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NEW BENZAM DE DERI VATI VESAS BRADYKI NI N ANTAGONI STS
FI ELD OF THE | NVENTI ON The present invention rel ates
wo eoomeseiphenyl sul f anoyl benzam de derivati ves BET/HU2007/000103
formula (1) and optical anti podes or racemates and/or
salts and/or hydrates and/or solvates thereof which
are useful in the treatnent or prevention of painful
and inflammatory processes. The present invention also
rehates tol}he orPcesses for

£ kY 5 INZ DE DERIVATIVED A
contalnlng the sane. §6@¥§$%§§§%1@F THE INVENTICN
Ki ni ns are endogenous med in plasnma and
peripheral tissues in response to tissue injury or
infection follow ng catal ytic cl eavage of ki ni nogens

FIEDY QBITHR DSVENTIOWes. Kinins play an inportant role
i n the pat hophysi ol ogi cal processes acconpanyi ng pain
and i nflammtion. Their biological actions are
e f
denorcl Bt SRR R, Ry R B iR B et o
formitan@y apdi epgivelmantBiodips yos . rafesateCandron Saltﬂaﬂd/QHQQQDateS and/or

solY%és ﬁ%e‘g%) nd ) Blprglg chg? mhrb tﬁ tfei(agi'%?{é 15&=8V?éng o 8()@] pﬁﬂﬂﬂ and

infla@hfatdr pioRBRABE €TRE Crededit ahdnfign f al@@tﬂelhlﬂesl $o uh@l eprocesses for
i nt enS| ve investigations [Ml. Pharnacol., 1999)

proQ@ang gemapwends. ofcermula ghyasidoto, Phagmagojegical 0217@92 s Cmﬁ@nmg
the %5 gt set of kinins, bradykinin (BK) and kallidin
5 ySBK) preferentially act through stimulation of
constitutively expressed and rapidly desensitising B2
receptors, which are widely distributed in many
BAUKSSROUNIPOR TEEINVENTI@MN, their active
carboxypepti dase netabolites, the second set of
ki ni ns, desArg9BK (DABK) and LysdesAr g9BK ( LysDABK)
activate inducible and non-desensitising Bl receptors,
whi Knizs erer am@gyn@»spp@;ﬁde@ fqmwér implasipatandl peinbgral tissues in
condi t i,ons. .General

res iR 0] i F0ETGPt s OEF S eRgbRR ieXpBE R Hininogens by

kallikdeRf éh9itfes. Eirfind play faﬁsinipbﬁaﬂ roIeemetfhE @athophystelo gahll pocesses
appears to be part of a generalized response t hat
accompruiag peincnddaflampation ridsi tiplogiseltigns pye mediated by two G-

t t
o I e L BRI S B0, B 3L ACR1 By 82 st
havfeO|bea1 idlortede [ Biatheyn. aBebpihpd. eRésasGomm 0184 |(§9925)s 260»268 and
\_/ari ous types of in In_an rmde s .it has peen
I Bl A8 AR ChiIR21 3550 Sl TR MCTHPHANGEUHE  their
Wﬁﬁ' Qﬁg frrgagﬁfbl%cé %n@ls@nﬁlh&grﬁﬂbt?od ﬁf LARPRLeAvS Ir@%ﬁfgatlons

receptor 15 licated in the acute phase
[Ma)lf Phiwendcof.) 561(11999} 3256308 qdli.h (]eéisﬁfwswé 19312003) 276%801-or

< ARVBLYd LA Re Chhon B kL LAl o

thr&fghnstﬁﬁlﬁﬁ?ﬁ;&yﬂ b&ﬁuﬁﬁ%l?%%ﬁre%k&pﬁfdt 1@pidBy dédensitisifg B2sredéptors,
studi es on m ce

which are widely distributed in many tissues. On the other hand, their active

carboxypeptidase metabolites, the second set of kinins, desArg’BK (DABK) and

LysdesArg’BK (LysDABK) activate inducible and non-desensitising B1 receptors,
which are rarely expressed under non-pathological conditions. Generally B1 receptors

rapidly appear after injuries of various natures (tissue trauma, infections, etc.). Thus the
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| acki ng bradykinin Bl receptors. Bl receptor deficient
mce are different fromw ld-type mce in sensory
wo movstsans, exhi biting i ncreased anal gesi ¢ t hr echaiude7/000103
to noxi ous chem cal and heat stinmuli, and drastic
reduction in the accunul ati on of pol ynor phonucl ear
| eukocytes at sites of inflammation [PNAS, 97 (2000)
8140- 8145 and Neur ophar macol ogy 41 (2001) 1006-1012].
Furt hernore_.the nost original .findi i,n Bl recepto
B1 gReepior BRECHH 2P ERECEAC B PEL T o EPauEepogSs fpbingjudes the
locA1€BbleRprekdibh N(KERBRALP iH-reBuldfb)C Bt b&!&r&kﬂg q8&dptdry, faliRkoids,
t he hypoal gesia seern in Bl' -receptor Knockout nmce is
cytekdnes| apdphempkines that vetodeysly play keysoles inghe early and late responses
[ nal s However . apart fromthe above changes B
Oft§ %%E%l‘f%%n‘%é@%@él%ggpar ently normal w thout any

apparsihalaaddeld @ Ghsbdenclemdgsitatedbar theferio mstviteh &v deiainatce of
of basal _expression of Bl receptors on the periphery

fungtione fiory Bapke Binén whroaiceinfpameaionh gigies+ Matilepthe B2 receptor is
1m1gi%9t%89:9 ins eﬁ:ﬁfe i RS bt {h%ﬁhﬁf%é%ﬁt‘gﬁp&ﬁfﬁﬁﬂ res?)ﬁxgﬁte[ e i gérc]:gptor is

ONME neurona enent s, I'ng the sp cord
invelyad imittghehrosic mbasaioLthiasespaist. THhsmvblweotenbnf kinitt ressptors in

i SaR 'S R S0 DU, Py, have heoh. LBk SALefe i

laclfiﬁg BRIGkinA B RIS BAMBcdpriri R Hednt 1RideArd/§igfertnt FOm wild-type
alTeviating pain not only via peripheral sites but

micg| $0 seosdravBngbens, bixhitiling deereassd c analgastst thigehiaddssite noxious

ef.fects.if. they.bl.ock cenfral Bl .recept.orsg, as I .
chefigd, GRdpditt 1R Ibo0T e ol tsos i RERT e g s iutation of
pol{mBfphbnecidat-12@dotytehel sB&C bL FRmEMin AFANYS, BF5260®) s14D-8145

Neur osci ence Letters 294 f()2000]) 175-178].. On the, basis .
andoNewgepletitiarplosn 44200 AdPRP1I0R2 ] Evepersiose Hreempyh iy finding
in BT G BRciBl AL AOUNOURRLALORBAR K SSURY B MR- kinin

I receptor antagoni sts may have di verse nodes of
rec@itdisdn nodieeytidmmegéstingi thati the bypddlgesid seeerinlBl)reeéitecksockout
.on _the nqciceptors via inhibitjon. of release of other
micg1 1§ RGERY G PGS Cerpa SCTSfISRIRR 7 Shes SRR rC HiRYevers apart
frod" e BB 0 bianigBH YST KABCIt Giick Swad] AGRARNtOn&&ihE Ofithout any
neur ones (macfgophages, fibroblasts or
apparenibpatboliogicelke¢hasesar e i nvol ved in rel easing nedi ators

(prostagl andi ns,.,cyt oki.nes and nitri.c,.0xid t ha .

sordptf SR g & e, Sfeadih oF B sy & e periphery
recéntBembR&{d@hole &fil @t Shehs THAE Bl aptists arPéRBttuligelBl expressed

receptors (constitutively) or upon induction and (3) .
‘centgadlyt rin| sone¢ mewtonaloplepgnts, frcbeding ithe) spinal gerd and some higher

S rfici rsal ..hor f ' ,
st 4 Skl B icudf: hfiens Blonf ¥ ipolAELES B nR boen
implithiRd Gf bsih tE@khiksion add hopealigead. THeasfaReBI irccepde ahtagtnists are

the treatnment of chronic. infla tory. pain. Se erall
beligyecbnt Be apefubin ervialigi F_raé”afl?"o‘?ifggg’& L raﬁ rsgay?ﬁm 50 t§ have
pos o Rer 30 A o Bl BB P RY bl PRt Pk Btors s wel
[NeupdRapormtl {2008y #@03-400531 MeatoRaporapl® (2081) 231d-2313; Neuroscience

1oV BRI WR2976954, V00495514, YEDR0g9s8S,

On the basis of scientific data bradykinin receptors are involved in mediation of

pain and hyperalgesia in several ways. B1 receptor antagonists may have diverse modes
of action. They have (1) indirect (‘peripheral’) effects on the nociceptors via inhibition

of release of other algogenic mediators. N.B. B1 receptors appear upon inflammatory
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SUMVARY OF THE | NVENTI ON W& have found a cl ass of

benzam de derivatives which have high affinity for
whe@dpkiini n Bl receptors and sel ectivity over PCT/HU2007/000103

bradyki nin B2 receptors. The selectivity is

particularly inportant as the undesired side effects

of the conpounds are much | 8ss pronounced. The present

invention relates to new phenyl sul fanoyl benzam de
: . ' [ Shvdroge .
mdglt@%%y glﬁ E%%%&?JCF%QF @w}sg{?‘ 1'1%:}5546)3 (fgé?rrogla[gfglﬁﬂrgble%t? P &idbthelial
cellsy dre{)gmnlvad Gy reQé&);m@ln@atStsr@rcgfﬁglamﬁlﬂ@[ aytokiags ahdititric oxide)

;9%1% gtn;a%H e)rt%éqegt))ﬁs @gﬁegt ( p%r%hegaé azﬁf}CCtS(O(f:ll_ll‘IOCICGptOI‘S
I Q
XSO B LS K1 B B G OBl Ut on
PalppreIessimein th? eumﬁmladoml; hewt afspisehenrd f or m a 3 7

e R Kt B nsptin HPGRRRIEL frcenter aplagontst could

be apmuamapeunbtag@n 1@ HetReatr@ént @Hbmnﬁ;qﬁﬁaﬁﬂnu MYht h
one_or nore Cl1-C al kyl group; trifiuoromnet

al k§¢verat] patgnts ﬁ@d(ypat@rrtu ﬂmlwﬁtm@t lgsayib ecbra&/klmn Bl receptor

@) r
ant {?12%%’ g%féfl’l e dﬂf&% tn%}]l tpi;p? %é%lg%(%c ehtszar? %r instance
theCI-ﬂBllgwmlgp 1nt(eﬂ)at16ﬁhlg rpatent é@hchﬁlﬁ@r oOWO2¢®)7580 At OND0LT)6964,

Wt PRt da s RROMR o7 oup, or (G 2)n x P

group; , optionally substituted with one or nore Cl-
C4 al kyl group, one or nore halogen atom -(CH 2)m CH
group, -(CH 2)mNH 2 group, -(CH 2)m CONH 2 group,

SU BN B WP, OXO group, -(CH 2)m CN group;
= 7 group, -NH SO 2-(C 1-C4 al kyl)
group, (CH 2)mcw? c group, - CO NRcRd group, -(C 1-

C4 al koxy) group, -NHCO (CH 2)m CF 3 grou - NHSO2
- cH¥edmvy fghnd) 8; cleps ifhenzamide derivatives which ave high affinity for

=
w_é

bradykinin B1 receptors and selectivity over bradykinin B2 receptors. The selectivity is
particularly important as the undesired side effects of the compounds are much less
pronounced.

The present invention relates to new phenylsulfamoyl benzamide derivatives of

formula (I)

)

wherein
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(4) - NNH- , optionally substituted with oxo group,
-SO 2-(CG-C 4 alkyl) group, Ci1- &G al kyl group, -CO(C

waz200805@bkyl ) group, -<CH 2)m O (CH 2) m OH gr oRI/HU®@F000103

2)m CH group, -SO 2-NR cRd group, -CO NR cRd group;
group; group; group; , optionally substituted with -(CH
2) m CH group, group; group;4group; Y is selected from
(1) -(CH 2)n-NR aRb; (2) -(CH 2)n-X-P group; n is an

R! I nt1§ﬁ?&ro§ér9£€bﬁ’16r@lﬁc4 ﬂkylsggglngbdl nteger fromO to 3 Xis

R?

