ot hy ot nchi R e BUaER Al 2P ML SofvaT gTchhandit] sEolRRREE' g¥g e oo

6- chl oro-2- net hyl benzo[d] [ 1, 3] oxazi n-4-one dissolved in 60 n of 20
di chl oronet hane, and the m xture is left for 18 hours at roomtenperature.

The react igon nadiggbﬁglgydﬁglxseqz ~Whti Rosatpeahedagmoni um chloride
solution and extracted wth diethyl ether. After concentratlng t he organic

phase, 7 m of ethaspl18REng1M(206- awk§96kéghaﬁ§&@mb@§aﬁéls0|Utlon are
added to the residue and the mxture is | uxed for 1 hour 30 m nutes. At
roomtenperature, theTrsediom pSoextiaatedophthydbetrhylk datibeblaad the
in 40 ml of dichloromethane, at -20°C, are successively
added 5.226 g of 3-methoxy-4-methylaniline dissolved in
10 50 ml of dichloromethane, and 13.4 ml of triethylamine
dissolved in 25 ml of dichloromethane. After 30 minutes
at -20°C, 5.412 g of 2,6-difluorobenzaldehyde dissolved
in 60 ml of dichloromethane are introduced. After
24 hours at room temperature, the mixture is hydrolysed
15 with water. The organic phase is dried over anhydrous
sodium sulfate and concentrated. To the oil obtained,
dissclved in 80 ml of diethyl ether, are added 80 ml of
2M sodium hydroxide solution and the mixture is left
stirring for 18 hours. The phases are separated by
20 settling and the organic phase is dried over anhydrous
sodium sulfate and concentrated. The residue 1is
scolidified with n-pentane to give 5.069 g of the
expected product.
!H NMR 8 in ppm (DMSC dé6): 1.98 (s, 3H):; 3.69 (s, 3H):
25 4.74 (s, 2H): 5.79 (d, 1H); 5.98 (d, 1H); 6.30 (s, 1H):
6.75 (s, 1H); 7.06 (m, 2H); 7.41 (m, 1H).




WD 2006/ 0247

79 - 113 - PCT/ FR2005/ 002017 ether phase is dried over

anhydrous sodium sulfate and concentrated. The residue is chromatographed
to give 3.3 g of the expected product. 1HNVR S in ppm (DVSO d6): 6.98 (d,

1H); 7.08-7.
trifluoronet
with 3.295 ¢

58 5 (unresolved conpl ex, 8H). Exanple 7.3: N-[4-chlor

0-2-(2-

h Ibenzo§?ﬂ5heny -3, 4- di net hoxybenzenesul f onam ge 10 Starting

- chloropheﬁy13?2‘tr|fluoP

t hanone

according to the process described in Exanple 1.1, 1.22 g of the expected

product are
trifluoronet
sul f onam de
trifluoronet
according to
product are
3H); 6.27 (

(trifluorene
di met hoxyphe
N-{ 4- chl or o-
di met hoxyben

10

15

20

25

obtained. 15 Exanple 7.4: N-{4-chloro-2-[(2-
hyrph5ﬁ§myéﬁyaﬂe%y)Heﬁﬁyﬂﬁﬁhény|} 3, 4- di met hoxybenzene
Startin

] beﬂig}P)’ﬁﬂBH?%}’lé (hvhse%H) REEREL) s5nBeBeEv dram de

o' ST ATHELL psa{n%ae"%vﬁgpzegeﬁﬁ%gn%wé e grpected
I e et e i R

114 - PCT/ FR2005/ 00201

h
PR e bbb pogpios o
@hE(ﬁrécEEbfHHQE?HBEBthhEQXh%QqurQXYEWEtBYkaﬂﬁ€y|} 3,
zenesul f onam de according to the process

expected product are obtained.

'H NMR & in ppm (DMSO d6): 2.03 (s, 3H); 3.38 (s, 3H):
3.78 (s, 3H); 3.84 (s, 3H); 5.89 (s, 1H); 6.17 (s, 1H);
6.42 (s, 1H); 6.98-7.40 (unresolved complex, 7H); 8.98

(s, 1H).

e Example 11.3: N-{2-[(2,6-

difluorophenyl) (hydroxy)methyl]-5-methoxy~-4-

methylphenyl}-N°-[ (3, 4-

dimethoxyphenyl)sulfonyl]glycinamide

Starting with 4.5 g of N-{2-[(2, 6~

diflucrophenyl) (hydroxy)methyl]-5-methoxy-4-
methylphenyl}-3, 4-dimethoxybenzenesulfonamide,
according to the process described in Example 4.3,
3.8 g of the expected product are obtained.
!H NMR 8 in ppm (DMSO d6): 2.18 (s, 3H); 3.43 (s, 3H);
3.79 (s, 3H):; 3.87 (s, 3H); 4.09-4.37 (unresolved
complex, 2H); 6.60 (d, 1H); 6.77-7.75 (unresolved
complex, 11H).
m.p.=203.8°C

4-




described in Exanple 1.3, 0.265 g of expected product is obtained. 1H NWR
6 in ppm (DVMSO d6) : 3.77 (s, 3H) ; 3.94 (s, 3H) ; 10 4.14-4.41
(unresol ved conplex, 2H); 6.50 (s, 1H); 6.80 (d, 1H); 6.80-7.88
(unresol ved conplex, 12H). mp.=128.8C Exanple 8: N2-{2-[ (2-chlorophenyl)
(hydroxy) ne uor ophenyl }-N2-[(3,4

d|nethoxypheﬂ?l?bQF?8397?§IyC|nanlde {cbihotnd 61) PCTABRSAQ5£002017
(2-nitro-5- quorophenyI)(Z chlorophenyl)nethanone 20 To 2.6 g of chrom um

trichloride suspended in m _of THE are successively added 30 ml of a
0.5M solution in THE BﬁbéecﬁléﬂéBﬁEﬁ?FPédéQ?néhteSngSBFuCtures
2-nitro-5- quorobgnza dehg and 5. of trlnEEhé|Sl| chl oride. The
mxture i s hdBfedt PBEBIC PBPpTrﬁbGF 2hd>t RERCPEf PLatOFBEHNEENBEr at ur e

for 18 hours M h chl or aC| sol uti.on i reaction

redi um | the. BPECEBYERESoPoPheaLr e RRFHFHARS! oS atBR03ATT0 ¢ 115 -

PCT/ FR2005/ 002017 and the filtrate is concen ed. The residue is taken
up in ethyl acetate and washed with water. G‘hani c phase is dried over
anhydrous sodi um sul fate and concentr gjed. Q‘ eSidue is chromat ographed
on a 5 colum of silica gel, eluting mnfhucyubohexane to give 1 g of the
expected product. 1H NWMR S in ppm_( DNVHR dE 6.95 (d, 1H); 7.05-7.57

(unresol ved conpl ex, 8H) 10 phe 8. 2 am no- 5-fl uorophenyl) - ( 2-
chl orophenyl ) net hanol

H
5
Table X
Compound Nature and position of the m.p. |MH'/retention
No. substituents (°C) time
Ar,; Ar, R; Ar;
213 2- 4-Cl |[CH,CONH, 3,4- 130 521/8.67
Cl, 6- diOMe
Me
214 ¥ 2,6- | 2,4~ |CH,CONH, 3,4- |160.6| 583**/7.80
diF dicl diOMe
216! 2,6- | 2,4- |CH,CONH, 3,4- |235.1| 583**/B.24
diFr dicCl dioMe
**: the ion observed is the MNa‘ , *. rotamers

Physical characteristics of the rotamers 214 and 216




To 0.5 g of (2-nitro-5-fluorophenyl)(2- chl orophenyl)nmethanone dissolved in
10 M of ethanol are added 0.44 g of tin and 1.5 m of 12M hydrochloric 15
acid, and the mxture is left for 3 hours at room tenperature. The
reaction nediumis concentrated and the residue is taken up in ethyl

ot urated aBneaisEleat78e sol ution Tt of gani o SRS LMDy over

e solution.” or gani c
anhydr ous sadium sul ate and concentrated to give 0.453 g of the expect ed
product. 1H{NVMR S in - 5.16 I—Pi? 5 77 d, 1H) 5. 98
(d, 1H); 6.3§01?p§s4n?mfr?€s7m8xp e o 57, SEHER A §5: 5
N-{4-fl uoroq2-[{ chl or ophenyl roxy hyl ] p nyI
di met hoxybe 1zer‘?é1324ulf pnarft zz‘g@%?ozé %nEE'li']G Bﬁ hF%EOO%TéO%l?
Starting with 0.45 g|of (2-am f 1 uor ophenyl ) (2- ho phenyl).nmet hanol
according to the process desgrf bggl bLHT%Za?rp‘? %1(1 § |6 EG) % h%[ ekpect ed
product is obtained. |5 VRS E@@nle 8.4
N2-{2-[ (2-|chloropheényl) (‘hydno QWHEF%]S/Ii C§Iuoropheny][% [ (3,
4- di met hoxyphenyl ) sul f gnyl |,g! yg:pagpder 1025t ag %_@Qs&gom
N-{4-fluoroi2-[(2- chlorophenyl )(hydr oxy) mef hy eny
di met hoxybenzenesul f pnanjpMie, aggqrangnaoHtshespnom$ss,d@ggrnpg,d i n Exanpl e
4.3, 0.3 g of the expected product is obtained. 15 1H NVMR S in ppm [ DMSO
de): 3.76 ($, 3H); 3|861,0$H"3MB+7.13, d, 1H, Juionz0=8.4, H19;
6=7.29, m, 3H, H4, H1l6 and HZ20;
583 8=7.51, s, 1H, JH11H13=2.8, H11:; )
a.m.u. |=7.88, s, 1H, H13
{MNa+)
Compound| tz=8.24 [8=3.76, s, 3H, OCHs23; 8=3.86, s, 3H,
216 min OCH3;24; 8=4.04 and 4.53, d, 2H, CHz21;
6=7.04, d, 1H, JH70H=5.6, H7; 6=7.07,
543 s, 1H, H13; 6=7.13, m, 4H, H3, H5,
a.m.u. H16, H19,' 5=7.30, dd, 1H, JH201.119=8.8,
(M"‘ JH20H15=1.6, H20; 6=7.47, m, 1[‘1, H4;
H,0)H* |8=7.58, s, 1H, NHz; 8=7.63, d, 1H,
Jy11a13=2.4, H11l; 8=7.70, d, 1H,
583 JOHH7=5.6, OE,‘ 8=8.05, S, 1H, N_I:I_Q.
d.m.u.
{(MNa+)
H NMR spectra acquired in DMSO, at a frequency of
400 Mz, the chemical shifts & are expressed in ppm,
the coupling constants J in hertz.




4.05-4.46 (unresol ved.conplex, 2H); 6.31 (d, 1H); 6.63 (m 1H); 6.95-7.80
(unresol ved conpl ex, 12H). m p.=232C Table VII illustrates the chem cal
structures 20 and the physical properties of a nunber of conpounds of the
invention obtained according to Exanple 8 (activation of the reaction by
addition of _trinethylsilane and chron1un1tr|chlor|d esc Exanple
8.1 was not ngaggépx%ﬁwunds 69, 136 &hd 25 175).F %%fi‘} 117 -
PCT/ FR2005/ Q02017 Q0 Aral R1,,S* NOH &' Ar2 H Table VI Cnn} ture
and positio of the mp. MH/retention pound substituents (C) time | No.

Arl Are RL S@glpzlecla% o lafpieanit 3 AHrave eG54 W 88 136 - Cl
4- Ve CH2CON 2 3, 4- di 189.2 487/7.90 175 2-Cl 5-C CH2CONH2 3, 4-d| Owe
197. 1 507*/ §. 151G he jon observed is the MH20 + H+ Exanple 9:
N2- {4- chl or di,chl or.o Y.

0= (4 ohl or §-24[(3, § B B N i e e §
(2-nitro-5-¢hl arophenyldd? m.u.,

Example 12: Ethyl N-[4-chloro-2-(2-

U)

4

chlorobenzyl)phenyl] -N-[ (3-methoxyphenyl)

sulfonyl]glycinate (compound 3)

5 e Example 12.1: [4-chloro-2-(2-
chlorobenzyl)phenyl]amine
To 10 g of (2-amino-5-chlorophenyl) {(2-
chlorophenyl)methanone dissolved in 100 ml of
dichloromethane are added at room temperature 18.7 ml
10 of triethylsilane and 14.4 ml of trifluoroborane
etherate, and the mixture is refluxed for 18 hours and
then maintained at room temperature for 72 hours. The
resulting mixture is hydrolysed with 2M sodium
hydroxide solution, and the phases are separated by
15 settling. The organic phase is dried cver anhydrous
sodium sulfate and concentrated. The residue is
chromatographed on a column of silica gel, eluting with
a cyclohexane/ethyl acetate sclvent mixture to give
4.46 g of the expected product.
20 'H NMR 8§ in ppm (DMSO dé): 3.86 (s, 2H); 5.17 (s, 2H):
6.50 (d, 1H); 6.70 (d, 1H); 7.00-7.53 (unresolved

complex, 5H).



di chl orophenyl ) nethanol To 16.75 g of 1, 3-dichl orobenzene dissolved in
250 M of THE are added dropwi se, at -70C, 68 mMl of 15 a 1.6Msolution in
hexane of n-butyllithium After one hour at -70C, 10 g of

5-chl oro- 2- nitrobenzaldehyde di ssolved in THE are introduced and the

m xture is left 3 hours at this tenperature. The resulting mxture 1is

hydr ol ysed bVoaHHP§/9348P95 m of acetit3@ctd and iRCTHARZ99 B’ warm to
roomtenperature. The resulting WO 2006/ 024779 - 118 - PCT/ FR2005/ 002017

m xture is concentrated and the residue is chronmatographed on a col um of
silica gel, el tiByaWPLe 14-90/ Yo [¢vrh)oepcPonéRane/ et hyl acetate mixture

6,82 (s ZH? "2 828h é%gb%ﬁyii Wﬁaﬁihﬁpm@in%éyggfﬁﬁig%eﬁ% DF@%) Sghml
1 Ex 9.2: 9- , 6- di

10 To 3,99 of (2.nitrBLBLORTE: BB L2960 AR BrBRRER PRt hanol
di ssol ved Tnciforbngh U7} 1A00L 1 818nadded B 38,0, 0 52 BEU%hgorq%te and

0.374 g of Praom's e'mxtuare’rs urs at room

t enper at uge gag thn4hﬁ§tgg Q¢ ok &8ghquis nge 15 resulting mxture
is filtered thrgugh Celite aﬁgrthe %Ptrate 65 concentrated. The residue

i s taken up m@thgkbﬁénéﬁﬁéghﬁf@ﬂ?l“@&@%gla@thaﬁ@t%he fhetorganic phase is
dri ed over anhydrous sodium sul fate and concentrated. The residue is

chronat ogr aphedtoatardBmcekmparatusk! fea gel hoaldt i reewrthcaidd/ 10 (v/v)
cycl ohexane/ et hyl acetate m xture to give 1.378 g of
medium is taken up in ethyl acetate and washed with
water. The organic phase is dried over anhydrous sodium
10 sulfate and concentrated. The residue is
chrcmatographed on a column of silica gel, eluting with
a 90/10 (v/v) cyclohexane/ethyl acetate solvent mixture
to give 0.666 g of expected product.
'H NMR 8 in ppm (DMSO d6): 3.78 (s, 3H); 3.97 (s, 2H);
15 6.71 (d, 1H); 6.96 {m, 2H); 7.23-7.34 (unresolved
complex, 6H); 7.46-7.54 (unresolved complex, 2H); 9.89%

(s, 1H).

¢ FExample 12.3: ethylN-[4-chloro-2-(2-
20 chlorcbenzyl)phenyl]-N-[ (3-
methoxyphenyl)sulfonyl]glycinate
To 0.525 g of N-[4-chloro-2-(2-
chlorobenzyl)phenyl]-2-methoxybenzenesulfonamide
dissolved in 6 ml of DMF is added, at 0°C, 0.065 g of
25 scdium hydride, after 40 minutes at this temperature
0.14 ml of ethyl 2-bromoacetate is introduced, and the

mixture is left at room temperature for 18 hours. The



t he expected product. 1H NVR 8 in ppm (DMSO d6): 5.16 (s, 2H); 6.17 (d,
1H); 6.35 (d, 1H) ; 6.64 (d, 1H ; 6.72 (s, 1H ; 7.01 (m 1H) ; 25
7.38-7.55 (unresolved conpl ex, 3H). WD 2006/ 024779 - 119 -

PCT/ FR2005/ 002017 Example 9.3: N-{4-chloro-2-[(2,6

di chl orophenyl ) (hydr oxy) met hyl ] phenyl } - 3, 4- dlnethox benzenesul f onam de
Starting w tﬁo gQ% /92 %’z % i mno-5 5 - j ZT/FRZOOS/OOZOI'T

chIorophenyl)(2,6-d|chlorophenyl)nethanol accordlng to the process
described in Exanple 4.2, 1.47 g of the expected product are obtained. 1H
NVR S in ppnﬁGENB€p§6Wed3um6léstagﬁﬁ up. 8n €§hYéHPCGt6t§3aP§ waghed
6.83-7.48 (unresolved conpl ex ;0 9.29 10 (s . npl e 9. 4.

N2- { 4- chl or o¥2F (EaéerdlEEPOPSHﬁBH?IPPﬁ?&réﬁy?ﬁé?ﬁyPVFﬁhéﬁPW?roHﬁ [ (3, 4-
dlnethoxyphen sulfo ci.nani de

N- { 4- chl or o- 2 %EmaSuﬁ?ée%rg«%ashsﬁpf:)ep%aﬁ?say) h@ghyﬁfaﬁaﬁyﬁ% 3, 4-

5 DR e AR RIBR R S5eR SRS  EROAE  TS
e e bl g S g e
illustrates ¢heqg b@rmcgbﬂg ST UREUESS RAaPRYS AL PLAPERLI ES Al 03 NuMber

of conpounds o t he invenfion obtained according t
an oil.

'H NMR 3 in ppm (DMSO d6): 1.18 (t, 3H); 3.82 (s, 3H):
3.98~4.12 (unresolved complex, 3H); 4.36 (s, 1H); 4.40
10 (g, 2H); 6.73 (d, 1H); 7.10-7.55 (unresolved complex,
10H).
Table XI illustrates the chemical structures
and the physical properties of a number of compounds of

the invention obtained according to Example 12.
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Exanple 9 (for all the conpounds, the reduction WO 2006/ 024779 - 120 -
PCT/ FR2005/ 002017 described in Exanple 9.2 is performed using tin netal
and 12M hydrochloric acid instead of amonium formate and pl ati num oxi de).
O0\r3 S\~-OOH _R SAr,_ Ar2 HJ5 Table VIIl Com Nature and position of
the MP. Mt/ __ pound substltuents (C retention No. Arl Are R1 Ar3 tine
147 2, 6-di F WOC20BAZRRARF 93, 5- di Me 108.%3477/8.59 BER/BRZ0QFFO0R(L7
CH2CONH2 3, 4-di Ove 175.7 489*/7.40 206 2,6-di F 4-F CH2CONH2 3, 4-di Owe
178.8 511/6.65 209 2, 6- d|F 4- Ove CHQQE&kag 4-di Ove 114.2 523/7.14 221

2,6-di F 4, 5 CH2CONH? —3-4-dir Ovbe— 1499 5438 15—dir €222 27 Ct 6= r 41
CH2CONH2 3, 4SamPREng) 7 5‘%%'*1*#% aud positien of thene eHZUO\leh@ *4- di bve
228.7 523*/ 6. 8o 226'| 2, 6-di F Ggihdr{HZEXPE? 3, 4- d| o\b(oaip Bab@tidn 25 101
2,6-diF 4-C| CH2CONH? 3, Z2-dlOVE 1I3@. I 527/ 7.0p tihe i on observed{is the
M H20 + H+, | **: theli dFiohk Nﬁd'qtk&l\ﬂ\hf A’ﬁﬁr faners F aners of
conmpound 101 2 H 4-C1 |CH,CO,Et 3,4- 139 | 504/9.06
diOMe
2-C1l 4-Cl |CH:CQO:Et 2-0OMe oil |508/10.03
5 2-Cl 4-C1 |CH,CO;Et 2,5- 80 538/9.91
diOMe
& 2-C1 4-Cl |CH:CO:Et 2,4- 80 538/9.98
diOMe

Example 13: N°-[4-chloro-2-(2-chlorobenzyl)phenyl]-N°-

[ (3-methoxyphenyl)sulfonyl] glycinamide {compound 27)
5 To 1 g of N-[4-chlorc-2-(2-chlorobenzyl)-
phenyl]-3-methoxybenzenesulfonamide, obtained in
Example 12.2, dissolved in 40 ml of acetonitrile are
added at rocom temperature 1.34 ml of triethylamine,
followed by 0.89 g of 2-bromcacetamide, and the mixture
10 is refluxed for 18 hours. The reaction medium is taken
up in ethyl acetate and washed with water. The organic
phase is dried over anhydrous sodium sulfate and
concentrated. The residue is chromatographed on a
column of silica gel, eluting with a 90/10 (v/v)
15 cyclohexane/ethyl acetate solvent mixture to give
0.58 g of the expected product.
'H NMR & in ppm (DMSO d6): 3.82 (s, 3H); 4.08-4.58
(unresolved complex, 4H); 6.65 (s, 1lH); 6.91 {(d, 1H);
7.08-7.57 (unresclved complex, 11H).

20 m.p.=65.7°C



Levorotatory Dextrorotatory enantionmer enantionmer conpound 251 Opti cal
rotation -64.4 +62.4 [alD * WD 2006/ 024779 - 121 - PCT/ FR2005/ 002017 C
0.5 ¢g/100 M in nethanol, at 25C and at 589 nm Exanple 10:
N2-{4-chloro-2-[(2,5 5 dichIorophenyl)(hydroxy)nethyl]phenyl} N2-[ (3, 4-

di met hoxyphepn |f | yci nam de (conpound 74 le 10 1:

(2-am no- 5- ¥ %@ﬁﬁéﬁ@?#%g 5 dichl orop Ijnethan&m? égk gﬂlkf a 1M
sol ution of trlchloroborane at -5C are added 5.6 g of 4-chloroaniline

dissolved in 30 m of 1,2-dichloroethane. After 45 mnutes at +15C, 3.8 g
of 2,5-dichlorobenzonitrile and 5 g of gallium trichloride are introduced

dth i h h
?gsuft?ng1ﬁ§§£§$éi—L§£ @ gﬂ ELOﬁPt% gméﬁydrocLFSF:Eeggsgagg{ﬁtlgneand
g?'e?éf'engﬂdalﬁﬁgﬁ%f’%?ﬁlQEF@&”%“‘E%CE RefRil E%Sa% RGPSy ar dus

sodi um sul f af ¢ 20 g conoet tated. s The) ﬁgéhgﬂ?béﬁ rOUREOALARREA on 2

colum of silica ge uting wth a “cyc xane/ d orone ane gradi ent

to give 6538(8o ouﬁ@el@)<p§ﬁaeﬁ EjﬁDQH%rolt“-J';' S ln ppm (DVBO db) :
6.90-6.96 (m 2 .37 (d (unresol ved conpl ex, 5H).

Exanpl e 10. ZChiaraﬁh@ﬁyﬁj@H&QE@Q??ﬁéE%QZ Phenyl} -3, 4~dimethoxy-N-

[(l-methyl-1H-tetrazol-5-yl)methyl]benzenesulfonamide

(compound 15)

10 e Example 14.1: N-[4-chloro-2-(2-
chlorcobenzoyl)phenyl] -N- (cyanomethyl) 3, 4-
dimethoxybenzenesulfonamide

To 5.4 g of N-[4-chloro-2-(2-
chlorcbenzoyl)phenyl] -3, 4-dimethoxybenzenesulfonamide,

15 obtained in Example 1.1, dissolved in 60 ml of DMF is

added, at 0°C, 0.57 g of sodium hydride; after

40 minutes at this temperature, 0.9 ml of
2-bromoacetconitrile is introduced and the mixture is
left at room temperature for 18 hours. The reaction

20 medium is taken up in ethyl acetate and washed with

water. The organic phase is dried over anhydrous sodium
sulfate and concentrated to give 5.3 g of the expected
product.

'H NMR & in ppm (DMSO dé): 3.76 (s, 3H); 3.85 (s, 3H);

25 4.71 (m, 2H); 7.08-7.63 (unresolved complex, SH); 7.81

(m, 1H).

m.p.=164°C




di chl or ophenyl ) net hanol WO 2006/ 024779 - 122 - PCT/ FR2005/ 002017 To 6. 38
g of (2-am no-5-chl orophenyl) (2,5 dichl orophenyl) net hanone di ssol ved in 50
m of ethanol are added 2.4 g of sodi um borohydride, and the m xture 1is
left for 18 hours at roomtenperature. The resulting 5 mixture is

water. The ofgaaPBesRaad S ried over dhnyarous SBr(RREeftodBalE” M1
concentrated to give 2.016 g of the expected product. 1H NMR S in ppm
(96009, 8 2L, G, 5400 0 o 55,0, 10 S8 (010
10. 3: N-{4-chl 2.5-_d I h h 1}-3,4- 15
d|nethoxgbeﬁzeﬁ;gﬁﬁ%%%gﬁﬁaéogﬁgpg 8E$P¥ %Qgém gﬁ%ggghrxghg_eny }

chl orophenyl ) (2, @nggQé?rgﬂggggkkgﬁﬁp%ﬂ%knégﬁﬁgghgﬂihgucthe process

descri bed in Exanp expec product are obtained. 20

1IH NMR 8 in ppm (DVSO df) 1 3 é} &3[43@hio§08§ ggh 3H; 6.29 (s, 2H); 6.91
(d, 1H); 7.06-7.50 (unresolve conpl ex, 25 (s, 1H). Exanple 10.4:

N2- { 4- Ch'@focﬁibéabénééyﬂbFHEH&Q@hﬁDXEgéhbﬂéﬁﬁthEGhXL]pheny|} N2-[ (3, 4-
di met hoxyphenyl ) sul fonyl'] gl yci ham de Starting wth 2.42 g of

N-{4-chl or o- dime2hbxWoe38686£844 f4Hamidd3disBET#ER20850002014f THF
di chl orophenyl ) (hydr oxy) net hyl ] phenyl } - 3, 4- di met hoxybenzenesul f onani de,
accordi ng toathesproeessvely added 0.3 g of dibutyltin oxide and
2.6 ml of azidotrimethylsilane, and the mixture is
refluxed for 18 hours. The reaction medium is taken up
10 1in ethyl acetate and washed with water. The organic
phase is dried over anhydrous sodium sulfate and
concentrated. The residue is purified by filtration on
silica H, eluting with dichloromethane, to give 0.85 ¢
of the expected product.
15 'H NMR & in ppm (DMSO dé6): 3.87 (s, 3H); 5.00 (s, 2H):

6.88-7.7¢ (unresolved complex, 10H).

¢ Example 14.3: N-{4-chloro-2-[(2-
chlorophenyl) (hydroxy)methyl]phenyl}-3,4-dimethoxy
20 -N-(lH-tetrazol-5-ylmethyl)benzenesulfonamide
To 0.95 g of N-[4-chloro-2-(2-

chlorobenzoyl)phenyl]-3, 4-dimethoxy-N- (1H-tetrazol-5-

ylmethyl)benzenesulfonamide dissolved in 40 ml of

ethanol is added 0.38 g of scdium borochydride, and the
25 mixture is refluxed for 18 hours. The solvents are

evaporated off and the residue is taken up in ethyl

acetate and washed with water. The organic phase is



described in Exanple 4.3, 1.5 g of the expected product are obtained. 5 1H
NVR Sin ppm (DVSO d6) : 3.77 (s, 3H ; 3.88 (s, 3H ; 4.30 (g, 2H)
6.57-6.63 (m 2H); 6.94-7.78 (unresolved conplex, 11H). mp.=132C Table I X
illustrates the chem cal structures 10 and the physical properties of a
nunber of conpounds ,of _the invention obtained according to le 10 (for
all these c%ﬁpggﬂééo?ﬂ7ﬁﬁanple 10.1,~ t%%5galI|un1t?¢¥%#%ﬁ¢Qﬁ/? 0%bl aced
with alumniumtrichloride). O Aral RI~N O. OH O-Ar~ Ar2 H 15 Table
| X Com Nature and position of the MP. MH/ pound substituents (C)
retention NBTIAF| ChpE Rnhmdao’elﬁnﬁod?vmzseulfatwgdcmeeeqﬂﬁrgt@d 26 n.d.
diOve 120 2- .4- Cé ggZCCNHZ 4 93 497/6.42 thiazolyl diOw 121 2- 4-Cl
CH2CONHME 3, 3178288818607 2tNEnpEREFYPIIPERBUCE26 2, 3-di F 4- C1 CHRCONH2
3,4- 184.9 531**/8.16 di OV WD 2006/ 024779 - 124 - PCT/ FR2005/ 002017 Com
Nat ure and position of the MP. burr'/

e Example 14.4: N-~{4-chloro-2-[(2-

5 chlorophenyl) (hydroxy)methyl]phenyl}-3,4-
dimethoxy-N-[ (2-methyl-2H-tetrazol-5-
yvl}methyl]lbenzenesulfonamide (compound 14) and
N-{4-chloro-2-[ (2~
chlorophenyl) (hydroxy)methyl]phenyl}-3,4-

10 dimethoxy~N~[ (1-methyl~1H-tetrazol-5-

yl)methyl]benzenesulfonamide (compound 15)

To 0.93 g of N-{4~chloro-2-{(2-
chlorophenyl) (hydroxy)methyl]phenyl}-3,4-dimethoxy-N-
15 (1H-tetrazecl-5-ylmethyl)benzenesulfonamide dissolved in
25 ml of DMF are successively added 0.2 ml of
iodomethane and 0.32 g of potassium carbonate, and the
mixture is left for 18 hours at room temperature. The
reaction medium is taken up in ethyl acetate and washed
20 with water. The organic phase is dried over anhydrous
sodium sulfate and concentrated. The residue is
chromatographed on a column of silica gel, eluting with
a 99/1 (v/v) dichlorcmethane/methanol scolvent mixzture
to give 0.34 g of compound 14.
25 'H NMR & in ppm (DMSO d6): 3.77 (s, 3H): 3.87 (s, 3H);
4.15 (s, 3H): 4.70 (d, 1H); 5.15 (d, 1H); 6.01 (d, 1H);

6.60-7.83 (unresolved complex, 11H).



pound substituents (C) retention NO Arl Are RL Ar3 tine 127 2,3-diF 4-C
CH2CONHEt 3, 4- 93.4 555/8.86 di Ove 128 2,3-di F 4-CL CH2CON(Me) 2 3, 4-
100.5 537**/8.88 di OV 149 2-F, 6-OMVe 4-Cl CH2CONHZ2 3, 4- 197.3 521*/7.66
di OV 146 2-thienyl 4-Cl CH2CONHMVE 3, 4- 121.2 493**/8.20 di OMe 155
2-thienyl 4-Cl CHZgFNHZ 3. 4- 119 479**/7.87 diOVe 162 2.4.6-tri F 4-Cl
CH2CONHR 3, 470 13808/62477% 96 di Ove 16939 4-di E 4-RET/ERALIFLO0LULT 161 9
509*/8.28 di OVt 164 2-C 4,5- CH2CONH2 3, 4- 146.7 541*/8.79 did di Ove
167 2-F, 4-CL 4-Cl_CH2CONH2 3, 4- 205.1 525*/8.79 di O 176 2-F, 5-Cl 4-Cl
CH2CONH2 3, 4™-R959%-82G+/8. 71 diOve 178 3,5-di F 4-Cl CH2CONH2 3, 4- 205.7
509*/8.93 di OMe 184 4-féridgl 4-Cl CH2CONH2 3, 4- 122 492/5.14 di OMe 191
2-Cl, 6-Onme 4-C1 CHecoNPld 9-0443°8P84Rd, 80165 aPERENE94 508 5-Me 4-C1

- * .
CH2OONH2 3’4ch§§9c e??gtégs48f SEE%% are as follows:

'H NMR & in ppm (DMSC d6): 3.60 (s, 3H):; 3.79 (s, 3H);:
5 3.88 (s, 3H); 4.25 (d, 1H); 4.77 (d, 1H):; 5.96 (d, 1H):;
6.36 (d, 1H); 6.65-7.79 (unresclved complex, 10H).
m.p.=118.3°C
The following compounds were synthesized
according to this process:
10 e Compound 11: N-{4-chloro-2-[(2~
chlorophenyl) (hydroxy)methyl]phenyl}-N-[(2-ethyl-2H-
tetrazol-5-yl)methyl] -3, 4-dimethoxybenzenesulfonamide.
m.p.= 113°C
e Compound 12: N-{4-chloro-2-[(2-
15 chlorophenyl) (hydroxy)methyl]phenyl}-N-[ (1l-ethyl-1H-
tetrazol-5-yl)methyl] -3, 4-dimethoxybenzenesulfonamide.

m.p.=75°C

Example 15: Aﬁ—[4—chloro—2—(2-chlorobenzyl)phenyl]—AF-

20 {(4-methoxyphenyl)sulfonyl]glycinamide (compound 39)

To 0.766 g of N-[4-chloro-2-(2-
chlorcbenzyl)phenyl] ~4~methoxybenzenesulfonamide,
obtained according to Examplé 12.2, dissolved in 5 ml

25 of THF are successively added 0.214 g of potassium
tert-butoxide and 0.263 g of Z-bromoacetamide, and the

mixture is left for 18 hours at room temperature. The




*: the ion observed is the MH20 + H+, **: the ion observed is the MNa+ WO
2006/ 024779 - 125 - PCT/ FR2005/ 002017 Exanple 11:

N2-{2-[ (2, 6-difluorophenyl) (hydroxy)nmethyl] -

5- met hoxy- 4- et hyl phenyl } - N2-[ (3, 4 di met hoxyphenyl ) sul fonyl ] gl yci nam de
(compound 227 anple 11.1: (2-am_no-4-nethoxy-5-, nethyl phenyl) (2,
6-dif|uoropH@%y?Sﬂ%fﬁ%ﬂ%?gTo 6.05 g of %ﬁ%ﬁﬂoropheﬁﬁqﬁﬁﬁﬂﬂﬁgﬁég%¥wéd in
40 m of dichl oronet hane, at -20C, are successively added 5.226 g of

3- et hoxy-4-net hy| aniline dissolved in 10 50 ml _of dichl oronethane, and
13.4 m of tFeREMPANMALIUR; 330FFEN | WP 25 nPthY Ll dReRidFBndtAari@shadt er 30

i nut t -20C, 5.412 g of 2 6-difl benzal dehyde di ssol yved in 60 ni
o1 G chi or ort NAHEA 67 | TR oTERLC APRRPS 245 Ok S04 FboRREABEPaL ur e, | he

mxture is 2%%&P$M8§d}%% emé%@ @@ﬁeé?Fgggﬁafggﬂ%crggfﬁgei Sdried over

anhydr ous i um st e and concen he~ 01T “obtai ned, dissolved

0,20, of Shelbilostisteatts addod ot ofsael so v hyske deysoluton

and the m xtur ours. phases aré separated by

20 settligg and; LRECPEASH EnPNASERARC O hEEaDURE ARhyTyoUs, s§04i yp sul fate
and concentrated. The residue is solidified wth n-pentane to give 5.069 g

of the expegh&depOEtEs . pAbHAMR S in ppm (DVSO d6): 1.98 (s, 3H); 3.69 (s,
3H); 25 4.74 (s, 2H); 5.%9 (d, 1H); 5.98 (d, 1H); 6.30 (s, 1H); 6.75 (s,
1H); 7.06 (mMH MR &7 .14l pom (DMsO \WB)2006/8024&79 3H)126a .-02RQT/2RR2@05/ 002017
Example 11.2: N{2-[(2,6

3H); 4.58 (d, 1H); 6.66 (d, 1H); 6.89 (d, 1H); 7.14-

7.65 (unresolved complex, 11H).

10 m.p.=150°C
Table XII illustrates the chemical structures
and the physical properties of a number of compounds cof

the invention obtained according to an adaptaticn of

Example 15.