R4 at tlaqmgrhs@geﬁ@t&ﬂ (fzy

sel ected™from (1) single (2) oxygen atom ?(
c:@s sble@ed) rﬁ@up(l)(lwﬂr@@n atons2) g?nfﬂmtra%‘/g or besneleqdealkyl group;

or b B it ARy P ) Gl o CO ey oR

a Ky7) beRAA m?néﬂauyas@aﬁmmt ®ilh odardrimbleyhydiont pfoapeast ieilogen
aromatic 4 menbered ring contai ning 1-3 heteroatom
selaé@ltle@ffromo S, SO2 and N, wherein said ring is

Ot | S ut e t 1 I

R0 he XoBUR SR oGt e Yo phEed BRENCCIRM 2 57
C&nembéreabyglbalbquit@; Ra and Rb are (1) hydr ogen at om

h th h d .
R® o 14 A REBiRSF, SHiy Q-G Siieglog Brrshegh ekt ehpien cpigpally
Cl- &bﬁktﬁ%’d WP WRe o PhorBasubRuétid 1ﬁdé§erﬂiehfl9 @8R ct@H Frh @mino,

whi ch they are both attached together forma
sathydeex 1 Hpamidazel-Hyylunl BERS; aCQORS; —NEb(HENED)4NH,, ~CO-NH,,
menbered ring containing 0-3 heteroatom (in addition
t o §A%ni trogen atomto which Ra and Rb
o@@)n&wﬁ% Ed(3Nr(®H9£1@KnP gajug;
ﬁng i's,optional stituted one or
R ayeR’ ar%mdemvéen ah sachh«gﬁmrolstxﬂr@germw@, dplagen giagyLyano,

n_at I
hydﬁg'é%%{ng of S sufRgsptea Mt o Yfmef¥) CCs i sow:
ar Oﬂmrﬁ],uoﬁm@ylp&pbﬁ) alkiyl; IC1oT odlkox yReC(=sO N0 GeC. atkwycarbonyl,

Cl1- C al kyl group enzyl group; Ais (1) a ¢4-C7
cycqﬂélé‘P’F@;?Petg‘?Wgor hyggoxy %%HHM ated, partially

R® UNSRIERLEN 2 & @8] hlkyPsroup;

Z

is selected from (1) single bond; (2) oxygen atom; (3) CH; group; (4) CO group;
(5) NR® group; (6) S atom; (7) SO, group;

is an integer from 1 to 6;

is an integer from O to 6;

is selected from (1) single bond; (2) oxygen atom; (3) ~CO-NR® group; (4) CO
or SO, group;

is selected from (1) phenyl group, optionally substituted with one or more
halogen atom, hydroxy, —(CH,);—CN, —O-CO-NR°R’, -NH-CO-R’, C-C4
alkyl, C;-C4 alkoxy, cyano, amino, [1,4'Jbipiperidinyl-1’-yl or —(CH2)y—NH—
C(=NH)-NH, group; (2) a saturated, partially unsaturated or aromatic 4-7
membered ring containing 1-3 heteroatom selected from O, S, SO; and N;
wherein said ring is optionally substituted with one or more halogen atom, oxo,
hydroxy, cyano, amino, trifluoromethyl, -NH-CO-R°, —C(=NH)-NH, C;-C4
alkyl, pyridin-4-yl, piperidin-1-yl or pyridine-2-yl group; (3) a saturated,

partially unsaturated or aromatic 8-10 membered bicyclic ring system containing
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7 menbered ring containing 0-4 heteroatomi ncluding W

selected fromQ S, SO2 and N, wherein said ring is
wopisoseEbt y substituted with one or nore hal ogeroT/@teeN7/000103

oxo, cyano, hydroxy, am no, phenyl or Cl-C4 al kyl

group; B is a saturated, partially unsaturated or

aromatic 4-7 nmenbered ring Sentaining 1- 3 heteroatom

selected fromQ S, S and N, wherein said ring is

P STALLYRHp 3L S0, S TGP 0T i

ar oumon‘d}!lylgabnﬁuﬁed nwﬂit ong omlmonegh}rlomoatpnp roxGHhgdroxp,; cyano,

e i LR ottt R AR it ) o igpaliot

hy dgﬁhﬁ%;ﬁi&ﬁé@;‘ sﬁ@mﬁ@éd%tﬁ b@!fﬁ? ~NRIR® drfiyeent i on al so

rel aEes to p ar maceut i cal n”p03| t1 ons cont ai ni ng

R® bR grq(dhhyj@ogen atomy(2)estraight or bmpchqdaml -G alkp!bgt@gpdﬂ) R% R®

BBk SRR Sl BOEL PRl e

I nvpatil kgﬁuﬁgamaﬂae o WRSrh@t il 47 GherBBIB® ﬁags:oﬂn‘anﬁ@g o3l Eeteroatom
(1), the chemi cal and pharnaceutical manufactur

of &@@fi@aﬁ@ e shecwifrogematag torveyeh Boﬁﬁ@a%@étacleé) ﬁ@?qtedaﬁmm O,
theg 'Tgbh oy Qf wileRah 'Eﬁlﬁt m\%w @P@&ﬂgcm&qsmmn% or more

nmeans adm ni st er i ng e treated -
i nchaldgergatbmnexo, cymfof, hydmmoa@pﬁnhﬂqhgmups of

ds of formul of the present invention as
R® ¢1\c17 Ryrogen aiom egﬁtﬁt‘g‘ RFPED DESCRI PTI ON OF THE
and OMERATAANoABEoRaERMs AR BALCIAdIR h3HBSestaAd /38 Wblvates thereof.
briadyki ni'n Bl receptor antagonist phenyl sul f anoyl

benZherinfention i alsat rd@@ tof ﬂfeophmmace(uh):agll gommzsrtmnﬁ Rofagning the
s sel ﬁCt e

cmpf; ? ﬁ E?gog}] H«r‘a&l\ ( 1p ers%l)'lrgtaé:{a?mgéeal,ﬂr salts of c11ydra‘ces or

solb&tameﬁﬂfaé it’dﬂveﬁlﬁ@@dient( 3) -(CHz) n- NH 2; (4) (CHz)
-(CH 2)1n-CONH 2; (6) -(CH 2)n-
benEWﬂl%@Pr%ﬁlaWy of J!S’sﬁrpfteé}f wemlqrhargﬁbe éYnth?ﬂSeOﬁﬁRﬂ?mdS of

T e I R s LT

cortaintgr ehbseycémmmﬁls fas ngell Ras thd maﬂhoﬂ%S (ﬂ‘r ereatment with these
i ndependeni |y of each ofher hydrogen atom hal o

corgpQIds.cYyRiIShE MG3Ns AGMINIIETHIS, tocslrmam@gt%%gﬁt?£ gl uman -

eff&fﬂfre%o%ﬁf/@%t%?( sérh%fdun gg?)grrr%t[d}‘n{)xy, k Cs:gﬁ{tl invéntiofths such

or as medlcament

DETAILED DESCRIPTION OF THE INVENTION

The present invention relates to new bradykinin Bl receptor antagonist

phenylsulfamoyl benzamide derivatives of formula (I)
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al koxycarbonyl; -C(=0)-NH 2 or hydroxy group; Zis
selected from (1) single bond; (2) oxygen atom (3)

w@kisgsaep; (4) CO group; (5) NRCgroup; (6) S BCDHU2¢07)00103

whe

Rl
R2

SO2 group; O is selected from (D, optionally
substituted with -(CH 2)m CH group, or -(CH 2)n-X-P
group; , optionally substit®ted with one or nore Cil-
C4 al kyl group, one or nore halogen atom -{CH 2)m CH
group, -(CH 2)mNH 2 group, -(CHh2)ng H 2 .group,
trifluoronethyl group, oxo groupj| -( 2) m group;
-NH CO(Cl- C4 al kyl) groug > <Gl \49I kyl)
group, -<CH2)m COOR g gro CO-NRC grokp, -(C 1-
C4 al koxy) gro m CR®°3 dPoup, - NHSCR2
-CH 2-CF 3 _grf N -N NHN , optionally
substitut ef oxo @roQp, -SO 2-(Gi-C 4 al kyl)
group, Cl- 4 Kyl >~group, -CO(C -C 4 alkyl) group,
-(CH2)mO (CH 2)mOH group, -(CH 2)m CH group, -SO

2-NR cRd group, -COMNR_cRd group; (5) -N NY group; o
S \ / group; (7) - NNHor - N
N-Y group; optiona Jubstituted with -(CH 2) m CH

(6) -NOor -

group, group; group; grAup; Y is selected from( 1)
-(CH 2)n-NR'aarR'bD;, . (2) -<CH2)n-X-P group; n is an
integer fromO to 6; mis ad)integer fromO to 3;X is
selected from (1) single bond; (2) oxygen atom (3)

“EB NR group; (4) €O
is hydrogen atom or C;-C, alkyl group;

is selected from (1) hydrogen atom; (2) C;-Cs straight or branched alkyl group;
(3) (CHz):~NHz; (4) —~(CHz)s~OH; (5) ~(CHz)i~CO-NHp; (6) —(CHz)~COORS;
(7) benzyl optionally substituted with one or more hydroxy group or halogen

atom; or

R!, R? and the carbon atom to which they are both attached together form a 3-7

R3

R4

membered cycloalkyl ring;

is (1) hydrogen atom, (2) C;-Cs straight or branched alkyl group, optionally
substituted with one or more substituents independently selected from amino,
hydroxy, 1H-imidazol-4-yl, ~NR*R®, ~COOR®, -NH-C(=NH)-NH,, ~CO-NH,,
group;

is (1) hydrogen atom, (2) ~(CH):—NR?R® group; (3) -(CHz)x—X~P group;

R’ R® and R are independently of each other hydrogen atom, halogen atom, cyano,

RS
Z

nitro, amino, or amino substituted with one or more C;-C4 alkyl group;
trifluoromethyl; C;-Cy4 alkyl, C;-C4 alkoxy, —C(=0)-NH,, C;-C4 alkoxycarbonyl,
trifluoromethoxy or hydroxy group;

is hydrogen atom or C;-C4 alkyl group;

is selected from (1) single bond; (2) oxygen atom; (3) CH, group; (4) CO group;
(5) NR° group; (6) S atom; (7) SO, group;

is an integer from 1 to 6;

is an integer from 0 to 6;
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or SO2 group; P is selected from (1) phenyl group,

optionally substituted with one or nore hal ogen atom
why@so0i67 cyano, am no or Cl-C4 al kyl group; (PQT/EHU2007/000103

saturated, partially unsaturated or aromatic 4-7

menbered ring containing 1-3 heteroatom sel ected from

O S S and N, wherein sdi-d ring is optionally

substituted with one or nore hal ogen atom oxo,

X hyq*ﬁr %Bgoﬁeycﬁf&ﬁca) ﬁﬂ'ggcboﬁﬂ; gé-o%gédga%mg gsgumomk‘: ghufs (4) CO

cyc gr oup; and are rogen atom
wi bhSObergupovi so t hat Ra and R can not be

P o Fos R R b e Sy Bl B B o

wWhipaidgbh edtordf @1}'@@)@(?, af{CHOReON, ogptd@ENRIRM-ANH-CO-R®, Ci-Cy

saturated, partially unsaturated or aro

e #Bﬁ’ﬂ,e@_l it rIk @O LR, EIDO 3 [hé’ﬂlﬁp"@ﬁfi@ﬁ;ﬁ ’Iﬁ;;lag%l %@%’ﬁn_NH‘
pRfelcey iRl ’E@Ysgsaﬁ%g%; Banany, Ratdar of Gromatic 47

ring is
Optnheafitedred rimgbainitdiniing dl-8i hdteromenoselaged frah d@eh, S mnd N;

g;gﬁ;@%ﬁ ggﬁgpﬁ% %X 'Q&Iygﬁk%m’%b S’%l}lﬂl gl%gggxlp @o%flaalfhi%egr?tom, 0XO0,
t - Sarfd), Il s, b % ]
a 03%02376 g??(rﬁ) k¥ling)" @MRiordrletifl, DY@t )UCéQI_\IgHArPhing C1-Cs

yl group; Re is hydrogen atom yl
gr alkyl, iperidipt4-yl, opiperiding syl Dy ayr@gn@?-yéygnoam K3) a isafyrated,

(2) a.saturated,, partiall nsat,ur af.e 0 |.C oo
e B ol 1 B S O MRETR i
seliestiRebrbdiem Llecled HEMmand SNSOM@IdEND vidiekeln rsafdgrihg system is
optionally substituted with one or nore hal ogen atom

ox ®@ptieyalho subisiitmesh yrithaprener moreMplossp atym.caxgy) lrydroxy, cyano,

roup: B4 SRt L L @l | a
" S 225 RSB LS BT, ot
Se|g@ﬁp@?)Ffiémﬂm%r@ubﬁtutsmmnﬁcm)mmﬁ grosip IoI ring is
coptional |y substituted with one or nore halogen at a
R® adR® @y ARchydFRash BHQ; éﬁf%ﬁhwimchsng ‘515-16@&19 | KON Ve

9r QAR th Vit i | 4& BOBMHALINA to Séth&Hofh QUBturated,
Vo t%%éﬂé’ elg?tg?n%s‘ﬁﬁh%hegtagm NH,  CH2 o8¢ s%%:gr oup: e

ancpastirilycaisatardtéd adaematic et ereatbssedamal eontaigingsl-3 ﬁlﬁfﬁ‘éﬁ@atom

hydr at es..and/ or sol vates thereof. ahe, Lnventian

r el Gt &ddihon fo, eﬁ‘ﬁgﬁg‘?ﬂ&zﬁitt%gi Cg‘o%’p%%q }t{i 8&%&8%nstegélcﬁelan%om o,
t heg cOPaHNGs WhebR 84l 3irlgl ) EptioRAllY Gabstimed peidesneror more
racemates or salts or hydrates or sol vates thereof as

acthialegenntmmadixencyansyirydneyrasr@-Goplkr oWk t he present

cinvention are the,synthesis qf conpounds of fornula
R (1 )I,SRXW(?g?rh%to%oetreﬁlé 1a1g210gr§>‘ﬁ’ar maceuti cal manufacture

andUptieBHin€ipO®R 08 racemates and/or salts and/or hydrates and/or solvates thereof.

The invention also relates to the pharmaceutical compositions containing the

compounds of formula (I) or optical antipodes or racemates or salts or hydrates or
solvates thereof as active ingredient.

Furthermore objects of the present invention are the synthesis of compounds of
formula (I), and the chemical and pharmaceutical manufacture of medicaments
containing these compounds, as well as the methods of treatment with these
compounds, which means administering to a mammal to be treated - including human -
effective amount/amounts of compounds of formula (I) of the present invention as such

or as medicament.
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contai ni ng these conmpounds, as well as the nethods of
treatnment with these conpounds, which neans

wa@cdossosEseri ng to a manmal to be treated - i ncP@THNG07/000103
human - effective anmount/anounts of conpounds of
formula (1) of the present invention as such or as
medi canent. The term "hal og@ﬁ" substi tuent denotes
fluorine, chlorine, bromne or iodine atonms. The term
Cl- CThaltémyt “balog@l”umsltlthmtt MOmse&mﬁne;ﬂ eblofihgt bromine or iodine

ST i il o i o o
ethPE oRmAID %n@lm@f'op%‘l W&f%’réﬁi ity MEodpls: Prbveds oy Qirlféy broups can

roups. The 4-7 rrenber ed heterocycllc ring in
bemefélﬁlqﬁgﬁﬁlkﬂa’ampst can be e.g. piperidine,

Ui kP BT e B RS i Bty ctic ring

in hié eﬂh@@tﬁﬁé | 6f IR*N@nd "RY "RANMBENE BY pRperfdimd) dpﬁr&lﬁﬁn@ef)lperazme
i mdazole, triazole, oxazol, tiazole, tetrazo

homel%iaﬁrazméx maﬁ%)ﬂe@ fripzale, tefprales Iﬂ@lﬂ?bOhfpfy figmaepholine and the like.
ﬁ'oﬁg%él: géet?%%eldgé% #qh%%ratgw ?ch}cﬁlﬁatlc ﬁgﬁ%@ﬁ&aﬁ%h?tﬁrocychc ring

in Ithk emeﬁimg saft BPr aiaadbe pag.t lpqielnxdlndansmtrwlﬂhﬁad Mmcﬁ:ﬂi@ npipeizine,
can be_e

nenper.ed r| he gni ng )
horpﬂ]i)lagrf@pg 111{1511?23 ﬁ?x%??@? e=tm%ﬁ’g?1éne f}E?mQ‘Z’é‘Phne and the like.
pyr TRt thﬁ?ate(pWahgdH@feunsquPﬁéd df Rfoma 89l ﬁ% Hl]ﬁcred bicyclic ring

pyrazine, piperazine, honopi perazine, norpho
Systehml onoﬂlphmleamag afdPtdae b¢ leeg. ifidelej rbemmcdmo}eelb@nm[l 3]dioxol,

salts of conmpounds of fornmula (1) forned
bmu” 2@@ %gﬁ%??%%ses Bot h organi ¢ and inorgani c acids

anTb@ irveftor llatédsd wmatsal@@opéorﬁgduadﬁeﬂ fdrinh @pfdred with
Sui tabl e inorganic acids can be e.'g. hydrochloric

acidgpichasesyl furic aci d and phosphori c aC| d.

Rep ent f el o] a can
BS@ d}%ﬁéb \é@? d)%r (?Q C@a%?l dbe e f ﬁ%lF?ggjé%tlo gbam&l addition
saltpr @niﬁbﬂlec iregahic é‘d&ﬂisdbérf deeile. Mutdysdhlorciadil, sudfugiei gcid and

acjds and capric acids, Representatives_of bjval ent
Ph%Pf@%Frﬁ %ClgcRepge%WﬁB%S onwimt @r%?éwam%%hb%e gc fogmic acid,
aceliBaBidC trfflofoacbidBL4 Cpr bﬁhc%gi A uc fé'rc%t Bl A2 eric acids

organi c acids can 4l s e use as hydroxy aci
ande capricc a¢1ds cRerestntatiaest af bovabnt drgamic acidsetan de e.g. oxahc acid,

ma RGN, a4l i il RS R afite D Ol also

be ﬁ@ﬂhﬁi&ﬁ%b' hi:@ak¢ agigs & a&%doaclid) el d, 8P honfiik ‘éarboxyhc acids
Espec:| al |y val uabl e group of the acid addition salt

e.gi enzpiovgeid br sah@yla@ peld casrpelh es eliphatie|and dlwaatrmmlfmmneamds e.g.

L
el QA Lol e itk BB R BERBRE e ibte gr gt the aca
addidn salts iGN whick It’ﬁe acid diehtlitaitddek @bt lﬁﬂettﬁerﬂili&ltlcal effect in
pharnaceutlcally acceptabl e acid addition salts.

the ;agplieth doweyorait idgesaet 1@4\’@ rngaiorable jfluenceion s effeqt of gh‘t gctive
1nglte|a?enp. PSR EEH LA &RbA Yalts are pharmaceutically acceptable acid addition salts.

The reason why acid addition salts, which do not belong to the pharmaceutically

acceptable acid addition salts belong to the present invention is, that in given case they
can be advantageous in the purification and isolation of the desired compounds.
Among the salts formed with bases especially important are the salts formed

with alkali metals, e.g. sodium, potassium, alkaline-earth metals, e.g. calcium and
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acceptabl e acid addition salts belong to the present
invention is, that in given case they can be
wa@adwansegeous in the purification and isol ati orCDHURIVG/000103
desi red conpounds. Anong the salts forned with bases
especially inportant are the salts fornmed with al kali
met als, e.g. sodium pot as9i-um al kal i ne-earth netal s,
cal cium and nmagnesium as well as with amonia or
magﬁés%ﬁﬂ £s FUNRSwith! h?mh@ﬁlﬁ & fgafs a@rﬁﬁ'esh aue lhtiért bedes can have
tituents, e.g. hydroxy or amino groups, which can
furthienfdubstitoents,. gg. tHyérosz o jainiing gaewRDs ipln reaD| inguence; g the

soluﬁx{l@?um 0 ggtnﬁb}l rrsliree %ro cgs g%gggalfsl gﬁrrréea W1th bases are

pharﬁfa‘é&!tﬂ:'aﬂg aé&pfabﬁ: Baly @%ﬂl%&nsdlib e conpounds of fo r mul a
can nt hesi ze Yy react an a er ti.ve
of Afcg«pndmgam( (the jvgrfon therrerBPANS fﬁ%ﬂ?@ q’% Rgsized by

ri bed above for the fornula (
Oneﬁf@ﬁﬁ(wlggéﬁlq@iﬁorl de of formula (I111) (I11) then t he
Meth&d @bt ai ned phenyl sul famoyl benzoic acid derivative of
formula (JV)-. wherein the neaning of R, Rand Ris as
fé@é‘éld%%w&kﬁ’(gm‘%?aﬂhe formula (1) - is reacted with
an amno acid of formula (V) (V) - wherein the nmeaning
of RL and R2 is as descri bed above for the formula (1)
and Ris Cl-C al kyl - Nig. obt ai ned conpound of
formula (VI) (V) - wE he neani ng of Rl, R2, R3,
R4, R5 and Ris as defi ahove - is hydrolyzed to
furnlsh a carboxylic acid derigative of fornula
(MIT)Y(M1) - wherein the neani ng of Rl, R2, R3, R4 and
R5 is as defined above - fin the latter is reacted
with an am ne derivative e obtai ned
phenyl sul f anoyl benzam de de ive of formula (1) in
gi ven case can be transforned info an ot her compound
of formula (1) by mtroducgizg new substituents and/ or
nodi fying or renoving the sting ones, and/or salt

- wﬁrﬁ E{%é?&b AR SR IRSGMAIRE o s GER DG forahe Satisa (1) -
sulfonylation'reaction is lgreferabl y carried out

reaotcdmthltlmqmﬂfowllchémdeqfrf@ml;ﬂ%lﬂi[ in the presence of a
base. The reactions arg followed b thin layer
chromat ogr aphy. The neflessary\reagtion time is 6-20 h.
The wor k-up of the €lem @ ife can be carried out
by different nethods. &) TReYeactOw®n m xture is
concentrated and the product is isolated by
crystallization or extract(mm If the crude product is

not pure enough, then colu
then the sg obtained phgenylsulfamoyl benzo1c acid derivative of formula (IV)

0O

OH

R7
av)
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chr omat ogr aphy can be used for the purification of it.