Can

15



di f | uorophenyl ) (hydr oxy) net hyl ] - 5- net hoxy- 4-

nmet hyl phenyl } - 3, 4- di met hoxybenzenesul fonam de Starting with 5.06 g of
(2-am no-4- met hoxy-5 5 net hyl phenyl) (2, 6-di fl uorophenyl ) nmet hanol accordi ng
to the process descri bed in Exanpl e 4. 2, 8 5 g of the expected product
are obtained. 1H NVR 8 in ppm (DVSO d6): 2.03 (s, 3I—% 3. 38 3 3.78
(s, 3H): 3. 8E°(§°°§41|5’243799 (s, 1H): 1511378 (5, 1H): PAT/ER é/sdo frk-’g?"
6.98-7.40 (unresolved conplex, 7H); 8.98 (s, 1H). Exanpl e 11. 3:
N2-{2-[(2,6- difl uorophenyl)(hydroxyr)am@ydﬂIS nmet hoxy-4- 15

met hyl pheny | =N2={{(13;4 drmet toxyphenyt ) sut fonytjgtycynanmdg—Stgrtitg with
4.5 g of N-{2°PMZ d- diffatwro WISHEARD A fetdhyl | | B-Ret hox Y1/
net hyl phenyl }pcundi-|di met hoxy besinsistddtsanm de, 20 arqoegi Ngetdntden process
described in anpl (e 4:3 3.8 g of the expected progduct afe %}t ai ned. 1H
NMR 6 in ppm ( O |[d6)}-—R—18{s—3H); 34’2 (s+—3H); Q.7Q 3{ 87 (s,
3H); 4.09-4|37 (unr|eaahviedr;conpl ex, 6 Gﬂr{d 1 H) ; 77 7. 75
bCT) FRo00) p020%7 [T -mu@%aquﬁ%?’ e X%%é’@%ostf%% 19878083 he
physi cal propertieg of al rMiimjer of conpopnds of thelinvention obtaiped
according to Bxamplie, bk | Q=13 cRloondySFO 3-cF, 119 | 517/9.25
Cl
43 2-Cl| 4- CH,CONH; 3-0CF3 129 | 533/9.38
Cl
45 2-Cl| 4- CH,CONH, 2-0OMe 114 | 479/8.18
Cl
46 2-Cl| 4- CH;CONHMe 3,4-di0OMe 146 | 523/8.42
Cl
47 2-Cl{ 4- CH>CONH, 4-C1 205 | 483/9.06
Cl
48 2-Cl§ 4- CH,CONH; 3,4-dicCl 166 | 517/9.64
Cl
49 2-Cl] 4- CH,CONH, 2,5-diMe, |214.5| 511/9.76
Cl 4-C1
50 2-C1l| 4- CH,CONH; 2-Cl 97 | 483/8.44
Cl
53 2-Cl| 4- CH,CONH. H 150 | 449/8.40
Cl
55 2-F | 4- CH,CONH, 3,4-diOMe |183.3| 493/7.80
Cl
62 2-Cl| 4- CH,CONH,, 3-Me 95 463/8.66
Cl
63 2-Cl| 4- CH,CONH, 3,4-ethyl- |111.6| 507/8.19
Cl enedioxy
71 2-Cl| 4- CH,CONH; |3,4-methyl-| 89 493/8.29
Cl enedioxy
75 2-Cl| 4- CH;CONHEt 3,4-diOMe 101 537/8.72
Cl




SAr, OH _r2 HS5 Table X Conpound Nature and position of the mp.
M\/H+/retent|on No. substituents (O tinme Arl Are RL Ar3 213 2- 4-C1
CH2CONH2 3, 4- 130 521/8.67 C1,6- diOvwe M 214 2,6- 2,4- CH2CONH2 3, 4-
160. 6 583**/7.80 diF did diOvwe 216 2,6- 2,4- CH2CONHZ 3, 4- 235 1
583**/8.24 diF did diOM **: the ion observed is the M+ rot aners

Physi cal chaW‘ac?QPfséP?6§78f the rotarers3212 and 21%3'1'&@%99“9\922(117, TT2 1
O\ FH' 18 0235 C 4 F13I f 11 3 CI WO 2006/ 024779 - 128 -
PCT/ FR2005/ 002017 Conpound tR=7.80 5=3.78, s, 3H, 0CH323; 5=3.85, s, 3H,
214 min O 24; 8=3.82, q, 2H, CH221; 8=6.211 d, 1H JH7oH=5.2, OH;
5=6.57, d, lHcom243 JHifdHbrel, aﬂﬂ,pcﬁs-j_tit;,ﬁ:;}, & thd NHp.g.mu. M@ 90) t,
2H, JH3H4A=JHS5H4A=JH3F=JH5F=8 . o )
poun substltuents ("C) |retention
No. time
Ar; | Ar, R, Ar;
81 2-Cl| 4- CH,CONH, 2-Me 160 | 463/9.32
Cl
82 2-Cl| 4- CH,CONH> 3,4-diMe lee | 477/9.64
Cl
89 2-Cl| 4- CH,CONH» 3,5-diMe 84 477/9.24
Cl
105 |2-Cl| 4- | CH,CONHMe | 2,5-diMe, |172.6|525/10.24
Cl 4-C1l
109 2-Cl| 4- CH.CONHMe 2,4,5- 160.4| 553/8.17
Cl triOMe
104 2-Cl| 4- CH,CONH> 2,4,5- 221.2| 539/7.80
Cl triOMe
119 |[2-Cl| 4- CH,CONH 3,5-diOMe 110 | 509/8.71
Cl
118 |2-Cl| 4- |CH;CON(Me),| 2,5-diMe, |166.4(539/10.71
Cl 4-C1l
134 |2-Cl| 4- CH,CONH, 3=-NO; 91 494/8.72
Cl
173 2-Cl| 4- CH;CONHMe 2,4-dicCl, 108 |545/10.74
Cl 5-Me
174 2-Cl| 4- |CH2CON(Me),| 2,4-diCl, 204 |[559/11.27
Cl 5-Me
54 2-Cl| 4- Me 3,4-diOMe |106.6| 466/9.73
Cl
65 H 4- CH,CONH; 3,4-diOMe 184 475/7.75
Cl
70 2-Cl| 4- |CH,CON(Me),| 3,4-diOMe |157.6| 537/8.88
Cl
87 2-Cl, 4- CH,CONH; 2,6-diCl 163 | 517/8.70
Ccl




(M Hz, H3 and H5; 6=7.11, s, 1H, NH2; H20) H+ 6=7.13, d, 1H, JH19H20=8.
4, H19; 8=7.29, m 3H, H4, H16 and H20; 583 6=7.51, s, 1H, JH11H13=2.8,
HIl; 8 amu. =7.88, s, 1H H13 (M\Na+) Conpound tR=8.24 8=3.76, s, 3H,
0CH323; 8 3.86, s, 3H, 216 mn 0CH324; 6=4.04 and 4.53, d, 2H, CH221;
6=7.04, d, 1H JH?OH:S 6, H7; 6=7.07, 543 s, 1H, H13 6 7.13 4H H3,
H5, amuw{% 0247%930) dd, 1H-J 9=8 8P H20:
6=7.47, m 1H, H4 H20)H+ 6=7.58, s, 1H NH2; 8=7. 63 d 1H, JH11H13:2.4,
H11; 6=7.70, d, 1H, 583 JOHH7=5.6, OH, 6=8.05, s, 1H, NH2. a.mu. (M\a+)
1H NWR spectra acquired in DVMSO at a frequency of 400 M, the chenjcal
shifts 6 ar¢ esm~essed ﬁgtmnand SOtUR NG Cast anf &, b. I n h@m*; WO
2006/ 024779|- 129 -1 PCT/ FR2005/ 17 Sanple as a splytjop at a%%n1 of
MeOH, 2 pL |iRf®R4dd. Mass sp TSP ESosi ti ve el Dc‘t CspFeteneheRb from
120 to 1500ja.meu.,| Exanple 12: Ethyl N-[4-chloro-2- time
chlorobenzyl)phenyl] N[ z-nethoxxﬁpenyl su onyTIegC|nate (conmpopnd 3)
5 Exanple 234+—4 Aﬁ ok 653 orobenzyl Y Bh henyll amin
95 H 4- CHZCON(Me)g 3,4- d10Me 144.2] 503/8.67
Cl
96 H 4- | CH,CONHMe | 3,4-diOMe | 89.6 | 489/8.25
Cl
97 2-F | 4- |CH,CON{Me),| 3,4-diOMe oil [ 521/8.63
Cl
98 2-F | 4- | CH,CONHMe | 3,4-diOMe |107.5| 507/8.23
Cl
99 2-Cl| 4- CH,CONH; 2,5-diOMe, |172.5| 523/8.70
Cl 4-Me
114 2-Cl; 4- CH,CONH; 2,4,5-triMe|184.9| 491/9.48
Cl
115 |2-Cl} 4- | CH,CONHMe [2,4,5-triMe|188.5| 505/9.82
Cl
84 2-Cl}{ 4- | (3-methyl-| 3,4-diOMe [111.4(548/10.20
Cl 1,2,4-
oxadiazol-
5-y1)
methyl
107 |2-Cl| 4- | (1-methyl-| 3,4-diOMe 105 | 546/6.32
Cl 1H-
imidazol-
2...
yl)methyl
112 2-Cl| 4- | (1-methyl- 3,5-diMe 112 | 514/6.98
Cl 1H-
imidazol-
2_.
yl)methyl
135 |2-Cl| 4- CH,CONH; 3-NH; 103 | 464/8.44
Cl




To 10 g of (2-am no-5-chl orophenyl)(2- chl orophenyl ) net hanone di ssolved in
100 mM of dichloronethane are added at roomtenperature 18.7 m 10 of
triethylsilane and 14.4 m of trifluoroborane etherate, and the m xture is
refluxed for 18 hours and then maintained at roomtenperature for 72
hours. The resulting mixture is hydrolysed with 2M sodi um hydroxi de

sol uti on, an‘ﬁot%go%‘g%’év%re separ at d AL -15 set t IBGRY FRARORAUPANRLT phase

is dried over _anhvdrous sodium sul fate and concentrated. The residue is

chr omat ogr abhegnan [a Calattefantl ldde 98 oF YHd9 W hlp.3  Mm'/
cycl ohexanef et hyl gcetate solvent “m xture to give 4|46 g of the expected
product. 20| BPHBR (6 i n ppm (BWsStdduentss (s, 2H):| % €Y (zetendion 50
(d, 1H); 6.70Ma«, 1H); 7.00-7.53 (unresolved conple)x, 5H)| WpiRB06/024779
- 130 - PCT|{ FR2005/[0Q20T7 Exanpl e 12. 2f N[ZA-chforp-2-(2
chl orobenzy,_)_p_h_e_n_)LL Ax: PR yhpnﬁﬂnpcul f onar® ¥ Stlhrti ng wiith 0. 71 g of
[ 4- chl or o- 21 (Z&8&chl|or,@benzy )| phesmddhan ne dizssleyed | Mo nf 40% /3HE7afe 5
added 0.4 m of pyrigige zﬂq 0.8 g of 3-{ nmet hoxybenzenesul fonyl chl ofi de,
and the m xpure—st+Fettlat Aoom-tenperaturefor 18 hours. ! The reacty on
medi um i s takdBUp (i2n éetlhyl- gcetliONand washedHMet h | vigd®er| 48hé8okgani c
phase is dri{ed over gfpydr ugy sodium 10 sul fate and concenftrated. The
resi due i s rehromatiograghet—gr—ea—cotum—pf—siHea—gel—etu g a
90/ 10 (v/v) | cydDhgXarme/ etdhy|| aCRACONGsOf Vrfi-aiMe ur gl 96 .8 gbkad/0.666| g of
expected product. | qir | c1 4-C1
263 2,6-| 4- CH,CONH; 4-tBut 161.4|507/10.74
diF | Cl
279 2,6-| 4- CH2CONH; 4-NH; 111 n.d.
diF | C1
307 2,6-| 4- CH,CONH, 3,5-diCMe [170.2]| 511/9.48
difF | Cl
319 2,6-| 6- CH,CONH; 4-tBut 173 | 503/10.1
diF | OMe
320 2,6-| 6- CH,CONH, 3,4-diF 259 | 483/9.13
diF | OMe

Compound 84 is obtained by alkylation with
the derivative 5-bromomethyl-3-methyl-[1,2,4]oxadiazecle
(synthesis described according to Example 4.3).

5 Compound 135 is obtained from 1.25 g of
compound 134 by reduction of the nitro function as
described in Example 8.2.

Compounds 188 and 189 are obtained by
alkylation reaction with iodomethane in the presence of

10 caesium carbonate in THF of Aﬁ—[S—aminophenyl)sulfonyl]—

Aﬁ—[4—chloro-2-(2,6-difluorobenzyl)phenyl]glycinamide.




IHNWR S in ppm (DMSO d6): 3.78 (s, 3H); 3.97 (s, 2H); 15 6.71 (d, 1H
6.96 (m 2H); 7.23-7.34 (unresolved conplex, 6H); 7.46-7.54 (unresolved
conplex, 2H); 9.89 (s, 1H). Exanple 12.3: ethylN-[4-chloro-2-(2- 20

chl or obenzyl ) phenyl ] - N-[ (3- met hoxyphenyl)sul fonyl]glycinate To 0.525 g of
N-[ 4-chl oro- 2- (2- [ nzyl ) phenyl ] - 2- met hoxybenzenesul f 1. de

di ssol ved ih%% %?og?bgﬁgggs added, af’ddz(IOGS g<ﬁc%£?€£R§HZﬁaéhﬁ1de,
after 40 mnutes at this tenperature 0.14 m of ethyl 2-bronpacetate is

i ntroduced, and the mnmixture is left_at roomte rafure for 18 hours. The
WD 2006/ 024779 - 131 -FW@P&@Bﬁgﬁoégi?Ggre%ét SR n’éﬁl BRe| 88tali£ﬁ up in
ethyl acetate fnd mashgd tm%tp water. The frgﬁ ic.ggasedls dried over
anhydrous sBAraRTsUT s AFELARAtedhdent Faf 2 Y&51da8°+E™ chr omat ogr aphed
on a colum of 45t Lica gel, eluting with 5 a 90/10 (v/v) cycl ohexane/ethyl
acetate solve%? m xture to give 0.272 of the expected product, in the

g
formof an oil. 1H N LN pp Q ; 1 P el 821 (s, 3H);
3.98-4.12 (unresolvedwggﬁ%?%aﬁ g¥§Py§.ggg%é?éiké?&é?ﬁghgi6§(gglékb; 6.73
(d, 1H); 7. 10rdc88s (UL L8P NgUwELAPE EXethd QD1 pHaR e-Kakhihystrates the
chem cal structures and the physical properties of a nunber of conpounds
of the i nvemgi-orp Dbtk @GO NA MO FxXaWe dihut@Aral R, \

m.p. = 86.8°C

Example 16: N°-[4-chloro-2-(2-methoxybenzyl)phenyl]-N*-

10 [ (3, 4-dimethoxyphenyl)sulfonyl]glycinamide (compound
56)

e Example 16.1: (2-amino-5-chlorcphenyl) (2-
methoxyphenyl)methane

15 To 1.438 g of (2-amino-5-chlorophenyl) (2-
methoxyphenyl)methanone, obtained accerding to the
process described in Example 10.1, dissolved in 16 ml
of dichloromethane are successively added 2.61 ml of
triethylsilane and 4 ml of boron trifluoride etherate,

20 and the mixture is refluxed for 18 hours. The cooled
reaction medium is poured onto ice containing 2M sodium
hydroxide solution, and, after separation of the phases
by settling, the organic phase is dried over anhydrous
sodium sulfate and concentrated. The residue is

25 chromatographed on a column of silica gel to give

0.571 g of the expected product.



NO HArl Ar2 15 H WD 2006/ 024779 - 132 - PCT/ FR2005/ 002017 Table Xl
Conmpound Nature and position of the MP. Ngi+/ No. substituents (C
retention An. Are RL Ar3 tine 2 H 4-d CH2CO2Et 3,4- 139 504/9.06 di Owe

4 2-C 4-C1 CH2CO2Et 2-Owe oil 508/10.03 5 2-d 4-A CH2CO2Et 2r5- 80
538/9.91 di Qwe 2-Cl 4-Cl CH2CO2Et 2,4-_80 538/9.98 di OVe Exanpl e 13:
N2-[4-ch|ordwg-%ggéﬁPSFBBanzyl)phenyl]-¥ﬁ§ T(3-netH%?&ﬁﬂ%@@?§z%ﬁ$gﬁbl]

gl yci nam de (conmpound 27) 5 To 1 g of N-[4-chloro-2-(2-chlorobenzyl)
phenyl ] - 3- mef hoxybenzenesul f onam de, obtained in  Exanple 12.2, dissolved
"n 40 m of dtelUnid rin GR ol EVRIGE st Tolin tempdiat (B U G o
triethylamng, ..follo b 89 g 2-br cgtanide, and the m xture 10
is refl uxed $0P51gsho£ﬁgf %thrZ§ct?Bh’ngdgg%?rgbtgkgﬁesﬁ VBl ethyl acetate
and washed m%gﬂ yaperg The organic phase is dried over anhydrous sodi um
sul fate and “concenfrated. The residue is chronmatographed on a colum of
silica gel, eluting with a 90/10 (v/v) 15 cycl ohexane/ ethyl acetate sol vent
m xture to give 0.58 g of the expected product.

5 s Example 16.2: N-[4-chloro-2-(2-
methoxybenzyl)phenyl]-3,4-
dimethoxybenzenesulfcnamide

To 0.57 g of (2-amino-5-chlorophenyl) (2-
methoxyphenyl)methane dissclved in 5 ml of THF are
10 successively added 0.2 ml of pyridine and 0.547 g of
3, 4-dimethoxybenzenesulfonyl chloride, and the mixture
is left for 18 hours at room temperature. The reaction
medium is taken up in ethyl acetate and washed with
water. The organic phase is dried over anhydrous sodium
15 sulfate and concentrated. The residue is
chromatographed on a column of silica gel, eluting with
dichloromethane, to give 0.832 g of the expected
product.
'H NMR 8 in ppm (DMSO d6): 3.70 (s, 2H); 3.76 (s, 3H);
20 3.85 (s, 3H); 6.77-7.28 (unresolved complex, 10H) 9.52

(s, 1H).

e Example 16.3: N-[4-chloro-2-(2-
methoxybenzyl)phenyl] -N°-[ (3, 4-
25 dimethoxyphenyl) sulfonyl]lglycinamide
To 0.83 g of N-[4-chloro-2-(2-

methoxybenzyl)phenyl] -3, 4-methoxybenzenesul fonamide




IH NVR 8 in ppm (DVBO d6): 3.82 (s, 3H); 4.08-4.58 (unresolved conpl ex,
4H); 6.65 (s, 1H); 6.91 (d, 1H); 7.08-7.57 (unresolved conplex, 11H). 20
m p. =65. 7C WO 2006/ 024779 - 133 - PCT/ FR2005/ 002017 Exanpl e 14:

N-{4-chl oro-2-[(2- chlorophenyl) (hydroxy)net hyl ] phenyl }-3, 4-di met hoxy- N

[ (2-met hyl -2H-tetrazol -5-yl ) met hyl | benzenesul f onam de 5 (conpound 14) and
N-{4-chl or 0-‘29[?90569?673éhenyl ) (hydroxdA4et hyl | pheRSTAERROR%Y GR2Kbky - N-
[(1-methyl -1 H-tetrazol -5-yl)methyl] benzenesul fonam de (conpound 15) 10
Exanpl e 14.1: N-[4-chloro-2-(2- chIoropenzoyl)phenyl%-N—8c¥anonethyl)3,4-
di met hoxybendéagshvednani 48 mb 8f4DYFoisnafdedhnl 8Fo02C¢20.081 g of
chIorobenzoyl)ghenyl]-3,4-dinethoxxbenzenesulfonanlde 15 obtained in
Exanpl e 1.1, Saf&4B bedrifesorftesr 2DMEINELegdaEJEhAF BBIPBIEPUECof sodi um

N L R TN T S,
emperatu e {oLLaRe oy SepT S LoRg L, SOLIEIUE LSubSSED R LY,
Zodtum o8 {81, HDAET beCakBr e, 3oy S sbespupegiefompatuct 11
7.08-7.63 (upregol¥edrcofplexrqgfhlc pn8le (M alkla BYVRr=38ACdrous
sodium sulfate and concentrated. The residue is
chromatographed on a column of silica gel, eluting with
dichloromethane, to give 0.77 g of the expected
10 product.
'H NMR & in ppm (DMSO dé): 3.80 (s, 6H); 3.88 (s, 3H):
3.91 (d, 1H); 4.18 (s, 2H); 4.30 (d, 1H); 6.75 (d, 1H);
6.91-7.28 (s, 11H).
Table XIII illustrates the chemical
15 structures and the physical properties of a number of

compounds cf the invention obtained according to

Example 16.



WO 2006/ 024779 - 134 - PCT/ FR2005/ 002017 Example 14.2: N-[4-chloro-2-(2
chl or obenzoyl ) phenyl ] - 3, 4-di net hoxy- N- (1H

tetrazol -5-yl met hyl ) benzenesul fonamde To 1 g of NN[4-chloro-2-(2 5

chl orobenzoyl ) phenyl ] - N- (cyanonet hyl ) - 3, 4- di net hoxybenzenesul f onam de
dissolved in 20 m of THE are successively added 0.3 of dibutyltin oxide
and 2.6 nl BP 599589?#3%?hy|si|ane,'ahh4ﬁhé n1xtur%FTé%R?Q9${QQ%p¥Br 18
hours. The reaction nediumis taken up 10 in ethyl acetate and washed wth
water. The organic phase is dried pPyeiaeagbyflr ous sodi um sul fate and
concentrate@. The residue 15 purified by fittrattonm pm —Sifrca i —efuting
with dichl of of®ane, t¥2Er%R ¥ndpesition R ctBRct ef®pPoduct MBI 1H NVR 5
in plpm (Dl\/gz)i)ﬁ&)ndS 87 (s, 3H) subbs@dtwéntaH);, 6.88-.(7¢)( st ienl
conplex, 1 .aq. EXANpl e, 14, 3: {4-chloro-2-1(¢- .
chIorophenyl)(ﬂ?drOKy)nﬁfhyl]o Ayl } - 3%4-d netéﬁ%y P0 time
-N-(1H-tetrazol -5-yl meg hyl' ybenzengsul fonamde _To 0. 9p of
N—[4-ch|oro-2-6§i chlo 6%@%20y“&brgﬁy@?N§%4-dﬁnéfhoxy-§9?1Fppé(9afgl-5-

yl met hyl ) bepzenesul | opdwenga d| sslolived in 40 ndliofle efhanol|is added D.38 g

of sodi um bor ohydri e, the 25 s refluxed il r he

solvents are € apO'at%gS%?f an"tﬁ%é¢§@ﬁﬁje i°¢ % akeh %égin§832§r§3acetate
and washed W th wat er phEmgylor gahli ¢ phase i $ WO Q@086/p24779| - 135 -
PCT/FR2005/)OZQ%7 jrl%qggﬁeg qﬁhyg%gHéNﬁ?j'“@H%Qlfatee%”d gg@g@qaﬁated to

give 0.93 g|of the expec  odug
phenyl Cl diOMe
116 3-Cl 4- | CH,CONH; 3,4- 181.8| 509/8.39
phenyl Cl diOMe
212 2-Me 4- |CH,CONH, 3,4- 100.1] 495/8.86
thienyl | Cl diOMe

Example 17: NZ—[4—chloro—2—(2,6—dichlorobenzyl)phenyl]—

N*-[(3,4-dimethoxyphenyl)sulfonyl]glycinamide (compound
5 78)

e Example 17.1: (2-amino-5-chlorophenyl) (2, 6-
dichlorophenyl)methane
To 4.85 g of (2-nitro-5-chlorophenyl) (2, 6-

10 dichlorophenyl)methanol, obtained in Example 9.1,
dissolved in 58 ml of ethancocl are added 5.042 g of tin
and 19 ml of 12M hydrochloric acid, and the mixture is
refluxed overnight. The reaction medium is concentrated
and the residue is taken up in ethyl acetate and washed

15 with water containing 2M scodium hydroxide soluticon. The

organic phase is dried over anhydrous sodium sulfate



Exanple 14.4: N-{4-chloro-2-[(2 5 chl orophenyl) (hydroxy) net hyl ] phenyl }- 3, 4-
di met hoxy- N-[ (2-net hyl -2H-tetrazol -5- yl)net hyl ] benzenesul f onam de
(conpound 14) and N-{4-chloro-2-[(2

chIorophenyl)(hydroxy)nethyl]phenyl} 3,4- 10

dinethoxy-N— 1- nethl-lF#tetrazol 2znethyl]benzenesulf onam d
(compound 15 T%°@5 24759 N {4- chloro g (2 PCT/FR2005/002017

chl orophenyl ) (hydr oxy) met hyl ] phenyl } - 3, 4- di net hoxy-N- 15

(1H-tetrazol -5-yl met hyl ) benzenesul f onani de di ssolved in 25 nl of DWVF are
succe55|velya%ﬂd%ﬂngthﬁﬁt%¢ tpoabret Rane andfotBe gxBecpetassi um

car bonat e, andﬂé mxture is left for 18 hours at roomtenperature. The
reaction nmedPEAFFSEtaken up in ethyl acetate and washed 20 with water. The

or gani ¢ phas r4 ed over dr un1s at dc trated. The
residue is ﬁ%“@?@g (#%’é%ﬂu#g)f ?«‘H %%x;qu(tcfé i'th a 99/1
(v/v) dichl ofonet hane t | v X 4.9 of conpound
14. 25 1H Nﬂﬁ‘ggiﬂébp%m Dw@t? 6] " f@% e ggk§ 61,° égh¥gsgﬁﬁﬁd 4.15 (s,

3H); 4.705(dcoﬁ€%) ? % 1H); 6.01 d 1H); 6.60-7.83 (unresolved

conpl ex, 11H). 2b08/ 024779 - 136 - PCT/FR2005/002017 mp.=94.8C 0.19 ¢
of conpound 15 is obtained, the characteristics of which are as foll ows:
IHNVR 6 in ppm (DVBO d6) : 3.60 (s, 3H) ; 3.79 (s, 3H) ; 5 3.88 (s, 3H)
4.25 (d, 1H) ; e4.EXatfle 1t).2: SN9F4{Eh1dtD-2-(H,86 (d, 1H); 6.65-7.79

(unresol ved conpl ex, 10H)
dichlorobenzyl)phenyl]-3,4-
methoxybenzenesulfonamide
10 Starting with 2 g of (2-amino-5-
chlorophenyl) (2, 6-dichlorophenyl)methane according to
the process described in Example 12.2, 0.389 g cf the

expected product is obtained.

15 ¢ Example 17.3: N°~[4-chloro-2-(2,6~
dichlorobenzyl)phenyl] -N°~[ (3, 4-
dimethoxyphenyl)sulfonyl]glycinamide

To 0.38 g of N-[4-chloro-2-(2,6-
dichlorobenzyl)phenyl] -3, 4-methoxybenzenesulfonamide

20 disscolved in 4 ml of DMF is added, at 0°C, 0.035 g of

sodium hydride; after 40 minutes at this temperature,
0.121 g of 2-bromoacetamide is added and the mixture is
left for 18 hours at room temperature. The reaction
medium is taken up in ethyl acetate and washed with

25 water. The organic phase is dried over anhydrous sodium

sulfate and concentrated. The residue is

chromatographed on a column of silica gel, eluting with




m p. =118. 3C The foll ow ng conpounds were synthesized according to this
process: 10 Conmpound 11: N-{4-chloro-2-[(2-

chl orophenyl ) (hydr oxy) met hyl ] phenyl } - N-[ ( 2- et hyl - 2H-

tetrazol -5-yl ) met hyl ] -3, 4-di net hoxybenzenesul f onam de. mp.= 113C
Conpound 12: N-{4-chloro-2-[(2 15

chl or opheny!%Q 93 4ETAyI | phenyl } NY471 et hyl - | BCT/FR2005/002017
tetrazol -5-yl) et hyl ] -3, 4-di net hoxybenzenesul fonam de. m p. =75C Exanpl e
15: N2-[4-chl oro- 2- El2- chl orobenzyl ) phenyl ]-N2- 20 '

[ (4- et hoxyphe?fA 3 s(if £ ohydighier oraat rne Heepoarel 393 xtgee 0t 7661 e of

N-[ 4-chl oro-%-éﬁz chl or obenzyl ) phenyl ] - 4- net hoxybenzenesul f onam de,
obt ai ned accordf ng® tof ExeppePasted predefved in 5 M 25 of THE are
successivel y, d0.214 g o t iu rt-butoxid d 0.263 .9 of
2- br onpacet a g@'ﬁi Bndt ﬁ’é’% ﬁfD%%@r 3%35 |e#a§) & %@Ho r'?éat(sr'og%) ’
tenperature., The_ 0 4779 - - PCT, 0054002017 eaction nmedi um
is taken up ?h@tmga@gég%seg%n%dmé%%%%exw4%&0\@%)@?8 (:] %)Pr{{;éﬁl?tb%hase is
dried ove r ' a oncentrated. The residue is
chr omat og§ agﬂggdpog&gr%%ﬁég&no?&@%%h géej}lIF eluting with 5 a
di chl or onet hane/ redhapnot gradient to give 0.50 g of the expected product.
IHNWR S in ppm (DVSO d6): 3.89 (s, 3H); 4.02-4.29 (m 3H); 4.58 (d, 1H);
6. 66 (1gbC1H); 6.89 (d,Tdble X1w4ilTubbrdtvs esid verlerooPl extridtiredO
mp. =

and the physical properties of a number of compounds of

the invention obtained according to Example 17.

[ Y o
()1
10 H
Table XIV
Com- Nature and position of the m.p. MH*/
pound substituents (°C) |[retention
No. Ar, | Ar, R, Arsg time
130 2,6~ | 4-Cl |CH,CONHMe 3,4- |149.3| 557/9.13
diCl diCMe
166 2,6- | 4-C1 |CH,CON(Me),| 3,4~ |102.7| 571/9.63
dicCl diOMe
67 2-C1l H CH,CONH: 3,4- 240.21 475/7.45
diOMe
91 2,6- |4-C1l CH,CONH, 3,4- 1231.6| 511/8.48
diF diOMe
242 2,6- | 4-Br CH,CONH, 3,4- |[209.7| 555/8.31
diF diOMe
280 2,6- | 4-Me CH,CONH; 3,4- [180.4| 490/8.80
diF diOMe




Table XII illustrates the chem cal structures and the physical properties
of a nunber of conpounds of the invention obtained according to an
adaptation of Exanple 15. O\r3l RL,NS\O H Ar, Ar2 15 WD 2006/024779 -
138 - PCT/ FR2005/ 002017 Table XI1 Com Nature and position of the MP.

NI Ii+/ pound substituents (C) retention No. time Arl Are R Ar3 40 2-C
4- CH2OONH2 ¥Os520P6(R24329500/8.93 o BB 2= Cl1 4- CEPRATRE0LH(92043
517/9.25 A 43 2-Cl1 4- CH2CONH2 3-OCF3 129 533/9.38 d 45 2-d 4-
CH2CONH2 2-Ove 114 479/8.18 C 46 2-A 4- CH2CONHWe 3, 4-di OVe 146 523/8. 42

ad 47 2-d . 4- CHPCONH? 4-d 205 483/9.06 _d 48 2-d 4- CHCONH? 3. 4-di d
166 517/9.64 €bmd49 P- ChadureHAed\BSad tich ME thkd. S| alp/.9| 76 My 4- L1 50
2-C 4- CH2 ZC]\IIDI-AZunZd: C{ 97 483/ 8.3%81:91:“56%1:%- Cl 4- CHZCC?;IE% Hr&égnéfc?rln B. 40
No. Ary Ar, R; Ar; time
286 2,6- | 4-Cl CH,CONH; 3,4- |165.3(511/8.89
diF diOMe
297 2,6- 6- CH3 3,4- 116 | 464/9.92
diF OMe diOMe
308 2,6- | 4~Cl| CH,CONH; 3,4- 169 | 495/9.84
diF diOMe
314 2,6- | 4-Cl CH,CONH; 2-F; |212.3| 525/8.96
diFr 4,5-
diOMe

Example 18: N°-[4-chloro-2-(2,6-difluorobenzyl)phenyl]-

N[ (3, 4-dimethoxyphenyl) sulfonyl] -N'-methylglycinamide

5 (compound 139)

¢ Example 18.1: (Z2-amino-5-chlorcphenyl} (2, 6-
fluorophenyl)methane
To 1 g of (2-amino-5-chlorcphenyl) (2, 6~
10 fluorophenyl)methanol, obtained according to Example
9.2, dissolved in 10 ml of dichloromethane are added
1.8 ml of triethylsilane and 0.86 ml of trifluorocacetic
acid, and the mixture is maintained at 50°C for
6 hours. The reaction medium is added to ice and taken
15 up in dichloromethane and 100 ml of 2M sodium hydroxide
solution. The organic phase is dried over anhydrous
sodium sulfate and concentrated. The residue is
chromatographed on a column of silica gel, eluting with

a dichloromethane/cyclohexane mixture to give 0.997 g



G 55 2-F 4- CH2CONH2 3,4-di Ove 183.3 493/7.80 d 62 2-C 4- CH2CONH2 3- Me
95 463/8.66 O 63 2-C 4- CH2CONH2 3,4-ethyl- 111.6 507/8.19 d enedi oxy
71 2-Cl 4- CH2CONH2 3, 4-methyl- 89 493/8.29 d enedioxy 75 2-Cl 4-
CH2CONHEt 3, 4-di Ove 101 537/8.79 d WD 2006/024779 - 139 -

PCT/ FR2005/ 002017 ?om Nat ure and position of the M P, Mt/ &)ound

substit uent SNPCROPE/RRETAR No. tinme AMAre RL Ar PER/ERZO05/0QZ N
2-Me 160 463/9.32 Cl1 82 2-Cl 4- CH2CONH2 3,4-di Me 166 477/9.64 Cl1 89 2-C1
4- CH2CONH2 3,5-diMe 84 477/9.24 d 105 2-Cl1 4- CH2CONHWMe 2,5-di Me, 172.6
525/ 10. 24 ClOH-E1e qypegted RrOGPSEONHVE 2, 4,5- 160.4 553/8.17 CL tri OMe

104 2-Cl 4- 2,4,5- 221 2 539/7, ClL tri 9 2-Cl 4- CH2OONH2
3, 5-di OMe 115*%@@?%??? HEF:&@¥%96§S¢- <xjimé#9%!3}%ﬁwﬁy 4
539/10.71 CQ 45Cs, 13 - §198- (SRR 38R 211494 §.{8 (¢, 2m);

7.48 (m, 1H).

e FExample 18.2: N-[4-chloro-2-(2,6-
difluorobenzyl)phenyl]-3,4-
dimethoxybenzenesulfonamide

Starting with 0.97 g of (2-amino-5-

10 chlorophenyl) (2, 6-fluorophenyl)methane according to an
adaptation of the process described in Example 12.2,
1.58 g of the expected product are obtained.

'H NMR § in ppm (DMSO dé): 3.76 (s, 3H):; 3.85 (s, 3H):
3.96 (s, 2H); 6.64 (s, 1H); 6.90 (d, 1H); 7.10-7.50
15 (unresolved complex, 7H); 9.69 (s, 1H}.

m.p.=144 °C

e Example 18.3: N-[4-chloro-2-(2,6-
difluorobenzyl)phenyl}-N°~[(3,4-
20 dimethoxyphenyl) sulfonyl] ~N'-methylglycinamide
Starting with 0.7 g of N-[{4~chloro-2-(2,6-
difluorobenzyl)phenyl] -3, 4-dimethoxybenzenesulfonamide
acceording to an adaptation of process 15 (presence of
ce-sclvent such as DMF and of sodium iodide), 0.669 g
25 of the expected product is obtained.
'H NMR § in ppm (DMSO dé6): 2.53 (s, 3H); 3.81 (s, 3H);

3.89 (s, 3H); 4.02-4.61 (unresolved complex, 4H); 6.62



Cl 173 2-Cl1 4- CH2CONHwe 2,4-diCl, 108 545/10.74 C1 5-Me 174 2-C1 4-
CH2CON(Me) 2 2,4-didd, 204 559/11.27 C1L 5-Me 54 2-C1 4- Me 3,4-di Ove 106.6
466/9.73 Cd 65 H 4- CH2CONH2 3,4-di Ow 184 475/7.75 d 70 2-Cl1 4-
CH2CON(Me) 2 3,4-di Ove 157.6 537/8.88 Cl1 87 2-Cl 4- CH2CONH2 2,6-did 163
517/8.70 d__WD 2006/ 024779 - 140 - PCT/FR2005/002017 A Com ture and
position of ¥He2RP®/ORAT79 pound substitifRnts (C) rREBERIAPNPOLOLE  Arl
Are RL Ar3 95 H 4- CH2CON(Me) 2 3,4-di OVe 144.2 503/8.67 Cd 96 H 4-
CH2CONHMWVE 3,4-di Ove 89.6 489/8.25 A 97 2-F 4- CH2CON(Me) 2 3,4-di Ove oil
521/8.63 O (88 BHF: 46. BfpCanHiE) 8, 4- HPOlE3107UBT 8891 BLI3COMPOEXR- O 4-

CH2CONH2 2, 5-d{ Ove, ,172.5 523/8,7 4- 114 2-d 4- CH2CONH2
2, 4,5-tri Me ﬁ%hf’g‘%b g‘.“zts%ﬂtf hgogf-ﬂcﬂﬁ *CH2CONHMe 2, 4, 5-tri Me 188.5
505/9.82 d_84 2-51 4-. (3-nethyl- 3,4-di Ove 111.4 548/10.20 d 1, 2, 4-
m.p.=92.2°C
Table XV illustrates the chemical structures
5 and the physical properties of a number of compounds of

the invention cbtained according to Example 18.

N"" Yo
[y~
H
Table XV
Com- Nature and position of the m.p. MH*/
pound substituents (°C) |retention
No. Ar, Ar, Ry Ar; time
140 |2,6-| 4-C1 propyl 3,4- |135.1[496/10.82
diF diOMe
150 (2,6-| 4-Cl CH;CON {(Me) » 3,4- |130.2| 539/9.2
diF diCMe
145 (2,6-| 4-Cl {CHz} 5N (Me) 5 3,4- 1121.2| 525/6.47
diF diQMe
144 |2,6-| 4-Cl Me 3,4- [191.8|468/10.05
diF diOMe
156 |2,6-| 4-C1 (\:@:""’ 3,4- [128.2| 687/9.78
diF c"’\g/" oMe | diOMe
169 (2,6-| 4-C1 CH,CONH, 3,5- 146 | 479/9.49
diF diMe
171 |2,6-| 4-Cl CH,CONHMe 3,5- 196 | 493/9.80
diFr diMe




oxadi azol - 5-yl) nethyl 107 2-Cl 4- (1-nmethyl- 3,4-di Ove 105 546/6.32 C
1H i m dazol - 2- yl)nethyl 112 2-Cl 4- (1-nmethyl- 3,5-di Me 112 514/6.98 O
1H i mi dazol - 2- yl)nethyl 135 2-Cl 4- CH2CONH2 3-NH2 103 464/8.44 d WO
2006/ 024779 - 141 - PCT/FR2005/002017 Com Nature and position of the MP.
MH / pound subst ents retention No. tine Arl Are RL Ar3 188 2,6- 4-
CH2CONH2  3- N 22 17 di F C1189L 6- 4- 0315@\%011975
480/ 8. 65 diE_d 249 2.6 4- CH2CONH2 2, 5-di Me, 196.8 513/9.50 diF Cl1 4-C1
263 2,6- 4-| GREON 4gbBube l84a4p507418n74s ¢hE CL PA9p2, (6- fm+ LH2QONH2
4-NH2 111 njd. di|F C1 . o .
pound substituents {"C) |retention
No. Ar; Ars R Ar; time
185 |2,6~| 4-Cl1 prop-2-yn-1- 3,4~ 172 [492/10.13
diF yl diOMe
193 |2,6-| 4-OMe CH,CONH, 3,4- |189.7; 507/7.93
diF diOMe
185 |2,6-| 3-C1 CH,CONH; 3,4- |193.54511/8.33
diF diOMe
285 |2,5-| 6-OMe CH,CONH; 3,4- 193 [ 507/8.58
diF diOMe
200 |2,6-| 4-Me CH2CONH; 3,4- 196 | 491/8.20
diF diOMe
202 |2,6- 5- CH,CONH; 3,4~ 141 | 520/7.84
diF |N(Me), diOMe
205 |2,6-| 4-Me CH (Et) CONH; 3,4~ |197.6] 519/8.84
diF diOMe
211 |2,6-| 4-Cl CH,CN 3,4- 61.7 | 493/9.84
diF diOMe
220 |2,6-; 4-F CH>CONH; 3,4- |184.7]| 495/8.16
diF dioMe
224 2- 4-C1 CH,CONH; 3,4- 230 527/8.77
Cl, diOMe
6-F
181 |2,6-} 4-Cl (l-methyl-1H- 3,4~ 87 547/6.65
diF imidazol-2- diOMe
yl)methyl
210 |2,6-| 3,6- CH>CONH 3,4- 242.9] 537/7.88
diF | diCMe diOMe
246 [2,6-| 4-C1 CH (CH3)CN 3,4- 143.4]507/10.82
diF diCMe
288 [(2,6~| 6-Me CH,CONH, 3,4~ 225.6| 491/8.61
diF diOMe
293 [2,6-| 6-Cl1 CH,CONH; 3,4- 227.41 511/8.63
diF diOMe




307 2,6- 4- CH2CONH2 3,5-di OV 170.2 511/9.48 diF C1 319 2,6- 6- CH2CONH2
4-tBut 173 503/10.1 diF Ow 320 2,6- 6- CH2CONH2 3, 4-di F 259 483/9.13 diF
Ove Conpound 84 is obtained by alkylation with the derivative

5- brononet hyl - 3-net hyl -[ 1, 2, 4] oxadi azol e (synthesis described according to

Example 4.3)___.5 n 35 1is obtain from1.25 cO und 134 by
reduction ofW?hégﬁ€?$§4?E ction as % bed in Ef%ﬁ%g égyhéhﬂi) nds 188
and 189 are obtained by alkylation reactlon wi th iodonethane in the

presence of 10 caesium carbonate in THE of N2-[3-am nophenyl)sul fonyl]
N2-[4-ch|oro-2-(2,6-dif|uorobenzyl)phenyl]glycinanide WO 2006/ 024779 - 142

- PCT/ FR2005/ 002017 ds 54, .65 d h
tert-butoxide is replaggﬁ mﬁﬁuggéfuﬁ?Bhya?gdgng %QOUﬁﬁ 3&%t?§ gB gfﬁzzlum
accordi ng totgpk ?oQi 8e§§|rgéf%§é ﬁhsgdgg&hggﬁggggenyl 2-am ne.

MH=457; the're entron es m p Exanpl e 16:
N2- [ 4- chloro 2- (2-nethoxybenzy|)pheny|] N2 10
[ (3, 4-di met hoxyphenyl ) sul fonyl ] gl yci nam de (conpound 56) Exanple 16. 1:

2 L) (2 { o1l
5 am o & CLBRIPOSTI ) 2 - [ARIENEN )5 Bt Hanse diserl 2y Ky i i 1

N*-[(3,4- -dimethoxyphenyl)sulfonyl]glycinamide (compound

80)

o Example 19.1: (2-amino-5-chlorophenyl) (2,5~
10 dichlorophenyl)methane
Starting with 1.72 g of (2-amino-5-
chlorophenyl) (2, 5-dichlorophenyl)methanocl, obtained in
Example 10.2 according to the process described in
Example 18.1, 1.41 g of the expected product are

15 obtained.

¢ Example 19.2: N-[4-chloro-2-(2,5-
chlororobenzyl)phenyl]-3,4~
methoxybenzenesulfonamide
20 Starting with 1.41 g of (2-amino-5-
chlorophenyl) (2, 5-dichlorophenyl)methane according to
an adaptation of the process described in Example 12.2,

2.3 g of the expected product are obtained.

25 ¢ Example 19.3: N°-[4-chloro-2-(2,5-
dichlorobenzyl)phenyl]-N~[(3,4-

dimethoxyphenyl)sulfonyllglycinamide




met hoxyphenyl ) met hanone, obtai ned according to the process described in
Exanpl e 10.1, dissolved in 16 ml of dichloronethane are successively added
2.61 mM of triethylsilane and 4 m of boron trifluoride etherate, 20 and
the m xture is refluxed for 18 hours. The cooled reaction nediumis poured
onto ice contaipning 2M sodium hydroxide solution, and, after se aratlon of
the phases %9 QQPEKPRQ77?he or gani ¢ phdé Ts dri e PEVATRZOMRA0 7 sodi um
sul fate and concentrated The residue is 25 chromat ographed on a colunn of
silica gel to give 0.571 g of the expected product. WO 2006/024779 - 143 -
PCT/ FR2005/ 002017 1H ﬁtt«ﬁzr%lna PR BVBOIdBS: N3[40chiororg- (3, 80 (s 3H);

5.05 , 2 | ved Ex
To.2: N[ 4 LfiPopessoPbnZiol RBRyLA? §r54pﬁgﬁeﬁ?%gazenegm%cnamde apLe
di et h b L f d hl

et noxy pheny P TBE g GPsS0) 00aER CA%RI o5 ErBePEPES=S08RERABER Ry added

0.2 of pygldppe.and 015479 pheledpdl %Eh%ﬁ‘_%QSQEeQ?SBEEQEFﬁEdCh' ori de,

and the m xture eft™f ours oo enperature € reaction

medi um i st atqerNlep d Qrﬁigﬁ%ﬂo I A a.nd3 vashed wiih, 3/vagger& hgyor gani ¢

phase is dried over anh us sodlun115 'sul fat'e and concentrat’e The
residue is ghpomat ggr aphedsanvadcebipmnelf ahbhica, gel, selmnongewebh

di chl oronet hane, to give 0.832 g of the expected product. 1H NMR 8 in ppm
(DMSO d6) : 3d701f%; 2HL5-73676 ((Bredbllved complex, 9H).
m.p.=200 °C
Table XVI illustrates the chemical structures

10 and physical properties of a number of compounds of the

invention obtained according to Example 19.

q o]

Mo
H
v —He
H
Table XVI
Com- Nature and position of the m.p. MH*/
pound substituents (°C) |retenticn
No. Ar; Ar; Ry Ar, time
142 2,3- 4- CH,CONH, 3,4- [172.2| 511/8.70
diFphenyl| C1 diOMe
143 2,3- 4- [CH,CON (Me),!| 3,4~ | 88.2 1} 539/9.43
diFphenyl| Cl diQOMe
141 2,3- 4- | CH,CONHMe 3,4- |150.9| 525/9.01
diFphenyl| C1 diOMe
170 2-F, 6- 4- CH,CONH, 3,4- 160 | 523/8.56
OMe Cl diOMe
phenyl




20 3.85 (s,

3H);

6. 77-7.28 (unresolved conpl ex,
Exanpl e 16.3: N2-[4-chl oro-2-(2- nethoxybenzyl)phenyl
di met hoxyphenyl ) sul f onyl ] gl yci nam de

10H)

9.52

(s, 1H).