The col umm chromat ography is carried out either on
wmeoosmboiphase usi ng Ki esel gel 60 as adsorbent BOmMHU2007/000103

different solvent systens, e.g. n-hexane/ethyl

acetate, chloroforn nethanol, dichloronethane/ethyl

acetate or chl orof ornf acet oWe as eluents, or on

reversed phase usi ng YMC-Pack ODSAQ type packings

(produced by YMC) and

acetonitrile/water/trifluoroacetic acid or

— WA ﬁhetmﬁan@;gmﬁ% RacediR is@p debiredaaboupir s pgactedavith an amine
der[x/ﬁﬂ%b?fbn%fé“&’?e is poured into ice-water and the
0

oduct 1s 1sofated by filtration or extraction. The
crude product is crystalkiged omspurified by colum
chr omat ogr aphy as descri above. The structures of
the products are detep R, NWR and nass
spectronetry. Hydrol ysi § ,of conﬁound of formula (V)
can be carried out wtiR’a base, e.g. alkali netal
hydr oxi de, preferably sodi ligé ['ithium hydroxide, or
with an acid, e.g. organic id, preferably
trifluoroacetic acid. The am de bond formations are

preferably carried out .b preﬁgrl ng an active
- wearpinghe wganing of & c&r,%x§| nSdasaiefmed Abeve  pd throbtained

phe%sh fm%kl%nkﬁnfd%%%lg%ﬂw c%ﬁoﬂ'ﬁulgrﬁ cfagg i pﬁ}ijaﬁsformed
int@ras ofke @mpoundsef fdieulh r(&)’lifyoﬁﬁfﬁidueimgohe\a Q&fsﬁﬁmijtﬂsl gnd/or
acid into an active derivative can gfe carri ed ou

mogqu]@gcmrqeﬁlgvtqge § (FXIFENG IRES-f BA(RTt 52 omatéorb et ilberatmg the
uAaH n(gag di met hyl f ormam de, acetonitrile,
Cmﬁﬁ% or | noat ed hydrocarbons or hydrocarbons or the
Mettiodth)r e t hereof). The active derivatives can be acid

g AP gt Pengp B i et (1) “Bblaipipeoraing

thefh ARDE AsBAHM 1hGn@Bdda) M {sfred bWl hn iy mﬁ@ Aédagive Bf formula
the presence of a base, e.g. triethylamne), active
(Vidsters (e.g. prepared from carboxylic acid with
hydr oxybenztriazol (HOBt) anﬂ
di cycl ohexyl - car bodi i mi deR( ) or
O benzotriazol -1-yl-N, N, NXN - def ramet hyl uroni um
hexaf | uor ophosphat e (HB*F‘IU) i T the presence of a base
e.g. triethylam ne). Thes®actpve derivatives can be
prepared at a tenperature in the range of 0 Cto room
tenperature. A proper am n¢vBhcid of fornula (V) or an

amne Q is added se or alt forne i t
— Wheesiig e BORAEO L R éng ® intedetingd éﬁm F%IY&* oyt group
base,
@?ﬁ%&ﬁﬁb&?ﬂn&ﬁ&oﬁﬁ&gﬁ&egfﬁgﬁﬁ% f]tfev F)I ber ati on of t he am ne.
The condensation reactions are followed by thin |ayer
chr omat ogr aphy. The necessary reaction tine is 6-20 h.
The work-up of the reaction m xture can be carried out
by different nethods. a) The reaction mxture is
concentrated, and the residue is crystallized or
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extracted with a proper organic solvent and in given
case purified by colum chronmat ography. The col um

wa@ boosostieyr aphy is carried out on nornal phasePOFHUZ007/000103
Ki esel gel 60 as adsorbent and different sol vent
systens, e.g. toluene/nethanol, chlorofornf nethanol or
t ol uene/ acet one, as el uent$lor on reversed phase using
YMCPack ODS- AQ type packings (produced by YMC) and
acetonitriIe/mater/trifluoroacet;c agh b or
acetonitrile/water/acetic acid a§ e
reaction mixture is direct ypurtije
chr omat ogr aphy as descri b¢d
product. The strycturls of
by IR NWR ang-nesg”spestronetry. The obtained
benzami de dér espbfdormula (1) - independently
fromthe methos Rreparation - in given case can be

b) The
um

i ntroduci ng further gybstituents and/or nodifying
and/ or renoving th

s ting ones, and/or formation of
salts with aci d®apg/ on] i berating the benzam de
derivative of formuPatls) fromthe obtained acid
addition salts by treatnent wwth a base and/or the
free sul fonam de derivatiyemyf formula (1) can be
transforned into a salt by treatment with a base. For
i nstance cl eaving the benzyl group from N benzyl

roup,. Whi ch_ st 5 $20r,R8,6 Gan Jae r
- B o BeEnE e dyerie fon Tor R P enforbarppf fhove
hydfdWA496 BirfiRh @ dafboRyli¢ 8¢ derdaitive ot forfiinga EAiiounds  of
formula (1) containing free hydroxy group can be

transfornmed into acyl oxy or sulfoxy derivatives with

different acylating or squonyIaE;ng gints. The

reactions can be carried out for |exa in

chl ori nated hydrocarbons usjRg aeid oriole or acid

anhydri de as acylatin ag the’]‘pre ence of a base
@F gar bogat ep  The

is

(e.g. triethylanm ne
sul f onam de de i

at 5s efmula (1) containing a

nitro groupRedn beltrafisfernmed into anines by

reduction and g-arines can be further reacted to

give acid am des as described for the acylation of

hydr oxy groups or caplhamate derivatives can be

synt hesi zed. Ester ps can be hydrol yzed and the

obt ai ned free cd¥bg acids can be transformed into

am des by reacting WRtR_proper am ne derivatives. N-(t
r -Butoxycarbonyl) grou% can be cl eaved by organic or
inorganic acids (e.g. trifd/mgy oacetic acid or hydrogen
chloride). Cyano gr oups can be transforned into am de

- whereindthexyeainglofB ,0R%, ®f RSy BhandBoris ak defiged above — finally the
het er ocycl.i,c groups. .Myst af. th \no aci ds of

latterds peacted (Wih %lﬁ?imé‘%%ﬁ%‘él\,é%(ﬁe ?éorg}uﬁ%@?)commr cially
avai | abl e or can be synthesig®d by different known
net hods. The synt heses of séne

HN__

R4

IX)
- wherein the meaning of R® and R* is as defined above - and the obtained
phenylsulfamoyl benzamide derivative of formula (I) in given case can be transformed

into an other compound of formula (I) by introducing new substituents and/or
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new am nes Q are described in the Exanples. Foll ow ng

t hese procedures the other am nes Q can al so be
w@e@pasEdr The conpounds of the present i nventPOIHE2007/000103

wel |l as their pharmaceutically acceptable salts or

hydrates or solvates can be used as such or suitably

in the form of pharmaceutidat conpositions. These

conpositions (drugs) can be in solid, liquid
mo iéf'i“[?é‘bf 'rélﬂbﬂn% G RGN P BRETRA®E sl ifortitie aid/Niberating the

auxiTiary materials can be added, which are conmonly
compeeud frompalist i ce, such as carriers, excipients,

di luents, stabilizers, wetting or emulsifying agents,

pH and osnotic pressure-influencing, flavoring or

ar ot kdlifdiglatids Y&klioRSs f geforday | @iried Wltinng Pfoper solvent,

formul ati on-providi ng additives. The dosage required
preferablsi dn t the npresenee Qfedt bassl Tder eaetign asga fSllagredn by ‘?M‘Ud dayer

| 0 t-he hhdi v :
ohespb bl Pt docedlind Ihoih Libe B AOR, SR kkoup of he eaction
mix@ite chebstaged ofit Hyhdiffdieatemsthpdd. he condition and the

bodywej ght of the pati.ent to be freated, as,well a
t hé) s &R ensfiony TyKifhds p%i’cr‘f%rf‘ffat%fgeﬁ“asﬁwt RO i oSolated by
cryéé%??ﬁﬁi)heﬁ extrRbR. Bf tRAFLA Drddict ¥ ndh %u&uémﬁ{ghpthen column

y treatnments. The actual dose of the active )
chramagpgpley cart be lneedufos dhe pwrification yoftie Thet aoturum ghropyatagiephy is

Caﬂ%ﬁﬁ%ﬁﬁ glﬁg% d&]?%ffhaéi glgqsg glﬂillg esiglggei EQ g? écijs_oirh%ﬂégr?d different solvent
systefi@] MBE e Wihckahe/ SR Abate) NEh] SRMé/ieth@ndlh edidklotongethane/ethyl

i ngredi ent according to the present invention usually
acetgteraghiorofagmy/acstone @s wpcats, ecen vaversad dhanedising ¥ M{-Pack ODS-

nal e . A 4
oS B ERET AR AP FRURAREREAR i 0 o
acelxitRAsattHigcetippeid ageluetver |inits defi ned above. The

solid forns, of the pharnmaceutical co sjtions can be
o ) Tigeattion misgeds POBRIQHPdes W GPE PBR B risdded by
iR &) BHRRUHLES THS efrtlie TR6dUCh8s PESRABEd AR Plrified by column

I'njections. Liquid conpdsitions afe the injectabl e and
chromitogmphy as degwoibed iabores, The sirdetosdi ofi the produaiskire getermined by
ds.and drops. Sem liquid conpositions can be
IR’QI\E#&BW’%",SS ﬂ%ﬂcg'a]i’i’ﬁt,ry'cr eanms, shaking mxtures and

SUpPPRS hin®ld Bénd F@inatibe i§ Yrefettibly? cairia! Sutabkrippépatingtanonctive
it is suitable if the pharmaceutical conpositions ]
deriyatiys from o cerbgaylimncid of farmawlai(hy) ohéEVHRoWhichds reacted with an

i pE KTl s TRy 1ot R bR R eE R Rop g B Y

SucthélRsRERMdtbA Bf alcartdxdlic hébligtbsn avkive dedeativbean be carried
powdered w th %:Fgove_s prompti ng the hal ving or
outqumr & Hyriog arpideetbopd  Jemmationg 1gx dict Prpper solvent (e.g.

. Al t i r t ct.i
oA ke G PRl Bcptony o e
mixtayetheieoforTher adtive adesivativdshearr bk esmsk chloritlbe (agt prepared from
i ngr.edi ent, content, after |l eaving.,the stonach. h .
Caﬂ?%%_ilétaglda"i“éh o Fhlogigeh %X&M@?fﬂ?&%ﬁé& P@_@?feé 2&% garboxylic
aci@GHNENEBLR SHlofdYorRREARSheYrbRbcd BE adfabd, WLy, | tABIhGENEAY); active

" esters (e.g. prepared from carboxylic acid with hydroxybenztriazol (HOBt) and

dicyclohexyl-carbodiimide (DCO) or O-benzotriazol-1-yl-N,N,N’,N’-
tetramethyluronium hexafluorophosphate (HBTU) in the presence of a base e.g.

triethylamine). The active derivatives can be prepared at a temperature in the range of 0
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The pharmaceutical conpositions for oral
adm nistration can contain e.g. |lactose or starch as
wex@spsEnt s, sodi um car boxynet hyl cel | ul ose, PCT/HU2007/000103
nmet hyl cel | ul ose, polyvinyl pyrrolidine or starch paste
as binders or granul ating agents. Potato starch
ormcrocrystalline cellulosB-is added as
di si ntegration agents, but ultraamyl opectin or
°C {PFIoR] GRIPYFAGUrE.A8 Phdpet amid SifoRfuld or (TX!)§4/8dded as a base or as
colloidic silicic acid, stearin, calciumor magnesium
a sglt darmede withninbrganizeacid go dhe isadohisined sahwdion i suspension in the
The tabl ets can be nuf act ured .e, g. ot .
profiis o o o b PEINARHOE SRl 1 B DV5rtBnyof s gupine. The
condBfadieh 8idioas treXellPhentby, thas (| clikémhtd ghiph N Te&S@cessary
part of the disintegrants are granulated with an
reagfinre g, is £ 3 Roilhe wrkapuelboths wretigiomEvEoFaR boRaied out by
diffefk%tﬁ{eﬂgﬁg.s in an appropriate equi pnent, then the
granulate is dried. The other disintegrants,
| uba)i Thertrsactiod mirtinedise soncentaajedit sndartlee aehidst isoctykillized or
dr%ﬁd %lanul ate, and,the m xt Uée. is.‘pr essed to c
extiagisdetith| § Biopen ocgdie sRECRLBPEID ShennERE WS
chr&%wgf@hg.r PRY ot BR@niatstray R Ghhdt beNon HeemhRPARE Sising
can be nade directly fromthe m xture of the active
KidselgeledDens aslserbeife apd ofiffereatixdolveat | ystelng, pr @ s filvene/methanol,

i ven case, .th ablets can be coated by usin :
cticholey G Eaok phinh e e % WopR i Rlp Plase wing YMO
Padki @DBLA® tyfe ghckiigs Phrolidcd Dy YMI)Qmdrgetodlilerwaigr/trifluoroacetic

~agents, such as sugar, cellulose derivatives (nethyl-
acig pr eqetppiteity/ waller/aeeticagidi agelueat- boxy et hyl cel | ul ose,

et c)y [ yyinyl ol J £ p a
cal %)I E%chg%%}éape, OLSd ﬁ{g%ﬁ} r ?ﬁ%ﬁ%&é ?r‘{t &;@ﬁ@gogﬁggg@g aphy as
desatibetbabage tii weld thepuepratdncpi gnents, etc. In the case of

capsul es the m xtyre of  the actjve jngredi ent th

auxﬁl‘f SueIrgsy °¥i #‘F’earqdﬁ‘r‘té &‘ﬁpgﬁﬁeé@l.negi Eﬁi 0 F@Hﬂ and mass

speEQBEBQ!ﬂr.ti ons, e.g. suspensions, syrups, elixirs can be
made by using water, glycols, oils, alcohols, coloring
andThe abtinied heaganids. deFortivascefaformdla () st indepandenthye from the

0 ition.is foroulated in.s ositories or

methog ldreparating s i ghier: B WARS CBt QITHEhLEP ot compound of

for@ld U§ _b%r et SHIcRIY fudtheR Eubstfuent andA)r [ B6UiRHEP Snd 6P removing the
SUpposi oré. Carriers can be vegetable oils, such as

ar 3

existingr onpsnand/dr feryeatign| @f sdltsswith racigisyansyergblerafin rergamide
fat.t ds. ( ferabl y. t | £r

ach ALY P &) SURLALKHIR Y At M I b

andfdr<i@e fiwetslfbienide ldegvhtpdefSopnla D an diet temyformed idte a salt by
supposjtories are noul ded. For parenteral

treatepentividh g Beseon t he conposition is fornul ated as

inj [ i on. u LN he i niect,
L0 L SRR 0 e TR B kP cn e
traifrhied s acplory oamdfoy denivalifet evitndifibrophacydatig orentisnylating
agezlgq(.: B‘Bg E@%I@%}ggoéagt%ega%ed (r)]utgtjoy g{]arr(l:pqg ?n !: 01t‘irr1]§ec[J B}g rgcr:]a(%gonosfusing

i@ Al es % lidane- WoshtSin tHEOPROERBISE a Vase (e.g.
o AT B SR 248 ol s, PR« O (5
triethjlasing oor sofiutd martmaatehl Sbe confoapmide derivatives of formula (I)

containing a nitro group can be transformed into amines by reduction and the amines

by column

can be further reacted to give acid amides as described for the acylation of hydroxy

groups or carbamate derivatives can be synthesized. Ester groups can be hydrolyzed and
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different auxiliaries, such as conserving agents, e.g.

et hyl endi am ne tetraacetate, as wellas pH adjusting
wageansoiand buffers and in given case |ocal PCT/HU2007/000103

anaesthetic, e.g. lidocain. The injection solution

cont ai ni ng the active ingredient of the invention is

filtered before it is fillettinto ampoules, and it is

sterilized after filling. If the active ingredient is

~ thehytguiasd didleCoartidxglic iacids aanbige tuigdToimetiethtdyimides by reacting with

liophylization. Wilities The conpounds of the cs)resent.
Prqpﬁwﬁme né(ﬁféveéf%lc(wr ﬁmxmrbmsé} STOHP £gB RP Sleaved Ry organic or
incBnlc Bd e 2 HBEIDUGHR PV e GHRERR) e aming eropps oan
be tranqﬁomwdnntooguanfdlmafgmﬁpd Gyanb grofubacmmbotrynsforacddis®amide, N-

The co ound be effective in the treatnment of
Y ARG R SIGeTeB! §-cOnERIBR PRy Fic BRRPY. cul ar | y

| nf MR8 BleYaniAd Beid§ VP ESrlule VY anl QREnANS fothilh (PR &te either
(osteoarthritis), repetitive ndtion pain, nyofascial
copaereigliyu geailable ionjasnybe fsmﬁ@w@d dJYa}hffearergclemcaivn pa¢thods. The

onffbSETR S5 G54 s PRESERRAL 081 0 Sk B bt

Folposiag pigdsa pracedings ﬂle(dmértMﬁ@ @ﬂonﬁﬁllar(IX)/Mfzﬂé'ﬂi‘% prepared The
posttraurmtl ¢ pain (e.g. sprains or fracture),
amﬁ@apéﬁjsmﬁlac( ﬁéF%ne("bost her petic neural gi a, nerve
injury, phantom|linb pain, nononeuropthy,
pol yneur opat hy) dent al pai n, and cancer pain.
Fur The rqqrmpeuﬁdsr of Hige mmsantrrmvbntmcm pai welhss othkiat pichrmadeatically
uat i on, abet c vascul opat h
accgAb 1415 SF B b dolsfledioam b e SC Ghichriy Saselle i dagyform of

phéﬁn%&dh@ﬂubéﬁxﬂ)(%lt(&ls IThENPEIEI HRRINE atdr%’sﬁ c&s 'b§ /in_ solid, liquid or
proteinurea and increased nitrite krein

semitipvigr @wx@ﬂepha@m)aceuﬂucalb@d}hvmt rapéea:lmlg?ey smatermiss son de added,

npQ he treatnent

whidied SRS T8 bn BFacl bt b bt ERMEAG, jluonts, sabilizers
weRingi oﬂ%ﬂm/s@ﬂyﬁi@ egeRbyl/sH- aid loshivAe ! HesuMLinAdeisy, MVdring or

sepsi s. The be used as snooth nuscl e rel axants
arofng IZmBeaStW@ﬁ@Srf@ﬁﬁ ulgtionspepspating or ey aionopraviding additives.

tra

o She B0t Bldifred K bleithp i EA0R YREDel vabithin wide limits
and M111almdittedytos Klien utthmduaiereqmrsmeﬂitsam psbr bfiths mmhular case,

depgii grOh#ﬁ%%’i%@P@ﬁ =N ﬁiagfﬁl&ﬁgfl) i oo ng@?ﬂfo%f thewatient to
be Q@até@ ed v&é]?l atsrtﬁ@Eeﬂsﬁtvht?l il ﬁéfﬁ:ﬂ?%%n%ft tl'%’;,aefc'tﬁg ik dEfSroute of

rheumat ol d ar tic di sease,
admmmyommnd iembdri of elailglitcetsats. iTheiattmbl éosowiiche active ingredient

o BB s L ATIBLSR, RO 35000 2N L SRR

kndM@dl elo%tthz{i&hWotHe&}eate%' | ergies. Such conmpounds nay be
used therapeutically to treat inflammatory airways

di sEhs ph@n@ceumalommpasﬁmns woniaindng therastize yngtﬁ@e@ts@cordmg to

the %ﬁi@éeh{ ?n%@hﬁ ?1 1&119'0%} ﬁgjy‘rgdfoﬁslgg c%t}ré%:?lg% tn}%'echent in a single

dosags tlmrt.cn 1@ rofrcaufse S]ﬁsﬁbllé\fvﬁa‘tsthb VBRuhE af tHevidtiye ii a&bﬂitma, some
to treat intrinsic and extrinsic_asthma including
compqsiiogs exesstnihg vpperasilewerlimibhdefinggiabyve. occupat i onal

ast 'Pﬂ?foﬁ‘@ foﬂlns 8{ ﬁl%g)zﬁaﬁﬁ vc\%llu@ﬂ( @Sﬁpgﬁ&gy«%gtrbg%, tﬁ)talélcg,rdragées,

non-a IC as eezy-1n
capswles, palds mxb'bplnlhaed p@uﬁmdm‘lpouhas heefoh £drrthe prephratibh @y injegtions.

be, effec e
L1qu1d compostiuons are the injectable and infusable compositions, fluid medicines,
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agai nst pneunoconi osi s, including alumnosis,

antracosi s, asbestosis, chalicosis, ptilosis,
W@ R@e/H0sEss, Silicosis, tabacosis and byssi nosi BCT/HU2007/000103

Addi tionally, they nay be effective in sone

neur ol ogi cal disorders, e.g._against nultiple

sclerosis, Al zheiner's dlseg%e epi |l epsy, cerebra

edens, headache i ncl udi ng cl uster headache, m graine
padking fiiids gné dogpisy Semniliquidactansiiions wae be astmehts, Bedsams, creams,
sh losed head raunma Blologlcal eval uati on Functiona

%@R?mg¥1%ntagonlst potency at Bl and B2

r ecept @Hes satldé of brfmble HRARSLRATBAL ¢ SIS GF kife pRArRiabEitical

ion _concentration wth a plate reader fluorineter in
corppQsitions corpsise depage Buitsslontaning theeamaint of the2ctiexisgtedient to be

ar Ll s
oA LAL 6 CRRDAR DO S IR0 A 168 e, S s
umtsr aIBQe & QB2 whiRdr édnnbeEpowdgred Qﬁﬂpg@b%w\pﬁomo@mgtthé @6lving or
ecco's Modified Eagle's Medi um (DVEM
q“aé"i?ﬁ‘flél l?fgtal? bArreidsy tocexast é@fﬁ}ﬂls(m@? requiygd igmepnt of the active

g%lﬁén@_IHIn 0.1 nmg/ M streptonycin, 0.25 ng/m
anphotericin B, 1% M ni nrum Essenti al Medi um Eagl e
( VEMpbletsean bs seated afithami acsl-sdutde iayleutn' ader ©C8surg thd release of

418, . 1% { th |
theﬁ&éi’é rf%ﬁgtsgﬁqéﬁﬂ?fhwar&j ﬁ%ﬁ‘b%?@ $u<fe%tahwtsa%rﬁﬁgwﬁe jogated.
A sahil%FdePéHT4 a%hfev@d‘ﬂsd\’ﬁfr ?nd%@&ﬂﬁﬁ?jm% zétcl:\ée:]ﬁ dehfles a

week. Cells were plated a wel | on
st ahlrplarggcsnticnl gemposigions B orgtadeimistnationsapfcontain e.g. lactose

o GHF 4! L 0 GORRSILE L OB RS g

pyrreRBng erestarchl paste 0583|Blﬁd€f13§| & gramtiegntpéitd. ORotato starch or
l\/basur?ments of [Ca2+]. were carried out on CHO Bl and

mictpgsygipl le@me&lu@ﬁw 9d@s@pa%§§irﬁ@erhmﬁgmts i Wgraamylopectin or
fon‘hgﬁl c}%r caseih Cal’ ?%5 ¥ @k, Bic L1040 418 ﬁ%a?i\%g ?e{elgium or

i
m cropl ates and be OF & the measur enen
magm:dmd steartite can bk usedesaatibdiCaiXe-and dntsichmtse dye,

flun: 4/ AM (2 M) : he cul
L A 2 A TP B S IEEL Mg

ThdWiik&d ‘actAd idPredii .an@ dMpi&is, & TMIMIAR givén @é’s@g)g‘tzof the
10 mM HEPES, 20 nM D- gl ucose, 2 mM pr obeneC| d

disigteyasits yem@u&,@@d Wlth@n@qumbdc@whator 3q@oius abroholic solution of
i fied incubat sSp e _of 50/
the hly%grg (1 40 13PRTORTIA 3 8“@?’88? d@gn tgg dgrﬁﬁulgtgl 55 $ ﬁle other
disineeghk, th\t%ri‘danw dnld Asisdhesiefdgeits oA¢ beded@Stht Mgied \LRduPHS, and
caoncentrations of the test conmpounds (diluted in
the ERYIER I TreRSe torfbtabishiln @R BN &btk axsanars with halviagigroove