]-N2-[(3,4 25
To 0.83 g of N-[4-chloro-2-(2-

met hoxybenzyl ) phenyl ] - 3, 4- net hoxybenzenesul f onam de WO 2006/ 024779 - 144 -
PCT/ FR2005/ 002017 2isso|ved in 10 M of DW is added, ,at_0C ,0.081 g of
sodi um hydri §2. 28P6£P2A3 7% nut es at thi 35€ emper at ur BCT/BR2@0%/ 692017
2-brompacetam de is introduced and the mxture is left for 18 hours at
room tenper at We- The Swaeaedi RaBdbupibs bakeReUp | g Nyl agetate|and
washed w th water. | The organic phase is dried over anhydrous sodium
sul fate and|cBABBAt rated The PWREHLBUeRtS:\y opmt agr aphdd pReEeRBERRD of
silica gel, |elwbing| W tAr, di ching,gnet h , to|giag 0/77 g of tdimeexpected
10 product. [IHNVR 5 in ppm ( Qld6): 3.80 (5, 6H);13.88 (s, 3H); .91
(d, 1H); 4.18 (80 2MH+tBi8Qy{H.41H);ch,obnK.d, | 1) a- 6183:9| 2B 1(. 441H) .
Table X1l ijllustrates the chemcal 15 structpures_and the physi cal
properties ¢fa-nunper of cohpounds of the.ih Meon obtalned accor i ng to
Exanpl e 16. |3 1bp \f 2RcIN -0 4+ ArtCWNCONH, 3,4- |[180.6| 539/8.82
OMe Cl diOMe
phenyl
Example 20: N°-[4,5-dichloro-2-(2-chlorobenzyl)phenyl]-
Aﬁ—[(3,4—dimethoxyphenyl)sulfonyl]glycinamide (compound
161)
5 To 0.9 g of (N?~{4,5-dichloro-2-[(2-
chlorophenyl) {hydroxy)methyl]phenyl}-
N2[(phenyl)sulfonyl]glycinamide, cbtained according to
Example 10.4, dissolved in 10 ml of dichloromethane are
added 0.77 ml of triethylsilane and 1.2 ml of
10 trifluoroborane etherate, and the mixture is maintained
at 40°C for 3 hours. The reaction medium is taken up in
dichloromethane and 100 ml of 2M sodium hydroxide
solution. After separation of the phases by settling,
the organic phase is dried over anhydrous sodium
15 sulfate and concentrated. The residue is
chromatographed on a column of silica gel, eluting with
a dichloromethane/ethyl acetate mixture to give 0.622 g
of the expected product.
'H NMR & in ppm (DMSO d6): 3.81 (s, 3H); 3.90 (s, 3H);
20 4.07-4.19 (unresolved complex, 3H):; 4.51 (d, 1lH):; 6.87
(s, 1H); 7.14-7.57 {(unresolved complex, 10H).



H WD 2006/ 024779 - 145 - PCT/ FR2005/ 002017 Table X1l Com Nature and
position of the MP. MH/ pound substituents (C) retention No. Arl Are Rl
Ar3 time 58 3-Owve 4- CH2CONH2 3,4- 109 505/7.79 phenyl d di Ove 60 4-Owe
4- CH2CONH2 3, 4- 214 505/7.73 phenyl O diOwe 73 2-Me 4- CH2CONH2 3, 4- 88
489/8.12 phenyl O diOve 116 3-Cl 4- CH2CONH2 3,4- 181.8 509/8.39 phenyl
d di Ove 212WO-RAOK/O0ZATTENH2 3, 4- 100.15%095/8. 86 RETERR0LH/028E7 Exanpl e
17: N2-[4-chloro-2-(2, 6-dichl orobenzyl) phenyl] -

N2-[ (3, 4- di met hoxyphenyl ) sul fonyl ] gl yci nam de (conpound 5 78) Exanple
17.1: (2-ami MeP5=¢RBorBphenyl ) (2, 6- dichl orophenyl) methane To 4.85 g of
(2-nitro-5-chl orophenyl) (2,6-_ 10 di chl orophenyl) net hanol , obtained in
Exanple 9.1, dissol ved2PhesEVHL & lBEREABRSaFBSadhER153842 g of tin and

19 m of 12NIgﬁgrgchloric ac%d,.anﬂ the m xture %s ref| uxed _overni ght. The
reaction medPOMPFEUESACBREr RP¥dCahdPERBEFELFGUETI @ PHRBATURTIi n et hyl

acet ate and hed 15 wi.t h.wat er _contai nj 2M.sodi um,hydr oxi de sol uti on.
e oy gt EBRESHndE Hel Do BheRRTLE BhEd Bk e LN B O el 0o4r 0 -

146 - PCTEFREQ0R(9Q2047

N~ S0
[y~
H
Table XVII
Com- Nature and position of the m.p. MH"/
pound substituents (°C) |retention
No. Ar, Arxr; R Ar; time
177 2,5-diF 4-Cl | CH,CONH, 3,4- 216.5| 511/8.75
diCMe
182 2-F, 5- 4-C1 | CH,CONH; 3,4~ 210.3| 527/9.09
Cl diOMe
183 3,5-diF | 4-Cl | CHCONH; 3,4- 184 511/8.96
diOMe
196 2-F, 5-| 4-Cl | CH,CONH; 3,4- 231.6| 507/8.98
Me diOMe
100 2-Cl 4-Cl | CH,CONH; 2,4- 228.3| 531/9.72
dicCl,
5-Me
168 2-F, 4- | 4-C1l | CH,CONH; 3,4- 195.2| 527/9.32
Cl diOMe
208 2,6-diF | 4,6- | CH,CONH;» 3,4- 191 | 537/7.98
diOMe diOMe
228 2,6-diF | 4,5~ | CHCONH;, 3,4~ 181.1| 545/8.98
dicl diCMe




and concentrated to give 3.71 g of the expected product. 1H NVR S in ppm
(DVBO d6): 3.99 (s, 2H); 6.00 (d, 1H); 6.73 (d, 1H); 6.98 (d, 1H;
7.39-7.61 (unresolved 5 conplex, 3H). Exanple 17.2: N [4-chloro-2-(2,6-

di chl orobenzyl) phenyl ] -3, 4- met hoxybenzenesul fonanmi de 10 Starting with 2 g
of (2-am no-5- chloro en 1)(2, 6-dichl orophenyl)rret hane accordin t he
process descHPpeQ0640 le 12.2, 0.38D59 of the B&%éEBéﬁoéf%G%817ls
obtai ned. 15 Exanple 17 3: N2-[4-chloro-2-(2, 6- dlchlorobenzyl)phen
]-N2-[(3, 4- |degRLhoXYp i To 0

N- [ 4- chl or o 2{:!(%,6- di ?%%rgg;ewnzy?dgﬁg#bﬁ] 3, 4 met ho nﬁ nz<=nes /onan de
20 dissolved RAMM 11 of DVE | & ueattmc 0. 035 g| df Qograkentiende;
after 40 mnputes. at this tempexature, grQ. 121 g f, 2- )ronoa,eta,-_and;e i $ added
and the mxtlure is| left foq 18 hours at roomtenperature. | The reaction
nediumis takemyip|inaethyl |agegat ecantbmashedswyth 2payay ers3The g ganic
phase is driled ovef anhydrolis sodi um sul fate and concentrated. The fesidue
is chromatggraphefd on a collumm of |silica gel dIGNA | ng with WD 2006/ 024779
- 147 - PCT/|FR8Q05/ 0020&Y & 98f%2 \dﬁxﬁ;oﬁhgrl ogpqethan@grei aolg .miixture to
give 0.225|g of tphe expected product. 1H NN ppm (DMBO d6): 3. 80 (s,
3H); 3.88 ($+—3H)+"1—4-10-4 70 (unr -cqéf’éiwe H) 680 (d, 1H)] 7.03-

7T

Compound 247 is prepared from (N?-{2-[(2,6-
difluorophenyl) (hydroxy)methyl]-6-methoxyphenyl}-N%-
[(3,4~-dimethoxyphenyl)sulfonyl]glycinamide obtained

5 according to Example 9.4,

m.p.=244.9; MH'=507; the retention time is 8.37 minutes.

Example 21: N-[4-chloro-2-(2,6~difluorobenzyl)phenyl]-

3,4-dimethoxy-N-[ (1-methyl-1H-tetrazol-5-

10 yl)methyl]benzenesulfonamide (compound 152) and N-[4-
chlorec-2-(2, 6-difluorobenzyl)phenyl] -3, 4-dimethoxy-N-
[ (2-methyl-2H-tetrazol-5-yl)methyl]benzenesulfonamide

(compound 151)

15 ¢ Example 21.1: N-{4-chloro-2-(2,6-
difluorcbenzyl)phenyl]-3,4-dimethoxy-N-[ (1H~
tetrazol-5-yl)methyl]benzenesulfonamide

To 8.7 g of N-[4-chloro-2-(2,6-
difluorobenzyl)phenyl]-N-{cyanomethyl) -3, 4-
20 dimethoxybenzenesulfonamide {(compound 211), obtained in
Example 18, dissolved in 100 ml of THF are added, at

room temperature, 10 g of azidotrimethylsilane and



5 7.61 (unresol ved conmplex, 10H). mp.=195.3C Table XIVillustrates the
chem cal structures and the physical properties of a nunber of conpounds
of the invention obtained according to Exanple 17. 0 Ara |l RL,N'S,, H
Ar, \Ar2/ 10 H Table XIV Com Nature and position of the MP. bmt/ pound
substltuents C% retention No. Arl Are Rl Ar3 tine 0 6-,4-

CH2CONHMe 3, WO 40964024%78 13 did diow’ 166 2, 6- EF f’é%\?%%l’z” 3, 4-
102.7 571/9.63 diCl dlcm@ 67 2-C H CH2CONH2 3, 4- 240.2 475/7.45 di Owe
91 2,6- 4-Cl_CH2CONH2 3,4- 231.6 511/8 48 di F di Ove, 242, 2, 6- 4 Br  CH2CONH2
3,4- 209.7 535¢8. SlofdﬁFbHFEkElﬁsexz 6: anfeterREERFRTS, s 18614x390/ 8. 80
di F di Ove WO 200%{024779 - 148 - CT/FR2 05/002017 CDE} Ebd redand
position of tRE M BPUREr TRSuRGASHHSRi PEEAED £8) CPREEREFBRST an

the residue is chromatographed on a column of silica

gel, eluting with a 99/1 (v/v) dichloromethane/methanol
5 mixture to give 7 g of the expected product.

'H NMR & in ppm (DMSO d6): 3.82 (s, 3H); 3.90 (s, 3H):

4.05 (g, 2H); 4.88 (d, 1H): 5.29 (d, 1H); 6.60 (s, 1H):;

6.85 (d, 1H); 7.12-7.49 (unresolved complex, 7H).

10 e Example 21.2: N-[4-chloro-2-(2,6-
difluorobenzyl)phenyl] -3, 4-dimethoxy-N-[ (1l-methyl-
lH-tetrazol-5-yl)methyl]benzenesulfonamide

To 2.7 g of N-{4-chloro-2-(2,6-
difluorobenzyl)phenyl] -3, 4-dimethoxy-N-[ (1H-tetrazol-5-

15 yl)methyl]lbenzenesulfonamide dissolved in 50 ml of DMF

are added, at room temperature, 1.07 g of icdomethane
and 1.04 g of potassium carbonate. After 48 hours at
room temperature, the medium is poured intc water and
then extracted with ethyl acetate. The organic phase is

20 dried over anhydrous sodium sulfate and concentrated.

The residue is chromatographed on a column cf silica
gel, eluting with a 90/10 (v/v) toluene/ethyl acetate
mixture to give 1 g of N-[4-chloro-2-(2, 6~

difluorobenzyl)phenyl] -3, 4-dimethoxy-N-[ (1-methyl-1H-

25 tetrazol-5-yl)methyl]lbenzenesulfonamide (compound 152)

'H NMR 8 in ppm (DMSO dé): 3.81 (s, 3H); 3.90 (s, 3H);

3.93 (g, 1H); 4.05 (m, 4H); 4.93 (d, 1H); 5.42 (d, 1H):




No. Arl Are RL Ar3 tine 286 2,6- 4-Cl CH2CONH2 3,4- 165.3 511/8.89 diF

di Ove 297 2,6- 6- CH3 3,4- 116 464/9.92 diF W di Ow 308 2,6- 4-C1
CH2CONH2 3, 4- 169 495/9.84 diF diOw 314 2,6- 4-Cl CH2CONH2 2-F; 212.3
525/8.96 di F 4,5- di O Exanple 18:

N2-[4-chl oro-2-(2,6-difl uorobenzyl)phenyl] -

N2- [ (3, 4- di nHPhERDBRBRETYLuI f onyl ] - NI= nﬁ%%m gl yci naREBEFRZ0G3.000204Y 139)
Exanpl e 18.1: (2-am no-5-chl orophenyl)(2,6- fluorophenyl) nmethane To 1 g of
(2-anino-5-ch|orophengli(2 6 10 fluorophenﬁl)nethanol, obt ai ned accordi ng
to Exanple 6-28 dfsséived’i A0169n 169 7 di’chPor ot HERESEPEVEEded 1.8 nml  of
triethylsilane and 0.86. m of trifluoroacetic acid, and the mxture is

mai nt ai ned aFogﬁgeFor 8)hours. The reaction nediumis added to ice and
taken 15 up_in g;ﬁﬁlggﬁnethane and 100 m of 2M sodi um hydroxi de

sol ution. Th@'Brﬁ ¢ phase is dried over anhydrous sodium sulfate and

concentr ol ecands 183! eyl 1s- g apLonanbed 99,0, eoluTy;oLyshpse gel
2000 024135 1By PETTTRARSHOERDA of Lopppegctes product 1 S i
6.99 (M 1H) y1Ymd8n{tiblhkenesul fonamide (compound 151)

'H NMR 8 in ppm (DMSO d6): 3.81 (s, 3H); 3.89 (s, 3H);

4.13 (s, 2H); 4.26 (s, 3H); 4.77 (d, 1H); 5.25 (d, 1lH):

©.57 (s, 1H); 6.86 (d, 1H); 7.11-7.47 (unresolved

10 complex, 7H).
m.p.=136.3°C
Table XVIII illustrates the chemical
structures and the physical properties of a number of

compounds of the invention obtained according to

15 Example 21.




7.48 (m 1H). 5 Exanple 18.2: N-[4-chloro-2-(2, 6-
di fl uor obenzyl ) phenyl ] -3, 4- di net hoxybenzenesul fonam de Starting with 0.97
g of (2-am no-5 10 chl orophenyl) (2, 6-fl uorophenyl ) nmet hane according to an
adaptation of the process described in Exanple 12.2, 1.58 g of the
expected product are obtained. 1H NVMR 6 in ppm (DIVBO d 3.76

3.85 (s, 3H)WO 3086/P34738): 6.64 (s, 149 ©.90 (d, pq:p,;%az,o @é%@
(unresol ved conplex, 7H); 9.69 (s, 1H). mp.=144 C Exanple 18.3:

N2-[ 4-chl oro-2-(2, 6- difl uorobenzyl phen&?h N2-1(3,4- 20

di met hoxyphenyl) sul f onyl ] - N1- net hyl Ide Starting with 0.7 g o
N-[ 4-chl or o Zdo&_G- di fﬁ&l@&f@%{d’ll}m&,ﬂ of deilh et 1glx¥,benzewyl f opam de
according to an a aptatlon of rocess 15 (presence of 50l vent | sugch as
DMVF and of $okf dide) 0Q gtibuents: o oxpect ed [58 ERteRtion; ai ned.
IH NVR 6 in pma;(Dl\/BOAiQ): a.;QS (s 3K); 3.81 (m.r 3H); 3.B9 ¢ime3H)
4.02-4.61 (unresol ved conple 6. 62 WO 2006/024779 - 150 -
sl Lt A Sy 1% Tl L BT R
chem cal structures| giandjt I‘t;eﬂ:rcaezlolp—rSoperdu@Meo a nupber of coppounds
of the invention optained accordkngnEgﬁEﬁgnple 18.
154 2,6- 4- | {l-ethyl-1H- | 3,4- |150.9| 564/9.48
diF Cl tetrazol-5-~ diOMe
yl)methyl
159 2,6- 4- | (2-ethyl-2H- | 3,5- [105.5|532/10.84
diF Cl tetrazol-5- diMe
yl)methyl
160 2,6- 4- { {l-ethyl-1H- | 3,5- 134 |532/10.46
difF Cl tetrazol-5- diMe
yl)methyl
157 2,6- 4- (2-methyl- 3,5~ 159 |518/10.53
difF Cl | 2H-tetrazol- | diMe
5-yvl)methyl
158 2,6- 4- (l-methyl- 3,5- 240 |518/10.20
diF Cl | 1H-tetrazol- diMe
S5-yl)methyl
122 2-Cl1 4~ | (2-ethyl-2H~- | 3,5- oil |530/10.65
Cl tetrazol-5- diMe
yl)methyl
123 2-Cl1 4- | (1l-ethyl-1H- | 3,5- 158 [530/10.27
Cl tetrazol-5- diMe
yl)methyl
108 2-Cl 4- (1- 3,4- 79 576/9.52
cl isopreopyl- diCMe
lH-tetrazol-
5-yl)methyl
111 2-Cl1 4~ (1-benzyl- 3,4- 98 624/9.89
Cl | 1H-tetrazol- | diOMe
5-yl)methyl




OAral RLH A, Ar2 H Table XV Com Nature and position of the MP.
M/ pound substituents (C) retention No. Arl Are R1L Ar3 tine 140 2, 6-
4-Cl1 propyl 3,4- 135.1 496/10.82 diF diOw 150 2,6- 4-C CH2CON(Me) 2 3, 4-
130.2 539/9.2 diF diOVe 145 2,6- 4-C (CH2)2N(Me)2 3,4- 121.2 525/6. 47
diF diOwe 144 4-Cl_Me 3, 4- 191.8 468/ 10.05 di F_di OV 156 2. 6- 4-O
OVe 3, 4- 128%9 %@9%0%778. F CHz, yN OVeL & ove 169 EEE/ER%90 Qi?ﬂ?i%?z 3, 5-
146 479/9.49 diF diMe 171 2, 6- 4-d CH2CONHWE 3,5- 196 493/9.80 di F di Me

WD 2006/ 024'77&°m_151 - fﬂfmg@p@%n @At Ur pryagd posiviten of the
MP. mt/ p)und syubstituents ( retention No. Ax1l Afe, Ar3 tine (185
g, | ooath

2,6- 4-Cl pfop® 1.3 4. Wenks 4ic vl di d\(feciga‘-'??%'!tﬂqlbwe
CH2CONH2 3, 4- NBQ 7 5@&&7.9&:2 R; Ar; time
90 2-C1 4- [ (1-ethyl-1H-| 3,4- |[168.3| 562/9.25
Ccl tetrazol dioMe
-5-yl)methyl
88 2-Cl 4- (l1-methyl- 3,4~ |200.6| 548/8.96
Cl | 1H-tetrazol- | diOMe
5-yl)methyl

243 2,6- 4- | 1-(2-methyl- | 3,4- |[259.3| 564/9.85
diF Cl | 2ZH-tetrazol- | diOMe
5-yllethyl
244 2,6- 4~ | 1-(1-methyl-| 3,4- [178.1(564/10.44
diF Cl | 1H-tetrazol- | diOMe
5-yl)ethyl
310 2,6- 6- | (2-ethyl-2H-| 3,4- [136.3| 560/9.61
diF OMe | tetrazol~-5- | diOMe
yl)methyl
311 2,6- 6- | (l-ethyl-1H-| 3,4- |161.4| 560/9.30
diF |OMe | tetrazol-5- | diOMe
yl)methyl

Example 22: Aﬁ-[Z—(2—chlorobenzyl)—4—methylphenyl]—hﬁ—

[(3,4-dimethoxyphenyl)sulfonyl]lglycinamide (compound
165)

e Example 22.1: N-[4-methyl-2-(2-
chlorobenzyl)phenyl] -3, 4-
dimethoxybenzenesulfonamide

Starting with 1 g of N-{4-methyl-2-[(2-
10 chlorophenyl) (hydroxy)methyl]phenyl}-3,4-

dimethoxybenzenesulfonamide, obtained according to




diF diOVe 195 2,6- 3-ClL CH2CONH2 3, 4- 193.5 511/8.33 di F di OVe 285 2, 5-
6- OMe CH2CONH2 3.4- 193 507/8.58 di F di OV 200 2, 6- 4-Me CH2CONH2 3, 4- 196
491/8.20 diF di OV 202 2,6- 5- CH2CONH2 3,4- 141 520/ 7.84 di F N(Me) 2

di OV 205 2,6- 4-Me CH(Et) CONH2 3, 4- 197.6 519/8.84 diF diOve 211 2, 6-
4-Cl CH2CN 3, 4- _61.7.493/9.84 di F di OMe 220 2,6- 4-F CH2CONH? 3. 4- 184.7
495/ 8. 16 diﬂpd?gﬁéfﬁéz7§9 4-Cl CH2CONHERB 4- 230 é%??é%%%ﬂOQJbo%ﬁkim 6-F
181 2,6- 4-Cl (1-nethyl-1H 3,4- 87 547/6.65 diF inidazol-2- di Ove
yl)methyl 210 2,6- 3,6- CH2CONH2 3,4- 242.9 537/7.88 di F di OV di Ove 246
2,6- 4-Cl CHCERBRER 8, 42c¢98dingoypiangadaptatiponvet Phe Precessve CH2CONH2

3,4- 225.6 491/8.61 di F diOVe .293_2,6- 6-Cl CH H2 3,4- 227.4 511/8.63
di F di Ove vm8§66€}é§§7%§ Exqgp18 g%T}FR506§>@09g1§ £ Rpectds
product is obtained.
'H NMR 8 in ppm (DMSO d6): 2.14 (s, 3H); 3.73 (s, 3H):
5 3.84 (s, 3H); 4.04 (s, 2H); 6.60 (s, 1H); 6.81-7.47

(unresolved complex, 9H); 9.43 (s, 1H}.

e Example 22.2: N-[2-{(2-chlorobenzyl)-4-
methylphenyl]-N°-[ (3, 4-
10 dimethoxyphenyl}sulfonyl]lglycinamide
To 0.47 g of N-{4-methyl-2-[(2-
chlorophenyl) (hydroxy)methyl]phenyl}-3, 4~
dimethoxybenzenesulfonamide dissolved in 5.7 ml of DMF
is added, at 0°C, 0.048 g of sodium hydride. After
15 1 hour at this temperature, 0.166 g of 2-bromoacetamide
is introduced and the mixture is left for 18 hours at
room temperature. The medium is poured intc water and
then extracted with ethyl acetate. The organic phase is
dried over anhydrous sodium sulfate and concentrated.
20 The residue is chromatographed on a column of silica
gel, eluting with a 90/10 (v/v) cyclohexane/ethyl
acetate mixture to give 0.4 g of the expected product.
'H NMR 8 in ppm (DMSO dé): 2.16 (s, 3H); 3.79 (s, 3H):
3.88 (s, 3H); 4.05-4.25 (unresolved complex, 3H): 4.52
25 (d, 1H); 6.54 (s, 1H); 6.76 (d, 1H):; 6.94-7.53
(unresolved complex, 10H).

m.p.=140.6 °C



For compounds 193, 195 and 220, the potassium tert-butoxide is replaced

wi th sodium hydride. 5 Exanple 19:

N2-[ 4- chl or o- 2- (2, 5-di chl or obenzyl ) phenyl ] -

N2-[ (3, 4- di net hoxyphenyl ) sul fonyl ] gl yci nam de (conpound 80) Exanple 19.1:
(2-am no-5-cfl.o Ig ,5- 10 dichlo henyl ) met han ' jth 1.72
g of (2-anih§bSé8§H?§¥6 ﬁényl)(z, 5-ch#€£rbphenyl)3&3f§é§§g§%@¥§¥ktd in
Exanpl e 10.2 according to the process described in Exanple 18.1, 1.41 g of
t he expected product ar bt ai ned. le 19.2: N-[4-chloro-2-(2,5-
chIororobenzyl)phenyl]éé%égléﬁQQﬂE%"éﬁ%ggﬁi§%99ﬁﬁﬁﬁ%k9 Btar¥ing with 1.41
g of (2-am ne-5-,chlorophen 2., 5-di.chl orophenyl ) net hane _accor.ding to an
adapt ati on of(ghé %}%EgggxééééﬁyBéau?EOE¥§igEgci§?§?892?§°8P8PnFhe expect ed
product are i ned I i N2 [ 4z .%o -2-(2, 5 :

G chi o obenzyl ) bhoey FYERBSTT 2o0- Saroedindy Shoril Pebr PGas Pl SFSEFAAH de wo
2006/ 024779 Wi%ﬁ3N;{555555@%Q§L@Q§017 Starting with 2.3 g of

N-[4-chloro-2-(2,5 chl ororobenzyl) phenyl ] - 3, 4- net hoxybenzenesul f onam de

accor di ngst ocnmoasgnéﬁywmhg?arbn?)ﬁée{ﬁﬁ&?\s}%ﬂeﬁy&i}bggﬂn Exanple 15, 1 g of
t he expected product is obtained. 5 IHNWR 8 in ppm (DVSO d6): 3.80 (s,

3H); 3.89 (sdiB&lhox¢bhz4nE8ulBbnenobiv¥edbeanntaxacdbldifig78o(s, 1H); 6.89
(d, 1H); 7.15-7.61 (unresolved conplex, 9H).
Example 9.3, m.p.=86.4°C
N?-[2-(2-Chlorobenzyl) -4-methoxyphenyl] -N°-
[ (3,4-dimethoxyphenyl)sulfonyllglycinamide (compound
10 138) is synthesized according to this process.

m.p.=184.6°C

Example 23: N-[4-chloro-2-(2,6-difluorobenzyl)phenyl]-

N-[3~(dimethylamino)propyl]-3,4-

15 dimethoxybenzenesulfonamide (compound 197)

To 0.45 g of [4-chloro-2-(2,6-
difluorobenzyl)phenyl] -3, 4-dimethoxybenzenesulfonamide
(prepared according to Example 18.2) are successively

20 added 0.207 g of potassium carbonate, 0.1 g of
tetrabutylammonium bromide, 20 ml of toluene and
0.237 g of 3-dimethylamino-l-bromopropane, and the
mixture is refluxed for 24 hours. 0.168 g of potassium
tert-butoxide and 0.237 g of 3-dimethylamino-1-

25 bromopropane are added and the mixture is refluxed for
4 hours. The reaction medium is poured into water and

extracted with ethyl acetate. The organic phase 1is




m p. =200 C Table XVI illustrates the chem cal structures 10 and physical
properties of a nunber of conpounds of the invention obtained according to
Exanmple 19. 0 A\ 3 R ' N,SOH A, Ar2 H Table XVI Com Nature and
position of the MP. MH/ pound substituents (C) retention No. Arl Are Rl
Ar3 time 142 2,3- 4- CH2CONH2 3,4- 172.2 511/8.70 di Fphenyl Cl1 di Ove 143
2,3- 4- CH2CBR(RBPS/8247783. 2 539/ 9. 43 1&3 Fpheny! cac"afmc\{q 002@&17 4.
CH2CONHMe 3, 4- 150.9 525/9.01 di Fphenyl C1 di Owe 170 2-F, 6- 4- CH2CONH2
3,4- 160 523/8.56 Owe d di OV phenyl WD 2006/ 024779 - 154 -

PCT/ FR2005/ 0826%7 ovsk aNaydreuangopésmt soafafet REAVEPNCRPET2Fedpound
substituents EC) retention No. Ary Are R1L Ar3 tine_ 180 2-thienyl 4-
CH2CONH2 3, 47 £35°5148¢/ $S4ghrenafiarerhes onCE, CIUAn BfpEENHEE3, 4- 180. 6

539/ 8. 82 CNEeE{ g&u ing with a 99/1 (v/v) dichloromethane/methanol
mixture. The oil obtained 1s dissclved in methanol and
5 poured into a 0.5M sodium hydroxide solution, and the
precipitate formed is filtered off and dried under
vacuum to give 0.504 g of the expected product.
'H NMR & in ppm (DMSO d6): 1.34-1.48 (unresolved
complex, 2H); 2.01 (s, 6H); 2.14 (t, 2H); 3.13 (m, 1H);
10 3.75 (s, 3H); 3.78 {(m, 1H); 3.85 (s, 3H); 4.13 (d, 1H):
4.31 (d, 1H); 6.72-7.51 (unresolved complex, S9H).
m.p.=134°C
Table XIX illustrates the chemical structures
and the physical properties of a number of compounds of

15 the invention obtained according to Example 23.




phenyl Exanple 20: N2-[4,5-dichloro-2-(2-chlorobenzyl)phenyl]- N2-[ (3,

4- di met hoxyphenyl ) sul fonyl ] gl yci nam de (conmpound 161) 5 To 0.9 g of
(N2-{4,5-dichloro-2-[(2- chl orophenyl) (hydroxy) net hyl ] phenyl }-

N2[ (phenyl ) sul fonyl ] gI yci nam de, obtai ned accordi ng to Exanpl e 10. 4,

di ssolved in 10 M aof dichloromethane are added O of triethylsilane
and 1.2 m oFC189P6/PRA378bor ane etherat®® and the E??fﬂ?%ﬂ@% 0228} Ai ned

at 40C for 3 hours. The reaction nmediumis taken up in dichloronethane and
100 M of 2M sodi um hydroxi de solution. After separation of the phases by

settling, _the organic phase is dri &@BRIeXIFhhydrous sodium 15 sulfate and
concentrat=¢emtha I eRh€u@el &ndC bgﬂzaearaeh%ﬂeon 2 ﬁobunﬁﬂﬁ?réhbhﬁioﬁe|,
eluting w di chl or oret hape Eh acetate m xtur g glve 0. 622 of
the expect :ﬂo'ﬂf“aﬂlmt 14 NVBUBSEREBBREEDMEQ d6) - 51‘35 s, 3H ™2 gp (<
3H); 20 4| (Ne4. lQ;_:(lumezsol ved coapl ex, 3H)} Ar§1 (d, 1H); 6.87 (s, :LH);
7.14-7.57 tunresphvediconpltex—10H—WS20606/024749—3155—
PCT/ FR2005/ 0029172, o7 p4=16 2 -©yFasl ld HVIHL- | || Bstdat|ds3li-Hg chepd L@l 61
structures|and phygigcak;proper tjigg Rf1 @ nunbgiogt Senpounds of the
I nventi on pbtarmmed—actordrng to 5 Exanpte 20— O\ r83r—ft
201 {2,6-|4- 2- 3,4~ [128.6 539/6 ad
difF { Cl | (dimethylamino)- | diOMe
l-methylethyl
203 {2,6-] 4- 2= 3,4~ |104.8 601/7.18
diF | Cl | [benzyl (methyl)- | diOMe
amino]ethyl
231 |2,6-| 4- (CH,) ,NHCONH; 3,4- |[124.5 539/8.27
diF | Cl diOMe
229 |2,6-] 4- (CHy) 3SOzNEL, 3,4- | 71.2 630/10.27
difF | Cl diOMe
230 12,6-14- (CHz) 3S0,NMe, . 3,4~ | 76.8 602/9.71
diF | Cl diOMe
234 |2,6-| 4- 2-(2- 3,4- |138.6 565/8.80
diF | Cl | oxopyrrolidin-1- | diOMe
yl)ethyl
236 |2,6-|4-| 2-methoxyethyl 3,4- | 83.8 512/9.38
diF | C1 | diOMe
241 |2,6-| 5= CH;CONH; 3,4- | 93.5 555/8.99
diF | Br diOMe
248 |2,6-| 4- |cyclopropylmethyl| 3,4~ 163.4 508/11.42
diF | Cl diOMe
259 |2,6-| 4~ CH3CONH; 3-Me, [156.6 495/9.07
diF | Cl 4-OMe
268 2,6-14-12-(1,3-dioxoclan- 3,4- [288.8 554/10.50
diF | C1 2-yl)ethyl diOMe
283 |2,6-| 4- CH3CONH; 6-OMe | 164 482/9.27
diF | Cl pyrid=-
3-yl




Arl Ar2 H Table XVII Com Nature and position of the MP. HE +/ pound
substituents (C) retention No. Arl Are R Ar3 tine 177 2,5-diF 4-C
CH2CONH2 3, 4- 216.5 511/8.75 diOw 182 2-F, 5- 4-Cl CH2CONH2 3, 4- 210.3
527/9.09 d diOw 183 3,5-diF 4-Cd CH2CONH2 3,4- 184 511/8.96 diOwe 196
2-F, 5- 4-C CH2CONH2 3,4- 231.6 507/8.98 Me diOve 100 2-C 4-Cl CH2CONH2
2,4- 228.3 ¥/ B0Q6/0gAAT 5-Me 168 2-F954= 4-C1 REDIFRPOGS /002017 >
527/9 32 d diOow 208 2,6-diF 4,6- CH2CONH2 3,4- 191 537/7.98 di Owe di Owe
228 2,6-di F 4,5- CH2CONH2 3,4- 181.1 545/8.98 did di Ovwe WO 2006/ 024779 -
156 - PCT/ FRMM? NedhArcNaptpeZahd2position of the MP. MH/  pound
substituents & retentlon No. Arl Are R1 Ar3 time 103 2-Cl 4-Et CH2CONME2
3,4- 142.7 5Shigrephepybluhydroxyimgtey lEnberNiy ¥-42-86 503/8. 21

hydroxyethyl) -3, 4-dimethoxybenzenesulfonamide (compound

24)
5
e Example 24.1: N-{4-chloro-2-[ (2~
chlorophenyl) (hydroxy)methyl]phenyl}-3,4-
dimethoxy-N-[2- (tetrahydro-2H-pyran-2-
yloxy)ethyl]lbenzenesulfonamide
10 To 1 g of N-{4-chloro-2-[(2-

chlorophenyl) (hydroxy)methyl]phenyl}-3,4-
dimethoxybenzenesulfonamide, obtained in Example 1.2,
dissolved in 40 ml of acetonitrile are successively
added 1.2 ml of triethylamine and 1.29 ml of 2-(2-

15 bromoethoxytetrahydro-2H-pyran, and the mixture is
refluxed for 18 hours. The reaction medium is taken up
in ethyl acetate and washed with water. The organic
phase is dried over anhydrous sodium sulfate and
concentrated. The residue is chromatographed on a

20 column of silica gel, eluting with a cyclohexane/ethyl
acetate solvent mixture to give 0.479 g of the expected
product.

¢ Example 24.2: N-{4-chloro-2-[(2-
chlorophenyl) (hydroxy)methyl]phenyl}-N-(2-

25 hydroxyethyl) -3, 4-dimethoxybenzenesulfonamide

To 0.479 g of N-{4-chloro-2-[(2-

chlorophenyl) (hydroxy)methyl]lphenyl}-3, 4-dimethoxy~N-



di OV Compound 247 is prepared from (N2-{2-[(2,6

di f1 uor ophenyl ) (hydr oxy) net hyl ] - 6- met hoxyphenyl } - N2- [ (3,

4- di met hoxyphenyl ) sul fonyl ] gl yci nam de obtained 5 according to Exanple
9.4. mp.=244.9; MH#=507; the retention time is 8.37 mnutes. Exanple 21:
N-[4-chloro-2-(2,6- |quorobenzyI)pheny

3,4-dinethoxV°h@P?f9 P-1Htetrazofl - %%QO‘yI)neth@¢?ﬁ§%%%%éé%¢?%%&n1de
(conpound 152) and N—[4-

chl oro-2- (2, 6-di fl uor obenzyl ) phenyl ] di met hoxy- N-

[ (2- et hyl - Zﬁ-féFﬁﬁféhyérQF?ﬁgPH§PP Beﬁ%@ﬁ¥%ﬁFF&%ﬁPﬁ&éenF§B%§8ﬁnd 151) 15
Ex le 21.1:

di £ tor obenz§Fy SEeH9Ff°§va5d§ﬁe?h8xle9F<%ﬁf pEEr 39695 9y APrBLngf]

benzenesulfon

I
d|fluorobenzy??pﬁ§n1§-fg]lé a?%y %;%%yP ya e%2g%89n§pﬁo 5eH esulfonanide
(compound 214} 00t abRed .l RoRkagRle éshogn_»gsomegd 100l i1 ©

added, at roomtemnperature, azl ri methy S|Iane an

2006/ 024789 ¢ 454, upPQI/EB%%Q5éQQ%Q%E afd2Ragneh dibHt yhiibe Oxhde, and the

mxture is refluxed for 8 hours. The reaction nmediumis concentrated and

the residue b%ﬁﬁh&@”BhagéaQBGQrQedaoeekuHHh?Hr@UEI§6d19ﬁ|su@Eétbng with a
99/1 (v/v) dichloronethane/ nethanol 5 m xture to give 7 g of the expected

product. 1H ANR GohBeppiaEBDMOOTHE) redifde( $s 3Hypm3at9¢r&phedHpbn a4. 05 (q,
2H); 4.88 (d, 1H); 5.29 (d, 1H); 6.60 (s, 1H); 6.85 (d, 1H); 7.12-7.49
(unresol ved coirphexpf7k)ilit@ gEXanplet2bg2wilh| 4- chkdpbe2af2/6thyl
acetate solvent mixture to give 0.209 g of the expected
10 product.
'H NMR 8 in ppm (DMSC d6): 3.02 (m, 2H); 3.40 {(m, 2H);
3.75 (s, 3H); 3.88 (s, 3H); 4.40 (t, 1H),; 6.01 (d, 1H);
6.70-7.51 {unresolved complex, 10H); 7.86 (s, 1lH).
m.p.=86.2°C
15 In the same manner, compound 237 is prepared,
the physical properties of which are as follows:

MH*=498, the retention time is 8.99 minutes

m.p.=165.3°C

20 Example 25: Aﬁ—{4—chloro-2—[1—(2-chlorophenyl)—1—

hydroxyethyl]phenyl}—hﬁ—[(3,4—

dimethoxyphenyl) sulfonyl]glycinamide (compound 172)

e Example 25.1: 1-(2-amino-5-chlorophenyl)-1-(2-
25 chlorophenyl)ethanol
To 5 g of 2-amino-2’,5-dichlorobenzophenone

dissolved in 100 ml of diethyl ether, at -30°C, are



di fl uorobenzyl ) phenyl ] - 3, 4-di met hoxy-N-[ (1-net hyl - 1Htetrazol -5-yl) et hyl]
benzenesul fonam de To 2.7 g of N-[4-chloro-2-(2,6-

di fl uorobenzyl ) phenyl ] - 3, 4-di met hoxy-N-[ (1Htetrazol -5- 15

yl) met hyl ] benzenesul f onam de di ssolved in 50 mMl of DWVF are added, at room

tenperature, 1. Lodonet hane and 04 g of potassi e.
After 48 houW§ ggog/géﬂbggnperature T hb dlun1|s Qﬁigﬁéggéﬁgééﬁiﬁ and
then extracted with ethyl acetate. The organic phase is 20 dried over
anhydr ous SOdI te and oncen t ed The resi due is_chromatographed
on a col um 8f smi Bl OLeplh mﬁahoﬁfﬂﬁgaege}l@obmm)iet §PdER&EPEY hyl

acetate m xture 4-ch

di 1 or Fbenz?f"ﬁjpﬁéﬁyﬂ];xguﬁedFﬁef“ﬁ6£2§ahnﬁglaﬁef%§7§ Fempsgature for
Eg)twrsg;gmz Zhg”ﬁ%’(}%] | DRnAS" gg:%mggwﬁm%sggegﬂa /?,Jggaigeogomlgﬂ% HSEpQB
U 5 b0 qarkipadthy 8}49 FHSCHRREEEE 15128 er RLTABERIRENBCEA o0 OO (O

0.71g of M [4s¢hhokgn2- (%h@ %EWQEQBGM%LBQGM hs dar?olysed with 2M
3, 4-di met hoxy- N-[ (2-met hyl - 2H-tetrazél -5 yl) nethylfbenzenesulfonanlde

(conpound 154),diHchVBrSci BepBMsbDYBOoA6hnd3wlihes, wlkh, wdt8%2.(%he3H); 4.13
(s, 2H); 4.26 (s, 3H); 4.77 (d, 1H); 5.25 (d, 1H); 6.57 (s, 1H); 6.86 (d,
1H); 7.11-7. 4%gbuncephbyediOdeandl exer7Bhhydirops=%36i3f stalibeeXYbl |
illTustrates the chenm ca
give 4.3 g of the expected product.
'H NMR & in ppm (DMSO d6): 1.99 (s, 3H); 4.91 (s, 2H):
10 6.11 (s, 1H); 6.53 (d, 1H); 6.97-7.42 (unresolved

complex, 5H); 7.97 (4, 1lH).

e Example 25.2: N-{4-chloro-2-[1l-(2-chlorophenyl)-1-
hydroxyethyl]phenyl}-3,4-
15 dimethoxybenzenesulfonamide
To 1.5 g of 1-(2-amino-5-chlorophenyl}-1-(2-
chlorophenyl)ethanol according to an adaptation of the
process described in Example 1.1, 2.9 g of the expected
product are obtained.
20 'H NMR § in ppm (DMSO d6): 1.78 (s, 3H); 3.75 (s, 3H);
3.83 (s, 3H); 4.05 (g, 1H); 6.87 (s, 1H); 7.04-7.54
(unresolved complex, SH):; 7.82 (m, 2H); 8.60 (d, 2H);

10.00 (s, 1H).