Q@? ion was <0.1% or buffer were added to
emﬁf’ﬁﬂ*@hd. ng on the experinental setup. After
I ncTixatablets éin Be/faall® dirddly2fommi the niiffed b theaditive in edlent and

oni st voke% changes of [Ca2+] were neasured co
the @30% 1agies By PrEisHie R &8y caspau@ﬁtﬁ@p@rcam%%@d«hn using

ad dfi/e8 Homrh@ Ukk& TR) the BhathlehfEhl 3etice, e.g. stabilizers, flavoring,
coloring agents, such as sugar, cellulose derivatives (methyl- or ethylcellulose, sodium
carboxymethylcellulose, etc), polyvinyl pyrrolidone, calcium phosphate, calcium
carbonate, food coloring agents, food laces, aroma agents, iron oxide pigments, etc. In
the case of capsules the mixture of the active ingredient and the auxiliaries is filled into

capsules.
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detection of em ssion was carried out fromthe bottom
of the plate. Filters used for Fluo- 4: excitation

wo 2d008m50167 485 nm emission filter - 538 nm ThecmwHOR@7/000103
nmeasur enent process was perfornmed at 37C and was
controlled by custom software. |nhibitory potency of
t he test conpounds was assel¥sed by neasuring the
reduction in the agoni st-evoked [Ca2+]i-elevation in

t hep RuRsGaC@nosfiohS, & & MhsgeRfieR) ki, Aixirglcat B&made b
co 1aunds Tlﬁlgﬁoeslggnl st% vvseprégl LysD?B’glE forICIEDB maaﬁdyuSlng

Watm, Isnpids, abph@s;@okzmgeqnﬂsﬂavm@&ag@lss were applied at
fr Oﬁogﬁgmfa? rhgﬁ{i&rs%ﬁo%n the. E(gmﬁ%zt?%ﬁé gée lf*cgﬁm}ﬁ@t%g ifebdppEStories or

clydterd OTRS e@p"melt@i@t BmVeEdnenie Hpdies sleadacas/e Bhgtedicht beagie.encealled
change nornmalized to baseli ne treat ts on

adegf RE @P@Pﬁf%yﬁ%@%%@ﬁ?eeﬁeaew lﬁﬂ% gheh aehy Ydogesgted vegetable

I

oils, My Reiiay BF U Pl RIETER L] R Nari, SndiAhe4Re name

Wlileptulhl’lﬂmrqctmetmgre@aenﬁ ischonmygenenvdlyamixedswitlyltke melted adeps pro
concent rfﬁfﬁill on 01 nt was_ex gssed as percent

SUPPRHICEY f1%19C §HP Qﬁ’éo%?r?ﬁ{ﬂou% ni st response. Si gnoi dal

CONEd} &Eérél&dhﬁﬁ's@ﬁﬁdrptﬁe € ?@s‘itl&@ﬁ%ﬁhﬁl&t@@ a$ thjédain solution.
dat a erived fromat |east three independent

Forgngrayf: aqmngt}le amgctianswlution the agiiedngistients aie dissel vedyia distilled

wat%P %ﬁ Qr% 5112?41 ”%@232%13 ﬁ’lgrgﬁg p\.%h;a&oé%&gtg%?nmg iyen case in the

preﬁdﬁf’:@ rensulsiingoubgs mﬁasymle;densﬁrﬁmﬁe&nmnwuraﬂd-ﬂmrm@laa@, or
tests are the follo

mopestergte fl'wee Hh éfﬁgﬂen éphywycrh%(?)nale injeqtion sglufien capplsg pontain

it B bl SRR PSR A g v

as 1(1—26@53&%&@ 9)1(1 bef&"smMi il g56n caiéfiocraﬂ/hn&)sthetlc e.g. l1d0ca1n The
inj q(glpg)n sqﬂ[lg(érh 2%13{111 g%&p% acgt%(vgﬂ 1?@%&16&: efn tYlle inevtelqty 03 ﬁlPeredOB/efore it is

ﬁuéﬁm{cﬂar hioulés; Byd it K diditizell nREPRIRS! NY| ] - phenyl }-ur ea (J
Chem 46 (2003) 1803- 1806 Ki 0.59 nM 1C50 1.9
M If Be active ingredient is hygroscopic, then it can be stabilized by hophyhzatlon
N-[4-(,4" -bipiperidin)-r-ylphenyl]-N-[(3R)-2,3-di hydr
0- 5- (4- net hyl - phenyl ) - 2- oxol -
propyl -1 H 1, 4-benzodi azepin-3-yl]-urea (J. Med. Chem
46 (2003) 1803- 1806); Ki 13.4 nM 1C50 64.5 nMrhe Kj
Utikitieg | C50 data neasured by us for the reference
conpounds are in good agreenent with the data given in
the literature. In Table | the nost effective
conPigucspainds bf thel presont inventicasierbeadykinifi wexepioopatagonists, in
assay are |listed, %'\y:el+IC50>05m\/IIC510is .
parfgrlpisiecie RRAVEinin M) (50l sERARoig FORIPIBCTEYHg ety in the

tredfiMeht Opréve%goﬂ Mg? SHEALRE RAFNBS R PRAES ed - THWB A bounds would

reco i"nant kinin Bl receptor binding
be effective in the treatment of pain including, e.g., chronic pain, particularly

inflammatory pain, hyperalgesia, bone and joint pain (osteoarthritis), repetitive motion
pain, myofascial pain (muscular injury, fibromyalgia), visceral pain (ulcerative colitis,
pancreatitis, cystitis, uveitis), perioperative pain (general surgery, gynecological),
postoperative pain (postsurgical pain syndrome), posttraumatic pain (e.g. sprains or
fracture), neuropathic pain (postherpetic neuralgia, nerve injury, phantom limb pain,

mononeuropthy, polyneuropathy) dental pain, and cancer pain. Furthermore for the
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Bi ndi ng assays were carried out on human reconbi nant

bradykinin 1 receptors (expressed in CHO cells)
W(az«mmsh'mg to the Euroscreen Techni cal Data Sheet/HU2007/000103

(Cat.No.:ES-091). 20ng protein/tube was incubated with

[3,4- pronI 3,4-3H(N) ] - [Des- Argl0] Kallidin as

radi ol i gand. Non specific bi’ndi ng was determined in

the presence of 10 nM Lys-des- Arg9- Bradyki nin. The

tredtinB@ of Patabasb&iel ObiiRnpag, Aldsthlatiobadpbetic Waslopathy, post
incubated for 15 mn. at 25 0OC then were rapidl

capub?ém gesistance oF dipbetie syrapioms/assacigtedewith jpediba v(@a ﬁlsmergiycemla

8 ke 5y B 0 RSB B S i

hypasnai gemf f ddreorer clonrpanpeisdefmishbs uwd/ émnt ihe ntreneaaitraagioedema,

ass re listed. Tabl e Ki > 0.5 K' i.S
At RS SOPR APAe B BRIl Akor R PG teptive agents,

and'skpis Kihey 1843 BiVRsed A4 BB o fHEG AN R anR 8K &R of spasm of
recept or b| ndi ng Bi ndi ng assays were carried out on

the hgastraintestivatbiraciner [ty kKFurttier,r Bise p@mp@lr(de x@fr €§s ddvantion can

S 0 the Re £p Techni.cal
o Raff e She TR st i R e B AP Bl Coma
and8 slémnﬁmﬂ{dﬁtlﬂblﬁﬂingbﬁuﬂﬁﬂ@ bﬁ&@’@ﬁlﬁ@ﬁ‘m@ﬂ (UW-erythema and pain). The
[2, 3, -prolyl 43H(I\D]-Bradyk|n|n as radioligand. Non
cor%w@m rr@.‘/kheri&ﬁ%go fisat Bdpmmalons Paimof Kl @EBRE (. Hithepmatoid
[ e c [ I
e PR el 7 ooy g AR (bl MRRE Rl figrome
mﬂammaﬂcbry vl utiscaisd, t @robd’st diseasghnéphirifisf llérgics rniéis,oadsethotor

t. | t.1.h % PEL Rad t
rhﬂ&t%% SitHe gisvlmﬁ)q'%ﬂeag@%. #ﬁ QoRROBC: §%@%¥Fd§e@@wwﬁﬂewﬂy to
trea}%qua)ﬁﬂﬂﬂf%ny‘%ﬁw%yé agegaeg@ aélirbfﬁbt&bsﬁfﬁ&lv%eﬂnﬁﬁﬁ)hé(ﬂyt dise(a?éoadult

for the human receptor over the human
respieatenyt distress cyndions, tb@)olb;bitis puﬂunmmmaasﬂami thrydmg be used to

Th h h |
corfShefSire] S U ARTAY PEPCRECHHOGH ASREe 1 faiL chiEag and
extﬁﬂmé Bﬁhﬁl@'lh&ﬁﬂlﬁg al&oid dstiirhd (Hopis dFRbASIPR) E6@RPAional asthma,

wra(14onvéna¢tvnalp exrsedated- psthnp, withesr nafi-#leagipl astlnag,nomeeezy-infant
GC

synﬁ%?l&e '& lfj &s %)e(erarglzse-rl]réd cec(i: g)rr%rgr}]lgﬁnstﬁicrglgrrl gh%ye may b be gffectwe

agajtist Cpmhd)cbﬁmhsgt Wheladibgr alieinssid, Utnigatosik, Iasbedmsls chalicosis,

- hut oxycar bonyl ) - 4- pi per.i di ne arbox lic. acid rich)
pt11€>g§_, g]gleﬁ)smg §1llpo)ﬁ1‘sm|t$baggsrl$ ea(qqy Xﬁl’ﬁ@%/s( ﬂd(guﬂq_allyg glcliqy may b

e azol
cHROR IR SR L R SIRC LR, adqinst appltple slercs aAlezhelmefs
dlso{aéeiv apldx@dy,CbﬁabraIl'eadbm)lJ heaBicBE igclud'ﬁg Clustep|headavhelr ynigraine
di met héll? :frmamé‘i ]{(,100 m_zv ﬁas ti at _room
incligipgardphyfsti grd A& DR APEL o RosTEead fauma.
N- net hyl - pi perazine (10.6 nL, 95.5 mml) was added.
The pH of the reaction m xture was adjusted to 8 by

Bioldgicah dwlnation of

Functional assay:

Assessment of antagonist potency at B1 and B2 receptors in vifro by measurement

of cytosolic calcium ion concentration with a plate reader fluorimeter in cells

expressing recombinant human B1 or B2 receptors
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triethylamne, the so obtained m xture was stirred at
room tenperature overnight, then concentrated in
WO a@8035016he resi due was treated w th saturat edPGDHIURMT/000103
hydr ogencar bonate sol ution (350 nL), extracted with
ethyl acetate (3x250 nlL), the conbined organic | ayers
were washed with saturated <bdi um hydr ogencar bonat e
solution, water and brine, dried over sodium sulfate,
Cellicbttereed and concentrated. The resi due was submitted
to col um chromat ogr aphy using Ki esel gel 60
(0.040-0.063 mm (Merck) as adsorbent, and
chl onafess HufBENB0RY (€I—ﬁ))1c<§§ g rékpfe@sﬂ% edcdmbmadt Quman Bl
87 % of the title conpound as an o
(CI((‘I@ -Rbt Ryrosgriepdr e iB3- (CHOyBi BenkirtElmer) ybcapmrh aveyaecultured in

f
DulERGP MRS, Kol S (OMEN) pomseping %, Frtal, Goff ferum
(FO3), Q0@ai/shl g)eniéilhw 0. F%Q’fnl (sﬁ%pt%n@cmsa 28 gy ampHoYericin B, 1%

di oxane (500 5 and 6.5 dr 6gen chlorlde in
Miginaya ifgss¢mtipb MediumaEagle |(MFé\d§/ anorr essantial neinatasid solutlon 600

o RITIAS Ee Gh 55 YL B, S 0T, 308 ot 1y

inchibatb e @frhospherd S oMy, /oK os tahy hnelveRy pﬁ%egrl' @%&9 times a
yield 12.44 (54 % oftftltle conpound.” Mo:

weglg5Cglisy Erg ethpabsl- 320" Eerliiwslleon . siandard 96-Well microplates,
h Dphenyl 11 2z
me%'s_x%&:zlpélr_& g)f S ro?!al?é galﬁ uﬁ‘xn ?cf(ry %:% et?y’uosnu [Eaﬂ?y) were ca iéd Mt 1-2
dapiamfaéﬂ‘rplbmyg.l et hyl }- benzam de a)
2,4-Dichloro-1-(2-nitro-phenoxy)-benzene A m xture of
| -f1uoro-2- nltrobenzene (4 8 nm., 45.42 mol),

3 uren Ly s cetiirat
drydl rrethylformam de (70 rrL) was stirred at 100 C for

conMEATHERERS PhLGAckY ST gvté‘q’ilSC%@-BL ol G R ens stably
expr8dsWRaintineB Phd 8bhete hp?d?'g &%e@@@él&' ey Q¥ 'gg(ﬁﬂm irf‘ﬁandard 96-

organi c | ayer was was wi tth I N sodi um hydr oxi de,
Welharn@roréatds land iheforel the theaswwemsnidivere kxatiedametgh alﬂuoeerse@ht Ca?

e RTRLARNAL 0! Ak B e e S s

to thelcell (fcmav@m it b ber: M5 niN WIOS?mMS(CIEQ)rnl%SﬁIg@I 2 mM
Chem_ Heterocycl. Conpd Tr ansl

Caé}_g éégrylg[) Hgggé 1858yl Melumye, 53 M mobenemd OO wl/well) and cells

we 1&%&%te?6aj§?3%]m %21%”?3;1%(1\4? Frgcgl !%@[n mn ?,enoe}‘]ng]g)e ere otS g‘% Céz}QS% air
for 204120 ©ifH. AToOstbp (e Taling- dRIIS REBFY wabIRSaZRNE: év&h@sga,y Budfed2A frer

mol ) in ethyl acetate (60 nL) stannous chlorid
wagiing, yeepes gorgetigns efithe tertepiporndsddiead Hh@Pittﬂﬁ?@lIUIar medium

wof] EHSSOE5 GHLIE ek POARSO BBLSESD MBS AT Bl r

addmu)to edttewell gﬁﬁmﬁinﬁg’l&s the\eesiflealad k&tp.aNfled MEuRAWAAYS7°C for
hase was washed several times with ethyl acetate. The
20- 5@ miiln bepeling pad pgonist-evoked changes of [Ca™]; were measured column by

column with a plate reader fluorimeter (Fluoroskan Ascent, Labsystems). Excitation and
detection of emission was carried out from the bottom of the plate. Filters used for Fluo-
4: excitation filter — 485 nm, emission filter — 538 nm. The whole measurement process

was performed at 37°C and was controlled by custom software. Inhibitory potency of
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were dried over sodiumsulfate, filtered and
concentrated in vacuo to yield 3.1 g (99 %9 of the
wo 2aos®smenpound as a yellowish oil: M (ElI) 25BCRHU2007/000103
(MH). c) 4-|
2-(2,4-Dichl or o- phenoxy) - phenyl sul fanmoyl I -benzoic
acid Under an atnosphere of!%rgon to an ice cool ed
sol ution of 2-(2,4-dichlorophenoxy)- phenylamne (0.5
thegbestlccﬁﬂpd‘lilﬁdd; Ywas msﬁkrsyembylrdéa@mﬁé thd yeddietidt @1 @slhgamintlevoked
enzoi c acjd _(0.45 g, 97. mol ) was added
[Cap dr?lﬂsfﬁlqm ’é’etheTlPFQS‘?n%&f i HHenent, concenixaiionst ot the rcogipoupdim The
&P e [
o SR, PR, POCHO-BIE ot Wb R o E VARSER) Eels, Agoniss
werec appl{ed0athal , E@pdcencentagiond the (BCsevhlples anert adegive@xfb@n daily

mL conbi ned or ani ¢, | ayers re washed with_ I N
detﬁ@ﬁ?%f%h SPEPRR), CEer AEPSBTICR o QA MERE o FUReSEY fin AFF
(Flddsbalc: chahbd ﬁﬁﬁgalf%@&i tS ?&9 LaAﬁ‘*réaﬁné’lﬁQ ¥R a Hﬁ?ap%late were

resi due was submtted col um chr omat og
megsireinknelsiplegwellss ®a(d)ﬁ6)ﬁ5&ll&vélmvrﬂnihmnmtrbantwere averaged

and, B g Vel PO UGG e Bg PP RP L FISYeST o R ot o
single @nbérﬂﬁhoﬂ'p@b’nt&%s‘ ékpr&!ﬁéd: Bs Yereeht MbitHidd dLehd EQifol agonist

di et hg et her-petroleumether. Ms (EI) 439.3 ( M+
resppnse. Sigmoidal concentration-inhibition curves were fitted to the data (denved

froﬁl rl%as& %hr%f: %&%L:Rc(ije {ggﬁ}ﬂné{%sgp#ﬁ%g %I o) e]t aé%&%ﬁeé’ as the

-ace
cor&elﬁti’at(oﬂ tHat Ghirsdticey el Phthe xiakinpdl @il)dbﬁﬂ@hfcalﬁeaa Iblythesoropound.
acid (8.207 g, 18.7 mmol ), triethylamne (5.2 nL, 37.4
nmol ) and HBTU (8.24 g, 21.7 nmol) in dry dinethyl
f or a1 T r
fi ve m nute f rceev‘%ﬁ1 c.I“lr‘f{e“g ﬁ{edé{é’?ﬁﬁ;ch %@%F{Jrl%@gts are
the(f¢\lllcmmgh) (2. 614 g, 18. 7 mmol ) was added The pH of

1) of FlerEhphanie a8t ATk B i PR b1
p1p§1‘id1h9l%hlf&f5@}9-bé‘ﬁzé§®—ﬂB%HhQ{NVPlﬁ'PQQl@OB?eﬁ'l’h%%ol 144 (2005)

acuo. The residué was treated with saturated sodi um

88h§Hokeh ot BonadEndbl ution (300 L), the precipitated

2) RN 3o gio e BB ol Dy BhpBtzepin s
N'- W[@(mpmmﬂbm -l d:rﬁﬂnﬂ]@»ﬂah}gﬁiu réd0 () OMEd0€Bed6 A6NH003) 1803-

as_adsor ent and n-hexane: ethyl acetate = 2:1

1800@ Iéiné?\f‘Mé §ﬂ|]e?EM7 68 g (78 % of the title

3) QPO Noip i Ly SR APRE N R) O b-dinudro;s-(4-methyl-phepyi)2-oxo-
1-propybil Hak éthienzeaitizapihed-sl | atréd (7 eblied ol ki 046 (@D03) 1803-1806);

4-12- 4- di chl or o- phenoxy) - phenyl sul f amoyl ] -
ifeﬁg@&/(lém%cﬂ%cetl c acid ethyl ester (7.68 g, 14.67

n it
(15 K O Y e St cofiunt8(aR in good
agreaneth pdihahe d§t3 gd@ngn th‘ﬁﬁltemmmol ) was added and the

reaction mxture was stirred at roomtenperature for 2

h. The m xture was concentrated, the residue was

di sgoTuBR i NtheahRist eBfebVed icBmhp winidd bM thdrReR@ infeasured in

acid, the precipitated solid vvas filtered off,
functional assay are listed.
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washed with water and dried to yield 6.76 g (93 % of
the title conpound as a yellow sh solid. M5 (ElI) 496.2

wQO kdg)psaiet ) PCT/HU2007/000103
4-r2-(2, 4-Di chl or o- phenoxy) - phenyl sul famoyl ] - -
{2-0x0-2-r4-(2-pyrrolidin- 1-ylethvD piperazin-
1-yll-ethyl I|-benzam de To #stirred solution of
{4-[2-(2, 4-di chl or o- phenoxy) - phenyl sul f anoyl ] -
benzoyl am no} -acetic aC|ﬁabn21ng, 0.085 mml) in a
mxture of dicloronethane (2 m) and.dinethylfornmam de

( gl - (R-pyrgely n-1-yl-e perazlne
gl'\’é}y&)gm e)| (18 frsrg JHS(! o ), rmﬁ{ ny, 5ﬁmc
mmta)nldnd triethylamne (60|, @xatinplnrol) vere added.

ane ot i rvroad A+ toanm + Ay At e A f A 2A

Tha vt h
rre III /\L ul C VLS SUTTTrou Al LIAAYALLEAY bII’J\,I at Ul L T UT e T,

then fpurified by celunan chr omat ogr aphy usi ng Ki eselgel

60 . 015-0. 040 as adsofbent rck) amd gradi ent
‘_e]_u_t(_&,p__‘;_t_ar i nnnm‘#'ﬁ"‘lnn% Ael ||a$1|v§an'd) pr r\hagcl Fﬁ"FH'i"n

Jroooo Tt

a mxgure of 70% A+and 30% B el uenpgover ajperi oquL@jr

15 m nutes ( el uent AT chlorotforn el uent Blnethanol
cont & ni ng 5% of amhihi um hydroxi d29 to yield 458ty

(82 % of “the titl e, ,gompound. M5 (gb) 661.2 (M),

Conmpounds—of [ Tabtfe I were prepared rom

{4-[ 3 (2, 4-d| chl oro+phenoxy) - 31 -
pheny* sul famJyI ]- bgg% yl am no} acetﬁc a(:| d (Exarrg+§_+
J. J.I C) accofr .II Ilg TOU TT1T1T II'NELIIUU UCDL«I i UCU III E)\Clllpl C
1.1/f8 Tabl e| 1NEW PHENYLSULIFAMOYLBENZAM DE +HH+

DERI YATI VESAP BRADY_? _[_\II N ANTAGONI SE& FI ELD|OF THLE_ .
tas-10

LAVERH ON The presé

} n\loni | on--re
A~ Al ) T O A o J

pheny] sul famayl benzani de derivatiyes of formul a+f)

and opti cal antlpodes or ratemates _and/or galts and/or
hydrl es_andlor_solVafes thereof mﬁprh arelusefyrt

the ygeatnment or preyentionjof paighul and 4+

T T am et or y[ procesSes. The [ present i NVentijon arso
relal$s to the prottktes for produdfng compoundstai+

for mllga (1) and to,pharmacol ogi cal 6§_orrp03| gions i

+

contarm g the sane. BACKGROUNDOF —THE - NVENTHON
Kini ¢ are epdogenttistpepti des forGkd in pllasna dd+

per| Qeral t ssues++_p+response to tﬁhssue |nJ ury Qr..
£ .

o Al vt o el aaviBAA ~AF b AL N AN~ NG

a0
I III U\JLI Tl 1T O11 UVVI IIU \J(J.L (J.I yLI LT tavaygtc Ul T TTugygtcitos

by kadli krei n enzymes+ Kinins playean inportant rele

inth pathoahy5|olog cal processe% acconpdnylng Jpain

| r biol ogic

+ msEFsaPeQﬁ BY two Gprotein couplttt rren@maﬁé’e?"é@éﬁpc@ﬁé 100 nM

P BB g SO eon B SRSy beer

260- 268 and J.Biol.Chem, 269 (1994) 21583-21586] and
t he mechani sns regul ating their

Receptor binding assays

1. Human recombinant bradykinin Bl receptor binding

Binding assays were carried out on human recombinant bradykininl receptors
(expressed in CHO cells) according to the Euroscreen Technical Data Sheet
(Cat.No.:ES-091). 20pug protein/tube was incubated with [3,4-proly1-3,4—3H(N)]-[Des-



expr essi on,
i s under

275- 286] .

i ntensive investigations [ M.
W@ 1@903501825- 333 and J.
The first set of Kkinins,

Cel | .