25 e Example 25.3: N-{4-chloro-2-[1l-(2-chlorophenyl)-1-
hydroxyethyl]phenyl}N-[ (3, 4-

dimethoxyphenyl)sulfonyl]lglycinamide



structures and the physical properties of a nunber of conpounds of the

I nvention obtained according to 15 Exanple 21. 0 \r3] RL H A, Ar2 H W
2006/ 024779 - 159 - PCT/ FR2005/ 002017 Table XVII|I Com Nature and position
of the MP. MeEt/ pound substituents (C) retention No. Arl Are Rl Ar3 tinme
153 2,6- 4- % -ethyl-2H 3,4- 139.7 564/9.81 diF C tetrazol -

yl ) met hyl 2 ?095/@24(71'9et hyl - 1H 37416850 9 564/5‘3'@@%?@505710?%9¥3120I 5-
diove yl)nmethyl 159 2,6- 4- (2-ethyl-2H 3,5- 105.5 532/10.84 diF C1
tetrazol -5- di Me yl)neth 160 2,6- 4- (l-ethyl-1H 3,5- 134 532/10. 46
di F tetrazol 5- di MB©o ﬁlﬁnﬁtﬁﬁl -15702 grog2-(2-8thyl - 3,5- 159

518/ 10.53 diF O 2H-tetrazol - %nethyl 158 2 6- 4- (1-nmethyl-
3,5- 240 518FE6°36PErRYEY iﬂhﬁgﬁPéithY& penyl}-3

dimethoxybenzenesulfonamide dissclved in diethyl ether
are successively added, at -5°C, 1.3 ml of a 2M

5 solution of lithium diisopropylamine in hexane, and
0.45 g of 2-bromoacetamide. After 18 hours at rcoom
temperature, 0.5 g of 2-bromcacetamide and 1.4 g of
sodium iodide are successively added and the mixture is
refluxed for 4 hours. The reaction medium is taken up

10 1in ethyl acetate and washed with water. The organic
phase is dried over anhydrous sodium sulfate and
concentrated. The residue is chromatecgraphed on a
column of silica gel, eluting with a 95/5 (v/v)
dichloromethane/methanol mixture to give 0.51 g of the

15 expected product.
'H NMR & in ppm (DMSO d6): 2.11 (s, 3H); 3.74-3.098
(unresolved complex, 8H); 6.25 (s, 1H); 6.96-7.97

(unresolved complex, 12H).

20 Example 26: N°-{4-chloro-2-[1-(2-

chlorophenyl)ethyl]phenyl}-N°-[ (3, 4-

dimethoxyphenyl)sulfonyl]glycinamide (compound 186)

e Example 26.1: 4-chloro-2-[1-(2-
25 chlorophenyl)ethyl]lphenylamine
To 54 ml of a 1M solution of lithium

aluminium hydride in THF are added portionwise 7.1 g of



5-yl)nmethyl 122 2-d 4- (2-ethyl-2H 3,5- oil 530/10.65 O tetrazol -5-
diMe yl)nmethyl 123 2-d 4- (1-ethyl-1H 3,5- 158 530/10.27 C tetrazol-5-
diMve yl)methyl 108 2-d 4- (1- 3,4- 79 576/9.52 d isopropyl- di Owe
1Htetrazol - 5 yl)nethyl 111 2-C1 4- (1-benzyl- 3,4- 98 624/9.89 C
1Htetrazol - %nethyl WO 2006/ 024779 - 160_- ,PCT/ FR2005/ 002017
Com Nature §9d288§/9?63 8f the M P. WP pound suBST/FRe003 ?Qﬁo}%tention
No. Arl Are RL Ar3 tine 90 2-d 4- (1l-ethyl-1H 3,4- 168.3 562/9.25 O
tetrazol diOwe -5-yl)nethyl = 88 2-Cl 4- (1l-nethyl- 3,4- 200.6 548/8.96 O
1Htetrazol - a&P@%@leyFF%EPH9F1d243T9 &hiz. SPJP lﬁﬁtﬁ?ﬁ agdgd 459 3

a4 175.1 565 L0 42°R4P R STeRhorERPEEYL) AT dRE 5-yl)ethyl

chlorophenyl)ethanol, obtained in Example 25.1,
dissolved in diethyl ether, and the mixture is stirred

5 for 18 hours at room temperature and then refluxed for
4 hours. The reaction medium is taken up in ethyl
acetate and washed with water. The organic phase is
dried over anhydrous sodium sulfate and concentrated.
The residue is chromatographed on a column of silica

10 gel, eluting with a 40/60 (v/v)
dichloromethane/cyclohexane mixture to give 0.9 g of
the expected product.
‘H NMR & in ppm (DMSO d6): 1.45 (d, 3H):; 4.43 (g, 1H):
4.96 (s, 2H); 6.65 (m, 2H); 6.94 (d, 1H); 7.30-7.47

15 (unresolved complex, 4H).

e Example 26.2: N-{4-chloro-2-[1-(2-
chlorophenyl)ethyl]phenyl}-3,4-
dimethoxybenzenesulfonamide

20 Starting with 0.9 g of 4-chloro-2-[1-(2-
chlorophenyl)ethyl]phenylamine according to the process
described in Example 1.1, 1.7 g of the expected product

are obtained.

25 ¢ FExample 26.3: N?-{4-chloro-2-[1-(2-
chlorophenyl)ethyl]phenyl}~N-[ (3,4~

dimethoxyphenyl)sulfonyl]lglycinamide



310 2,6- 6- (2-ethyl-2H 3,4- 136.3 560/9.61 diF Ow tetrazol-5- di Owe
yl)methyl 311 2,6- 6- (l-ethyl-1H 3,4- 161.4 560/9.30 diF Ow
tetrazol -5- di Ove yl)nethyl Exanple 22:

N2- [ 2- (2- chl or obenzyl ) - 4- et hyl phenyl ] - N2-

[ (3, 4-di met hoxyphenyl )sul fonyl ] gl yci nam de (conpound 65) 5 Exanple 22.1:
N- [ 4- et hyl -‘29(59°éﬁpéﬁ888nzy| ) pheny!T-B7%-~ di net hd;&%ém%mm i de
Starting with 1 g of N{4-nmethyl-2-[(2- 10

chl or ophenyl ) (hydr oxy) net hyl ] phenyl } - 3, 4- di net hoxybenzenesul f onam de,
obt ai ned according to §&aP 669024¥?90*91810f BctAFRbé05,082017 (2Exanpl e 8,
according to described in Exanple 18.1, 0.47

adaptation_of _the process

g of the expEﬁEBHOpB?BHE@FtpgliBPSBHgéT 1A NMR S in ppm (DVBO d6): 2.14 (s,
Cuny esol ved SbREFB-TBRp2o5e341 Fohen s ablnraine, oo Pnt prbtbys® B0 1 47
N2- [ 2- (2- chl ; )= 4- phenyl 1 ANg- [( 3¢47,.10
dinethoxypheﬁ%??ggé¥gn§ﬁ]gg§% %gn?gégToOO§4% éfth§-?§P%8Fﬁ9|-z-[(2-
chl orophenyl ) (hydeexy)raethyLlpbanyl } - 3, 4- di met hoxybenzenesul f onam de
dissolved in 5.7 nm of DW 1s added, at OC, 0.048 g of sodium hydri de.
After 'H NMR 8 in ppm (DMSO dé6): 1.35 (d, 3H); 2.75 (d, 1H):

3.79 (s, 3H); 3.86 (s, 3H); 4.25 (d, 1H): 4.74 (g, 1H):

6.92-7.64 (unresolved complex, 12H).

m.p.=150°C

10 Compound 187 is obtained according to this

process. m.p.=151°C

Example 27: N-(2-aminoethyl)N-[2-(2, 6-diflucrobenzyl)-

4-methylphenyl]-3,4-dimethoxybenzenesulfonamide
15 (compound 215)

To 1 g of N-{4-methyl-2-(2, 6~
difluorobenzyl)phenyl]-N-[2-(phthalimido)ethyl]~3,4-
dimethoxybenzenesul fonamide, obtained according to an
adaptation of the process described in Example 18,

20 dissolved in 15 ml of ethanol is added 0.4 g of
hydrazine hydrate, and the mixture is refluxed for
3 hours. At room temperature, the insoluble material is
filtered off and the filtrate is concentrated. The
residue is chromatographed on a column of silica gel,
25 eluting with a 99/1 (v/v) dichloromethane/methanol

mixture to give 0.26 g of the expected product.



15 1 hour at this tenperature, 0.166 g of 2-bronpacetamde is introduced
and the mxture is left for 18 hours at roomtenperature. The nmediumis
poured into water and then extracted with ethyl acetate. The organic phase
is dried over anhydrous sodium sul fate and concentrated. 20 The residue is
chr omat ogr aphed on a colum of silica eluting with a 90/10 )
cycl ohexane/ ®hA906{024379 ni xture t o-gi @é 0.4 g ofPFﬁéFB%BeéfeezéFBduct
IHNWR S in ppm (DVSO d6): 216(s 3H) 379(s 3H) 388(s 3H) ;
405425(ureso|vdco | ex, ; 522m€ Hg) s H%) 6.76 (d,
1H); 6.94-7. 5§ 1Bn eélall%la &Blﬁ-%@esiﬁ 10H) 62 i pr =24 62(:1V/\o 50081024779 -

162 - PCT/ FR200 17 N2- or o- 2- chl.orqbenzyl I 3,
4- di met hoxy?ﬁ ﬁ@'%ségf o(h’)ﬂr]eécaé’er‘iia %‘(eé%m%UndB y“? y ] [efj
accordin toth| roce start th N hl or 2

CB![ or opggnyl) §1H3Xy§5rfe%%w|s] prﬁéﬂ% A di{ Ho@&%z@esﬁ‘ Worfarfi%e
obt ai ned accordi

N2- [ 2- ( 2- Chl 3rdgbg%12yl P ?%an%ioxy henyﬁo’'78?134%“"“‘5"’lVGd complex,

[ (3, 4-di mef hexyphenyl ) sul fonyl ] gl yci nam de (conpound 10 138) is

synt hesi zed according to this process. mp.=184.6C Exanple 23:

N-[ 4- chl or o- Zr,2 i fgewor obenzyl ) phenyl ] - N-[ 3- (di met hyl am no) propyl ] - 3, 4-
15 di met hoxybenzenesul f onam de (conpound 197) To 0.45 g of
[4-chloro-2-(2,6- difl aapakenzyli)inhemated, 40d idiaxydienzanesiifegnam de

and the physical properties of a number of compounds of

the invention obtained according to Example 28.
10

Table XX
Com- Nature and position of the m.p. MH'/
pound substituents (°C) |retention
No. Ar, | Ar; R, Ar; time
256 2,6- 4- | 2-aminocethyl | 3,4- [163.4| 497/6.82
diF Cl diOMe
257 2,5~ 4- | 2-aminocethyl | 3,4~ | 61.1 | 477/6.69
diF Me diOMe
262 2,5- 4- | 2-aminoethyl | 3,4- 1141.1] 497/6.88
diF Cl diOMe
281 2,6- | 6- | 2-aminoethyl | 3,4~ |137.8] 493/6.47
diF OMe diOMe
287 2,6- 4- |3-aminopropyl| 3,4- |149.1{ 511/6.91
diF Cl diOMe




(prepared according to Exanple 18.2) are successively 20 added 0.207 g of
pot assi um carbonate, 0.1 g of tetrabutylamoni um brom de, 20 nml of toluene
and 0.237 g of 3-dinethylam no-I|-bronmopropane, and the mxture is
refluxed for 24 hours. 0.168 g of potassium tert-butoxide and 0.237 g of
3-di net hyl am no-1 25 bronopropane are added and the_m xture i rgfluxed for
4 hours. TheWPe20PB4R2AddBum i s poured thfo water aRdr E&??%E?Qﬁ 8 Th ethyl
acetate. The organic phase is WD 2006/ 024779 - 163 - PCT/ FR2005/ 002017

dri ed over anhydrous sodium sulfate and concentrated. The residue is
chromatographed on a colum of silica gel eluting wth a 99/1 (v/v

di chl or onet haneowi®t hanolNatird Wl pd¥i®idn ¥ atHwd | s.g8.S$0l wEl/i n
L

met hanol and 5 poured into a 0.5M sodi um hydroxi de sol utj.0 gnd t he
precipitate |f BRI 4 £iltored THISERFNYSY under oo £8 8P5E°B| 504 ¢
of the expected®erodyctarlH|NMZ 5 in p®Rn (DVBO dBY; 1. 34-1| 48 Himer esol ved
conpl ex, 2H—2 0t 6H)T2—tA(t—2H 33 r(m—)— 375 (s 3H) ;
3.78 (m 1H)|; 3% (9§, 23H)F; |4613| Cdamippethwl3) 3 ,d- 1H4.8| AR GH7
(unresol ved |[compl ex, |9H);rm|mMelB4C Table XI X [ 4lousétates the chemica
structures [@nd the physical| properties of _a_npnber of _conpounds. of | 15 the
i nvention obt ai #&d adcdrding 5 EXaspri@csshyd acxid— RIBSNG| H<¢&-82ar2 H
dir |c1, diOMe
6_
OMe

Example 28: N=-(2-{[(benzylaminc)carbonyl]amino}ethyl)-

N-[2-(2,6-difluorobenzyl)-4-methylphenyl]-3,4-

5 dimethoxybenzenesulfonamide (compound 218)

Tc 1 g of N-(2-aminoethyl)-N-[2-(2,6-
difluorobenzyl)-4-methylphenyl]-3,4-
dimethoxybenzenesulfonamide (compound 215) dissolved in

10 20 ml of THF is added 0.266 g of benzyl isocyanate,
and, after refluxing for 3 hours, the medium is
evaporated to dryness. The residue is chromatographed
on a column of silica gel, eluting with an 8/2 (v/v}
toluene/ethyl acetate mixture to give 0.65 g of the

15 expected product.

'H NMR § in ppm (DMSO dé): 2.17 (s, 3H); 3.05 (m, 2H);

3.24 {m, 1H); 3.74 (s, 3H); 3.78 (m, 1H); 3.87 (s, 3H):;

4.07-4.25 (unresolved complex, 4H); 5.99 (t, 1H); 6.50

(t, 1H); 6.58 (d, 2H); 6.98-7.43 (unresolved complex,
20 12H).



WD 2006/ 024779 - 164 - PCT/ FR2005/ 002017 Table XI X Com Nature and
position of the mp. MHd /retention pound substituents (C) tine No. Arl
Are RL Ar3 199 2,6- 4- 2-pyrrolidin-I- 3,4- 131.4 551/6.61 diF Cl ylethyl
di OV 201 2,6- 4- 2- 3,4- 128.6 539/6.44 diF d (dinethylam no)- di Owe

1- et hyl et hyl 203 6- _4- 2- 3,4- 104.8 601/7.18 diF,Cl [benzyl (methyl)-
di OMe ami no]E@h?POGZQE‘l??B- 4- (CH2) 2NHEONH2 3, 4- H@M@%&lﬁ@%&lhi F C1
di OV 229 2,6- 4- (CH2) 3S2NEt2 3,4- 71.2 630/10.27 diF Cl1 di Owe 230 2, 6-
4- (CH2) 3SO2Nwe2 3,4- 76.8 602/9.71 diF Cl diOwe 234 2,6- 4- 2-(2- 3,4-
138.6 565/ 8. 80P -ALROCA Bxopyrrolidin-1- di Ove yl)ethyl 236 2,6- 4-

2-met hoxyet hyl 3,4- 83.8 512/9.38 diF Cl1 di Owe 241 2,6- 5- CH3CONH2 3, 4-
93.5 555/8.99 diF Br di Owe 248 2,6- 4- cyclopropyl nethyl 3,4- 163.4

208 1142 diF CL diOVE, 228 2xD 191, 6tB00NEP ReMenen28al 4220207 F

and the physical properties of a number of compounds of

5 the invention obtained according tc Example 28.

Table XXI
Com-— Nature and position of the m.p. MH*/
pound substituents (°C) |retention
No. Ar, |Ar; Ry Ar; time
217 |2,6-] 4- 2-[ (aniline- 3,4- |163.4 n.d
diF { Me | carbonyl)aminc]- | diOMe
ethyl
238 |2,6-] 4- 2=({[(3- 3,4- |149.3|650/10.87

diF | C1 |chlorcphenyl)amino]-| diOMe

carbonyl}amino) -
ethyl

240 |2,6-| 4~ 2-({[(2- 3,4- |136.3|650/10.77

diF | C1 | chlorophenyl)amino]- | diOMe

carbeonyl}lamino) -
ethyl

252 |2,6-| 4- 2-({[(3,4- 3,4- |169.7| 676/9.80

diF | C1 | dimethoxyphenyl)- | diOMe

aminc]carbonyl} -

amino)ethyl




268 2,6- 4- 2-(1,3-dioxolan- 3,4- 288.8 554/10.50 diF d 2-yl)ethyl di Ow
283 2,6- 4- CH3CONH2 6-Owve 164 482/9.27 diF C1 pyrid 3-yl WO 2006/ 024779 -
165 - PCT/ FR2005/ 002017 Exanple 24: N-{4-chloro-2-[(2-

chl or ophenyl ) (hydr oxy) net hyl ] phenyl } - N- (2- hydroxyet hyl) -3,

4- di met hoxybenzenesul f onam de (conpound _24) 5 Exanple 24. 1:

N- { 4- chl or o- O] €906£ARA7EBheny! ) (hydroxyiet hyl | phe‘rFTfIy)T/fE%%QLQ-"/OO?Ul"

di met hoxy- N-[ 2- (t et rahydr o- 2H pyran-2- yl oxy) ethyl] benzenesul fonam de 10
To 1 g of N-{4-chloro-2-[(2- chlorophenyl) (hydroxy)nethyl]phenyl}-3, 4-

di met hoxybenzenesul f onam de, obtained in Exanple 1.2, dissolved in 40 m

of acetonitrile are successivel dded.l1.2 m of triethylam ne and 1.29 ni
of 2-(2 15 bEﬁﬁﬂEiﬁoiﬁfeNFéﬁyéﬂé?éSPgygé%?uaﬁabFﬁéy P %fdre is refluxed for

18 hours. The éﬁagthon gi?%§n1Ls taken up in ethyl acetate and washed with
water. The oF§&RY¢PPFR¥LETIS7dri ed over anhydrous sodium sul fate and

el ut i ng wi t noAresRPEREENR et LRy PO R BT DT B R e FRI AT i Ve 07478 g
chi or aphery | ) CRYBPAS) aathy ] phemyl - (2o oo o
To 1 g of N-{(2-aminoethyl)N-[2-(2, 6-
difluorobenzyl)-4-methylphenylj-3, 4-
dimethoxybenzenesulfonamide (compound 215) dissolved in
10 25 ml of THF are added 0.167 ml of pyridine and 0.22 g
of acetic anhydride. After 48 hours at room
temperature, the reaction medium is concentrated. The
residue 1s chromatographed on a column of silica gel,
eluting with a 99/1 (v/v) dichloromethane/methanol
15 mixture to give 0.505 g of the expected product.
'H NMR & in ppm (DMSC d6): 1.74 (s, 3H): 2.17 (s, 3H):
3.05-3.28 {m, 3H); 3.72 (m, 1H); 3.76 (s, 3H}:; 3.87 (s,
3H); 4.05 (d, 1H); 4.22 (d, 1H); 6.60 (d, 2H}):; 6.99-
7.46 {(unresolved complex, 7H); 7.85 (t, 1H).

20 m.p.=79.7°C

Example 30: N°-{4-chloro-2-{methyl (phenyl)amino]phenyl}-

N°-[(3,4-dimethoxyphenyl) sulfonyl]-M-methylglycinamide
{compound 124)
25
e Example 30.1: 5-chloro-2-nitro-N-diphenyl-N-

methylamine




25 hydroxyet hyl) -3, 4-di net hoxybenzenesul f onam de To 0.479 g of

N-{4-chl oro-2-[(2- chl orophenyl) (hydroxy) net hyl ] phenyl } -3, 4-di met hoxy- N WO
2006/ 024779 - 166 - PCT/ FR2005/ 002017

[ 2- (t etrahydro- 2H pyran- 2-yl oxy) et hyl ] benzenesul fon- am de dissolved in 4.7

mM of THE arg a acetic id and 2.25 d the
m xture is %ﬂﬁgﬁgaigﬁghoc for 48 ho é ~The reaﬁ??éﬂR%%@gzﬁé?g t aken
up in ethyl acetate and mashed with water. The organic phase is dried over
anhydr ous sodi um sul f ate ncentrated,. The resi due iis ¢hromat ographed
on a colum of silica Seﬂ QIHE % +Ch°a CF&FSHQ%B @P@#ﬁ?Pneacetate

sol vent m xture t |ve 0 09 f e expected 10 rod H NNR 8 |n
ppm ( DVBO d6 1850038 YR T2Ap: 4. 786 PM? S“§C?§S&¥GR é

4.40 (1, 1H>8f6&8§gggthglﬁg anfh 191,51 gtnegzg' gg%ehste 20 7o (e

1H). mp.=8 Sane “manne I's prepared, the

physical propggt h@itgtewgcgtateggsftgl hgw@ourwst—‘l%o athe retention time
20 e

is 8.99 mnutes mp.=

N2- {4-chl grot+2m érézueeloeﬁahe@xbkién RE@&Q%Y%%“%EkQBeﬂ$|1h M%n@tB 4-
di met hoxyphenyl ) sul fonyl ] gl yci nam de (conpound 172) Exanpl e :

1- (2- ani no- 5aebkacepbedylhshed2wiZh ghk@&opmeeybkgbhaeobhsegS1@ of
2-am no-2', 5-di chl orobenzophenone dissolved in 100 mM of diethyl ether, at
-30C, are WOJz2Qe6/ 02477anhyliGdus BEHAER26803£AA202Ad concentrated.

The residue is chromatographed on a column of silica

gel, eluting with 97/3 (v/v) cyclohexane/ethyl acetate

10 mixture to give 10.51 g of the expected product.
'H NMR & in ppm (DMSO dé): 3.32 (s, 3H); 6.78-6.93
(unresolved complex, 3H); 7.19-7.26 (m, 2H); 7.40 (d,

1H); 7.65 (d, 1H):; 7.93(d, 1H).

15 ¢ Example 30.2: 2-amino-5-chloro-N-diphenyl-N-
methylamine
To 10.49 g of 5-chloro-2-nitro-N-diphenyl-N-
methylamine dissolved in 100 ml of ethanol are
successively added 14.22 g of tin metal and 50 ml of
20 12M hydrochloric acid solution, and the mixture is
refluxed for 1 hour. After evaporating off the ethanol,
the reaction medium is taken up in ethyl acetate,
basified and washed with water. The organic phase 1is
dried over anhydrous sodium sulfate and concentrated to
25 give 9.37 g of the expected product.
'H NMR 3 in ppm (DMSO d6): 3.11 (s, 3H); 5.07 (s, 2H);:

6.57-7.21 (unresolved complex, 8H).




added 12.5 m of 3M net hyl magnesi um brom de solution, and the m xture is
mai ntai ned at roomtenperature for 18 hours. 6 m of 3M nethyl mnagnesi um
brom de solution are added and the m xture is left at roomtenperature 5
for 1 hour. The resulting mxture is hydrolysed with 2M hydrochloric acid

sol ution and_wa iLth_water. The organic phase is dried oyer anhydrous
sodi um sul f aF@ ?Bsg6$%é73?3 g of the expetted produ%??}%??Qﬁﬁygp?ﬂlbpn1
(DVBO d6): 1.99 (s, 3H); 4.91 (s, 2H); 10 6.11 (s, 1H); 6.53 (d, 1H)

6.97-7.42 (unresolved conplex, 5H); 7.97 (d, 1H). Exanple 25.2:
N-{4-chl oro-2-[1-(2-chl orophenyl)-1- hydroxyethyl]phenyl}-3,4- 15

di met hoxybenzenesul f onam 01.5.0 1- (2-am no- 5-chl orophenyl)-1-(2-
chl or ophenyl ) et*ha 5Pm82809§r£g &6?3ﬁcggaﬁPéiron of the process described

in Exanple 1.1, 2. of .the expected. product .are obtained. 20 1H NVR 6 in
ppm ( DVBO d6) - 1.§§e3§¥£éP§?“§i$§méE?]Qﬁf?ygg.334(5, 3H): 4.05 (q. 1H)

07 (5, 3T gl oo, 0 182 (m ), S0 o)

hydroxyet Byl ] phenyl } N- k¢ 3,4+ ndi et Roxyghgnyk) subhenylbakyebpamyde VO ‘
2006/ 024779 - 168 - PCI/ FR2005/ 002017 T6 1.3 g of N-{4-chloro-2-[1-(2

chl orophenyl jignhbygnoxypehyl/l Bhen¥l } tBe #roesBt hexyeerzenagul f onam de
di ssolved in diethyl ether "are successively added, at -5C, 1.3 nl of a 2M
according to Example 1.1 to give 1.122 g of the
expected product.
'H NMR & in ppm (DMSO d6): 2.93 (s, 3H); 3.67 (s, 3H):
10 3.84 (s, 3H); 6.37 (d, 2H); 6.74 (t, 1H); 7.05-7.37

(unresclved complex, 7H); 7.54 (d, 1H):; 9.46 (s, 1H).

e Example 30.4: N°-{4-chloro-2-
[methyl(phenyl)amino]phenyl}-hfw[(3,4—
15 dimethoxyphenyl)sulfonyl]-N'-methylglycinamide
Starting with 0.8 g of N-{4~chloro-2-
[methyl (phenyl)aminc]phenyl}-3,4-
dimethoxybenzenesulfonamide according to the process
described in Example 4.3, 0.766 g of the expected
20 product is obtained.
'H NMR & in ppm (DMSO d6): 2.41 (d, 3H); 3.16 (s, 3H);
3.77 (s, 3H); 3.88 (s, 3H); 4.12 (s, 2H); 6.66-6.84
(unresolved complex, 3H); 7.10-7.43 (unresolved
complex, 8H):; 7.72 (t, 1H).
25 m.p.=148.6°C
Compound 92 1s obtained by this process:

m.p.=192.5°C



5 solution of lithiumdiisopropylam ne in hexane, and 0.45 g of

2- bronpacet am de. After 18 hours at room tenperature, 0.5 g of

2- bronpacetam de and 1.4 g of sodiumiodide are successively added and the
m xture is refluxed for 4 hours. The reaction nmediumis taken up 10 in

anhydr ous. SolPARPOR7PARdTand concentTal B~ he r eoraberRo8b EHRBLE apnea

on a colum of silica gel, eluting with a 95/5 (v/v)

di chl or onet hane/ net hanol m xture to give 0.51 g of the 15 expected
product. 1H NVMR S in ppn1(DNBO dé): 2.11 (s, 3H); 3.74-3.98 (unresolved
conpl ex, 8H); 6 25 ( nresol ved conpl ex, 12H) 20
Exanpl e 26: i ro 451 ﬁg Egloéﬁr8r g W8yl ) ethyl] phenyl }-N2-[(3, 4-

iiﬂﬁfQ?EY2?F%X%éﬁg%gggﬁkkgééﬁsﬁgﬁ?i?%(ﬁf%ﬁ%%@ﬂonﬁﬁ%e??‘igﬂnﬁoﬁgli M

solution of Ljth HE are added portionwise 7.1 g
of WO 2006/0%477SwghEgbgﬁhg%T?Fg§g%gﬂ§0ng alumniumtrichloride. To this
solution are added 4 g of 1-(2-am no-5-chlorophenyl)-1-(2-

chl orophenyl ) et hanol , obtained in Exanple 25.1, dissolved in diethyl

ether, and the #m xkdfplks33Likrad($4Een18&oboung2ati2r gom t enperature and
then refluxed for 4 hours. The reaction nediumis taken up in ethyl
acetate and washedidilubrobtetylTbaecaygarni(d3phase is dried over anhydrous
sodi um sul fate and concentr at ed.
dimethoxyphenyl)sulfonyl]lamino}lbutanocic acid
To 2.6 g of ethyl 4-{[4-chloro-2-{[2-(2, 6~
10 difluorobenzyl)phenyl][((3,4-
dimethoxyphenyl) sulfonyl]aminolbutancate, obtained
according to Example 18, dissolved in 50 ml of ethanol
are added 22.8 ml of sodium hydroxide, and the mixture
is left for 18 hours at room temperature. The solvent
15 is evaporated off and the residue is taken up in 40 ml
of 1M hydrochloric acid solution and extracted with
ethyl acetate. The organic phase is dried over
anhydrous sodium sulfate and concentrated. The residue
is solidified with diisopropyl ether to give 1.7 g of
20 the expected product.
'H NMR & in ppm (DMSO d6): 1.54 (m, 2H); 2.27 (t, 2H);
3.27 (m, 1H); 3.76 (s, 3H); 3.85 (s, 3H); 4.23 (m, 2H):

6.75-7.51 (unresolved complex, 10H); 12.0% (s, 1H).

25 e Example 31.2: {[4-chloro-2-(2,6-
difluorobenzyl)phenyl] [ (3, 4-

dimethoxyphenyl)sulfonyl]amino}butanamide



The residue is chromatographed on a colum of silica 10 gel, eluting with a
40/ 60 (v/v) dichl oronet hane/ cycl ohexane m xture to give 0.9 g of the
expected product. 1IHNVR S in ppm (DVSO d6): 1.45 (d, 3H); 4.43 (q, 1H);
4.96 (s, 2H); 6.65 (m 2H); 6.94 (d, 1H); 7.30-7.47 15 (unresol ved
complex, 4H). Exanple 26.2: N-{4-chloro-2-[I-(2-

chl or opheny| ¥t RPPPARRAYITP- 3, 4- di met hbk§benzenesuPEBABRZARS£002017 i ng
with 0.9 g of 4-chloro-2-[1-(2- chl orophenyl)ethyl]phenyl am ne according to
the process described in Exanple 1.1, 1.7 g of the expected product are
obtai ned. 25 Exanple 6. 3:7Ng- p4- dnilddochlproc2-{dk-dEeftenyl ) et hyl ]

phenyl }-Nzh%g3 4- di met hoxyphenyl ) sul fonyl ] gl yci nam de WO 2006/ 024779 -
170 - PCT/ FRO$65P6890872vS) RREPNG iR 479 g of N-{4-chloro-2-[I-(2

Che pr ocess MGBEHFPBIRERYis, SHETE™13 3700 Bl Ca ote “EAfot88 o PBFoduct ar e
3H) - .85 (siParf, M 98 CHE AR, CaCradE. HPS 5450 88 (uni sl ved
commLex Boehes Syt G RO RL b sl spegtiatete s
after 30 minutes at this temperature, a soluticn cf
ammonia in THF is introduced dropwise and the mixture
is left for 1 hour at 20°C. The resulting mixture is
poured into saturated sodium hydrogencarbonate sclution
10 and taken up in ethyl acetate. The organic phase is
dried over anhydrous sodium sulfate and concentrated,
and the residue is solidified with diethyl ether to
give, after drying, 1.41 g of the expected procduct.
'H NMR § in ppm (DMSO dé): 1.51 (m, 2H); 2.07 (t, 2H);
15 3.21 (m, 1H); 3.74 (m, 1H); 3.78 (s, 3H); 3.89 (s, 3H);
4.23 (g, 2H); 6.75 (m, 3H); 7.04-7.51 (unresolved
complex, 8H).
m.p.=197°C
Table XXII illustrates the chemical
20 structures and the physical properties of a number of
compounds of the invention obtained according to this

example.



4- et hyl phenyl ] - 3, 4- di net hoxybenzenesul f onam de 15 (conpound 215) To 1 g
of N-[4-nethyl-2-(2,6- difluorobenzyl)phenyl]-N[2-(phthalimdo)ethyl]-3,4-
di met hoxybenzenesul f onam de, obtai ned according to an adaptation of the
process described in Exanple 18, 20 dissolved in 15 m of ethanol is added
0.4 g of hydrazine hgdrate, and the mxture is refluxed for ; hours. At
room t enper aW@r 8006K82AAd8I ubl e matertal 7%s~ filt erBETOTR2GP/ 902037 | trate
is concentrated. The residue is chromatographed on a colum of silica gel,
25 eluting with a 99/1 (v/v) dichloronethane/ng,--nol m xture to give 0.26
g of the expected product. WO 2006/ 024779 - 17 ICT/ FR2005/ 002017 1H NWR
Sin ppm (DVMSO d6): 1.62 (s, 2H); 2.17 (s, g?ﬂ 40- 2. 67 (unresol ved
conplex, 2H); 3.12 (m 1H); 3.69 (m ; 8U/5 , 3H); 3.88 (s, 3H); 4.09
(d, 1H); 4.26 (d, 1H: 6.56 (m 2H); 6.N-7 48 (unresol ved conplex, 5 7H).
m p.=251.8C Table XX illustrates theqchep cal structures and the physical
properties of a nunber of co o} e

[ venti on obtained according to
Exanple 28. 10 O Aral Rl1~N~g

Table XXII
Com- Nature and position of the m.p. MH"/
pound substituents (°C) |retention
No. Ary Ar, Ry Ax; time
235 2,6- 4-C1 |CH,CH,CH,CONH,| 2,5- n.d |541/10.03
difF diMe,
4-C1
266 2,5~ | 4-C1l [CHCH,CH,CONH,| 3,4~ 150 | 538/9.15
diF diOMe
272 2,6- 6- |CH,CH,CH,CONH,| 3,4- |207.8]| 535/8.42
diF OMe diOMe
299 2,5- 6- CH,CH,CH,CONH,| 3,4- |189.3| 535/8.54
diF OMe diOMe

5 Example 32: N?-{4-chloro~2-[2-

(trifluoromethyl)benzyl]phenyl}-N-[ (3,4~

dimethoxyphenyl)sulfonyl]glycinamide (compound 207)

¢ Example 32.1: (2-amino-5-chlcrophenyl) (2-
10 triflucromethylphenyl)methancl
To 1.9 g of (2-aminc-5-chlorophenyl) (2-
trifluoromethylphenyl)methanone, obtained in Example
7.2, dissolved in 87 ml of ethancl is added ©.775 g of

sodium borchydride, and the mixture is left at 20°C for



Com Nature and position of the MP. MH/ pound substituents (C) retention
No. Arl Are RL Ar3 tine 256 2,6- 4- 2-aminoethyl 3,4- 163.4 497/6.82 di F
d di Owe 257 2,5- 4- 2-aminoethyl 3,4- 61.1 477/6.69 diF Me di O 262 2, 5-
4- 2-am noethyl 3,4- 141.1 497/6.88 diF O di Ow 281 2,6- 6- 2-am noet hyl
3,4- 137.8 493/6.47 diF Owe di Owve 287 2,6- 4- 3-am nopropyl 3,4- 149.1
511/6.91 di WOCROG6AR4AB92006/ 024779--18§2-- PCT/FR§©63386961¢02Q%31

Nat ure and position of the MP. NYH+/ pound substituents (C) retention No.
Arl Are RL Ar3 tine 294 2,5- 6- 2-aminoethyl 3,4- 114.8 493/6.47 diF Ow
di OVe 300 2, 88 pouZsaniTheetsiplivedt4isi@yapozztegl 8L @gnd Ghe diegwsus: Owe
Exampl e 28: N-(2-{[(benzyl am no)car bonyl ] am no}ethyl) -

N[ 2- (2, 6-di fisudi PP Lng sibiiy BERERRE] 204 Wi siiese SRy WETEdne SRS onani de

gf?rﬁgrggeﬁig%ﬁg%ikégﬁggﬁwé Zhﬁgégzﬁk%¥%%%ﬁg&§%%%§gﬁﬁ?ﬁ@?@H&ﬁ%ﬁ? ( conmpound
215) dissolved 401029 T o +TH5:42 3999 030012 YRRy [socyanate,
5 product.
'H NMR & in ppm (DMSO d6): 5.15 (s, 2H); 5.97 (d, 1H);
6.11 (d, 1H); 6.35 (d, 1H); 6.72 (d, lH); 6.99 (d, 1lH);

7.53-7.81 (unresolved complex, 4H).

10 ¢ Example 32.2: N-{4-chloro-2-[(2-
trifluoromethylphenyl) (hydroxy)methyl]phenyl}-3,4-
dimethoxybenzenesulfonamide

Starting with 1.28 g of (2-amino-5-
chlorophenyl) (2-trifluoromethylphenyl)methanol

15 according to the process described in Example 1.1,

2.06 g of the expected product are obtained.

'H NMR & in ppm (DMSO dé): 3.76 (s, 3H); 3.85 (s, 3H);
6.34 (s, 2H); 6.89 (d, 1H); 6.98 (s, 1H); 7.08 (d, 1H):
7.23-7.33 (unresolved complex, 4H); 7.53-7.77

20 (unresolved complex, 3H); 9.25 (s, 1lH).

e Example 32.3: N-[4-chlcocro-2-(2-
trifluoromethylbenzyl)phenyl]-3-
methoxybenzenesulfonamide

25 Starting with 2.06 g of N-{4-chloro-2-[(2-
trifluocromethylphenyl) (hydroxy)methyl]lphenyl}-3,4-

dimethoxybenzenesulfonamide according to the method



and, after refluxing for 3 hours, the nmediumis evaporated to dryness. The
residue is chronmatographed on a colum of silica gel, eluting with an 8/2
(v/v) toluene/ethyl acetate m xture to give 0.65 g of the 15 expected
product. 1H NVR 8 in ppm (DMVSO d6): 217(s 3H) 3.05 (m 2H); 3.24 (m

1H); 3.74 (s 3. 78 (m 1H); 3 87 ( 4.07-4. 25 unr,esol ved

conpl ex, “Kkg@@ﬁﬁ924f - 6.50 1hp1 6 58 (d, PSTYFRgVG8/§04917
(unresolved conplex, 20 12H). WO 2006/024779 - 173 - PCT/FR2005/002017

m p. =100. 4C Tabl e XXl illustrates the chem cal structures and the physical
properties oflesrimssr 1o Eé‘@i%@n@s? -df 05 %@ i9fvéha SFRIRTESed according
to Exanpl e 28. %%ﬁra RI N .0 O-Ar~" ArZ H Table XXI Com Nature and
position of #H& substituents (O retention No. Arl Are R1

G ove et hyl FodaRoS mﬁa”'ﬁﬂ%@ 957314 $s65tf a0, aroar ooy T MO
chi or opheny! Jamialy, GV ¢ G BV AMds-7.26 (uncesolved

5 complex, 6H); 7.48-7.60 (m, 2H); 7.75 (d, 1H): 9.72 (s,

1H) .

e Example 32.4: N°-{4-chlorc-2-[2-
(trifluoromethyl)benzyl]phenyl}—hﬁ—[(3,4—
10 dimethoxyphenyl)sulfonyl]glycinamide
Starting with 0.94 g of N-[4-chloro-2-(2-
trifluoromethylbenzyl)phenyl]-3-
methoxybenzenesulfonamide according to Example 16.3,
0.723 g of the expected product is obtained.

15 'H NMR & in ppm (DMSO dé6): 3.80 (s, 3H): 3.89 (s, 3H);
4,03 (d, 1H); 4.27 (g, 2H); 4.74 (d, 1H); 6.55 (s, 1H):
6.88 (d, 1H); 7.12-7.63 (unresolved complex, 9H); 7.82
(d, 1H).
m.p.=133°C

20

Example 33: N-[4-chloro-2-(2,6~difluocrobenzyl)phenyl]-

-[(3,4-dimethoxyphenyl)sulfonyl]-2,2,2-
trifluorocacetamide (compound 223)
To 2.2 g of N-[4-chloro-2-(2, 6-
25 difluorobenzyl)phenyl]-3,4-dimethoxybenzenesulfonamide,
obtained in Example 18.2, dissolved in 40 ml of

dichloromethane are added 0.8 ml of triethylamine and



ethyl 240 2,6- 4- 2-({[(2- 3,4- 136.3 650/10.77 diF d

chl or ophenyl )am no] - di OMe carbonyl} am no)- ethyl 252 2,6- 4- 2-({[ (3, 4-
3,4- 169.7 676/9.80 di F A di nmet hoxyphenyl)- di O am no] carbonyl}-

am no) et hyl WD 2006/ 024779 - 174 - PCT/ FR2005/ 002017 Exanpl e 29:

N(2-{[2-(2,6-difl 4- t hyl I 3,4 _dineth h I
suffoagl]gnl épﬁ%/r§@§q§%1) 5n?co¥pg§§3y2£g§ TOPE& FB?86¥9°8231%
N—(2-aninoethy|)N—[2 (2, 6- difluorobenzyl)-4-nethyl phenyl]-3, 4-

di et hoxybenﬁ-le sulfonamd (conpound 215) dissolved in 10 25 mM of THE are
added 0. 167 ié]ﬁ’&o@cffy flfé@&q ahy &hteF After 48 hours

chr onat ogr aphod a“”u% @of‘&#a"%‘?ﬁ L‘%"&& e
or oduct - 1H R §o pm (DB ) P %‘P% Xfo%%?%%% o e Edos 5 2
(1g ; 3?) 603( (71%8(2% ejllg)td&% ;ﬁfgl (au?r-'l)gsho conp C%%h%%ﬁ(r%S “%Lli)tuf%) >
mp.=79.7G } gl @ .30y M%“{t‘ﬂueC@x%re%t%o{ fﬁt&&dct(.phenw ) am no] phenyl

'H NMR & in ppm (DMSO d6): 3.86 (s, 3H); 3.93 (s, 3H);

4.19 (s, 2H); 6.92 (s, 1H); 7.17-7.54 (unresolved

complex, 7H); 7.71 (d, 1H).

m.p.=79.7°C

10

Example 34: N-[4-chloro-2-(2, 6-difluorobenzyl)phenyl]-

3,4-dimethoxy-N-(2,2,2-
trifluoroethyl)benzenesulfonamide (compound 190)
To 1.48 g of N-{4-chloro-2-(2,6-

15 difluorcbenzyl)phenyl]-3,4-dimethoxybenzenesulfonamide,
cbtained in Example 18.2, dissclved in 40 ml of xylene
are added 2.3 g of 2,2,2-trifluoroethyl
trichloromethanesulfonate, 0.44 g of potassium tert-
butoxide and 20 ml of N-methylpyrrolidecne, and the

20 mixture is maintained at 150°C for 8 hours. The
reaction medium is taken up in ethyl acetate and washed
with water. The organic phase is dried over anhydrous
sodium sulfate and concentrated. The residue is
chromatographed on a column of silica gel, eluting with

25 dichloromethane, to give 0.455 g of the expected

preoduct.



N2-[ (3, 4- di net hoxyphenyl ) sul fonyl ] - N1- net hyl gl yci nam de (conpound 124) 25
Exanpl e 30.1: 5-chloro-2-nitro-Ndi phenyl-N- nethyl am ne WO 2006/ 024779 -
175 - PCT/ FR2005/ 002017 To 10 g of 5-chl oro-2-nitrodi phenyl am ne di ssol ved
in 20 mM of DM are successively added 2.8 ml  of iodonethane and 14.71 g
of caesium carbonate, and the mxture is _stirred for 18 hours at room5

t enperat ure. Wﬂu?QQﬁﬁﬂ%*ﬁ?%mdlun1ls t akéf3up in et h§FT/ERRPAPE08RA M ashed
with water. The organic phase is dried over anhydrous sodium sul fate and
concentrated., The residue is chromatographed on_a colum of silica gel,
eluting with §7NHR($/ 4} epel 6RURAndp et h9+ dcébat 8H10 ﬁnﬁpuﬁértéﬁgrve 10. 51

g of the expected product. 1H NVR 6 in ppm_(DVSO d6 : 3.32 (s, ﬁ%
6.78-6.93 (dnridsdi~vid omasdveshycomp gy 34 i - 82 7 UB A £ ©AH) ;. 7. 65

a0 LS5 L 0 SRR B2 e AT

di ssolved in O mM of ethanol are succeSS|ver added 14.22 g of tin netal

and 50 m of "12M hydrochl oric acid solution, and the mxture is
refluxed fop rn;%h gecAfter evaporating off the ethanol, the reaction
mediumis takend 'up in ethyl acetate, basified and mashed with water. The

organi c phase is dried over anhydrous sodiumsulfate and concentrated to
25 give 9.37 g of the expected product.

Example 35: N-{4-chlocro-2-(2,6-diflucrcbenzyl)phenyl]-

3,4-dimethoxy-N- (3-pyrid-3-ylpropyl)bkenzenesulfonamide
(compound 232)

10 To 1.5 g of triphenylphosphine dissolved in
25 ml of THF is added 0.909 g of diisopropyl
azodicarboxylate. After 15 minutes at rcom temperature,
0.61 g of 3-pyrid-3-ylprcpan-1l-o0l is introduced and the
mixture is left at 20°C for 15 minutes. 1.36 g of N-[4-

15 chloro-2-(2,6-difluorobenzyl)phenyl]-3,4-
dimethoxybenzenesulfonamide are introcduced and the
mixture is left at room temperature for 18 hours. The
medium is concentrated and the residue is
chromatographed on a column of silica gel, eluting with

20 a toluene/ethyl acetate mixture passing from a ratio of
9/1 to 5/5 (v/v). 5 ml of 2M hydrochloric acid are
added to the product obtained, dissolved in diethyl
ether, and the solvents are then evaporated off. The
residue is taken up in diisopropyl ether to give, after

25 filtration, 0.55 g of the expected product.

m.p.=102.8°C.



IHNWR 6 in ppm (DMSO d6): 3.11 (s, 3H); 5.07 (s, 2H); 6.57-7.21

(unresol ved conpl ex, 8H). WD 2006/ 024779 - 176 - PCT/ FR2005/ 002017

Exanpl e 30.3: N-{4-chloro-2 [nethyl (phenyl)an no] phenyl}-3, 4-

di met hoxybenzenesul fonanide 5 Starting with 1.5 g of 2-am no-5-chloro-N
di phenyl - N- met hyl ami ne the process is perfornmed according to Exanmple 1.1
to give 1.127% 2806/0247%%ect ed prodact841A NVR 5 PRTH 89@6@03 8}7 2.93
(s, 3H); 3.67 (s, 3H; 10384(5 3H) 637(d 2H) 674(t 1H);
7.05-7.37 (unresol ved corrpl ex, ; 9.46 (s, 1H). Exanple
30.4: N2-{4-chl oro- 2- lwx(xﬂ%fénﬁl)la%ﬁtﬁatep%émﬂ} 983, 4 15 dime

t hoxyphenyl ) sul f on 1 th na Starting wwth 0.8 0
N L4 T or o) SETARHARAS Sy e A e fepg o des bF"a huriber o¥

gl get go>7<3égegzenesul fd%)r:a‘ragct gﬁac.cor dltd%&? the%%tcg%%zcz) cr| b%q\llanpE)r(na?pD:vgo

dé): 2.41 (d,_3 I;%j 316(s 3H); 377(s 3H); 3.88 (s, 3H), 4.12 (s, 2H);
6. 66-6. 84 (unre J'Ived conplex, 3H); 7.10-7.43 (unresolved conplex, 8H);
7.72 (t, 1H. 25 mp.=148.6C Oorrpound 92 is obtegrned by this process:

mp.=192.5C it WD 2006/ 024779 - 177 - 2017

5
Table XXIII
Com- Nature and pesition of the m.p. MH*/
pound substituents (°C) [retention
No. Ar; |Ar: Ry Ar; time
245 | 2,6~ | 4~ 3-pyrid-3- 3,4- 1[102.8] 573/8.10
difF | Cl ylpropyl diOMe
250 | 2,6- | 4~ 2-pyrid-2- 3,4- 75.1 | 559/8.24
difF | C1 ylethyl diOMe
254 | 2,6- | 4- 2-pyrid-3- 3,4- 90.3 | 559/7.14
diF | Cl ylethyl diOMe
255 12,6- | 4- 2-pyrid-4- 3,4- |164.3]| 559/8.29
difF | Cl ylethyl diOMe
260 | 2,6~ | 4- | 2-phenoxyethyl 3,4- 64.3 ]574/10.88
diF | Cl diOMe
274 | 2,6~ | 4- | (2R) -pyrrolidin-| 3,4- |204.8) 537/7.07
diF | Cl 2=-ylmethyl diOMe |
275 | 2,6- | 4- | (28)-pyrrolidin-| 3,4- |214.1{ 537/7.07
difr | Cl 2-ylmethyl diOMe
278 | 2,6~ | 4~ {[2~ 3,4- 103 | 568/6.29
diF | Cl | (dimethylamino)-| diOMe
ethyl]-
amino}ethyl
290 | 2,6~ | 4- | 1,3-thiazol-2- 3,4- 184 |551/10.26
diF | Cl ylmethyl diOMe




Exanpl e 31: 4-{[4-chloro-2-(2, 6-
di f1 uor obenzyl ) phenyl ][ (3, 4- di met hoxyphenyl ) sul fonyl ] - am no} but anam de
(conpound 204) 5 Exanple 31.1: 4-{[4-chloro-2-{[2-(2, 6-
di f 1 uorobenzyl ) phenyl ][ ((3, 4- di net hoxyphenyl ) sul f onyl ] am no} but anoi ¢ aci d
To 2.6 g of ethyl 4-}[4-chl oro-2-{[2-(2,6- 10 difl uorobenzy éphen&%[((& 4
di met hoxyphe®A ROA&/QRAT7Hhi nol but anoat é850bt ai ned PEELBRAPAG/PO2BRAnpl e
18, dissolved in 50 Ml of ethanol are added 22.8 m of sodi um hydroxi de,
and the m xtluggy-i|s | elja+l Qe LANPWsS talon’ QFNEPEr atyine. | Theggol vent 15
is evaporategd off |and the residue”is taken up in 40 i “of |1M hydrochloric
acid sol uti qPed®d |ext ract ed wisPRstitmentscet at e The |of fohi|EeFRREEOPY dri ed
over anhydriog® .sqdizwn sidfdt e and ggncentratied.aglhe [residiye #ismeol ijdified
wi t h di i sopriepy—et-her—to—ghve—1—+—gof—20the—expegtedproduct—IH NVR 8
in ppm (DVBQ @l [12p8-(|mi-2H) ; prhid-2-2H) ;| 3,487 (mlO3H);586/™.8%, 3H);
3.85 (s, 3H); 4.23 2H.; | 6. 75- unr esol conpl ex,| 10H); 12,409 (s,
1H). 25 Exdrpte 1Q§F{[Hlbh:or3%§%€§%} difl5§$@§erzyl)p%enyl‘[(3,a-
di met hoxyphany@92 Subf 6nyll dari Aohbupbnkimded W) 28067 024859 3] I4B/ 1.3
PCT/ FR2005/ Q02017 | Ta ¢l.|7-9 |of 4- §iétﬁmoro-2-{j[i’ém2, 6
di f1 uor oben yE)ph nzi‘[\(S, - dinetnuxyphenyi)buifunyi‘dnilngULdnUiL acid
n 230 ni o%“ 8%30-8 ‘

di ssol ved i THE Ry GC - Zavd medded 0. 224 45/16.9
diF | cl diOMe
315 | 2,6- | 6- | CH(CH;)COOEt 3,4- | 94.3 | 536/9.98
diF |OMe diQMe
316 | 2,6- | 6- | CH(CH;)COOEL 3,4- |130.2] 536/9.89
diF [OMe diOMe
317 | 2,6- | 6- | CH(CH;)COOEt 3,4- | 73.3 ] 536/9.98
diF |OMe diOMe
318 | 2,6- | 6- | CH(CHs)COOEt 3,4- |130.8| 536/9.89
diF |OMe diOMe

N F ﬁ)

O
/O\Q‘M
F

compound 315 compound 316

| 0

0. 0 ~ | o)

p ISR N e
Se A RPS

[op]2= +97.59 ¢=0.66 (CH,CI,) [a,D]2°= -106.25 ¢=0.66 (CH,CI,)




5 N-et hyl norpholine and 0.42 m of ethyl chloroformate; after 30 m nutes
at this tenperature, a solution of ammonia in THE is introduced dropw se
and the mxture is left for 1 hour at 20C. The resulting m xture is
poured into saturated sodi um hydrogencarbonate sol ution 10 and taken up in
et hyl acetate. The or ani c phase is dried over anhydrous SOdI um sul fate
and concent r QR 00 418 r esi due i s~sBRdifi ed wi ERTAFERAPS/80R0A7: o
give, after drV| ng. 1 41 g of the_expected product. 1H NVMR S in_ppm (DVSO
d6): 1.51 (m 2. ?7 (t, 2H) 15 3.21 (m 1H; 3.74 (m 1H); 3.78](s,
3H); 3.89 (s| 23 (@ ; B m| 3H); 7.04-7.51 (unresol ved
| &

conpl ex, 8H)| nlp 1 | Tustrjates fhe chem cal 20 ructjures

and t he physij cal properqlgs of of ngunef of /' €nt i gn

obt ai ned acclording to f Sxarrp e. 2(

PCT/ FR2005/ jozol 0 Ara INRIg~ g N, FO .~ |l Com
p

Nat ure and posit jon of the MPOM—|+/ pour egentlcn No.

Arl Are RL r3 -“4 ™ CHZCHZCI—IZCC]\IHZ 2 md 549/ 10. 03

compound 317
compound 318

[op]?°= -101.53 ¢=0.45(CH,Cl,) [op]2= +106.66 ¢=0.66 (CH,Cl,)

Compounds 315/316 and 317/318 are pairs of
atropoisomers. Each atropoisomer is characterized by
its optical rotation (ap). The centre of atropoisomerism
5 1is generated by the steric hindrance around the

N-arcomatic bond.

Example 36: ethyl N-[(2,6-difluorobenzyl)-4-

methylphenyl] -3, 4-dimethoxy-N-[2-

10 {(methylamino)ethyl]benzenesulfonamide (compound 258)

e Example 36.1: ethyl N-(2-bromoethyl)-N-[2-(2,6-
difluorobenzyl)-4-methylphenyl]-3,4-
dimethoxybenzenesulfonamide

15 To 1 g of N-[2-(2,6-difluorobenzyl)-4-
methylphenyl] -3, 4-dimethoxybenzenesulfonamide dissolved
in 1.1 ml of dimethylformamide are successively added

0.38 g of potassium carbonate and 0.48 ml of 1,2~




diF diMe, 4-A 266 2,5- 4-CA CH2CH2CH2CONH2 3, 4- 150 539/9.15 di F di Owe
272 2,6- 6- CH2CH2CH2CONH2 3, 4- 207.8 535/8.42 diF Ove di Ove 299 2,5- 6-
CH2CH2CH2CONH2 3, 4- 189.3 535/8.54 diF Owe di O 5 Exanple 32:
N2-{4-chloro-2-[2- (trifluoromethyl)benzyl]phenyl}-N2-[(3, 4-

di et hoxyphen 1) | yci nam de (conpound 207) ample 32. 1:

(2-am no-5-c r%ﬁﬂéﬁﬁ?%%i? 10 triflu6r8g§tﬁylphenyPFEéFﬁgﬂgﬁl?gz?;g g of
(2-am no- 5 chIorophenyI)(Z trifluoronethylphenyl)nethanone obtained in
Exanpl e d(grd{brso'v din 87 of ethanol s added 0.775 g of SOdI um

bor ohydr i de a"ssr eari% fhe (MigttWRe ¥ mMmaAd FogE DAty 292" Ag0 -

PCT/ FR2005/ 00 017 18 hours.. The salvent. is evaporated off a t he residue
TSt alan o o s Hou e IS S Sre AR ins o dhe mhace |

giiﬁ% gée%m‘;’lﬁ%y it @ﬂ&%&@g fh%%%%&%é@%?ﬂe”%{% éa"z%%%elﬁz?( g, "1y
(unresol ved coc'?%%rte( Of(?ﬁarg(c r%iae%l%%%ge{%docvh 1]:(5%157
trifluororet %ﬁhﬁm@ﬁl@% @ MR AR e dhive 1 24 g of

di met hoxybenzenesul fonanmide Starting with 1.28 g of (2-anino-5-
expected product.

'H NMR 8 in ppm (DMSO d6): 2.17 (s, 3H); 3.42 (m, 2H);
3.73 {m, 1H); 3.76 (s, 3H); 3.88 (s, 3H); 4.03-4.15
{unresolved complex, 2H); 4.45 (d, 1H); 6.63 (d, 1H):

10 6.98-7.48 (unresolved complex, 8H).

¢ Fxample 36.2: ethyl N-[(2,6-difluorobenzyl)}-4-
methylphenyl]-3, 4-dimethoxy-N-[2~
(methylamino)ethyl]benzenesulfonamide hydrobromide
15 To 1.24 g of N-(2-bromoethyl)-N-[2-(2,6~-
diflucrobenzyl)-4-methylphenyl]-3, 4-
dimethoxybenzenesulfonamide are added 10.7 ml of 2M
solution of methylamine in methanol and the mixture is
maintained at 105°C for 4 hours. The reaction is
20 completed by addition of 10 ml of 2M solution of
methylamine in methanol with refluxing for 8 hours.
After cooling to room temperature, the medium is
concentrated and the residue is chromatographed to give
0.849 g of the expected product.
25 m.p.=208.5°C
'H NMR 8 in ppm (DMSO d6): 2.20 (s, 3H); 2.58 (s, 3H);
2.85 (m, 1H); 3.06 {(m, 1H); 3.52 (m, 1H): 3.77 (s, 3H):



chl orophenyl ) (2-tri fl uoronet hyl phenyl ) met hanol 15 according to the process
described in Exanple 1.1, 2.06 g of the expected product are obtained. 1H
NVR S in ppm (DVSO d6): 3.76 (s, 3H); 3.85 (s, 3H); 6.34 (s, 2H); 6.89 (d,
1H); 6.98 (s, 1H); 7.08 (d, 1H); 7.23-7.33 (unresolved corrpl ex 4H)
7.53-7.77 20 unresol ved conplex, 3H); 9.25 (s, 1H) 3:

N- [ 4- chl or o- HQ 20G&/ |q2|4i7d7r%rret hyl benzyl }8Benyl ] - 3- PCT/FR2°°5/°°2°17

nmet hoxybenzenesul f onam de 25 Starti ng with 2.06 g of N-{4-chloro-2-[(2-

i ot Oy benabrbl  orih o AT hol 5 e AP 2O 02 - 151

product 15 obieai et 151 N 64 nF%b%p NS B0 0,7 0TS £ (s, 3H)
(m 21! 7.7 %r%“ e dmmiek, gl (éaéqipf B N enor 0.2 (2.
(trifluoronet hyI )benzyl %en&ﬁl\}\'%dll(% tjeos th@T hcrt?n&fal

di met hoxyphenyl ) sul f ony y¢i nam 3 ng W

N-[ 4-chl orgp- ?st(%cttdfécé cpr@{é.'éilﬁ%l Zyd 1) dieids of0 7rbL§rLb “6© the

met hoxybenzenesu fonam accor e 16. 3,

expect ed prOCB&ﬁﬂdeﬁudlﬁt@ﬂ ne l%&ﬁl%&ﬁﬂwém% to’% @ds, 3H);
3.89 (s, 3H 03 (d, 1H); 4.27 (q, 2H); 4.74 (d, 1H); ©.55 (s, 1H);
6.88 (d, 1H) ,exAnk2el.63 (unresolved conplex, 9H); 7.82

10 Table XXIV
Com~ Nature and position of the m.p. MH*/
pound substituents (°C) |retention
No. Ar; Ar, Ry Ax; time
277 | 2,6- |4-Cl 2-(1H-1,2,4- 3,4- [129.1 n.d.
diF triazel-1- dioMe
yl)ethyl
282 | 2,6- | 6- |methylamincethyl| 3,4- |262.9| 507/6.54
diF | OMe diOMe
284 | 2,6~ [4-Cl|methylamincethyl| 3,4- 54 511/6.924
diF diOMe
306 | 2,6- | 6- 2-(1H-1,2,4- 3,4- [132.1| 545/8.76
diF | OMe triazol-1- diOMe
yl)ethyl




(d, 1H. mp.=1330C 20 Exanple 33:

N-[ 4-chl oro-2- (2, 6-di fl uorobenzyl ) phenyl] -

N[ (3, 4-di met hoxyphenyl )sul fonyl]-2,2,2- trifluoroacetam de (conpound 223)
To 2.2 g of N-[4-chloro-2-(2,6 25

di f | uor obenz phen 3. 4-di et hoxybenzenesul f onam_de, ained in
Exanpl e 18. 2¥“%l%9ﬁﬁﬂdﬂf Wa0 M of ai éBPoronet han& 5/@3388§4092§131 of
triethylam ne and WO 2006/ 024779 - 182 - PCT/ FR2005/ 002017 1.46 g of

trifluoroacetyl trlflate and, after 10 m nut es, t he msdl umls f/drol ysed
and concent r &P lersd i dki ﬁﬁjé:h]so%ﬂrr%n(e&r kilica

gel, eluting w di chl oro th cycl ohexane nlxtur give 1.1 g of
the expected %ihﬁ% ArOHYENIAR %Tﬂ%&? en%ﬁ%ﬁ?% Jihé 93 (s,

3H); 4.19 (s, 17-7.54 (unresol ved conplex 7H); 7.71
(d, 1H). mp>¢ﬁﬁ%@‘ﬁ%%§mmle34
N-[ 4-chl oro-2- (2, 6-di fl uorobenzyl ) phenyl]- 3, 4-di met hoxy-N-(2, 2,2

trifluoroethyl)benzenesul fonam de (conpound 190) To 1.48 g of

N-[4-chlorp-2- (g, Gulenpnie 37.1: N-(3-{[tert- _ _
di f | uor obenzyl ) phenyl ] 3, 4-di net hoxybenzenesul fonam de, obtained in

Exanpl e 18.2, di salt4addimeddytl) OifL gyl SRE p i, Bdded; 2 1082
2,2,2-trif|uoroethyﬁxgirlchloﬁghethgﬁgsulfg%agéf 0.44 g of potassiumtert-
but oxi de and 20 m ( 0fe-MinttBH a0 )daeh y1and e

dimethoxybenzenesulfonamide
To 4.3 g of triphenylphosphine in 20 ml of

10 tetrahydrofuran are added, at room temperature, 3.25 ml
of diisopropyl azodicarboxylate. After 30 minutes,
3.5 ml of 3-[tert-butyl (dimethyl)silyloxy]propanol
dissolved in 30 ml of tetrahydrofuran are introduced.
The mixture is left at room temperature for 30 minutes,

15 and 5 g of N-[d4-chloro-2-(2,6-difluorocbenzyl)phenyl]-
3,4-dimethoxybenzenesulfonamide are then introduced.
After 48 hours at room temperature, the reaction medium
is concentrated and then chromatcographed on a ceolumn of
silica gel to give 8.09 g of the expected product.

20 'H NMR § in ppm (DMSO d6): -0.04 (s, 3H); -0.02 (s, 3H):
0.82 (s, °9H); 1.40-1.56 (unresolved complex, 2H); 3.18
(m, 1H); 3.54 (m, 2H); 3.76 (s, 3H); 3.82 (m, 1H); 3.90
(s, 3H); 4.13 (d, 1H); 4.26 (d, 1H); 6.72-7.23
(unresolved complex, 9H).

25



20 m xture is maintained at 150C for 8 hours. The reaction nediumis taken
up in ethyl acetate and washed wth water. The organic phase is dried over
anhydrous sodium sulfate and concentrated. The residue is chronatographed
on a colum of silica gel, eluting with 25 dichl oronethane, to give 0.455 g

of the expected roduct. WO 2006/ 024779 - 183 - PCI/ ER2005/002017 __1H NWMR
Sin ppn1( (ﬂﬁﬁe:ﬁ%ﬁ?(% 3H); 3.90 (§, 4. P&T F@@OPEAPQES#Jed
complex, 3H); 4.82 (m 1H) 6 63 (s, 1H); 6 80 (d 1H); 7.17-7.54

(unresol ved conpl ex, m p. =70C Exanpl e 35

N-[ 4- chl or 0- 2- ( @%“fﬂltfor%e%zﬁ')[&né}ﬂﬂfqro 2-(2 '6-

3, 4-di met hoxy- N-( rid- p b esul.f onam de 232) 10
To 1.5 g of tri ph@rﬁﬁ%’rﬂfé’%ﬁ%@ﬁ%ﬁgdﬁr (33 O’ﬁfprﬁﬁé’%ﬁg@d‘g@d 0.909 g
of diisopropyl az rbo I aztee esAf tteo Sld{? nut es at roomtenperature,
0.61 g of 3-pyrid- pro =14 |U'sl Mt odifced and the mixture is left at
20C for 15 mnutes. 1. _

chl oro-2- (2, 6- dlfluorobenzy <ﬁg%§I:§ {hfeﬁflmethoxybenzenesulfonanide are

i ntroduced; ang, € dfiﬂé@l—}n&}l% élslg}le]féxa}?}epf&w‘ﬂ \-ANPR A S d-0F - 4B dours. The

medi um i s concentrat ed d the resi chr omat ogr aphed on 'a col um of

silica gel, %lllﬂld&:d/hiérf'tﬁq ;ﬁlérfi}lwe’?/@l&hﬂem%&i@ﬁ@wﬁd}%dw froma
ratio of 9/1 to 5/5 (v/iv). 5 nm of 2M hydrochloric acid are added to the

product obtaiied0 dilss VtQﬁ:ﬁdh)diJﬂiMan efther’c ank tawiad| V8 g asfe then
evaporated off. The
tetrabutylammonium fluoride trihydrate. After
40 minutes at 25°C, the reaction medium is concentrated
10 and then chromatographed on a column of silica gel,
eluting with dichloromethane, to give 3.28 g of the
expected product.
m.p.=138.3°C
'H NMR 8 in ppm (DMSO d6): 1.35-1.55 (unresolved
15 complex, 2H); 3.18 (m, 1H); 3.41 {(m, 1H); 3.77 (s, 3H);
3.85 (m, 2H); 3.88 (s, 3H); 4.13 (d, 1H); 4.29 (d, 1H):

4.48 (t, 1H): 6.71-7.50 (unresclved complex, 9H)

Example 38: N-[4-chloro~-2~(2,6~difluorobenzyl)phenyl]-

20 N-(2-hydroxy-l-methylethyl)-3,4-
dimethoxybenzenesulfonamide (compound 264)

To 1.1 g of methyl N-[4-chloro-2-(2, 6~
difluorcbenzyl)phenyl]-N-[(3,4-
dimethoxyphenyl)sulfonyllalaninate in 15 ml of

25 tetrahydrofuran are added, at room temperature, 158 mg
cf lithium aluminium hydride. After refluxing for

5 hours, the mixture is cooled to room temperature and



residue is taken up in diisopropyl ether to give, after 25 filtration, 0.55
g of the expected product. mp.=102.8C WD 2006/024779 - 184 -

PCT/ FR2005/ 002017 Table XXl Il illustrates the chem cal structures and the
physi cal properties of a nunber of conpounds of the invention obt ai ned
according to_this %f%gﬁ; O A°ral RL NOH OAr \Ar2-~ H Tabl e XXI |
Com Nature 3ty ™ the MP. NBiL#L —pound sES?VFFG@H?!OPéP17

retention No. ArI Are RL Ar3 tine 245 2,6- 4- 3-pyrid-3- 3,4- 102.8
573/8.10 di F d yIprgﬁg di Ove 250 6- 4- 2-pyrid-2- 3,4- 75.1 559/8.24
di F CL yl et hiYHi AW b 47t 15 %Wm dlxairosﬂzfie RP sy 7 Bhe di F O

yl ethyl di Owe 2 5 2 6 4- 2-pyrid-4- 164.3 559 8 2 | yl et hyl
di O™ 260 2, &€ “ﬁi/l %%hiésh %C%Cﬂtleicﬁ ng qO\/le 274 2, 6-

4- (2R) - pyrroll 4- 204 537/7 Q7 d| hyI 275 2, 6-
4 (29 pyrr ity rf-@* ProEEY By prgrated by SRIT A RE

organic phase is dried over anhydrous sodium sulfate.

5 The organic phase is concentrated and the residue is
chromatographed on a column of silica gel, eluting with
a 90/10 (v/v) toluene/ethyl acetate mixture to give
0.215 g of the expected product.
m.p.=169.2°C

10 'H NMR 8§ in ppm (DMSO d6): 1.18 (d, 3H); 3.47 (m, 2H):
3.77 (s, 3H); 3.88 (s, 3H); 4.07-4.52 (unresolved
complex, 3H); 4.98 (t, 1H); 6.61-7.49 (unresolved

complex, 9H)

15 Example 39: 2-{[4-chloro-2-(2,6-

difluorcbenzyl)phenyl] [ (3,4~
dimethoxyphenyl)sulfonyl]amino}-2-ethoxyacetamide

(compound 276)

20 ¢ FExample 39.1: ethyl {[4-chloro-2-(2,6-
difluorcbenzyl)phenyl] [(3,4-
dimethoxyphenyl)sulfonyl]amino{flucro)acetate

To 2 g of N-[4~chloro-2-(2, 6~
difluorcbenzyl)phenyl]-3,4-dimethoxybenzenesulfonamide

25 1in 15 ml of tetrahydrofuran are successively added, at

room temperature, 0.742 g of potassium tert-butoxide

and 0.78 ml of ethyl bromo(flucro) acetate, and the



diF d 2-ylnethyl diOwe 278 2,6- 4- {[2- 3,4- 103 568/6.29 diF C

(di met hyl am no)- di Ove ethyl]- am no}ethyl 290 2,6- 4- 1,3-thiazol-2- 3, 4-
184 551/10.26 diF d vyl nethyl di O WD 2006/ 024779 - 185 -

PCT/ FR2005/ 002017 Com Nature and position of the MP. bmt/ pound

34 104 546 BRI T 1 G G P07 2, o 4ZCR/RRORGYPABYET 5 T
185.3 567/7.35 diF d ylethyl diOw 295 2,6- 4- pyrid-2-ylnethyl 3,4-
20 80's Bl 8- SO USEE S FLIRIE 4 5 T,
B oty R LT AR B AL IR APRZE 28 &
NSQi gQ ﬂ$%JifJg:§nd é.é dl/of ethyl bromo(fluoro) acetate are
added. After 24 hours at room temperature, the reaction
5 medium is concentrated and the residue is taken up in
ethyl acetate and washed with water. The organic phase
is dried over anhydrous sodium sulfate and
concentrated. The residue is chromatographed on a
column of silica gel, eluting with a toluene/ethyl
10 acetate mixture (100% toluene to 80% toluene/20% ethyl
acetate) to give 0.825 g of product (HPLC purity 77%).
'H NMR 8§ in ppm (DMSO dé): 0.92 (t, 3H); 3.78 (s, 3H);
3.87 (s, 3H); 4.12-4.38 (unresolved complex, 5H); 6.73-
7.33 (unresolved complex, 9H).
15
¢ Example 39.2: 5-chloro-3-(2,6-difluorophenyl)-1-
[(3,4-dimethoxyphenyl}sulfonyl]indoline-2-
carboxylic acid
To 0.825 g of ethyl {[4-chloro-2-(2,6-
20 difluorobenzyl)phenyl]l [(3,4-
dimethoxyphenyl)sulfonyl]lamino (fluoro)acetate in 10 ml
of ethanol and 10 ml of 1,4-dioxane is added, at room
temperature, 0.062 g of lithium hydroxide hydrate, and
the mixture is left at room temperature for 6 hours.
25 The reaction medium is concentrated and the residue is

taken up in ethyl acetate and washed with 1M

hydrochloric acid solution. The organic phase is dried




conmpound 315 conpound 316 [ap] 20= +97.59 c¢=0.66 (CH2Cl 2) [ap]40= -106. 25
=0. 66 (CH2Cl 2) WD 2006/024779 - 186 - PCT/ FR2005/002017 OOOp\ p [/ F
[T\ I ppOFNSH OIl \ JO O I NSpF\ I I / conmpound 317 F
conmpound 318 [ap] PO= -101. 53 c¢=0.45(CH2Cl 2) [ap] 20= +106. 66 c 0 66 (CH2Cl 2)
Compounds 315/ 316 and 317/ 318 are pairs of atropoi soners.

at r opoi soner W& ZME/A24TT7%ed by its-opt%3cal rot at P&F Wﬁoﬁlﬁ'@z@éﬂtre of
atropoi somerismb5 is generated by the steric hindrance around the

N-aromati c bond. Exanple 36: ethyl 1%;&6 di f1 uor obenzyl) - 4-

met hyl phenyl |3 -afitd 1036 -3ed am 1591 ¥ fadi At ¢ @Mt 4 bz efids ul f onani de
(conmpound 258) Exanpl e 36 1. ethyl Qﬁgz bronnethyl%%£+[2 (2, 6-

di fl uorobenzyq%SJtij‘%?etJ‘rﬁll jograph A grlas To 1 g
f N[2-(2,6-djfl b |
?1- di m[et hgxyb £ I()“‘fjgt:}hy )d%l‘a?]s%]bcf r#)’% tl%ﬂafﬁdofmcﬁw‘é’fenyi]f%q frani de are

SucceSSivelyc?idcqqelorome?’tenaqq toooéc??%m”&faiobn?e SEPL & ) L&
5 give 0.345 g of product (50% HPLC purity).
'H NMR & in ppm (DMSO dé): 3.74 (s, 3H); 3.84 (s, 3H);
4.17 (d, 1H); 4.40 (d, 1H); 5.57 (s, 1H); 6.49 (s, 1H);

6.78-7.47 (unresolved complex, 8H).

10 e FExample 39.3: 2-{[4-chloro-2-(2,6-
difluorobenzyl)phenyl] [(3,4-dimethoxy
phenyl)sulfonyl]amino}-2-ethoxyacetamide
To 0.34 g of 5-chloro-3-(2,6-diflucrcphenyl)-
1-[(3,4-dimethoxyphenyl)sulfonyl]lindeline-2-carboxylic
15 acid in 10 ml of tetrahydrofuran are successively
added, at 0°C, 90 pl of N-ethylmorpholine and 68 pl of
ethyl chloroformate, the mixture is left at this
temperature for 30 minutes, and 0.5 ml of 6M agqueous
ammonia solution is introduced. The reaction medium is
20 concentrated and the residue is taken up in ethyl
acetate and washed with water. The organic phase is
dried over anhydrous sodium sulfate and concentrated.
The residue is chromatographed on a column of silica
gel, eluting with a dichloromethane/methanol mixture
25 (100% dichloromethane to 98% dichloromethane/2%
methanol) to give 0.256 g of product (99.6% HPLC

purity).



WD 2006/ 024779 - 187 - PCT/ FR2005/ 002017 di bronoet hane, and the m xture is
mai ntai ned at 100C for 4 hours. After cooling to roomtenperature, the
reaction nediumis hydrol ysed and extracted with ethyl acetate. The

organi ¢ phase is dried over anhydrous 5 sodium sulfate and concentrated to
give 1.24 g of expected product. 1H NVR 8 in ppm (DVBO d6): 2.17 &s, 3H);
3.42 (m 2H) WO ROLE/0GR4MY: 3.76 (s, ~3LP4 3.88 (s, PGMYFR20§3/002617
(unresol ved conplex, 2H); 4.45 (d, 1H); 6.63 (d, 1H); 10 6.98-7.48

(unresol ved conplex, 8H). Exanple 36.2: ethyl N-[(2,6-difluorobenzyl)-4-
met hyl pheny! Ju.3 &1 3wt foxy- N-[ 2- (et hyl ami no) et hyl ] benzenesul f onam de
hydr obr om de ,15 Toné.24 g of N-gz-bronnethgl)-N-éz-(Z 6- )

di f | uor obenzyF) N¥Rn@t Ap| BRBNYPYSE, 46) di frefRokiberBenesduPf ofBni dB) are added
10.7 m of 2N sol uti of thy)] am i n, ngt hanol,, and ) xture is

mai nt ai ned at> “fI5¢ Sor ’hisas_;.] J'IEiTe :Jf]'@a{'ct% gﬁ igq’zoz}@o’rrp({'gi%egzsdytﬁa{'@oﬁ tion of
10 M of 2M sol i f, _methylamne in net | wth refluxing for

hour s. Afte%ﬁé%%fﬁﬁﬁyt%npgﬁﬁ¥‘g%%éfépﬁfgﬁ t.i?llgmnediumis concentrated and
t he resi d§ i s chromat ographed to give 0.849 g of the expected product. 25
m p. =208.5C 1H NVR 8 in ppm (DVMSO d6): 2.20 (s, 3H); 2.58 (s, 3H); 2.85

bCT1 FR2005! 0GS0RF 5 a0y (ot 5 G A R 2 eu compl ex, 210 ;4. 23
; , . 3. ) npl ex, 2H); 4.27
(d, 1H); 6. 586 16fbAdBemsal MRl €K, 4-2ne thOQdphasdtyl)
sulfenyl]amino}ethylcarbamate {compound 269)
To 1.4 g of ethyl N-{2,6-difluorobenzyl)-4-
10 chlorophenyl]~3,4-dimethoxy-N-[2-
(methylamino)ethyl]benzenesulfonamide in 6 ml of
tetrahydrofuran are successively added, at 0°C, 0.29 ml
of pyridine and 0.37 ml of phenyl chloroformate, and
the mixture is left at room temperature for 18 hours.
15 The reaction medium is taken up in ethyl acetate and
washed successively with 1M hydrochloric acid solution,
sodium hydrogen carbonate solution, and water. The
organic phase is dried over anhydrous sodium sulfate
and concentrated. The residue is chromatographed on a
20 column of silica gel to give 1.07 g of the expected
product.
m.p.=137.5°C
'H NMR § in ppm (DMSO d6): 3.05-3.24 (unresolved
complex, 4H); 3.76 (s, 3H); 3.87 (s, 3H); 4.09 (d, 1H):;
25 4.30 {(d, 1H); ©.78-7.46 (unresolved complex, 14H); 7.77

(t, 1H).



(unresol ved conplex, 2H); 8.48 (s, 2H). Table XXIV illustrates the chem cal
5 structures and the physical properties of a nunber of conpounds of the
i nvention obtained according to this exanple. OAral RI~-N OH OQAr, Ar2
H 10 Tabl e 30CCIV Ooen- Nat ure and position of the MP. MH/  pound
substituentsé0 ntion No. Arl Are RL Ar3 time_277 2, 6- 4-%1

2-(1H 1, 2, 4- Y2477, di F triazoll>- di ove ?Hﬁﬁ%ﬁooﬁﬁﬁ?:ﬁki 6-
met hyl am noet hyl 3 4- 262.9 507/6.54 di F Owe dlcm@ 284 2,6- 4-C1

met hyl ami noet hyl 3,4- 54 511/6.94 diF di Ove_ , 306 6- 6- 2(1H—124 3, 4-
132.1 545/ 8. ﬂﬁx@mﬁi?ﬁ t N abbrehlogsthm(2 4oyt Rio n&?%m%%#tEQQWEﬂ 189 -
PCT/ FR2005/ 0020 Ieﬁg N-[ 4-chl oro-2- (2, 6-di fl uorobenzyl ) phenyl] -
N ( 3- hydroxyp 0 y? %fﬁg%g xybenzenesulfonanide (conpound 270) 5

Bxanpl e 37. 1 Nl ded {1 8o P A IBLAYLD PLLNY T B PLOPYL Bk A 411 O 0- 2-

{compound 253)

5 To 0.42 g of phenyl(2-{[4-chloro-2-(2,6~
difluocrobenzyl)phenyl] [ (3,4-
dimethoxyphenyl)sulfonyl]lamino}ethylcarbamate in 1.2 ml
of dimethyl sulfoxide is added, at room temperature,
0.053 ml1 of an aqueous scolution of methylamine, and the

10 mixture is left at room temperature for 18 hours. The
reaction medium is taken up in ethyl acetate and washed
with water. The organic phase is dried over anhydrous
sodium sulfate and concentrated. The residue is
chromatographed on a column of silica gel to give

15 0.326 g of the expected product.
m.p.=105.7°C
'H NMR & in ppm (DMSO dé6): 2.48 (s, 3H); 3.18 (q, 2H);
3.24 {m, 1H); 3.68 (m, 1H); 3.7¢ (s, 3H); 3.88 (s, 3H);
4,20 (g, 2H):; 5.75-5.94 (unresolved complex, 2H); 6.73-

20 7.51 {(unresoclved complex, 9H).

In the same manner, compound 23% is prepared,
the physical properties of which are as follows:
MH+=568; the retention time 1s 9.44 minutes

m.p.=99.5°C



(2, 6-difluorobenzyl)phenyl]-3,4- di met hoxybenzenesul fonam de To 4.3 g of
tri phenyl phosphine in 20 m of 10 tetrahydrofuran are added, at room
tenperature, 3.25 m of diisopropyl azodicarboxylate. After 30 m nutes,
3.5 mM of 3-[tert-butyl (dinmethyl)silyloxy]propanol dissolved in 30 m of
tetrahydrofuran are introduced. The mxture is |left at roomtenperature
for 30 minut A AYOGRRETTI of N-[ 4- chiordo2( 2, 6- di fﬂ%ﬁ&?&&ﬂlﬂ%ﬁyu- 3,
4- di met hoxybenzenesul f onam de are then introduced. After 48 hours at room
tenperature, the reaction nedium is concentrated and then chronmatographed

on a col um dXarpig cde gdi- b Ghirr & 9oy Srdihuesereradl et - 20 1H
1401, 56 ( url¥oebT Vi Bri e o) et U410 3isa (m 2 3 76 (s.
Cunr esol ved CHIRTEEH Brgn 2 uas Qe it b B 27 Hery FRa00ST 002017
5??rggfog2h§;l?;Lghgri?§€2%}&§a$%£§%?%%®¥%g%fqﬁm%ﬁ?mﬁ %x@ %%%bﬁ%%ulfonanide
To 8 g of &N (Zsdd t€ddpSrature, %%NE? of sodium h%S%&de at 50% in

but yl (di met hyl ) si |yl ]oxy}propyl 4-chl oro-2-(

di f I uor obenzyd ) pheswyl lowedH-ily Med hexybenzenesid fonaiger 30 Bohui e Hf

tetrahydrofuran at OC are added 2.98 g of tetrabutyl amoni um fluoride

trihydrate. At ethid tenpdescwie 255 4 tdieof esteh y DN -FEzH bhirdhse ClopCeal £ at ed

10 and then chromatographed on a colum of silica gel,
[2-(2,6-difluorobenzyl)-4-chlorophenyl]-3,4-

dimethoxybenzenesulfonamide dissolved in 5 ml of

10 dimethylformamide is introduced. The reaction medium is
left for 18 hours at room temperature and then taken up
in ethyl acetate and washed with water. The organic
phase is dried over anhydrous sodium sulfate and
cocncentrated. The residue is chromatographed on a

15 column of silica gel, eluting with a 97/3 (v/v)
toluene/ethyl acetate mixture toc give 0.082 g of the
expected product.
m.p.=159.5°C
'H NMR § in ppm (DMSO dé6): 3.66 (m, 1H); 3.76 (s, 3H);

20 3.89 (s, 3H); 3.99-4.15 (unresolved complex, 5H); 6.72-
7.56 (unresclved complex, 12H).

In the same manner, compound 301 is prepared,

the physical properties of which are as follows:
MH+=544; the retention time is 6.62 minutes

25 m.p.=153.6°C



eluting with dichloronethane, to give 3.28 g of the expected product.
mp.=138.3C 1HNWR S in ppm (DVSO d6): 1.35-1.55 (unresolved 15 conpl ex,
2H); 3.18 (m 1H); 3.41 (m 1H); 3.77 (s, 3H); 3.85 (m 2H); 3.88 (s, 3H);
4.13 (d, 1H); 4.29 (d, 1H); 4.48 (t, 1H); 6.71-7.50 (unresolved conpl ex,

9H) Exanple 38: 4-chl oro-2- (2, 6-di fl_uqr obenzyl ) phenyl ] 20
N-(2-hydroxy¢WQrﬁ§$1 Qﬁ$@7§-3,4- dinefh&%?béhzenesu@Fﬁ%%ﬁ%ﬂ?%ﬂgﬂﬁ&&Jnd 264)
To 1.1 g of methyl N-[4-chloro-2-(2,6- difluorobenzyl)phenyl]-N[(3,4-
o a SR el O ARy AL o

refl uxing for H urs,..the mxture i.g caal ed.to rogmtenperature and WO
2006/ 024779 93Id%%14ﬁ€$ﬁﬁgéﬁﬁ%%%6§bﬁ§f“ﬂﬂ%?%ﬂ9§@a4%%ﬂ%ﬁg%%ﬁ%odiun1hydroxide
solution. The g[.ggi i aken up in ethyl acetate and washed with water,
t he phases arSaAcs pé%e%ﬁ%)y settling and the organic phase is dried over

anhydrous sodium sulfate. 5 The organic phase is concentrated and the
residue is chromatographed on a colum of silica gel, eluting with a

90/10 (v/vy tol yensfathyl agefatig pi Xt &40 giyes-0.215 g of the expected
product. mp.=169.2C 10 1H NVR S in ppm (DMSO d6): 1.18 (d, 3H); 3.47 (m

2H);  3.77 (s, 3HdifL8SrdiSen ypKe®yt A-192[ (3yesol ved conplex, 3H); 4.98
(t, 1H); 6.61-7.49 (unresolve conpl ex, 9H)
dimethoxyphenyl)sulfonyl]-B-alanine
To 2.63 g of N-[4-chloro-2-(2,6-
difluorobenzyl)phenyl]-N- (3-hydroxypropyl)-3,4-
10 dimethoxybenzenesulfonamide (Example 37) dissolved in
35 ml of acetonitrile are added, at room temperature,
0.06% g of ruthenium trichloride, 1.65 g of sodium
periodate and 2.7 ml of water. The mixture is left for
10 hours at room temperature. The reaction medium is
15 filtered through talc and then concentrated. The
residue is taken up in dichloromethane and washed with
1M hydrochloric acid solution. The organic phase is
dried over anhydrous sodium sulfate and concentrated to
give 3.13 g of the expected product.
20 'H NMR & in ppm (DMSO d6): 2.3 (m, 2H); 3.45 (m, 1H);
3.71 (s, 3H); 3.86 (m, 1H); 3.90 (s, 3H); 4.1-4.35
(unresolved complex, 2H); 6.74-7.47 (unresolved

complex, 9H); 12.3 (s, 1H).

25 e Example 43.2: N°-[4-chloro-2-(2,6-
difluorobenzyl)phenyl] -N>-[ (3, 4-

dimethoxyphenyl)sulfonyl}-B-alaninamide



15 Exanple 39: 2-{[4-chloro-2-(2,6- difluorobenzyl)phenyl][ (3, 4-

di met hoxyphenyl ) sul f onyl ] am no} - 2- et hoxyacet am de (conpound 276) 20
Exanpl e 39.1: ethyl {[4-chloro-2-(2,6- difluorobenzyl)phenyl][(3, 4-
dinethoxyphenyl)sulfonyl]anino(fluoro)acetate To 2 g of N-[4- chloro 2-(2, 6-

di f1 uor obenzyl phenx b 4- d|nethoxybenzenesulfonanlde 25 |qb} of
t et r ahydr of ur¥ 2pRs{pzé Z?lvely added; H8 room t enpr @Q@°b7of

potassiumtert-butoxide and 0.78 m of ethyl bronD(quoro) acetate, and
t he WD 2006/ 024779 - 192 - PCT/ FR2005/002017 mxture is left at room
tenperature for 18 hour$® $o8 €o ﬁﬁl@ré4rﬁ€lP§86?réﬁ:60.742 g of potassium

tert- butoxid m t br o fluoro) acetate are added. After
24 hours at gbﬁi?@ﬁBE?HFMELPEF eHcE?g g medi umis concentrated and the

id i h h d
hosa Ci & ar | BiRe BokIrneh Y] sBE ATy 2R R AER B bORE R 1pldd M ©
id i h | f | t th
o bone) bt ot PEOEERERADARA-aDaR 82 HIRCG) 8L OB, OB, o1 okl KBS M D B
scetat) 19 oiue: By 035Enai L EOGHSL o HELEIPUE! bung by olEBUELGel 1 b

(DVSO d6): 0.92 (t; 38 (unresol ved
conpl ex, 5H); TRe 7Rixfusd QH”E@%Q'Mgdr@@ﬂpEémpeQEEuré5fogxﬁnﬁbar39a3d

5-chl oro-3- (2, 6-di fl uor ophenyl) -
[ (3, 4- dlnEthOXyBBemy|¢SUhﬁm6MhblmQO%ann2water are then introduced.
After 48 hours at room temperature, the reaction medium
is taken up in ethyl acetate and washed with water. The
organic phase is dried over anhydrous sodium sulfate
and concentrated, and the residue is chromatographed cn
a column of silica gel, eluting with a 98/2 (v/v)
dichloromethane/methanol mixture to give 0.295 g of the
expected product.
m.p.=189.4°C
'H NMR & in ppm (DMSO d6): 2.08-2.25 (unresolved
complex, 2H); 3.42 {(m, 1H); 3.76 (s, 3H); 3.88 (s, 3H)
3.92 (m, 1H); 4.13 (d, 1H); 4.27 (d, 1H); 6.75-7.51
(unresolved complex, 11H)

In the same manner, compound 298 is prepared,
the physical properties of which are as follows:
MH+=539; the retentiocon time is 9.15 minutes

m.p.=189.3°C

Example 44: N?-[4-chloro-2-(2,6-difluorobenzyl)phenyl]-

NZ—[(3,4—dimethoxyphenyl)sulfonyl]~ﬁ~alaninamide

(compound 261)




carboxylic acid To 0.825 g of ethyl {[4-chloro-2-(2,6- 20

di f1 uorobenzyl)phenyl ][ (3,4 di met hoxyphenyl)sul fonyl]am no(fluoro) acetate
in 10 mM of ethanol and 10 m of 1,4-dioxane is added, at room
tenperature, 0.062 g of lithium hydroxide hydrate, and the mxture is |eft

at roomtenperature for 6 hours. 25 The reaction nediumis concentrated and
the residue W 2006/92477% ethyl aceral@and washeBCR/FR2085/RPAPBENI oric

acid solution. The organic phase is dried WO 2006/ 024779 - 193 -

PCT/ FR2005/ 002017 over anhydrous sodi um sul fate and concentrated. The
residue is chromatographed on a colum of silica gel, eluting wwth a
di chl or onet hane/ met hanal nixture 100% dlchloronethane to 90%

di chl or onet hane? 1G%EFRLRadd )L it dekhyily &0 Sa0 1l rerprigddct (50% HPLC
e ST R B s it ot o B R o
unr esol ve
| 8 10 EX h|
glomjug)r(obe:bzyl )phenﬂ%%%%%?@ﬁ%c’%y cianl(nate
phenyl ) sulgf onyl ] ani no} @%f%)&%%eto%mzd% ofO N 3t B 1%¥ro-2- (2, 6-

5-chl oro-3-(2,6-difluor phe
L (3, 4-di rethervihent) s ERRH Y0l e gap At Rl 10 1t of

tetrahydrofuran are succe35|vely at 0C, 90 phol i ne
and 68 pl of wiehhylet@Rl10nefenral &cddi Mgty %Jr'o%e's%f 35t 1t, hm d @erature

for 30 mnutes, and 0.5 m of 6M aqueous anmoni a sol ution is introduced.
The reactlontmadeu@ecieaOpQ@mgemtb&@e®b¢@dnkhﬁ residue is taken up in ethyl
'H NMR & in ppm (DMSO d6): 1.12 (t, 3H); 1.25 (d, 3H):
10 3.75 (s, 3H); 3.86 (s, 3H); 3.98 (d, 1H); 4.19 (g, 2H):
4.65 (d, 1H); 4.87 (q, 1H); 6.55 (s, 1H) 7.04-7.48

(unresolved complex, 8H).

e Example 44.2: N-[{4-chloro-2-(2,6-
15 difluorobenzyl)phenyl]-N-[(3,4-
dimethoxyphenyl)}sulfonyllalanine
To 1.373 g of methyl N-[4-chloro-2-(2,6-
difluorobenzyl)phenyl]=N=-[ (3, 4-
dimethoxyphenyl)sulfonyl]lalaninate dissolved in 20 ml
20 of ethanol is added 0.52 g of lithium hydroxide
meonohydrate, and the mixture is left at room
temperature for 18 hours. The medium is concentrated
and the residue is taken up in ethyl acetate and washed
with 5% potassium hydrogen sulfate solution. The
25 organic phase is dried over anhydrous sodium sulfate
and concentrated. The residue is chromatcgraphed on a

column of silica gel, eluting with a 90/10 (v/v)



acetate and washed with water. The organic phase is dried over anhydrous
sodium sul fate and concentrated. The residue is chromatographed on a
colum of silica gel, eluting with a dichl oromet hane/ net hanol m xture 25
(100% di chl oronet hane to 98% di chl or omet hane/ 2% et hanol ) to give 0.256 g
of product (99.6% HPLC purity). WO 2006/ 024779 - 194 - PCT/ ER2005/ 002017
m p. =153. 6C HP M@ 934 (DVBO d6) ~ 2095-(t, 3H) BCT/ER20Q5/80r0173 g4
(s, 3H); 3.87 (s 3H); 4.31 (g, 2H); 6.53 (s, 1H); 6. 52 7.55 (unresol ved
conpl ex, 11H) 5 Exanpl e 40: Phenyl (2-{[4-chloro-2-(2,6

di fl uor obenzﬁﬂﬁa‘ﬂé?mrqe{f(@rm datetaTody pHer e el FiotR 1] -a4ﬁ41c§ ahyihar banat e
(conmpound 2662 . g of ethyl N-[ 2, 6-di fl uorobenzyl)-4- 10
chl or ophenyl %9 [ 2- (nethylanino)ethyl]benzenesulfonanide in

o aihe e Ty %é“?s?”sﬁéﬁﬁﬂéﬁeéﬁkyﬁ o Gand® ¢ nd- Abtar o347 eft at
acetat e i ibheld 'sUdUdest VA y % (i Fyl ot o1 e ot 1 sebut o

sodi um hydy ogens .ay wgﬁﬁ%&ﬂd&p’ca@&t &fu) TF%1 g)r(g@nl phase is dried

over anhydrous sodium ate and co centrated e resi e is
chromat ographed on a 20 colum of silica gel to give 1.07 g of the expected
product. m p.=137.5C

s Example 44.3: N?-[4-chloro-2-(2, 6-
difluorobenzyl)phenyl]—Nz-[(3,4—
dimethoxyphenyl)sulfonyl]-B-alaninamide

10 To 0.47 g of N-[4-chloro-2-(2,6-
difluocrobenzyl)phenyl]-N-[(3,4-
dimethoxyphenyl)sulfonyllalanine dissolved in 20 ml of
tetrahydrofuran are added, at 0°C, 0.13 ml of
N-ethylmorpheline and 0.094 ml of ethyl chloroformate.

15 The mixture is left at room temperature for 1 hour, and
0.75 ml of ammonia (20%) in water is then introduced.
After 24 hours at room temperature, the reaction medium
is taken up in ethyl acetate and washed with water. The
organic phase 1s dried over anhydrous sodium sulfate

20 and concentrated, and the residue is chromatographed on
a column of silica gel, eluting with a 95/5 (v/v)
dichloromethane/methanol mixture to give 0.2%5 g of the
expected product.
m.p.=108°C

25 'H NMR § in ppm (DMSO d6): 1.04 (d, 3H); 3.77 (s, 3H):
3.84 (s, 3H); 3.93 (d, 1H); 4.19 (d, 1H); 4.85 (g, 1H);

4.89 (d, 1H):; 6.53-7.52 (unrescolved complex, 9%H).



IH NVR 8 in ppm (DMSO d6): 3.05-3.24 (unresolved conplex, 4H); 3.76 (s,
3H); 3.87 (s, 3H); 4.09 (d, 1H); 25 4.30 (d, 1H); 6.78-7.46 (unresolved
complex, 14H); 7.77 (t, 1H). WD 2006/024779 - 195 - PCT/ FR2005/ 002017
Exanpl e 41: N-[4-chloro-2-(2,6-difluorobenzyl)phenyl]- 3,4-di nmethoxy-N-(2
{[ (et hyl am nQ) car bon I%am’ no} et hyl ) benzenesul f onam de , (conpound 253) 5 To
0.42 g of phe‘f&l%%?{%@ h73r o- 2-(2, 6- 'di%‘qluo'robenzylﬁ%{émqrﬁos( 002017

di met hoxyphenyl ) sul f onyl ] am no} et hyl carbamate in 1.2 m  of di nethyl

sul foxide is added, at roomtenperature, 0.053 m_ of_ an aqueous sol ution
of methyl anmine, and theTR® #F&Eut@"$ES| eft CAPPBRh £ RhpaFat BPR2FRFCdS
hours. The reactipn gedﬁun1is taken up in ethyl acetate and washed wth
water. The orgénfllhhhsENFYndtPeEeBV%r anhydrous sodium sul fate and

concentr at ed. JQ& ]Eeé ue i s _chronnt ogra hedngn @5(30' um of silica gel to
give 15 0. 3263 D= ha-2khect et pridatiet “OM Ry <19%8°7C 1H NVR 8 in ppm ( DVBO

de): 2.48 (s, [(§£9 2&)('370385 (é%lo?(g)%% Snszti(}{gnolﬂ)é—ﬁ 68 (m 1H); 3.76 (s, 3H);

3.88 (s, 3H); unresol ved ‘conpl ex, 2H); 6.73- 20

7.51 (unregol yegd: £OPPL £XorPHinahPi LREr SANBMPBARET 3040Mpound 239 i's
prepared, the physical properties of which are as follows: MH=568; the

retention timegls @&=44 MGWILES mIM i TR:RGING 2006/024779 - 196 -
PCT/ FR2O06/ 002017
Table XXV illustrates the chemical structures
and the physical properties of a number of compounds of

the invention obtained according to this example.
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Exampl e 42: N-[4-chloro-2-(2,6-difluorobenzyl)phenyl]-

N-[2-(1H i m dazol -1-yl)ethyl]-3,4- dinmethoxybenzenesul fonam de (conpound
271) To 2 m of dinethylformam de are added, at 5 roomtenperature, 51 ng
of sodium hydride at 50%in oil, followed by 72 ng of imdazole. After 30

mnutes at t 0.4 g of e | N-(2-bronoeth -
[2-(2,6-diflu o%@ﬁ525§gi9éhroropheny|] %¢%~'dineth&%?ﬁgﬂ%é#é§i§Q%mﬁhide
dissolved in 5 mM of 10 dinmethylformam de is introduced. The reaction
mediumis left for 18 hours at r ooMuaBIRE XA € and then taken up in
et hyl acetaté¢ ﬁmg Sheg Wi th water. Jne orggnrc pngse i s prieg.gver
anhydr ous sodi su f atNetRRe 2BdcRAELLECR hEh?eS|du§'Ps chr ogr aphed
on a 15 col unpoohds|i | i ca gel, shbstiguantd a 97/ 3 (Vv/|v)°C) o] tetwieidry

acetate mxture to [giye 0.P8Z g of the expgcted prodquct. mp. z159. 5C 1H
NVR S in ppnr(ﬁﬁs O ld6*13. ganr 1H) 3. 76 (s, é#ﬂ 20 3.8p (™%

3.99-4.15 (unrg@qlveqzqgnp exs (ﬂ%)&%Nﬁ b6 u@Lesc]yﬁg;yoggggg 2§2H). In
t he sane manner, caﬂpound BOL is prepare the(§ﬁ¥5|ca prpperti es of

which are as|follows GiEHESM [ the retentin 3% 6. 62 pinutes 25
m p. =153. 6C 032606 094979| ¢ 19w (RCTLERRYDS/ 692017 | Bxamp| 8243929
N3-[ 4-chl oro42-(2, 6-difluofobenzyl)phenyl] - ,
N3- [(3 4- di 9& \cll.%nyl]-R-a!aninamQﬁQ%QH.pnlnd 273y 5 Exanple
43.1: N-[4-chloro-2- (2 6-

Example 45: Nz—[2—(2—chlorobenzyl)—4—

(dimethylamino)phenyl]—Nz—[(3,4—

5 dimethoxyphenyl)sulfonyl]glycinamide (compound 265)

e Example 45.1: N°’-[4-amino-2~(2-
chlorobenzyl)phenyl] -N?-[ (3, 4-
dimethoxyphenyl)sulfonyl]glycinamide

10 To 2 g of N°-[2-(2-chlorobenzyl)-4-
nitrophenyl]-N?-[(3,4-
dimethoxyphenyl)sulfonyllglycinamide, obtained
according to Example 15, disscolved in 150 ml of ethanol
are successively added, at room temperature, 0.921 g of

15 tin and 3.2 ml of 12M hydrochloric acid. After
18 hours, the medium is concentrated, taken up in ethyl
acetate and washed with sodium hydroxide solution
(pH 14). The organic phase is dried over anhydrous
sodium sulfate and concentrated. The residue is

20 chromatographed on a column of silica gel, eluting with
a 95/5 (v/v) dichloromethane/methanol mixture to give

0.287 g of the expected product.



di fl uorobenzyl ) phenyl]-N-[ (3, 4- di net hoxyphenyl ) sul fonyl]-a-al anine To 2. 63
g of N[4-chloro-2-(2,6- difluorobenzyl)phenyl]-N-(3-hydroxypropyl)-3,4- 10
di met hoxybenzenesul f onam de (Exanple 37) dissolved in 35 m of acetonitrile
are added, at roomtenperature, 0.069 g of rutheniumtrichloride, 1.65 g

of sodi um perlogsée and_2.7 m of water, The mxture igs left for 10 hours
at room terrpe'f’gt G/Q%éTI]%aCtI on mnedi urﬁ(?% 15 filtel FRG 20%7 and

then concentrated. The residue is taken up in dichloronmethane and washed
with 1M hydrpchloric acid solution, The qrganic hase i S dri ed over

anhydrous soditut &% dre PR BREAG)at et 1D (i 3 & of fth3é'1e‘xpect ed

LS 6 (m 2180 84éo<{9§ Sppved seapSat. (i eﬁ%re,gd‘? ongliek oapg S
6. 74-7.47 (unr Ssoi%Fd gp gx,lgg?)plgo I% hé%FQS 254 gxggple 43

N3- [ 4- chl or o- uo obenz hen

Sk:??tFBSS%E?88%%%%%89%@]80?“%4@& (b oro (2.6 0 0

di fl uor obegzyl ) phenyl ] - N-[ (3, 4- di met hoxyphenyl ) sul fonyl ] - R-al ani ne
dissolved in 16 ml  of tetrahydrofuran are added, at 0C, 0.21 m of 5
N- et hyl nor phol i Re BREMP1464 51 2 of net fpd MM&E&ié’Eﬂéﬁl -gJhe mxture is |eft

at roomtenperature for 1 hour, and 1 36 m of ammonia (20% in water are
t hen i ntroduced. Aﬁimetﬁﬁlbmmm)phehpﬂ)ﬂn-tﬁénpm,azt-ure t he reaction nedi um
dimethoxyphenyl)sulfonyl]lglycinamide
To 0.6 g of N®-[4-amino-2-(2-

10 chlorobenzyl)phenyl]-N?-[ (3, 4-
dimethoxyphenyl)sulfonyl]glycinamide dissolved in
N-methylpyrrolidine are added 0.42 g of caesium
carbonate and 0.9 ml of iodomethane, and the mixture is
left at room temperature for 18 hours. The medium is

15 taken up in ethyl acetate and washed with water. The
organic phase is dried over anhydrous sodium sulfate
and concentrated. The residue is chromatographed on a
column of silica gel, eluting with a 100% to 20%/10%
dichloromethane/acetone gradient to give the expected

20 product.
m.p.=130.4°C
'H NMR & in ppm (DMSO d6): 2.73 (s, 6H); 3.78 (s, 3H):

3.84 (s, 3H); 3.98-4.08 (unresclved complex, 3H); 4.40
(d, 1H); 6.04 (d, 1H); 6.43 (d, 1H); 6.70 {(d, 1H):;

25 7.02-7.51 (unresolved complex, SH).




is taken up in ethyl acetate and washed with water. The 10 organi c phase is
dried over anhydrous sodiumsulfate and concentrated, and the residue is
chromat ographed on a colum of silica gel, eluting with a 98/2 (v/v)

di chl or onet hane/ met hanol nixture to give 0.295 g of the expected product
15 m p. =189.4C 1H NVR S i ppnr(DNBO d6); 2 08-2.25 esolve Iex
2H): 3.42 (mWQrﬁ°°§/%4'('é9 3.88 (£0R8H 3.92 %005 °P§°(

4.27 (d, 1H); 6.75-7.51 (unresolved conplex, 11H) 20 In the sane nanner
conmpound 298 is prepared t he physical properties_of which_ are_as folloms:
NPHEB30; {he BEIBRLSOSL | %S B 1R Hatese- hipciietoreens! Batpfe 44

N2- [ 4- chl or o- 2, 6-difl uorobenzyl

o[ (34 di eIy BRAIA 7\5@3{@##@?%#&%% (PUBRPBIAG2BRL) Vo

2006/ 024779 - 199 - PCTLF 10020 44.
N-[ 4- chl oro-2-(2,6 difl u%F%b:g z%l?phe m‘?‘lf;*)‘(xfp% l’ﬁld&wfeég%

di neth h t
N{Fz cﬁrgfoega%%ééﬂ Y%%?%b éP@%?%% £¥Té§ﬁ§ ign ?ﬁoxy ﬁégn%sﬂffonanide
with nethyt |achate ﬁ§&£ﬁ£%rﬁkt909r959§§l35thé §9§t@r8flstf§f€XQ€Cted

product are obtained.” 1H NVR S in ppm ( DMSO d6) 2 (t, 3H); 1.25 (d,

3H); 10 3. 75-¢ém @é&% §a1§§ré8fo§FQ5 Rio8téd, éﬂt&r 14g1<9f(élth§ti)m (4-65 (d,
1H); 4.87 (q, 1H); 5 (s, 1H) 7.04-7.48 (unresolved conpl ex, 8H)

bromoethyl)-N-[2-(2, 6-difluorobenzyl)-4-chlorophenyl]-

3,4-dimethoxybenzenesulfonamide is introduced. After
18 hours, the reaction medium is taken up in ethyl

10 acetate and washed with water. The organic phase 1is
dried over anhydrous sodium sulfate and concentrated,
and the residue is chromatographed on a column of
silica gel, eluting with dichloromethane, to give
0.67 g of the expected product.

15 m.p.=153°C
'"H NMR & in ppm (DMSO d6): 3.54 (d, 1H); 3.79 (s, 3H);
3.89 (s, 3H); 3.94-4.20 {(unresolved complex, 2H); 4.22
(d, 1H); 6.50 (d, 1H); 7.06-7.45 (unresolved complex,
9H) .

20

Example 47: Nz—[2—(2,6-difluorobenzyl)—S—methoxyphenylj—

N?-[(3, 4-dimethoxyphenyl)sulfonyl]glycinamide (compound
296)

25 ¢ FExample 47.1: (2-amino-4-methoxyphenyl) (2,6-
difluorophenyl)methane

To 6.22 g of (2-amino-4-methoxyphenyl) (2, 6-



Exanpl e 44.2: N-[4-chloro-2-(2,6- 15 difluorobenzyl)phenyl]-N[ (3, 4-

di met hoxyphenyl ) sul fonyl]alanine To 1.373 g of nethyl N-[4-chloro-2-(2, 6-
di fl uorobenzyl ) phenyl ]-N-[ (3, 4- di net hoxyphenyl ) sul fonyl ] al ani nat e
dissolved in 20 ml 20 of ethanol is added 0.52 g of |ithium hydroxide

nonohydrate, and the mxture is left at room tenperature for 18 hours. The
medi umis coMRAI984ARL4LIY the residae 409 taken up%q/moszfi) and

washed w th 5% potassi um hydrogen sul fate sol ution. The 25 organi c phase
is dried over anhydrous sodium sulfate and concentrated. The resjdue is

chr onat ogr apHEdE BHPEPPRE U704 c LRI 1N AFFREM AR &P IBFATP IS/ v) WO
2006/ 024779 -. 200 - . PCT/FR2005/ 002017 i chl th [ met h | 1 Xt t

Give 0 494 g BF bnatl SRR b dadet of I NRR S I SRS RS d6) - 1. 17 (.
3H): 3.76 (S, 3taqq 3y d 7%(asdci1e2c§2;qa%%g&iré_dfger%ﬂ;%fiﬁx_leg, |(§1a Fi 475 (a. 1H);

5 6.53-7.52 (‘untesolve onp hple 44 3:

N2- [ 4- chl -2 =1 i f I - 4- ; .

di m[et hgxygagn%Jg%tul&lo%y %ﬁf%ﬁﬁ%gm en%%]tl%g%i.]% %a% B¢ [aélc-%:cliﬂ oro-2-(2, 6-
di f1 uor obenzyd g ienyd 41 Me{d 3. fsr di R Doy phenyhd Sl d ofwy | ¢ A8 pgedli ssol ved
in 20 mM of tetrahydrofuran are added, at 0C, 0.13 ml of

N-et hyl nor phatitte @ncsdi08d Hd:edx eddydo L 05.0f oret ®rgdbi Jhehagxtige is
| eft at roomtenperature for 1 hour, and 0.75 m of amonia (20% in water
i's then intrafiticetl.over anhydrous sodium sulfate and concentrated.

The residue is chromatographed on a column of silica

gel, eluting with dichloromethane to give 1.505 g of

10 the expected product.
'H NMR & in ppm (DMSO d6)}: 3.69 (s, 3H); 4.93 (s, 2H);
6.04 (d, 1H):; 6.21 (s, 1H); 6.48 (d, 1H); 7.01-7.35

(unresolved complex, 3H).

15 e Example 47.2: N-[2-(2,6-difluorobenzyl)-5-
methoxyphenyl] -3, 4-dimethoxybenzenesulfonamide
Starting with 1.5 g ¢of (2-amino-4-

methoxyphenyl) (2, 6-diflucrophenyl)methane according to
Example 12.2, 0.32 g of the expected product is

20 obtained.
'H NMR & in ppm (DMSO d6):
3.55 (s, 3H); 3.74 (s, 3H); 3.82 (s, 3H); 3.85 (d, 2H);
6.42 (d, 1H); 6.56-7.42 {unresolved complex, 8H); 92.54
(s, 1H).

25



After 24 hours at roomtenperature, the reaction nedium is taken up in
ethyl acetate and washed with water. The organic phase is dried over
anhydrous sodium sul fate 20 and concentrated, and the residue is

chr omat ogr aphed on a colum of silica gel eluting with a 95/5 (v/v)

m p.=108C 2300 FAR LA R Bom ( DNED G6) 258 G (4, s ERRR R gt T,

(s, 3H); 3.93 (d, 1H): 4.19 (d, 1H): 4.85 (q, 1H); 4 89 (d 1H); 6.53-7.52

(unresol ved conpl e 006/ 024779 002017 The
enanti oners of con@%ﬁﬁ§?%6¥¥;$ gi Q%KF é%ﬁiﬁﬁ? ography
Laevorotatory enan v ng ! in

met hanol ) =-28. 2 %E n?erQZﬁgﬁ% ﬁ% nﬁghndu’ 4 [a]D (C=0.5

g/ 100 m in nethan T |IIustrates t he chem cal structures
and the physi cal p%%%%?t lﬁgl?@lﬁa%%§ér of conpounds of the invention

obt ai ned according to t&is-€x een 19, §if¢§Iofh§Lﬁ§LT2 ELCAr,” Ar2 HWO
2006/ 024779 - 202 - PCT/ FR2005 002017 Tabl e

5 diflucrobenzyl)-5-methoxyphenyl]-3,4-
dimethoxybenzenesulfonamide according to Example 12.3,
0.219 g of the expected product is obtained.
m.p.=188.2°C
'H NMR & in ppm (DMSO d6): 3.55 (s, 3H); 3.78 (s, 3H);

10 3.88 (s, 3H); 4.10-4.24 (unresolved complex, 3H); 4.43
{d, 1H); 6.41 (d, 1H); 6.57 (d, 1H); 6.83 (d, 1H);
7.05-7.48 (unresolved complex, 8H).

Table XXVI illustrates the chemical
structures and the physical properties of a number of

15 compounds of the invention obtained according to this

example,




Com Nature and position of the MP. MH/ pound substituents (C) retention
No. Arl Are RL Ar3 tinme 304 2,6- 4- CH(CH3)CONH2 3,4- 105.3 525/9.29 di F
C di Ove 305 2,6- 4- CH(CH3)CONH2 3,4- 94.1 525/9.29 diF d di O Exampl e
45: N2-[2-(2-chl orobenzyl)-4- (dinethylam no)phenyl]-N2-[ (3,4 5

di met hoxyphe ) yci nam de (c ound 265) I 1
N2-[4-anino-gg#éaH@%ﬂQX%%ﬂ%zyl)phenyl] %%@[(3 4- pc£?¥¥966%/§%£%17

di met hoxyphenyl ) sul fonyl ] gl yci nami de 10 To 2 g of N2-[2-(2-chl orobenzyl)-4-
ni trophenyl]-N2-[ (3, 4- dinmethoxyphemapisalsovwy! ] gl yci nam de, obt ai ned
according to '8 i SSOIV m GOl ethamol _afe Suee SSijvel y
added, at rooﬁéf’g}zﬁperat Hrag:urﬁ gp 5’8181%‘3'%“1 REathes. o [ Ry I\#ﬁﬁlrochl oric
acid. After [1®dund s, the nedi swbistituendstrated, taket’Cyp u:atewty.lon
acetate and wasped wi th sodium Qydroxide gol uti qgr(pH 14) . |Theg anilc
phase is dripd over lanhydrods $o0di um sulf'at e |ar cent r at ed e rlesi due
is 20 chromaf ogy@phed pnga ¢ohupm et 5@:1’156@1}% el ,3 qLthgg_W’ thy1 289945 (v/v)
di chl or onet hane/ net Hanol, i xture fo give 0.287 t he expected pragduct.
WO 2006/ 0247[79 - 203 - 9BET/ FrooB¥E002017  1H Nm@’ler n_ppm (DVBO d6): |3. 79
(s, 3H); 3.8B 883 3H);2, 8- 94- 4-40, 6unres@orag |canplex, 24H) ;| 52158 (61 2H);
5.94 (d, 1W’ 6.22(daiyﬂ, 6.%%(d, 1H); 7.0%;6@@

Example 48: N-{4-chloro-2-(2,6-diflucrobenzyl)phenyl]-

3,4-dimethoxy-N-{2-[ (methylsulfonyl)amino]lethyl}-

5 Dbenzenesulfonamide (compound 313)

To 0.543 g of compound 256 dissolved in 10 ml

of tetrahydrofuran are added 106 ul of pyridine and
102 pl of methanesulfonyl chloride, and the mixture is
left at room temperature for 18 hours. The reaction

10 medium is concentrated and the residue is
chromatographed on a column of silica gel, eluting with
a dichloromethane/methanol mixture to give 0.425 g of
the expected product.
m.p.=133.2°C

15 'H NMR 8 in ppm (DMSO d6): 2.85 (s, 3H); 2.90 (m, 1H);
3.12 (m, 1H); 3.35 (m, 1H); 3.78 (s, 3H); 3.83 (m, 1lH):
3.86 (s, 3H); 4.09 (d, 1H):; 4.31 (d, 1H); 6.78-7.51

(unresolved complex, 10H).

20 Example 49: Nz—[2—(2,6—difluorobenzyl)-6-methoxyphenyl]—

N°-[ (3, 4-dimethoxyphenyl)sulfonyl]-N-ethylglycinamide

{compound 309}




(unresol ved conplex, 9H). 5 Exanple 45.2: N2-[2-(2-chl orobenzyl)-4-

(di met hyl am no) phenyl ]-N2-[ (3, 4- di net hoxyphenyl)sul fonyl]glycinam de To
0.6 g of N2-[4-am no-2-(2- 10 chl orobenzyl) phenyl]-N2-[ (3, 4-

di met hoxyphenyl ) sul fonyl ] gl yci nam de dissolved in N-nethylpyrrolidine are
added 0.42 g of caesium _carbonate and 0.9 m of iodonethane, and the

mxture is 199 t299640247 T®nperature toR0B8 hours. BT/ FERR09H/092037% aken

up in ethyl acetate and washed with water. The organic phase is dried over
anhydrous sodium sulfate and concentrated. The residue is chromatographed
on a colum of silica gel, eluting wwth a 100%to 90% 10%

di chl or onet hane/ acet one. gradient _to give the expected 20 groduct.

m p. =130. 4C 1H®NNREHE® pﬁn%bl\?éd%d%@f%%f%%,rmzzﬁe%b}a(s, 3H);OI 3. 84

., 3H); 3.98-4.08 . 3H): 4 40 . 6.04 (d, 1H ;
Cusn o e e R L NP B e ke Tobp e oK) VD
2006/ 024779 - 204 - f¥3%§1§§ﬁ§%5@3017 Exanpl e 46: ethy

N—[4-ch|oro-2-(2-éﬂforo . 4- di met hoxy- N-vi nyl benzenesul f onam de
ot byl pyfrol i done i s SHded O OB G oF 5 Codl i Nyt e rUEOb T oI
N (2 br ommet s S BT Gy oberaa Yo o o B-of ety
glycinate disscolved in 50 ml of ethanol are added 10 ml
of 2M sodium hydroxide solution. After 18 hours at room
temperature, the medium is extracted with diethyl ether
10 and the aquecus phase is acidified and extracted with
dichloromethane. The organic phase is dried over
anhydrous sodium sulfate and then concentrated to give
1.8 g of the expected product.
'"H NMR 8 in ppm (DMSO d6): 3.18 (s, 3H); 3.72 (s, 3H);
15 3.82 (d, 1H); 3.90 (s, 3H); 4.29 (d, 1H); 4.53 {(d, 1H):
5.01 (d, 1H): 6.26 (d, 1H); 6.78 (d, 1H); 7.01-7.47

(unresolved complex, 7H); 12.75 (s, 1lH).

s Example 49.2: NZ-[Z-(2,6—difluorobenzyl)—6—
20 methoxyphenyl]-N?-[ (3, 4-dimethoxyphenyl)sulfonyl]-
N-ethylglycinamide
To 1.8 g of N-[2-(2,6-difluorobenzyl) -6~
methoxyphenyl]-N-[ (3, 4-dimethoxyphenyl)sulfonyl]glycine
dissolved in 30 ml of tetrahydrofuran at 0°C are
25 1introduced 0.5 ml of N-ethylmorpholine and 0.38 ml of
ethyl chloroformate. After 15 minutes at 10°C, 0.8 g of

ethylamine dissolved in tetrahydrofuran is added and



3, 4-di net hoxybenzenesul fonam de is introduced. After 18 hours, the
reaction nediumis taken up in ethyl 10 acetate and washed wth water. The
organi ¢ phase is dried over anhydrous sodium sul fate and concentr at ed,
and the residue is chromatographed on a colum of silica gel, eluting with
di chl oronet hane, to give_ 0.67 g of the expected product. 15 m p.=153C 1H
NVR S i n ppm WBABRPEEP24378L (d, 1h): 5.0 (s, 3H): PCTARRZG05A§2017
3.94-4.20 (unresolved conplex, 2H); 4.22 (d, 1H); 6.50 (d, 1H); 7.06-7.45
(unresol ved conplex, 9H). 20 Exanple 47:
N2-[2-(2,6-diFhﬁo@éE§Hi?l}551ﬁ§Fhggyﬁﬁ@ﬁyFFmperature for 30 minutes.
N2-[(3,4-dinetﬂox%§hen | ) sul fonyl ] gl yci nam de (conEound 296% 25 Example
47.1: (2-ani nb"2-RethBRypRehke2UB- 18i BEDBLopRERSES ABENWASDSTE Bibh g of
(2-anino-4-nethﬁé¥phen¥llé2,6 WD 2006( 024779 - 205 - PCT/FEQ 05/ 002017

di 1 uor opheny§h&t hafBf, b6t 8FARB  GcEBREFnySt BT ERGnBVET 2#RYITARSsol ved in

95 m of dich t e uccessi vel dded, ,at roomte ature, 11.7
o of Ctrietnrer et itattoend FORREhY FrYad Bacutfe defab SRR
refluxing gor , diumis hydrolysed wth 6M sodi um hydroxi de
sol ution. Theeo$ggE%§ %kgggg?é dri ed over anhydrous sodium sul fate and

concentrated.n, dhejggstdue i s chromat ographed on a colum of silica gel,
eluting with dichloronethane to give 1.505 g of 10 the expected product.

!H NMR & in ppm (DMSO d6): 0.98 (t, 3H); 3.07 (m, 2H);

3.26 (s, 3H); 3.76 (s, 3H); 3.79 {(m, 1H); 3.87 (s, 3H);

4.26 (d, 1H); 4.43 (d, 1H); 4.%4 (d, 1H); 6.20 (d, 1H);
10 6.81 (d, 1H); 7.09-7.45 (unresclved complex, 7H); 7.88

(t, 1H).

Example 50: Nz—[4-chloro—2—(2,5-difluorobenzyl)phenyl]—

N®-[(4-chloro-2, 5-dimethylphenyl) sulfonyl]glycinamide

15 (compound 267)

e LExample 50.1: (2-nitrc-5-chlorophenyl) (2,5-
difluorophenyl)methanol
To 15 g of 2,5-difluorobenzene dissolved in

20 150 ml of tetrahydrofuran are added, at -70°C, 50 ml of

1.6M butyllithium sclution. After 2 hours at -70°C,

9.616 g of 2Z2-nitroc-5-chlorobenzaldehyde are introduced

and the mixture is left at this temperature for 3 hours

and then at room temperature for 18 hours. The medium
25 1s hydrolysed with ammonium chloride soluticn and

extracted with ethyl acetate. The organic phase is

dried over anhydrous sodium sulfate and concentrated.



IH NVR 8 in ppm (DMSO d6): 3.69 (s, 3H); 4.93 (s, 2H); 6.04 (d, 1H); 6.21
(s, 1H); 6.48 (d, 1H); 7.01-7.35 (unresolved conplex, 3H). 15 Exanple
47.2: N[2-(2,6-difluorobenzyl)-5- nethoxyphenyl]-3,

4- di met hoxybenzenesul fonam de Starting with 1.5 g of (2-am no-4

met hoxyphenyle’gz 6- d|f| uor ophenyl ) net hane according to Exanple 12.2, 0.32
g of the exp 1795 20 obtai medl01H NVR S PRT/FM2006EO026L7 3. 55
(s, 3H); 3.74 (s, 3H) 382(s 3H); 3.85 (d, 2H); 6.42 (d, 1H); 6.56-7.42
(unresol ved conpl ex, 8H); (s, 1H). 25 WD 2006/024779 - 206 -

PCT/ FR2005/ OCS[Z*EEL#ESJE%QM ﬁ:?ltaeremt thrqugls-i ¥1¢Rr oberzing -with

nmet hoxyphenyl di met hoxyphenyl )- sul fonyl]glyci nam de Starting
with 0.312 g %rmeztfean% di 9 1 Voroerty 19 - it BERFERA | - 3, 4-

di met hoxybenzen éul fonam de according to Exanmple 12.3, 0.219 g of the
expect ed pr odifc ‘'obt ai ned. m p.=188. 2C IH NVR 8 in ppm (DMSO d6): 3.55

(s, 3H); 3.78 (g, 88, {s X ]ﬁ% r qi;ed conpl ex,

3H): 4.43 (d, 1%’%%14?1%%32 "1H) 2( 36“]5'!;9 (5d ro@eéé‘/% (20} 7.05-7. 48
(unresol vegl conpl Ij_:peﬂ ustrates the chemcal structures
and the physi cal Eir&ofplgjr@ﬁoep a nu a{erié of 15 conmpounds of the invention

obtained according to tdisrting with 8.55 g of (2-nitro-5-
chlorophenyl) (2, 5-difluorophenyl)methancl according to
process 8.2, 2.7 g of the expected product are
obtained.
10 'H NMR & in ppm (DMSO d6): 5.18 (s, 2H); 5.89 (d, 1H);

6.15 (d, 1H); 6.68-7.36 (unresolved complex, 6H)

e Example 50.3: (2-amino-5-chlorophenyl) {2,5-
difluorophenyl)methane
15 Starting with 2.7 g of (2-amino-5-
chlorophenyl) (2, 5-difluorophenyl)methanol according to
process 18.1, 1.247 g of the expected product are
obtained.
'H NMR 8 in ppm (DMSO d6): 3.80 (s, 2H); 5.18 (s, 2H):

20 6.60 (unresolved complex, 6H)

¢ Example 50.4: N-[4~chloro-2~(2,5-
difluorckbenzyl)phenyl]-2,5-dimethyl-4-
chlorobenzenesulfonamide
25 Starting with 0.484 ¢g of (2-amino-5-

chlorophenyl) (2, 5~difluorophenyl)methane according to

CORRECTED SHEET (RULE 91) ISA/EP



exanple. OAral R H CAr, Ar2 H WO 2006/ 024779 - 207 -

PCT/ FR2005/ 002017 Table XXVI Com Nature and position of the MP. MH/
pound substituents (C) retention No. Arl Are RL Ar3 tine 302 2,6- 4-C1, 6-
CH2CONH2 3, 4- 238.5 541/8 89 di F CNb di OVt 303 2,6- 4-d,6- CH2CONH2 3, 4-
217 521/8.61 _di F_M anpl e

N-[ 4- chl or o- ZW?Zzgoﬁ/P?GBPBbenzyl)phenyl%ll - PCT/FR2005/002017

3, 4-di met hoxy- N-{2-[ (net hyl sul fonyl ) am no] et hyl }- 5 benzenesul f onam de
(conpound 313% To 0.543 g of conpound 256 dissolved in 10 mM  of

t et r ahydr of ur heaPéoaaaéddeeeereﬂ pyr EyprmABeland2182 §r88F mepRahfbsul f onyl
chloride, and the nléture is left at roomtenperature for 18 hours. The

reaction 10 nBUPERTFY BBACBAEr 2Ee8PhAd EHe residue is chr omat ogr aphed on a

colum of sili elutln di.ch] or omet hane/ anol xture to

give 0.425 g J?%wﬁﬁe %{ﬁk%pdgﬁ ?8 153, §n%ﬁpN%R n ppm

(DVBO d6) : 2.8544S 0 n1 1 3, 35 ;. 3.78

(s, 3H): 3. 83§(9é FQH% At ?é g FRH4 70§ %éiglﬁékqﬂnﬁis?é§g§kb; 6. 78-7. 51
5 complex, 8H), 9.93 (s, 1H)

¢ Example 50.5: N°-[4-chloro-2-(2,5-
difluorcbenzyl)phenyl]-N?~[ (4-chloro-2, 5~
dimethylphenyl)sulfonyl]lglycinamide
10 Starting with 0.83 g of N-[4-chloro-2-(2,5~
difluorobenzyl)phenyl]-2,5-dimethyl-4-
chlorobenzenesulfonamide according to Example 15,
0.424 g of the expected product is cbtained.
'H NMR & in ppm (DMSO dé):
15 2.16 (s, 3H); 2.36 (s, 3H); 3.92 (d, 1H); 4.23 (d, 1lH);
4.40 (d, 1H); ©.87 (s, 1H) 6.96-7.75 (unresolved
ccemplex, 8H)

m.p.=169.7°C

20 Example 51: N®-[4-chloro-2-(pyrid-2-ylmethyl)phenyl]-N*-

[ (3,4-dimethoxyphenyl)sulfonyl]glycinamide

e Example 51.1: 2-(5-chlorc-2-nitrobenzyl)pyridine
To 22.44 g of potassium tert-butoxide in
25 500 ml of dimethyl sulfoxide are slowly added 8.66 g of

4-chloronitrobenzene and 8.2 g of

CORRECTED SHEET (RULE 91) ISA/EP



(unresol ved conpl ex, 10H). 20 Exanple 49:

N2-[ 2- (2, 6-di fl uorobenzyl) - 6- met hoxyphenyl ] -

N2-[ (3, 4- di net hoxyphenyl ) sul fonyl ]-N-et hyl gl yci nam de (conpound 309) WO
2006/ 024779 - 208 - PCT/ FR2005/ 002017 Exanpl e 49. 1:

N[2-(2,6- d|fluorobe22¥lé 6 nethoxyphenyl{ N-[(3,4- dlnethox hen

sul fonyl ] gl ycWRe28044024878 of ethyl N (2172 6-di | REBHERYIFL0 2 17

6- met hoxyphenyl ] - N-[ (3, 4- di net hoxyphenyl ) sul fonyl ] - egC|nate di ssolved in
50 nml of ethanol are added 10 ml  of 2M sodi um hydroxide solution. After 18
hours at roon?'FEHﬁEPE?EP&lpﬁﬁédhﬁﬁiGHﬁﬁ?lEﬁ@raétééomﬂﬂhoéi@ﬂﬁ?Fh§ﬂher 10
and t he aqueous has Cldlih g and extracted with dichloronethane. The
organic phase Spe BFF Fer y PBE§ 2bdF GRTMs GFPREE2SHESY hERSconcent r at ed

h duc b _(DVBO, d6):. 3.18 (s,
bh 2 5o i utreiégx b8 GvBER) WEkng s Ssgs! ARBRL R CRupRGecy (4 ®
1H. 5 01 (d 17,47 | ved
cg%plex ( SE%E%%O? gg?£§Xt}E%teg ﬁﬁég tlﬁ%S[ﬁlg ,6-dif|ggng:ﬁz¥F)-6 20
et hoxypheeyl by BR166 3 LA h‘PK)épBEBXhlEU%BQQX' ks ?&%Fyé%w nam de To

1.8 g of NN[2-(2,6-difluorobenzyl)-6- nethoxyphenyl

4- dlnethoxyphgﬂMyaﬁahéoaMalghygumeatel§§elasﬂcbﬂt§9tgh O&héeké§BM950furan
at 0C are 25 introduced 0.5 m of N-ethyl norpholine and 0 of ethyl

chl or of or mat eisAfietetbdmtnubeghasild€a A, 8egueingewmyhan1ne dlssolved in
tetrahydrofuran is added and
dichloromethane, to give 10.695 g of the expected
product.
10 'H NMR 8 in ppm (DMSO d6): 4.49 (s, 2H); 7.20-7.31
{unresolved complex, 2H); 7.60-7.78 (unresolved

complex, 3H); 8.03 (d, 1H); 8.41 (d, 1H)

m.p.=69°C

15 ¢ Example 51.2: 4-chloro-2-(pyrid-2-ylmethyl)aniline
Starting with 5g ¢f 2-(5-chloro-2-
nitrobenzyl)pyridine according to Example 8.2, 3.86 g
of the expected product are obtained.
'Y NMR § in ppm (DMSO d6): 3.93 (s, 2H); 5.33 (s, 2H);
20 6.66 (d, 1H); 6.93-7.06 (unresolved complex, 2H); 7.21-
7.38 (unresolved complex, 2H); 7.76 (m, 1H); 8.47 (d,

1H)
e Example 51.3: N-[4-chloro-2-(pyrid-2-
25 ylmethyl)phenyl] -3, 4-dimethoxybenzenesulfonamide

Starting with 1.86 g of 4-chloro-2-(pyrid-2-

CORRECTED SHEET (RULE 91) ISA/EP



WD 2006/ 024779 - 209 - PCT/ FR2005/ 002017 the m xture is left at room
tenperature for 30 mnutes. The nediumis taken up in ethyl acetate and
washed with water, and the organic phase is dried over anhydrous sodium
sul fate and concentrated to give 1.4 g of the 5 expected product.

m p.=180C 1H NVR 6 in ppm (DVSO d6): 0.98 (t, 3H); 26 (s,
3H): 3.76 (s, W@r§°0§/¢§4?ﬁ? 1H): 3.87 1$13H: 4. ZGPQWE'%Q[:%%BQ@J('H 1H):
4.94 (d, 1H); 6.20 (d 1FD 10 6.81 (d, 1H); 7.09-7.45 (unresolved conpl ex,
7H); 7.88 (t, F% npl e 50: N2-[4-chloro-2-(2,5-difluorobenzyl)phenyl]-
N2- [ ( 4- chl or o¥dmg Hyht@mlph@nwygnmaﬁyt?gﬁyemﬁém d48-2152¢ £dnPobiid 267)

Exanpl e 50. 1: éz ni tro-5-chl orophen éz - dlfluorophenyl) nmet hanol To 15
g of 2,5-difltdfoptREehed dPE%%PeEda¥ﬁ 5paiBedn| of t etrahydrofuran are

added, at -70 ty solut 2 rs at
-70C,  9.616 gl(ﬁ&;gmltnr &REL o cﬁﬁ@?&’ t?JeéHZal duﬁ]yd(es'a nt"‘rAc?tdgﬁc(eSd %gﬂd t he
mxture is leftyat  thi eratur n

t enperature f%r9§ %bu?% 6?93 §%1§gn§egﬁfg§%|88ﬁ l%?fhgghﬁneny4

chl ori de sglukmonlgpd e§ar@3te? ith ethyl acetate. The organic phase is
dried over anhydrous’ sodi um sllfate and concentrated. WO 2006/ 024779 - 210

- PCT/ FR2005/ 002017 The residue is filtered through silica, eluting with
di chl oronet hane, to give 8.89 g of the expected product.

e Example 51.4: N?-[4-chloro-2-(pyrid-2-
ylmethyl)phenyl]—NZ—[(3,4—
dimethoxylphenyl)sulfonyl]glycinamide

10 Starting with 0.5 g of N-[4-chloro-2-(pyrid-
2-ylmethyl)phenyl]-3,4-dimethoxybenzenesulfonamide
according to Example 12.3, 0.257 g of the expected
product is obtained.

'H NMR & in ppm (DMSO dé): 3.79 (s, 3H); 3.88 (s, 3H);:

15 4.03-4.48 (unresolved complex, 4H)); 6.93-7.37
(unresolved complex, 10H); 7.74 (t, 1H); 8.54 (d, 1H)

m.p.=88°C

Example 52: sz[2—(2,6wdifluorobenzyl)-6~methoxyphenyl}—

20 N?-[(3,4-dimethoxyphenyl)sulfonyl]-(R)-alaninamide

{compound 321)



Exanpl e 50. 2: (2-am no-5-chl orophenyl)(2,5- 5 difluorophenyl) nethanol
Starting with 8.55 g of (2-nitro-5- chlorophenyl) (2,

5-di fl uorophenyl ) met hanol according to process 8.2, 2.7 g of the expected
product are obtained. 10 1HNVR S in ppm (DVSO d6): 5.18 (s 2H); 5.89 (d,
1H); 6.15 (d,_1H): 6.68-7.36 (unresol ved corrplex nlé-g | e 50. 3:
(2-anino-5-chW9rng§49Pf3295 di f1 uor opheh$ly net ha ?éFE@ﬁ B/9002047h 2.7
g of (2-am no-5- chlorophenyl) (2, 5-difluorophenyl)nethanol according to
process 18.1, 1.947 g of the expected product are obtained. 1HNWR 8 in
ppm (DMSO d6): 3.80 (s, 2H); 5.18 (s, 2H); 20 6. 68 (unresol ved conpl ex,
6H) Exanple 50.4: N-[4-chloro-2 N2, 5:0 ~

di f| uor obenzyl ) phenyl ] - 2, 5-di met By cl@ o
with 0.484 g of (2-am no-5- chl oropheRyl 2} ;
according to OORRECTED SHEEE ( RULE"S4-TRA/ EP WO ¥006/ 024779 - 211 -

PCT/ FR2005/ 002017 the procegs descri bed MD Exanpl € 12.2, 0.837 g of the
expect ed product is obtained nDQ%(DNBO dé): 2.28 (s, 3H); 2.45
(s, 3H); 3.98 (s, 2H; 6. t1-7.81 (unresolved 5 conplex, 8H),
9.93 (s, 1H) Exanple 50.5 =

di fl uor obenzyl ) phenyl ] - N2-|

enesul fonam de 25 Starting
T %uor ophenyl ) net hane

compound 321

[05]2= +14.7 ¢=0.19(CH,CL,)

e FExample 52.1: N-[2-(2, 6-difluorobenzyl)-6-
methoxyphenyl]-N-[ (3, 4-dimethoxyphenyl) sulfonyl]-
(R)-alanine

5 To 0.164 g of methyl N-[2-(2,6-
difluorobenzyl)-6-methoxyphenyl] -N-[ (3, 4-
dimethoxyphenyl)sulfonyl]-(R)-alaninate dissolved in
8 ml ¢f a 1,4-dioxane/water mixture (4/1) is added, at
rocm temperature, 0.015 g of lithium hydroxide

10 monohydrate. The mixture is left at room temperature
for 48 hours. The reaction medium is washed with 1M
hydrochloric acid solution and extracted with ethyl
acetate. The organic phase is dried over anhydrous
sodium sulfate and concentrated. The residue is

15 chromatographed on a column of silica gel, eluting with
a dichloromethane/ethancl mixture to give 0.08 g of the

expected product.




di et hyl phenyl ) sul fonyl ] gl ycinam de 10 Starting with 0.83 g of

N-[ 4-chl oro-2-(2,5- difluorobenzyl)phenyl]-2,5-dinethyl -

chl or obenzenesul f onam de according to Exanple 15, 0.424 g of the expected
product is obtained. IHNWR S in ppm DI\/SO dé): 15 2.16 (s, 3H); 2.36 (s,
3H); 3.92 (d, 1H); 1H); 6. 87

(unr esol ved “@bE@P&%OAﬂ% 5 p. 169 7C‘ ééSEXanple 5?C$7f325%5?°°2°17

N2- [ 4- chl or o- 2- (pyri d- 2-yl et hyl ) phenyl | - N2-

[ (3, 4-di met hgxyphen I)sulfonzllp]%yglym nani de

2- (5-chl oro- 2Hn Mﬁo eh yPH Py ed6ﬁo §26ﬁ4 ggﬂbot%s%?uﬁ?te?ﬂlbutOX|de
25 500 di met | f d | d 8. 66

I4nchl oronit r(}bgﬁzle‘gg %ﬁ ’S% S’XI e S O\Igilsl-(I%E (HFEULE1 @%) (Gea/ER 'wD

2006/ 024779 005/ 0020 2-chl | | ved

100 m of di r%‘ét% ﬂdﬁd% rdrz gﬂ‘is foes &b pWr?’?erat IZ:SOt\rlmg "

mxture is hy tyr at a i C I ride solution and
extract ed thrg%&%¥%§gé%1%%@?% lg{Shl dng?ﬁgng@”Thgﬂorganlc phase is dried

over anhxﬂrous sodi um sul fate and concentrated. The residue is filtered
through silica H eluting with dichloronethane, to give 10.695 g of the

expected produet mxhéh I@ WYRZ6 hA-pROyE DHEQ: 88k ordpdfiz(s) -8 - 7.20-7. 31
(unresol ved conpl ex, 0-7. 78 (unresolved conplex, 3H); 8.03 (d,
1H); 8.41 (d, 1H)methoxyphenyl] -N?-{ (3, 4-dimethoxyphenyl)sulfonyl]-
(RY-alaninamide
Starting with 0.098 g of N-[2-{2,6-
10 difluorobenzyl)-6-methoxyphenyl]-N-{(3,4-
dimethoxyphenyl)sulfonyl]-{R)-alanine accocrding to
Example 43.2, 0.08 g of the expected product is
obtained.
'H NMR & in ppm (DMSO d6): 1.34 (d, 3H); 3.32 (s, 3H);
15 3.74 (s, 3H); 3.85 (s, 3H); 4.22 (d, 2H); 4.41 (q, 1H);
6.27 (d, 1H); 6.88 (d, 1H); 7.07-7.44 {(unresolved
complex, 9H).
According to this process, N?-[2-(2,6-
difluorobenzyl)—6—methoxyphenyl]—N2—[(3,4—
20 dimethoxyphenyl)sulfonylj-(S)-alaninamide (compound
322) is synthesized.
'H NMR & in ppm (DMSO d6): 1.34 (d, 3H); 3.32 (s, 3H);
3.74 (s, 3H); 3.85 (s, 3H); 4.22 (d, 2H); 4.41 (g, 1lH)};
6.27 (d, 1H); 6.88 {(d, 1H); 7.07-7.44 {unresolved

25 complex, 9H).



m p. =69C 15 Exanple 51.2: 4-chloro-2-(pyrid-2-ylnethyl)aniline Starting
with 59 of 2-(5-chloro-2- nitrobenzyl)pyridine according to Exanple 8. 2,
3.86 g of the expected product are obtained. 1H NVR 6 in ppm (DMSO d6) :
3.93 (s, ZFD 5 33 (s, 2H); 20 6.66 (d, 1H); 6 93 7.06 (unresolved

conpl ex, - 7.38_(unresol ved conpl ex, 7 47 (d

1H) Exanple y? gﬁoﬁjpgﬁgﬁporo-z-(pyriﬂ- 1@5‘ PCT/§£5°°5/°°2017

ylnethyl)phenyl] 3, 4-di met hoxybenzenesul fonanm de Starting with 1.86 g of
4-chl oro-2- (pyrid-2- CORRECTED SHEET (RULE 91) ASALBR WD 2006/ 024779 - 213

- PCT/ FR2005/ 002017 yl net hyl ) anillj d| Ex\rrpl e 12.2, 2.12 g of
7eq

t he expected product are obtained. 1H (DMSO d6): 3.71 (s, 3H);
(m 1H): 8.54 (d, 1H) Exanpl éF51. 4% NZN/Af\be or o- 2-[(pyri d- 2-

3.83 (s, 3H); 3.94 (s, 2H); 7.07-7. conplex, 8H); 7.74 5
yl met hyl ) phenyl ]-N2-[ (3, 4- di -thoxylp enyllsul fonyl ] gl yci nam de 10
Starting with 0.5 g of N-[4-e¢ ~

2-yl met hyl ) phenyl | - 3, 4- di net onanmi de according to Exanple
12.3, 0.257 g of the expect obt ai ned. 1H NVR S in ppm ( DMSO
dé): 3.79 (s, 3H); 3.88 (s, 3 .03-4.48 (unresolved compl ex, 4H));

6.93-7.37 (unresolved conpl ex, 10FD¢0I¥1po£(1.m(J32£I_D 8.54 (d, 1H mp.=88C

[0p]%%= -14.6 ¢=0.15(CH,CL,)

Example 53: N2—[2—methoxy-6—(2—phenylethyl)phenyl]—Nz—

[ (3;4-dimethoxyphenyl)sulfonyllglycinamide (compound
323)

compound 323

Example 53.1: l-methoxy-2-nitro-3-[(E)-2-
phenylvinyl]benzene

To 10 ml of ethanol is added, at room
temperature, 0.31 g of sodium. The mixture is left at
room temperature for 15 minutes, and 4.05 g of
benzyltriphenylphosphonium chloride and 2 g of 2-nitro-

3-methoxybenzaldehyde are successively introduced.




Exampl e 52: N2-[2-(2, 6-difluorobenzyl)-6-nmethoxyphenyl] -

20

N2-[ (3, 4- di met hoxyphenyl ) sul fonyl ]-(R)-al ani nam de (conpound 321) WO

2006/ 024779 - 214 - PCT/ FR2005/ 002017 H2N O O O- R |

FN S\

0 F

conmpound 321 [ao]40= +14.7 c=0.19(CH2Cl 2) Exanple 52.1:

N-[2-(2,6-difl b - 6-
neEhoiyphen;l u§é€ enz ﬁ%ﬁ%thoxyphenyr)éﬁWkdhyl]- (FBQ?ﬂ€§%QQ§49°ﬁ9%? 164 ¢

of net hyl

N[2-(2, 6- dlfluorobenzyl) 6- met hoxyphenyl]-N-[ (3, 4-

dinethoxyphew%£%sulfon -(R)-al aninate dissolved in 8 Ml of a

1, 4- di oxane/
I|th|un1hydrOX|de 0 nnnoh drate, The m xture is

T &t BT 470) TPN ERRETAE UIR 00FR® cRPRAFBEGR 1B W5 g of
omt enper ature

for 48 hours.tThE*FeactP oh H%ﬂ?%%??%mﬁﬁgﬂ%ﬁ ﬁf?hwiﬁﬁeﬂyﬂ?thV%F?E acid

sol ution and xtracted wi th_eth ce anlc ase is dried over
ahydr ous. SO LD SeTE it P UREE concAhErar efer 1REn PPt cs PRI
chr omat ogr aph u n th a
d|chIoronetha§9}9$%ano€én§§?§%%§ %£%? gﬁ% 0§é§£a¥8 %% expected product WO
2006/ 024779 c@ﬂématggghﬁﬁggoéﬁ092Q&fumékbﬁm§£fié9 gg&né£m§§%g 1.64 (d,
3H); 3.22 (s, 3H 3H); 3.85 (s, 3H); . 4.22 (q, 1H);

2.254 g of the expected product.

'H NMR & in ppm (DMSO d6): 3.92 (s, 3H); 6.55-7.56

{unresolved complex, 10H).

10 ¢ Example 53.2: 2-methoxy-6-(2-phenylethyl)aniline

2.25 g of l-methoxy-2-nitro-3-[(E)-2-

phenylvinyl]benzene are added to 0.18 g of palladium-

on-charccal (10%) suspended in 90 ml of methanol, and

placed under 4 bar ¢f hydrogen. After 18 hours, the
15 reaction medium is filtered through talc and the

filtrate is concentrated to give 2.115 g of the

expected product.

'H NMR & in ppm (DMSO d6): 2.74-2.88 (unresolved

complex, 4H); 3.78 (s, 3H); 4.55 (s, 2H); 6.55-7.31

20 (unresolved complex, 8H).

e Example 53.3: N-[2-methoxy-6- (2-phenylethyl) -
phenyl] (3, 4-dimethoxyphenyl)sulfonamide
Starting with 2.11 g of 2-methoxy-6-(2-
25 phenylethyl)aniline according to Example 12.2, 0.5 g

the expected product is obtained.

of



4.77 (d, 1H); 6.31 (d, 1H); 6.78 (d, 1H); 7.02-7.44 (unresolved conpl ex,
7H), 12.5 (s, 1H. 5 Exanple 52.2: N2-[2-(2, 6-difluorobenzyl)-6-
met hoxyphenyl ] - N2-[ ( 3, 4- di net hoxyphenyl ) sul fonyl]- (R)-al aninam de Starting
with 0.098 g of N-[2-(2,6- 10 difl uorobenzyl)-6-nmnmet hoxyphenyl]-N[(3, 4-

din o]

di et ho hen sul fon - (R) - al ani ne accordi t Ex | e 2, 0.08
o:‘ t he ggecté‘a) Q‘IQJSQ(IQ?X?]@(O%H ai nel:l. 1M NWR S ign pHf /%Qﬁ?f 20157 (dg
3 3.32 3 15 3. 74 3 3.85 3 4.22 (d, 2 4,41
1tg 6. 27(?q lzy G 07 7 4gs(unr%solved gonplza 9FD. (a
Accordi ng to thi ﬁor%é@s@P“NZ(D'E‘_?ﬁqzi (m, 2H); 3.01 (m, 2H);

di f1 uor obenz met hoxyphen N2-[ (3,

dinethoxyphe% ?32 ?0n§¥¥g(§)¥g}éﬁingé%de (%ﬁnﬁ%un%H)82§)7}s 7 s¥At hesi zed.

1H NWVR S i d6): 1. .74 3H); 3.85
(s, 3H): I4.nzlfz)‘(1 ,e%%veﬁ?aamfeﬁ?&i “ﬁ% %79%1 gsr&gr% 88 (d, (1i|) 5?07-7.44

(unresol ved 25 conpl ex, 9H). WD 2006/ 024779 - 216 - PCT/FR2005/002017 H2N
OO/ SIS\ | O FNOF conpound 322 (a0]20= -14.6 c=0. 15( CH2Cl 2)

5 e Example 53.4: N?-[2-methoxy-6-(2-
phenylethyl)phenyl]—NZ—[(3,4—
dimethoxyphenyl)sulfonyl]glycinamide

Starting with 0.5 g of N-[Z2-methoxy-6-(2-
phenylethyl)phenyl] (3, 4-dimethoxyphenyl) sulfonamide
10 according to Example 12.3, 0.187 g of the expected
product is obtained.
'H NMR & in ppm (DMSC d6): 2.83 (m, 3H); 3.26 (s, 3H):
3.40 (m, 1H); 3.73 (s, 3H); 3.84 (s, 3H):; 6.76 (d, 1H);
7.03-7.36 ({(unresclved complex, 12H).
15 m.p.=243.9°C
The compounds of the invention underwent
pharmacological trials that demonstrated their
advantage as therapeutically active substances.
They were in particular tested as regards
20 their effects. More particularly, the affinity of the
compounds of the invention for the orexin 2 receptors
was determined in a test of in vitro binding according
to the technique described below. This method consists
in studying the displacement of radio-iodinated orexin
25 A bound to human orexin 2 receptors expressed in CHO

cells. The test is performed on membranes in a Hepes



Exanmpl e 53: N2-[2-net hoxy- 6- (2- phenyl et hyl ) phenyl ]-N2- [ (3,
4- di met hoxyphenyl ) sul fonyl ] gl yci nam de (conmpound 323) HZN O O ~"S \

\O\ /|

o

conpound 323 5 Exanple 53.1: 1-nethoxy-2-nitro-3-[(E)-2-

O N

phenyl vinyl] benzene To 10 ml of ethanol is added, at room tenperature,
0.31 g of sodium The mxture is left at 10 roomtenperature for 15
m nutes, and WO020Q64824279y| t ri phenylpRoshioni um cREHRR2 ARY 002 1k
2-nitro- 3-nethoxybenzal dehyde are successively introduced. WO 2006/ 024779
- 217 - PCT/ FR2005/ 002017 After 18 hours at roon1teg§erature, t he reaction

medi um is takenp MaCHi chimt.orfaHanea Samdl whigNedO wd

SwabevyineThe organic

phase is dried over anhydrous sodium sulfate and concentrated. The residue

is 5 chromat o3FaPRe¥L B cOPSAh bF sRFRBAtyer Puigeteangd. 584 BMofithe

e eenyou chrreds 265 o B RBRATIEOUPY. Fudelgenfthi g 807 o6
u v ! : .20
oy ;G ahe Yy APV AELLLIG, 2085, 0sBlod OB Doagrll (hey 8 [ (D)2

phenyl vi nyl ] béhZene are’ added

suspended gn PO; pi .. of
t he

18 hour s,

10

15

20

25

Pa

presence of 107®M of human orexin B. The ICs, values
(concentration that inhibits 50% of the binding of the
radio-iodinated orexin A to its receptors) are low,
less than 300 nM, in particular less than 100 nM and
more particularly less than 30 nM.

The affinity of the compounds according to
the invention for the orexin 1 receptors was also
studied in a test of in vitro binding according to the
same technique using radio-iodinated orexin A as ligand
in a membrane preparation of CHO cells expressing the
human orexin 1 receptors. The compounds according to
the invention show little or no affinity for the
orexin 1 receptors.

The agonist or antagonist nature of the
compounds is determined in vitro in a test of
measurement cof intracellular calcium (FLIPR) on a cell
preparation expressing the orexin 2 receptors,
according to the general technique described in
Sullivan et al., Methods Mol. Biol., 1999, vol. 114,
125-133, using 1 pM of Fluo-4 AM as fluorescent calcium

indicator. For the antagonist test, the compounds are

um on-charcoal” (10%

THE 8RO, e 80F; ¢ PL AGEInYNIE 8 DRFQT 1 fIYERQTEN. After



15 reaction nediumis filtered through talc and the filtrate is
concentrated to give 2.115 g of the expected product. 1H NVR S in ppm
(DVBSO d6): 2.74-2.88 (unresolved conplex 4H); 3.78 (s, 3H); 4.55 (s, 2H)
6.55-7.31 20 (unresolved conpl ex, Exanpl e 53. 3:

N-[ 2- met hoxy | et hyl) phenyl] 4- di met hox en sulfonanlde
Starting wtﬁ'@%gﬁ‘ﬁ?}%b%thoxy 6-(2 %gopﬁenyl eth dﬁmy%@ Ading to
Exanple 12.2, 0.5 g of the expected product is obtalned MD 2006/ 024779 -
218 - PCT/FR2005/002017 1H NVR 8 in ppm (DMVSO d6 2. ﬂé 3.01 (m
2H); 3.22 (§r%lm)cutaat7%d (fsorafi@ mlausmef(sbe%%e dmtmrBsof(Qm% s ved
conpl ex, 11H); 99 (s, E? nEIe 53. 4. L nmet h x§
phenylethyl)pﬂﬁnﬂﬁﬁx%@ By he %ﬁ%mﬁﬂ 995h§ﬂ§lygﬁl 5ﬁ§FPg ?ﬁﬁ 8§SStarting
with 0.5 g of

sul f onami de ﬁ%%%%%&hﬁg%f%sé&%ﬁﬁn%;%y}o&g % r%ér% r%g]:%%%@fae%fhg%gtct

IS obtalned DMVSO d6 2.83 (m 3 3.26 (s, 3H); 3.40
(m 1H: 31#4\"\@]%8“ il g 5 76 (d, (1H) 0 835 5 (umesm ved

conpl ex, 15 mp. *ﬁ}] agalTé‘eoé‘PcEW s Ofa 418 W el £ QN UndeF vent

pharnacologlcal trials monst rat ed theri f advant age as

t her ageutl cal et iye Mmsaccéfmnw@ t e PREFd et G £ &ostiesk as
regards

orexin receptors in a test of in vitro binding

according to the technique described above, and also

their antagonist nature determined in vitro in a test
10 of measurement of intracellular calcium (FLIPR)

according to the general technique mentioned above.

Compound ICsy OX 2 ICsy OX 1 Measurement of
No. (nM) (nM) [Ca®*]i ICsy OX 2
(nM) - FLIPR

1 13 446 5
28 62 1500 19
30 82 966 26
44 85 > 10 uM 54
107 20 899 11
124 50 > 10 uM 65
137 19 > 10 uM 10
138 8 4760 11
202 9 1870 7

The biological results show that the
compounds according to the invention are quite clearly

15 specific antagonists of the orexin 2 receptors.
Thus, the compounds according to the present

invention, as orexin 2 receptor antagonists, may be



20 their effects. Mure particularly, the affinity of the conpounds of the
invention for the orexin 2 receptors was determned in a test of in vitro
bi ndi ng according to the technique described bel ow. This nethod consists
in studying the displacenment of radio-iodinated orexin 25 A bound to human
orexin 2 receptors expressed in CHO cells. The test is perforned on

menbr anes i n WP 1HRRE/ WA TG/ 024779 - 281 PCT/ FRzm/GEQ@Pﬁ/WW Myd 2
1 mM Cad 2 25 nmM NaN3 0.025% bovine serumalbumn (BSA) 1% i ncubati on
buffer and 100 pMof ligand, for 30 mnutes at 25C. The reaction is
quenched by f4§8q akh drh<rier oRiH avgl Drend Vikegafere it/ of 21} |dbscagpe
non-specific binding is neasured in the  presence of 10-6M of human orexin
B. The 1C50 \Fé}‘{%]s"lll%d?%%?ﬂr?%‘ﬂ?fh %WC}%W%W%”SO‘@)G%?@HF%C%’W%Q of the

radi o-i odi nated orexin to its receptor are low, less than 300 nM in
particul ar |ess than 16@‘%!\%%‘1@%‘?@ %)é?t’r%ﬁ%ﬂ?/nl%%% RRHatt¥0 nM  The

affinity of the c ounds. accor di to he invention.for the orexin 1
2 P ST P e clof Ml S o AP

receptors was al sO u In a tes | 1'ng to the

same techng q;kf: %‘%exfc%g{ 054 Oﬁfﬁifsde%féé%‘i b PPind | dcd {2 membrane

preparation ! expressing t hunman or exi receptors. The
conpounds accoydidgddy e I TNeiop showdddtder orame méfdnity for the

orexin 1 receptors. The agoni st or antagoni st nature of the 20 conpounds
i s determ nechddt MUTLr 1P #h tasd WhopHEBstd erentt edadmdr@cet | ul ar cal ci um

(FLIPR) on a cell preparation expressing the orexin 2 receptors,
pathclogies in which an orexin 2 receptor antagonist
affords therapeutic benefit. Such pathologies are, for

10 example, obesity, appetite or taste disorders including
cachexia, ancrexia and bulimia (Smart et al., Eur. J.
Pharmacol., 2002, 440, 2-3, 199-212), diabetes
(Cuedraogo et al., Diabetes, 2002, 52, 111-117),
metabolic syndromes (Sakurai, Curr. Opin. Nutr. Metab.

15 Care, 2003, 6, 353-360), vomiting and nausea
(US 6,506,774), depression and anxiety {Salomon et al.,
Biol. Psychiatry, 2003, 54, 96-104; Jaszberenyi et al.,
J. Neuroendocrinol., 2000, 12, 1174-1178), addictions
(Georgescu et al., J. Neurosci., 2003, 23, 8, 3106~

20 3111; Kane et al., Endocrinoclogy, 2000, 141, 10, 3623-
3629), mood and behaviour discrders, schizcophrenia
(Nishino et al., Psychiatry Res., 2002, 110, 1-7),
sleep disorders (Sakurai, Neuroreport, 2002, 13, 8,
987-995), restless legs syndrome (Allen et al.,

25 Neurology, 2002, 59, 4, 639-641), memory learning

disorders (van den Pol et al., 2002, J. Physicl.,



according to the general technique described in Sullivan et al., Methods
Mol. Biol., 1999, vol. 114, 25 125-133, using 1 Mof Fluo-4 AM as
fluorescent calcium indicator. For the antagonist test, the conpounds are
WO 2006/ 024779 - 220 - PCT/ FR2005/ 002017 preincubated for 30 m nutes
before addition of 0.25 nM or orexin B. The 1C50 values for the orexin 2
receptors noRRERRE/OR4NERe studies ar@A%w and noEETYFRZAAA/8923017 ess
than 100 nM 5 The table belowillustrates the affinity of a nunber of
conpounds according to the invention for the orexin receptors in a test of
'n Vitro bindtHh(hbcol BPMEEED TARITECHA dlier (RSRFIBEE aBOVS, hd al S0

their antagon{g%}n %ﬁée determned in vitro_in a test 10_of neasurenent of

intracel | ul ar T { FLs PR ductbrafidi Fo ReeUgen?saf - ¢ eeh?f que¥frent i oned
"l Cs0 o 2 (HM-LBLh PRy Lo 8v SRSt A Loy §Hn G0 0 bR DR 44 G5 -
2029 1870 7 The bi o1 SHTRAT T RAGN 1 it THEt TRb O BBhpotAtd” accor di ng to.
the inventgon, pr g M 18 Ch&MFbYathic pain, hyperalgesia, allodynia
(US 6,506,774; Suyama et al., In vivo, 2004, 18, 2,
119-123), digestive disorders (Takakashi et al.,
Biochem. Biophy. Res. Comm., 1999, 254, 623-627; Matsuo
et al., Eur. J. Pharmacol., 2002, 105-109), irritable
10 bowel syndrome (US 6,506,774), neuronal degenerescence
(van den Pol, Neurcn, 2000, 27, 415-418), ischaemic or
haemorrhagic attacks (Irving et al., Neurosci. Lett.,
2002, 324, 53-56), Cushing’s disease, Guillain-Barré
syndrome (Kanbayashi et al., Psychiatry Clin.
15 Neurosci., 2002, 56, 3, 273-274), myotonic dystrophy
(Martinez-Rodriguez et al., Sleep, 2003, 26, 3, 287-
290), urinary incontinence (Blackstone et al., AGS
Annual Meeting, poster P491,2002), hyperthyrcidism
(Malendowicz et al., Biomed. Res., 2001, 22, 5, 229-
20 233), pituitary function disorders (Voisin et al.,
Cell. Mol. Life Sci., 2003, 60, 72-78) and hypertensicn
or hypotension (Samson et al., Brain Res., 1999, 831,
1-2, 248-253).
The use of the compounds according to the

25 1invention for the preparation of a medicament for



15 specific antagonists of the orexin 2 receptors. Thus, the conpounds
according to the present invention, as orexin 2 receptor antagonists, nmay
be WO 2006/ 024779 - 221 - PCT/ FR2005/002017 wused in the prophylaxis and
treatment of all diseases involving dysfunction associated with these

receptors. The congo?nds of the invention may be used for the preparation
of a medi cameWe 20V6LPR4%73phyl axis 5 23 reat nent 39T4§32Q95ﬁéhﬁ§§7

i nvol vi ng dysfunction associated with the orexin 2 receptor, and nore
particularly in the prophylaxis or treatnment of pathologies in which an
orexin 2 recepfdVeRhtAgodt streatring dshe herbbelPgtebeRertLonsdcAPPEE hol ogi es
are, for 10 efa | e, ObeSit%é a getite or taste disorders including
cachexi a, anof®XP8 aRd*BLFFhia E Farteth@l INVERFLICE:  Pharmacol ., 2002,

440, 2-3, 199-212)3 di eteﬁ% éCue r ogo.et a{. Fiabg%es, 2002, 52,
111:117). netabolic syAdPBreECt SAkuraf, LENFREIePi hS RGP, Met ab. 15dcare,
2003, 6, 353- L L 06-7Z4 i

anxiFty (Sa|gﬁ%@ig?ﬂﬁﬁﬁ%'9§$§f532§§§%?%§¢§§gagogf %ﬁ%mﬁg§?&§?§5§§%§§renyi
oL Al g o neeaReRRntyTeing ShE0: olierdRddyiy Bhe BORLELPNY 1hCoOTOCSC

Endocr | nol 0gysn@00Bophelaxid. o#628eaBheRN  ofi0pre apgihebayloyr di sorders,
schi zophrenia (N shino et al., Psychiatry Res., 2002, 110, 1-7), sleep

di sorders (Sakeweiondguswseport, 2002, 13, 8, 987-995), restless |egs

syndrome (Allen et al., 25 Neurol ogy, 2002, 59, 4, 639-641), nenory

| earning disorders (vancdendPed b ahoth@P02f itsPhyseots, the
present invention relates to pharmaceutical

10 compositions containing, as active principle, at least
one compound according to the invention. These
pharmaceutical compositions contain an effective dose
of a compound according to the invention and optionally
one or more pharmaceutically acceptable excipients.

15 The said excipients are chosen, according to
the pharmaceutical form and the desired mode of
administration, from the usual excipients known to
those skilled in the art.

In the pharmaceutical compositions of the

20 present invention for oral, sublingual, subcutaneous,
intramuscular, intravenous, topical, local,
intratracheal, intranasal, transdermal or rectal
administration, the active principle of formula (I)
above, or the possible salt, solvate or hydrate

25 therecf, may be administered in a unit administration

form, as a mixture with standard pharmaceutical



WD 2006/ 024779 - 222 - PCT/ FR2005/ 002017 541(1), 169-185; Jaeger et al.,
Pepti des, 2003, 23, 1683-1688; Telegdy et Adam k, Regul. Pept., 2002, 104,
105-110), sexual and psychosexual dysfunctions (GQulia et al.,

Neur osci ence, 2003, 116, 921-923), pain, 5 visceral or neuropathic pain

hyper al gesi a, aI%é i US 6, 506, 774; yama et aI i 22?%11_}(

2, 119-123), chil ggﬁ?:rﬁf%orders (Takal@ hi~ et al. @:%/olﬂ Y. Res
Comm, 1999, 254, 623-627; Matsuo et al., Eur. J. Pharnacol , 2002,

105- 109) irritaple 10 bowel ndrome (US 6, 506, 774), neuronal

degener escencC J(R/Ja?PB%'n tF‘E)II“"’“Kle‘i‘ﬁ“g % 9he pERYhYlatkaetT ¢ or

h h tt Kk hb 2002, 324, 53-56
Cﬁgm);g 2gld:: a]é%aecm?siu I?%I\ ﬁg%a?‘k?%ve s%%é” fl&ﬂb‘%\%‘%ﬁe%t al ., Psychi a%ry

(e ﬁiz“ﬁeg&fﬁéh'e% et %ﬁ%@ﬁ%ﬁ%é“%%f@fﬁ%s& YR .
i nconti nence ﬂ% t efo g s&ﬁﬁ %n@é@ e{\%etégg,,? &Psﬁﬂdpéec)ll 2002
| en a

hypert hyroi di sm oW cz et i omed 001, 22 229 20
233), pi tUNQE%J&*D&é' Aot SPs deg Sa(Vod §1 Ncedw Bhg %ur@lénd MNpbapLife Sci.,

2003, 60, 72 and hypertensmn or hypotensmn Sanson et al., Brain

Res., 1999, 83diutilords 2485283nsldres Usuiefiddea COMpOEEs, according to the
25 invention for the preparation of a nedi canent for WD 2006/ 024779 - 223 -

PCT/ FR2005/ 00207a t g etvent j nohtoraddebd + ngr t Tret Pt d0d D g @si et + onhesh above
forns an integral part of the invention. A subject of the invention is also
forms, forms for administration by inhalatiocn,
subcutaneous, intramuscular or intravenous
administration forms, and rectal or vaginal
administration forms. For topical application, the
compounds acgcording to the invention may be used in
creams, ointments or lotions.

For example, when a solid composition in the
form of tablets is prepared, the main active ingredient
is mixed with a pharmaceutical excipient, such as
gelatin, starch, lactose, magnesium stearate, talc, gum
arabic or the like. The tablets may be coated with
sucrose, a cellulose derivative or other materials. The
tablets may be made via various techniques, direct
compression, dry granulation, wet granulation or hot-
melting.

In order to obtain the desired prophylactic
or therapeutic effect, the dose of active principle may

range between 0.1 mg and 200 mg per kg of body weight

and per day. Although these dosages are examples of an




medi caments conprising a conpound of formula (1). These 5 nedicanents find

their therapeutic use especially in the prophylaxis or treatnent of the

pat hol ogi es nenti oned above. According to another of its aspects, the

present invention relates to pharmaceutical 10 conpositions containing, as

active pri ncLPF)cl)e at , | east one conpound according to t}1e i nvention.. These
FR2P

phar maceuti c 9&&%9??1%% contain am éective doET

according to the invention and optionally one or nore pharmaceutically
accept abl e exci pients., 15 The sai d excipients are, chosen, according to the
phar maceut i ct VAR afttidel s TRIEFOBRY ofe Rt HF$t3 Rt F3FES 1 Bm t he usual
exci pi ents knagwn tgl,those skjlled in the art. In theﬂﬁharnacqgticaé
conposi ti ons ‘Bt The P pras el hvENTFITe fore o?BPTORILT Fhguapd suc

subcut aneous, ,_intramuscul ar, intravepous, topical. |ogcal i htratracheal ,
niranasal , (GRFAAES i or TP HRURE o TRV OR R nd GeR T e pl e of
formula (1) V, i S e; or er eof ,
may be adm ni@?ée)rlg%él)in %f%%?fé%dﬁlé%? s@#% ?%ﬁéﬁ%%)rln? %éygéﬁ%%%e&\% th

standard phardBoeyld €oint\Q L0905, O {4 -by2dhe EEIL ERO096 09204 T o

excipients, to man and aninmals for the prophylaxis or treatnent of the

above di sor defise Glodl SeRSESMi NS APPIOP) | BLE W dhi O4MB Bhe BB pbBs&ation
i nclude oral forns such as tablets, soft or hard gel 5 capsul es, powders,

granul es, chexf nthguimidnshtoi&ht. sol utions or suspensions, sublingual,
buceal Each unit dose may contain frem 0.1 to
1000 mg and preferably from 0.1 to 500 mg of active

10 principle in combination with one or more
pharmaceutical excipients. This unit dose may be
administered 1 to 5 times a day so as to administer a
daily dosage of from 0.5 to 5000 mg and preferably from
0.5 to 2500 mg.

15 According to another of its aspects, the
present invention also relates to a method for
preventing or treating the pathologies indicated above,
which comprises the administration of a compound
according to the invention, a pharmaceutically

20 acceptable salt, a solvate or a hydrate of the said

compound.



intratracheal, intraocular or intranasal admnistration forns, forns for
adm ni stration by inhalation, subcutaneous, intranuscular or intravenous
10 adm nistration fornms, and rectal or vaginal admnistration forns. For
topi cal application, the conpounds according to the invention nay be used

in creans, ointnentz or _lotions. For exanple, when aﬁﬁplid(§§H?OSition in
the 15 formeP £8BPEPR4T7E%prepared, thef4hih acti veFFTIWFRAAEHMY03& T xed

wi th a pharnmaceutical excipient, such as gelatin, starch, |actose,
magnesi um stearate, talc, gum arabic or the like. The tablets may be
coated with sucrose, a cellulose deri&:®i%2 or other materials. The 20
tabl ets nay be made via various techniques, direct conpression, dry
granul ati on, wet granulation or hot- nelting. In order to obtain the
desired prophylactic of theea egtig ef;ect th doge gf active grinciple
may 25 range between 0.1 ny VLS A ﬁﬁ 5%?p%ﬁ 8F9p 8y i%ﬁ?eﬁﬁ per day.
Al t hough thesg %@éfgeglﬁre exanpl es of an WO 2006/ 024779 - 225 -
PCT/ FR2005/ 0020 average situation, there nay be particular cases in
whi ch highegr or |ower dosages are appropriate, and such dosages also form
part of the invention. According to theRusu%5 practice, the dosage that is
appropriate to 5 each patient is determ pkd t he doctor according to the
mode of admi nistration, thSE@E%?ht ﬁnd tﬁe response of the said patient.
ro

Each unit dose may contain 0. 10 666|| and preferably fromo0.1 to

500 ng of active 0 @
in which
¢ Ar, represents
- an aryl group such as a phenyl group optionally

10 substituted with one or more groups chosen,
independently of each other, from the following groups:
a halcgen atom, a (C;-C4) alkyl group, a (C;-Cs) alkoxy
group, a fluoro(C;-C4)alkyl group, a cyano group, a
group —-CO-NR,R,, a group -NRiRp,

15 with R, and Ry being, independently of each other, a
hydrogen atom or a (C;-C4) alkyl group,
- a heterocyclyl group chosen from pyridyl,
pyrimidinyl, thiazolyl and thienyl, the said
heterocyclyl groups being optionally substituted with a

20 halcgen atom, a (C;-C4) alkyl group or a (C;-C4) alkoxy
group,
- a (C3-C¢} cycloalkyl group;
¢ T represents

- a group - (CHz)p- with n =0, 1 or 2,



10 principle in conbination with one or nore pharnmaceutical excipients.
This unit dose may be admnistered 1 to 5 tines a day so as to adm ni ster
a daily dosage of fromO0.5 to 5000 ng and preferably from 0.5 to 2500 ny.
15 According to another of its aspects, the present invention also relates

to a nmethod f I or treating.,the pathol og .ndi ove,
whi ch conpri s‘gé %(ﬂégéw#jgt rati on of "a 2(‘?grm'ound a%ﬁ&%o?’?q%al

i nvention, a pharmaceutically 20 acceptable salt, a solvate or a hydrate of
the said conmpound. WO 2%#@%779 - 226 - PCT/ FR2005/002017 dCains 1.
Conmpound correspoyckhungy to t he éene’rtai R.f bedmlga a( hydrokyll grAup orTa- Are -
N- S- AraO~) in which Arl represents - an aryl group such as a
phenyl group OptiCehaklyyllQreupstituted with one or nore groups chosen,

i ndependently of each ot‘hehrl_,__ romthe follow ng groups: a halogen atom a

(Cl-C4) al kyl- gz ogpum (C1L- C4§R3 alkicty Rigbedipg a f{lcyeCo( GIEKA) afdaoulp,gr oup, a
cyano group, a group -GEbbBﬁﬁbR a group -NRaRb, 15 with Ra and Rb bei ng,
i ndependent | y- of gesdp otheér hydrage R, abeimer aa (CGlc AR 1aWyl group,
5 group:;
®¢ Ar, represents
- an aryl group such as phenyl opticnally substituted
with one or more groups chosen, independently of each
other, from the following groups: a halogen atom, a
10 (C;-C4) alkyl group, a (Ci-C,) alkoxy group, a
fluoro(Ci-C4)alkyl group, a flucro(Ci-Cy)alkoxy group,
or with a group -NR.Rgq with R. and R4 being,
independently of each other, a hydrogen atom or a
(C1-Ca) alkyl group,
15 - a heterocyclyl group such as pyridyl opticnally
substituted with a (Ci-C4) alkyl group or a (C;-Cy)
alkoxy group;
¢ Ar; represents
- an aryl group chosen from phenyl and naphthyl, the
20 said aryl groups being optionally substituted with one
or more groups chosen, independently of each other,
from the following groups: a halogen atom, a (Ci1-Cy)
alkyl group, a (C,;-C4) alkoxy group, a fluorc(C;-C4q)alkyl
group, a fluoro(C;-Cs)alkoxry group, a nitro group, a
25 hydroxyl group,

or with a group -NRsRe¢ with Rs; and Rg being,




- a heterocyclyl group chosen frompyridyl, pyrimdinyl, thiazolyl and
thienyl, the said heterocyclyl groups being optionally substituted with a
20 hal ogen atom a (Cl-C4) al kyl group or a (Cl-C4) al koxy group, a
(C3-C6) cycloal kyl group; T represents a group -(CH2)"- with n =0, 1 or

2, WD 2006/ 024779, - PCT/ FR2005/ 002017 -CH R2 - r i bei ng
a hydroxyl gr %ng%‘?s/g‘y‘tafw al kyl gr é%é ~- a groSET?Iﬁgﬁ%Ld\%/\t&?tzgé%ei ng a
(C1-4) alkyl group, - a group ~C(OH)-R4 with R4 being a (Cl-C4) alkyl 5
group; Are represents an aryl group such as enyl optionally substituted
with one or rfd{)ie%‘?’b‘iﬁfé&c%o%%ne,ag‘?}ho‘gﬁé?ﬂerﬂl ‘g‘f"%eapctgtﬂ’tlh%?,g/fromthe
follow ng groups: hal ogen_atom a 10 (Cl-C4) al kyl group, a (Cl-C4)

al koxy group,Hg Cﬁ?u8$k¥g19€2?8rky| group, a fluoro(Cl-C4)al koxy group, or

with a group -NR i qEq ' | nde qﬁpg ach other, a
hydrogen at om g!?%&%%%%l&al y Lﬁgr%g%mgi%é a cﬁﬁ]er ociy%rf%{l)gr oup such as
pyridyl optiongldyscSubstyifed wtl,a éﬂy@brﬁhbybrgéowél%na (Cl-C4)
al koxy group; Ara represents - an aryl group chosen from phenyl and
napht hyl, ghes)dkgaisb @yl groups being optionally substituted with one
or with a group -NRyRy with Rx and Ry being,
independently of each other, a hydrogen atom, a (C1-Cy)

alkyl grcup or a (C1-C4) alkoxy group,

- a group chosen from
RSl Ss
0 0

R; represents

a —-C(0)-CF3; group,

- a group cf formula

15
F|*7
_ (i'; —(CH)—R,
RB
in which
n=20, 1, 2 or 3
. R7 represents
20 - a hydrogen atom, a (C;-C4) alkyl group, a

fluorine atom or a (C;-C4) alkoxy group,
- a group - (CHz)p-aryl, with m = 1 or 2 and the
aryl group being a phenyl group optionally

substituted with a halogen atom, a (Ci1-C4) alkyl




or nore groups chosen, independently of each other, fromthe follow ng
groups: a halogen atom a (Cl-C4) alkyl group, a (Cl-C4) al koxy group, a

fl uoro(Cl-C4) al kyl

group, a fluoro(Cl-C4)al koxy group, a nitro group, a 25

hydroxyl group, or with a group -NR5SR6 with R5 and R6 being, WD 2006/ 024779

- 228 - PCT/E i ndependent | f each ot r tom or

a (Cl-c4) al%%@gpﬁﬂv% heterocycl'yI)52 roup suchgggwﬁ&rzi%/%%&%l@nal |y

substituted with a (Cl-C4) al kyl group or a (C1-C4) 5 al koxy group, or

with a group -NRXxRy with R a bei ng, 1ndependently of each other, a
r-Grbup Efxu 9EeeE,

hydrogen atom a
chosen from 10 a
formula 1517 -

TB4)°T & P€3¥en) al koxy group, - a group
\ O.__R represents a -C(0)-CF3 group, a group of
Re (r&ﬁf)e-seﬂgs R8inwhichn=0 1, 2or 3 R7

ts 20 - hyd 1- ; : flauor t
;e?gg?gg)salkoxyagr%h%?gﬁngagggt6ﬁ¥%ngﬁ%%§%ﬁ?H%éq¢?“)gfzéo&ﬂg&%ﬂg ?hgm(n

10

15

20

alkyl group,
Rg represents
- a hydrogen atom, a (C;-C4) alkyl group, a
hydroxyl group, a (Ci;-C¢) cycloalkyl group, a
(C1—-C4) alkoxy group, a fluoro(C,-C4)alkyl group,
a -C=CH group, a -C=N group, a phenoxy group oOr
a (C1-C4) alkenyl group,
- a group —-NRjpR;; with Ry and R;; being,
independently of each other, a hydrogen atom, a
(C1-C4) alkyl group, a (C;-C4;) alkylcarbonyl
group, a (Ci1-Cs4) alkylsulfonyl group, a benzyl
group or a - {(CH;),-N(CH3), group,
or alternatively Riy; and Ri;; form, together with
the nitrogen atom that bears them, a
pyrrolidine, a pyrrolidinone, a morpholine or a
piperidine,
- a group -CO-NRj;zR;3 with Rj; and Rj;; being,
independently of each other,

a hydrogen atom,
. a {C1-Cy) alkyl group optionally
substituted with a -C=N group, an aryl
group such as phenyl or a heterocyclyl

group such as pyridyl, the said aryl and



aryl group being a phenyl group optionally substituted with a hal ogen
atom a (Cl-C4) al kyl WD 2006/ 024779 - 229 - PCT/ FR2005/ 002017 group or a
(Cl-4) al koxy group, . R8 represents - a hydrogen atom a fluorine atom or
a (Cl-c4) al kyI group, 5. RO represents - a hydrogen atom a (Cl-C4)

al kyl group, dr roup, a (C3-C6 cycl oal kyl

al koxy group, 9;1? Qﬁf @l?ﬁ)al kyl grdu 30 3 -C=CH & rcgﬂﬁ'ﬂp os(égﬁqqod-r%up a
phenoxy group or 10 a (Cl-C4) al kenyl group, - a group -NR1OR11 with R10
and R11 being, independently of each other, a hydrogen atom a (CiI-&)

al kyl group, a (Cl-C4) al kyhe&gaaucl Ydrc%?p’u% (@J@)O%W ¥ onyl group,
a benzyl 15 group or a -(CH2)2-N CHC*‘%;;%’| roup, al.ternat |ve R10 and R11
form together with the ni t EbdFé “Erbri? Y1 9T i A ne, a
pyrrolidinone, a norpholine or Cpyrierrdrn 20 - a group -C0-NR12R13 with
R12 and R13 bei ng, mdepenc% ICV ther, a hydrogen atom a

(C1-C4) al kyl group optlonally ug§t|t oup, an aryl 25
group such as phenyl or a heteﬁggycl tlé%ogrwgﬁd% aszﬁyyog& the said aryl

and WO 2006/ 024779 - 230 - %EE@EE@QQ%ﬁQQ?Q% nitrogen atom that

bears them, a group
MeC
WA

~ a group —-COOR;; with Ri4 being a (C;-C4) alkyl
group,

10 - a group -NH-CO-NR;sRi1s with R;s and Ri¢ being,
independently of each other, a hydrogen atom, a
(C1-Cs) alkyl group, a phenyl group or a benzyl
group, the said phenyl and benzyl groups being
optionally substituted with one or more

15 substituents chosen from a halogen atom, a
(C1-C4) alkyl group and a (Ci1-C4) alkoxy group,
- a group -S0,-NR;7R;g with Ry7 and Rig being,
independently of each other, a hydrogen atom or
a (C1-C4) alkyl group,

20 - a group -S0;-Ris with Ry being a {Ci1-C4) alkyl
group or an aryl group such as phenyl,
- a heterocyclyl group chosen from 1, 3-
dioxelanyl, imidazolyl, tetrazolyl, triazolyl
optionally substituted with a (C;-C4) alkyl

25 group, thiazolyl, pyrimidyl, oxadiazolyl or



het er ocycl yl groups being optionally substituted with a (CL-C4) al kyl
group or a hydroxyl group, or alternatively R12 and R13 form 5 together
with the nitrogen atomthat bears them a group MO Nzz Mo | / ON - a
group -COOR14 with R14 being a (Cl1-C4) alkyl group, 10 - a group

- NH- CO- NR15R16 wi th > .and R16 being, dependent |

hydr ogen atorﬂoagoc{ 102(5137% kyl group, 33 hényl gro F@%@%g%laroup

t he said phenyl and benzyl groups being optionally substituted with one or

nore 15 substituents chosen froma haI ogen atom a (Cl- al kyl group and
a (Cl-C4) al koxy gr dﬁﬁfl dyvl.g Y% %Nﬂlﬂ%@%ct% %;]1)'#6 R18 bei ng,

'.”2:8?233: 's,%lz"fméac“ téfgitbeleq rsrévdrﬁ%of%”&a%’niﬁtong%ﬁ UG5 “aroup.
?F{d??; SI ,en%/et r:atrz]ol 91% (5%/ Cirgrop |o{>ﬂ1 yf];}{selrj(é{%é]i% %} >%ﬁ)%é].glg(m 4)

25 2 231 -
al ky group, t 'Sof;%yyr} gﬂéjsvédla%c;%cf 2 W@ W0, ?9@9 QZZQ

PCT/ FR2005/ 002017 tthe 1Tm el ng optlonal stituted on

the nitrogen atom widh 4 gquzﬁg) arf! Kte 00D Do ezl the tetrazolyl
bei ng

optionally substituted with a (Ci-C4) alkyl,

- a group —NH-CO~OR;5, Ris corresponding to the

above definition,
in the form of base, of acid-addition salt, of hydrate
or of solvate, in the form of enantiomers,
diastereoisomers, rotamers or atropoiscmers, or
mixtures thereof.

2. Compound of general formula (I)

according to Claim 1, in which
s Ar;, represents
- an aryl group such as a phenyl group optionally
substituted with one or more grcups chosen,
independently of each other, from the fcollowing groups:
a halogen atom, a (C;-C4) alkyl group, a (Ci-C4) alkoxy
group, a fluoro(C;-Cy)alkyl group,
- a heterocyclyl group chosen from pyridyl, thiazolyl
and thienyl, the thienyl being cptionally substituted
with a (Ci1-C4) alkyl group,
- a (C3-Cs) cycloalkyl group;
s T represents

- a group - (CHz)p- with n = 1,




optionally substituted with a (Cl1-C4) alkyl group 5 or a benzyl, and the
oxadi azolyl being optionally substituted wwth a (C1-C4) alkyl, - a group
-NH- CO OR15, RI15 corresponding to the above definition, in the form of

base, of acid-addition salt, of hydrate 10 or of solvate, in the form of

enantioners, __diastereoi somers, rotamers or atrop0|so tures
t hereof. 2. dﬁ%p%ﬂﬂﬁi 4 E%eral fornulazéﬁ) accordl 9%@%9@54“8? n which
15 Arl represents an aryl group such as a phenyl group optionally

substituted with one or groups ch sen dependently of each other,
from the fol I i Group B2 HAidueh RPGAE 2 PESZEAY lalkfMBGPup. a

(C1-4) al kox gy?rogﬁ a fluoro(Cl-C4)al kyl group, - a heterocyclyl group
chosen from pyri Y4z8F§HPr and thienyl, the thienyl being optionally

substituted mn CI\Q$;_ I rou (C3-C C I roup; 25
T represents - h%lf%LE% Kylt}? it Bmpg \?\Dq’?ﬂ)(()%; 2&’41;{/@_@ %&9

PCT/ FR2005/ 0020 75 r 5,2 D‘WOH)—Q"’ Ry k rgcg'é‘g(@l ?r 8&)&19?%8 a
(C1-4) al kyl group, - a group -R3with ing a ¢ Sroup, -

a group . € HpeR4 gbggsgﬂtgelng a (C1- CA) al kyl group, 5 Are represents
an aryl group such as phenyl optionally substituted

- an aryl group such as phenyl opticnally substituted
with one or more groups chosen, independently of each
other, from the following groups: a halogen atom, a
(C1—Cy) alkyl group, a (Ci-Cq} alkoxy group, a

10 fluoro(Ci;-Cs)alkoxy group, a group -NR.Rq with R: and R4
being, independently of each other, a hydrogen atom or
a (C1-C4) alkyl group:
¢ Ar; represents
- an aryl group chosen from phenyl and naphthyl, the

15 phenyl group being optionally substituted with one or
more groups chosen, independently of each other, from
the following groups: a halogen atom, a (C;-C4) alkyl
group, a (Ci~-C4) alkoxy group, a fluoro(C;-Cs)alkyl
group, a fluoro(C;-C4)alkoxy group, a nitro group,

20 or a group -NRsR¢ with Rs and R being, independently of
each other, a hydrogen atom or a (C;-C4) alkyl group,

- a group chosen from
OGNS
O o

¢ R; represents




with one or

fol |l ow ng groups:
group,
bei ng,
group;
15 phenyl
chosen,
atom a (C1-¢4) aI
group, a quoro?C
with RS and
(Cl-C4) al kyl g?o%’fo
2006/ 024779 -

Ar a r
grou

formula 17

a hydrogen atomor a (Cl-C4) alkyl g

atom

10

15

20

25

nore groups chosen, independently of each other, fromthe
a hal ogen atom a (Cl1-C4) alkyl group, a (Cl-C4) al koxy
a 10 fluoro(Cl-C4)al koxy group, a group -NRcRd with Rc and Rd
i ndependently of each other, a hydrogen atomor a (Cl-C4) alkyl
ryl group chagsen fron1phe t he

% %@&%g%ﬁ?gnal | y substi %13[ d with orf FF%%S
i ndependent |y of each other, from the foll ow ng groups: a hal ogen
éﬁ u a (C1-C4) al koxy group, a fluoro(Cl-C4)al kyl

%ﬁr YHoup, a nitro group, 20 or a group - NR5R6
beln |n9e$§nde tly of each other, a hydrogen atomor a

fosen from 25 RIL represents WO

233 - PCT/FR2005/002017 - a-C0)-CF3 group, - a group of
i (CH2)- RO R8 5 infﬁhiCh n =0, 1or 2 R7 represents -
| up R8 represents 10 - a hydrogen

_— ([3 —(CH)i—R,
Rs

in which

n=20, 1o0r 2,
R; represents
- a hydrogen atom or a (C;-C4) alkyl group
Rg represents
- a hydrogen atom,
Rg represents
- a hydrogen atom, a (C1-C4} alkyl group, a
hydroxyl group, a (C;-C4} alkoxy group, a
fluorc{C1-C4)alkyl group, a -C=CH group or a —-C=N
group,
- a group —-NRjpR;1 with Rjp and Rj;; being,
independently of each other, a hydrogen atom, a
(C1—-C4) alkyl group, a (C;-C4;) alkylcarbonyl group
or a benzyl,
or alternatively Rijp and Ri; form, together with
the nitrogen atom that bears them, a
pyrrolidine, a piperidine or a pyrrolidinone,
- a group -CO-NR;3R;3 with R;; and R;3 being,
independently of each other, a hydrogen atcm or

a (C1—-C4) alkyl group,



RO represents - a hydrogen atom a (Cl-C4) al kyl group, a hydroxyl group,

a (Cl-4) al koxy group, a fluoro(Cl-C4)al kyl group, a -C=CH group or a

-C=N 15 group, - a group -NRIOR11 with R10 and R11 being, independently

of each other, a hydrogen atom a (Cl-C4) al kyl group, a (Cl-C4)

al kyl car bonyl grou or a benzyl, 20 or alternatively RLO and R11 form
H’gt%@gﬁ!

together wit Q2432 atom t hat e them aPGR/FRANGH/Q02047

pi peridine or a pyrrolidinone, - a group -CO NR12R13 with R12 and R13

bei ng, independently of each other, a hydrogen atomor 25 a (Cl-C4) alkyl
group, WD 2006/ 0247 7®r -abizyrnatpye FRR05200281s7 £ogm, altogetdeny @liyfhR12 and
R13 form together with the nitrogen atomthat bears them a group MeO N~
MeO 5 - or a group -ErORIMEFRIN RAPDHIRT P30S emal kyWITYiduUp, - a group
-NH- CO NR15R16 with R15 and R16 being, independently of each other, a
hydrogen atom a (Cl-C4) al kyl group, a phenyl or a benzyl, 10 - a

het erocycl yl group chosen fronlinidazmﬁqig;;ffj?gnally substituted on the

nitrogen atomwith a (CL-C4) al kyl grou etrazolyl optionally

substituted with a (Cl-C4) al kyl groumsoa AN

5 - or a group —-COOR;y with Ris being a (Ci1-C4)
alkyl group,
- a group -NH-CO-NR;sRi¢ with Rjis and Rjg being,
independently of each other, a hydrocgen atom, a
(C1-C4) alkyl group, a phenyl or a benzyl,
10 - a heterocyclyl grcocup chosen from imidazolyl

optionally substituted on the nitrocgen atom with
a (C1-C4) alkyl group, tetrazolyl optionally
substituted with a (C;-C4;) alkyl group, and
triazolyl,

15 in the form of base, of acid-addition salt, of hydrate
or of solvate, in the form of enantiomers,
diastereoisomers, rotamers or atropoisomers, or
mixtures thereof.

3. Compound of general formula (I)

20 according to either of Claims 1 and 2, in which
e Ar, represents
- an aryl group such as phenyl optionally substituted
with one or more groups chosen, independently of each
other, from the following groups: a halocgen atom, a

25 (C1-C4) alkyl group, a (Ci;-C4) alkoxy group, a



triazolyl, 15 in the formof base, of acid-addition salt, of hydrate
solvate, in the formof enantiomers, diastereoisoners, rotaners or
atropoi sonmers, or mxtures thereof. 3. Conmpound of general formula
according to either of Cains 1 and 2, in which Arl represents - an aryl
group such as phenyl (Qﬁionally substituted wth one or nore groups
d@g TEhch ot her, W the fol | RET 020 1al ogen
atom a 25 (Cl1-C4) al kyl group, a (Cl-C4) al koxy group, a WD 2006/ 024779 -
235 - PCT/ FR2005/ 002017 fluoro(Cl-C4)al kyl group, - a heterocyclyl
P ien® (Caishzbikyl J&AHPthi enyl, the thienyl being optio
substituted with a (Cl-C4) alkyl group; 5 T represents - a group -(CH2)n-

chosen, i nde

chosen from

with n = 1,

~CHSL IO Gl F TR R FEOHR nlgt AR HyF B3 - g etaEolyiar e

or

(1)

group
nal l'y

of

20

t | h as. ph | ti | | bstituted . 1 ith
or ot e gr o HORERY | ndaleridb Ty ore SaE P ot WA LLY (ST he FEfTowing

groups: a ha t pm_ - | kyl group, a (Cl-C4) al koxy group; a
group -NRcRdgaﬁ?ﬁgR@ﬂ;ﬁ%)Rég%ggﬁéFgFﬁdependently of each other, a

hydr ogen agom(y'f%ggggégpsaJkyl group; 15 Ara represents - an aryl group
h

such as phenyl, t

10

15

20

25

phenyl group being
- a group —{CH;),- with n = 1,

SCHR, |
a group with R; being a hydroxyl group;

Ar, represents

- an aryl group such as phenyl optionally substituted
with one or more groups chosen, independently of each
other, from the following groups: a halogen atom, a
{(C1-C4) alkyl group, a (Ci:-C4;) alkoxy group; a group
-NR:Rq with R, and Rg being, independently of each other,
a hydrcgen atom or a (Ci1-C4) alkyl group;

s Ar; represents

- an aryl group such as phenyl, the phenyl group being
cpticnally substituted with one or more groups chosen,
independently of each other, from the following groups:
a halogen atom, a (Ci1-C4) alkyl group, a (Ci-C4) alkoxy
group,

or alternatively a group -NRsR¢ with Rs and Rg being,
independently of each other, a hydrogen atom or a

(C1-C4) alkyl group:;

®* R; represents

- a group of formula



optionally substituted with one or nore groups chosen, independently of
each other, fromthe followi ng groups: a halogen atom a (Cl-C4) al kyl
group, a (Cl-C4) alkoxy 20 group, or alternatively a group -NRSR6 with R5
and R6 being, independently of each other, a hydrogen atomor a (Cl-C4)
al kyl group; Rl represents 25 - a group of fornula WO 2006/ 024779 - 236 -
PCT/ FR2005/ 00%@ 1200 R702427¢H2) - RO RS i238wti ch n = RET/FRA0G5/002947
represents 5 - a hydrogen atomor a (Cl-C4) al kyl group, R8 represents -
a hydrogen atom RO represents - aRjydrogen atom a -C=CH group or a
-C=-N 10 group, - a group -CO NR12RI3 with R12 and R13 bei ng,

i ndependently of each other, a hydre @HmoR, a (CL-C4) al kyl group, - a
het er ocycl yl chosen fromim dazolyl 15 optionally substituted on the
nitrogen atomwith a (Cl-C4) al kyl ®soup, tetrazolyl optionally
substituted wth a (Cl-C4) al kyl group, and triazolyl,

in which
n=20a,1o0r 2,
R; represents
5 - a hydrogen atom or a (C;—-C4) alkyl group,
Rg represents
- a hydrogen atom,
Re represents
- a hydrogen atom, a -C=CH group or a -C=N
10 group,
- a group -CO-NRj»Ri;3 with R;; and Ri;; being,
independently of each other, a hydrogen atom cr
a [(C;~C4) alkyl group,
- a heterocyclyl chosen from imidazolyl
15 optionally substituted on the nitrogen atom with
a (C1-C4) alkyl group, tetrazolyl opticnally
substituted with a (C1-Cy) alkyl group, and
triazolyl,
in the form of base, of acid-addition salt, of hydrate
20 or of solvate, in the form of enantiomers,
diastereoisomers, rctamers or atropoisomers, or
mixtures thereof.
4. Compound of general formula (I)
according to any one of Claims 1 to 3, in which

25 e Ar, represents



in the formof base, of acid-addition salt, of hydrate 20 or of solvate,
in the formof enantioners, diastereoisoners, rotamers or atropoisoners,

or mxtures thereof. 4. Conpound of general formula (I) according to any
one of Clains 1 to 3, in which 25 Arl represents WO 2006/ 024779 - 237 -
PCT/ FR2005/ 002017 - an aryl group such as phenyl optionally substituted
with one or n¥Pe29P6(9242h%sen, independeht Iy of eadFT/ 054QQAA% he
foll owi ng groups: a halogen atom a (Cl-C4) al kyl group, a (Cl-C4) al koxy
group, 5 - a heterocyclyl group such as thienyl, optionally substituted
with a (Cl-C4) ankgryhroupup Juekpaesenesyl apgrenpllycsebatititadn = 1,
Are represents, 10 - a phenyl group optionally substituted wth one or nore

groups chosen¥itmdepRnaentPye ofreakh SRAERN, f tBAFPERESRBLY o%F n§28Roups: a
S (e B D N I N
10 o, 2 (G R AL U 0 21 SR ESSTLS o BB, 97 0p OBCLonallY
(LT e GOl oM RO BEUpSt 2 BELOOSRAOR, B (G Eoal it ?) Tt 8
I ndependent | ys@bs €86k 84 el £ 1 8 hy&[-29§n 2349 Grofip,
¢ T represents
- a group - (CHz)p—- with n = 1,
e Ar, represents
10 - a phenyl group optionally substituted with one or
more groups chosen, independently of each other, from
the following groups: a halogen atom, a (C;-C4) alkyl
group, a (C;-C4) alkoxy group, a group -NR.Ry with R and
Rs being, independently of each other, a hydrogen atom
15 or a (Ci-C4) alkyl group:;
* Ar,; represents
- a phenyl group opticnally substituted with one or
more groups chosen, independently of each other, from
the following groups: a halogen atom, a (C1-C4) alkyl
20 group, a (Cy~Cy) alkoxy group,
or alternatively a group -NRsR¢ with Rs and Rs being,
independently of each other, a hydrogen atom or a

(C1-C4) alkyl group:;

¢ R; represents

25 - a group of formula



(C1-A4) alkyl group; Rl represents 25 - a group of formula WO 2006/ 024779
- 238 - PCT/ M2005/ 002017 -C(CH2)o RO R8 in which n =0, 1 or 2, R7
represents 5 - a hydrogen atomor a (Cl-C4) al kyl group; R8 represents -
a hydrogen atom RO represents - a group -CO NR12R13 with R12 and R13

bei ng, 10 i ndependently of each other, a hydrogen atomor a (Cl-C4) alkyl
group, - a hef@r#R9e({@24hten fromim'da?z:tﬂyy'l subsBARAERR AP AARR2AE % r ogen
atomwith a (CLl-C4) alkyl group, tetrazolyl substituted with a 15 (Cl-C4)
al kyl group, and triazolyl, in the fé&;m of base, of acid-addition salt, of
hydrate or of solvate, in the form df enantioners, diastereoi soners,
rotamers or atropoisoners, or mxtulles {Qk)eoR, 20 5. Process for
preparing a conpound of formula (I)|according to any one of Clainms 1 to 4,
characterized in that - either the cdiypound of general forrmula (I1) is

al kyl ated with the conmpound of general formula (IV), in 25 the presence of

a base; in which
n=20, 1or 2,

R; represents

5 - a hydrogen atom or a (C;-C4) alkyl group:
Rg represents
- a hydrogen atom;
R¢ represents
- a group -CO-NR;2R;3 with Ri> and R;; being,

10 independently of each other, a hydrogen atom or
a (C1-C4) alkyl group,
- a heterocycle chosen from imidazeclyl
substituted on the nitrogen atom with a (C1-Cy)
alkyl group, tetrazolyl substituted with a

15 (C1-C4) alkyl group, and triazolyl,
in the form of base, of acid-addition salt, of hydrate
or of solvate, in the form of enantiomers,
diastereoisomers, rotamers or atropoisomers, or
mixtures thereof.

20 5. Process for preparing a compound of
formula (I) according to any one of Claims 1 to 4,
characterized in that
- either the compound of general formula (II) is
alkylated with the compound of general formula (IV), in

25 the presence of a base;



WO 2006/ 024779 - 239 - PCT/ FR2005/ 002017 - or a Mtsunobu reaction is
performed between an al cohol of formula (X) and a conpound of general
formula (11): base R -ZO(IV) R 0O Il I Il Art-T-Are-NHS-Ar3
Art-T-Are-N-S -Ar3 11 Il 00 (Il) (1) PPh3/ DIADR - OH 5 (X) in the

ot Tned i n t MASOET9EARI ' 1L 2" o3t Gr oup, o2 vEnzadi/asEnel o 2

according to Claim 10 5, characterized in that the conpound of fornula

(I'1) is obtained by sulfonylation of a, conpound of formula [11) with
sul fonyl chl o?i%l’ésaoml?%%%‘é FSACtIAN the PpFEQERTE BFTYedRs® 0 base 11

07 (1) T ¢ H COMpbURBSTET bR bt 11 ) SO Ty CRrgiars ) (Y

formula (II):

base
’ R,—2Z l
o) (V) R, O
Ar1—T—Ar2--—NH—%—Ar3 Ar1—T—Ar2—r|\l—--|Sl —Ar,
o O
@ I [ 0
PPh, / DIAD
R;—OH
5 X)

in the compounds of formulae (II), (IV) and (X), Ar;,
Ar,, Ar;, T and R; are as defined in formula (I) and Z
is a leaving group.
6. Preparation process according to Claim
10 5, characterized in that the compound of formula (II)
is obtained by sulfonylation cf a compound of fcocrmula
(III) with sulfonyl chlorides of formula (V), in the
presence of a base:
0
base I

Ar—T—Ar,—NH =  An—T—Ar,—NH—S—Ar
1 2% o1~80,—An ’ 2 e

(1) V) (I

15

in the compounds of formulae (III) and (V), Ar;, Ar,,

Ar: and T are as defined in formula {(I) of Claim 1 and Z

is a leaving group.




Ar3 and T are as defined in fornula (1) of Cdaiml1 and Z is a |eaving
group. WD 2006/ 024779 - 240 - PCT/ FR2005/002017 7. Use of a conpound of
formula (1) according to any one of Clains 1 to 4, for the preparation of
a nedi canent for the prophylaxis or treatnment of any di sease involving a

dysfunction 5_as iated wwth the orexin 2 receptor._8., Use of conmpound
of formul a (IWO %@@6?915‘%7?0 any one of B%iTs 1 to FHFRAAS/ r:qr)ati on

of a nedi canent for the prophylaxis or treatnent of pathol ogies such as
obesity, appetite or 10_taste disorders including cachexia, anorexia and
bul i ni a, diabetes, netabolic?$§naf oPreSOMRINTEi AY seEmufa sy, depr essi on
and anxiety, addicéions nood and gegﬁ%iour | sorde schi zophreni a,

r

d# fs

sl eep di sor de?SCOTIHRY | BRs2 PRGNS VR iMfehoty feat®f ngPGi sorders, 15
sexual and ps xual dysfunctions [ visceral or._neuropathic pain,
yper al gesi o, PATPSRLE o chartoecarlE: Hor oAb PoafiaaRENP ey nar one.
neuronal de C isch 1 r. agi Cushi ng' s

di sease, Quil ggégggggéggyﬁggoﬁggéﬁigt%ﬁ?gfggﬁ@y%tg%%ﬁ%ﬁeﬁi?ﬂary _

i nconti nense, o hyper 4 yE o ks Mne PhE&kIArY fuBehtop, di sorders, hypertension
or hypotension. 9. Medicanment, characterized in that it conprises a
conpound of formula (l)gaccopgéngrt® ebpodRdOfe PbrhdameIl to 4. WO

2006/ 024779 - 241 - PCT/ FR2005/ 002017 10. Pharmaceutical comnposition

contal ni ng ataccording to any one of Claims 1 to 4 for the
preparation of a medicament for the prophylaxis or
treatment of pathologies such as obesity, appetite or

10 taste disorders including cachexia, anorexia and
bulimia, diabetes, metabolic syndromes, vomiting and
nausea, depression and anxiety, addictions, mood and
behaviour discrders, schizophrenia, sleep disorders,
restless legs syndrome, memory learning disorders,

15 sexual and psychosexual dysfunctions, pain, visceral or
neurcpathic pain, hyperalgesia, allodynia, digestive
disorders, irritable bowel syndrome, neuronal
degenerescence, ischaemic or haemorrhagic attacks,
Cushing’s disease, Guillain-Barré syndrome, myotonic

20 dystrophy, urinary incontinence, hyperthyroidism,
pituitary function disorders, hypertension or
hypotension.

9. Medicament, characterized in that it
comprises a compound of formula (I) according to any

25 one of Claims 1 to 4.



| east one conpound of forrmula (I) according to any one of Clains 1 to 4
and optionally one or nore pharnaceutically acceptabl e excipients.

WO 2006/024779 - 241 - PCT/FR2005/002017

10. Pharmaceutical composition containing at
least one compound c¢f formula (I) according to any one
of Claims 1 to 4 and opticnally cne or more

pharmaceutically acceptable excipients.