Physi ol .

sel f-mai nt enance and signalling function
Phar macol ,
193 (2002¢T/HU2007/000103
bradyki ni n (BK) and

56

kal lidin (LysBK) preferentially act through
stinmul ation of constitutivelly expressed and rapidly
whi ch are widely

desensitisin

Arg1SEA1i Bt R a 101 FRIAY Noh S U R e bfalaiﬁgwa@a Emihadfh the Beds

ept1 dase net abol 1 tes,

10 kiMyiLiys-deste's ar-BedkinDABRe fina lnyehitioArgdBHe (agSI58BK) Samples
PhERASRIRER Gr/B

active carboxyp

acti

WARHPE

A o]

after

g B2 receptors,

ci bl e

P 8k

P

n- desensi

309 IR fRtombidn Th!

filt&9 Pebsbal@Afor et al h)inBl5 vEPED RAUBabEALHvYs aRtB®dhed by liquid
Injuries of various natures (t | ssue traumm,

t

i sin

e second set

scintilaien FRASEOS@PE. ). Thus theBl receptor up-regul ation

ol utfes

assagparedigteat i o

3 14 ?ﬁfgeelfnggt; efffe%iivé cgﬁgglg@'g kﬁ” s
r ecept ors,

CO- expr
n) of enzynes,

I
event

ﬁéeﬁgp’? ;f;netag%d in binding

aut acoi ds,

cyt oki nes and chenoki nes that notoriously play key

roles in the

early and | alable

@sponses of tissues to

various type

dNwaber pht ed

5 Of _ITNjury. In

thaBlb is

ani mal oder s

T has been

n swNunther of don| nanBé biding

fu ' fromB2 to Bl in chroni %ﬂf ammat ory states.
wﬁ%ﬁéhﬁge B2| receptor is i olicd%? H% t he| acut e phase
of the inflamrmator nd pai p respopse, the|Bl re or
s—velved—n théxg%?onfc hasepoﬂgthis F °"n“°%$3%he

PO PUTToC

i nvohvenent pf ki nipr¥eceptors in gmflamati on apd+
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recegt or def

ci entypmce are
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uncl ear but fhey have been |nplicated in pain
}-ssi Y a- Theévfore, B| rec%ﬁf%r
ant agoni sts pre beljjeved to| be useggl in alleviatipg
pain not only V|a_Eer|pnera Sites _but alsp to have
25 4+ 73 +++
27 -+ 103 -+
28 44+

+  K;>05uM
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possi bly broader spectrum of anal gesic effects if they
bl ock central Bl receptors as well [NeuroReport 11
W@ 20805014003- 4005; Neur oReport, 12 (2001) 2311r@BHB2007/000103
Neur osci ence 107 (2001) 665-673 and Neurosci ence
Letters 294 (2000) 175-178]. On the basis of
scientific data bradykini n22eceptors are involved in
nmedi ati on of pain and hyperal gesia in several ways. Bl
r € ' SviTey have divegse gpges of action.
++'T%§$ %&Eéf%?g?ﬁg?%ect ('perigﬂtfaFﬂ)zeffects on the
2. Higeait AR fiibin st tdbriadvkinin B2 reaptorchiadides of ot her
al gogenic nediators. N.B. Bl receptors appear upon
i nfl ammat oryi nducti on on cells adjacent to sensory

ne lﬁiﬁ(ﬂﬁg A6SBE WARDRASRA dut RhORINASRT fecObRRBObRARYIiAIN2 receptors

cells) are involved in releasing nediators )
(exprpssod tinglHAAdealls) acgardingriesthaRieaspior iBiolpgy dEschpieak Data Sheet

NSk r ti.vate t noci gept or s, . | I & :

Cof SRR PHREM with oL FbibRetdf EANEPD iy Secliibypred wit
[2,3§-§Rﬁﬁt33,4§H(N Sra il ik hinVeR rddioldgand PNBn bpudifi binding s (d8jermined
. central' effects on pain processing in the
in theprepdnice ofi 5 UV bradyliainn The figpl ingybation yolumeay s 2plul. Sgmples

f ' NaPEPbEH Yo D bid fthrough GF/B
werd bR bt ¥ 1 AR PR S BRSO P ERBL Mhrough G
filtdr$ preboat fenit ledst At an0.6 % rFfEIaRudivactivityaias. deBewanes] by liquid

.patents and patent applications describe bradykinin Bl

scintilaion $heclPicaB%ni sts whi ch have different cheni cal

St rpjfed undUEthisiag bty CanliQelecwit2330 bi#§ for the human

follow ng international patent applications: oo
B1 WeRPE0 7610 The WI0R0 7B G4cepta0rosuligy to Wil 6pgigel and binding
W005004810. SUMVARY OF THE | NVENTI ON W have found a
a558ass of benzami de derivatives which have high
af fi dphtedis dITcRehpblnidsandl phagtgguticd canosiebechdcsidiyg to the
over bradykinin B2 receptors. The_selectivity is
inverdioniis lluairated byrhsr follawinggnot HeitimgBx3mples-si de” ef fect s
of the conpounds are nuch | ess pronounced. The present
invention relates to new phenyl sul fanoyl benzam de
derivatives of fornmula (1) (1) wherein-A - Rl is

hydrogen atom or Cl1-C4 al kyl group; R2 is selected
Mm&@ﬂ&lﬂlogen atom (2) Cl1-C6 straight or branched

4_[@. éﬁjgﬁ'ﬁgﬁ;ﬁﬁ - 1¥pipe - 1-cAdbox ﬁyagi)iriéeiﬁ]ﬂ?u bter
- = , - - X ). zy . )
2) clpl(2-Beakilvxwatsmivtantine-avdtylamormd-methyibpeperidinedxgarbexaiis acid
or hal ogen atom or Rl, R2 and the carbon atomto
terighptlipsteRey are both attached together forma 3-7

menRergfiohCl@alAylycineNgAldrich) (1.95 g 9.32 mmol), HOBt [1-
hydroxybenzotriazol] (1.26 g, 932 mmol) and EDC hydrochloride [N-(3-
dimethylaminopropyl)-N-ethylcarbodiimide] (1.79 g, 9.32 mmol) in dry

dimethylformamide (20 mL) was stirred at 0 °C for ten minutes before 4-aminomethyl-
piperidine-1-carboxylic acid tert-butyl ester (Fluka) (2.0 g, 9.32 mmol) was added and
the reaction mixture was stirred at room temperature overnight. The mixture was
concentrated in vacuo, the residue was treated with saturated sodium hydrogencarbonate
solution (50 mL), extracted with chloroform (3x50 mL), the combined organic layers
were dried over sodium sulfate, filtered and concentrated. The residue was purified by

column chromatography using Kieselgel 60 (0.040-0.063 mm) (Merck) as adsorbent,
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R3 is (1) hydrogen atom (2) Cl1-C8 straight or

branched al kyl group, optionally substituted with one
w@erososE6BUbSt i t uent s i ndependent |y sel ect ed fPONHU2007/000103

am no, hydroxy, | -imdazol-4-yl, -NR aRb, -COOR O,

-NH- C(=NH)-NH 2, -CO-NH 2, group; R4 is (1) hydrogen

atom (2) -(CH 2)n-NR aRb g#oup; (3) -(CH2)mX-P

group; R5, R6 and R7 are independently of each other

and 688 AbRRN01 R NYENIRERT yiIRB ST IDH.'S(%% GMth8 fitle @6mpound
am no substituted with one of re Cl-C4 al kyl group;

as whit¢ proerpbenes seYid; MEIEDMA2B. K (NWHNED- C4 al koxy, - C(=O) - NH
2, Cl-C4 al koxycarbonyl, trifluoronethoxy or hydroxy
group; R is hydrogen atomor Cl-C4 al kyl group; Zis
b) $62ekingth-ddetarhibp)-gietigh Bpiperdine( 2dartvsytie acid trawbulyB pster
CH2 group; (4) CO group; .(5 .NRCgroup; (6) S atom (7)
SCeAgHEER, sysPPRSiofh of t-dddiengylgrycpriogyming-peetyamino)-methyl]-
. L.akeger . e o I f i 1304
rnp AU SAN0 SR i S LEEK A i R 036
g) i8G@Retharmlip accficiasids.evaet Bd: If wanhydi)gephted nt rognotemperature for 3 h.

AR RARE e e S e 5 R B i
cru[af: %ke]ﬁgiﬁ%}amwﬂl%ﬁr&lgr}on?a(%ﬁ@%hynqsmqpfsel el_6§ |505)15-0.040
mgyr (gyek)(a3)adsorbenty pred eldorgienm:mgthagol; ppjjugt hyirexide = 25:1:0.1

[ [ 3 LAITE ing,.cont ai ni 1-.3. heter ony:
as SRR ofoid ) S BB o R P R Vit SR . wes
(EIpRo4.9eHNa subst i tuted with one or nore hal ogen atom
oxo, hydroxy, cyano, amno, trifluoronmethyl, -NH COR
0, -C(=NH)-NH 2, Cl1-C4 al kyl, pyridin-4-yl,
RefrBSld iahiie ! Or pyridine-2-yl group; (3) a
—sal ; rtially unsaturated or aromatic 8-10
4-[22rAaning-dvie tWaxhinw) fethyd | -pipeet islin e Dich eh oxiviio heid rartbartvlots tm
el ected fromO S SO and.N,. wherej.n.said ring.s stem.
a) 4- .‘g"'a".' carbonylamino-acetylamuno Jegthyi-prpenidi carboxvlic acid
leriWMAestk o, hydroxy, cyano, amno, -NHCO R, o
t ri Theiotiberecompowid qyascaprspapd  giogu p4-(Z-4mingseibgl)-piperidine-1-

I I S [ e '
o SR SRR QAR 4SO Ao I {13 and
Z-gdyciae gdvbrdig ty the ahehod deschbead HyR efarenckpEx4rdple Rda. NRD (BI)at42.2
the,nitrogen atomto which they are both attached
(Mf%rﬁe)t her forma saturated, partially unsaturated or
aromatic 4-7 nmenbered ring containing 0-3 heteroatom
(in addition to the nitrogen atomto which Ra and Rb
b) 442-&Nadho-gedtelatdab fatloyi-fipeSdinSdPcaalak yNe avidgergibntyd aster

& n’?hé Stit?eD tclo(r)nr})%lu}lg \?/le{g SIt)rleéeyrte(? dfrgwmt r}l-&Ij&-lgjernz3r)ilc)))r(}§ca1rbonylamino-
acetylamino)-ethyl]-piperidine-1-carboxylic acid tert-butyl ester according to the
method described in Reference Example 1/b. MS (EI) 286.2 (MH™).

Reference Example 3

(3-11.,4°1Bipiperidinyl-1°-yD-propylamine trihyvdrochloride

a) (3-1.4’1Bipiperidinyl-1‘-yl-propyl)-carbamic acid fert-butyl ester

A mixture of 4-piperidinopiperidine (Aldrich) (2.0 g, 11.88 mmol), (3-bromo-
propyl)-carbamic acid terz-butyl ester [Eur. J. Med. Chem. Chim. Ther. 37 (2002) 573-
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hal ogen atom oxo, cyano, hydroxy or Cl-C4 al kyl
group; Rc is hydrogen atomor Cl-C4 al kyl group; and
wopisosiicant i podes or racenates and/or salts apdf/anu2007/000103
hydrat es and/ or sol vates thereof. The invention al so
relates to the pharmaceutical conpositions containing
the conpounds of fornula (F¢-or optical antipodes or
racemates or salts or hydrates or soI vates thereof as
5843 8logey | 0165 Hnl R0, iy If, a& Oindt maﬁhﬁ& &Bfbonate
entTon are t synt eS|s 0 npoun s of formul a
(1.641 8,,1188dminied) whae siiwed aiam@nptempwatm@towathHﬂEﬁ aoncangrated in

vach TROARAHE b GrOLEhahCaiPt Ao AEck eiRoLmaL, & EHpERetane

(GxM3pms) &ﬁ%&hﬁﬁl@d ofinicaferi R vaiiRd RALH biodd (QSO mL), dried over
i ncl udi ng human - effective anount/anounts of

sodiveprpeliielstilisred andheoneentrgtedThensudes prodhet Wapamhmited toscolumn

BRI S SO LU BRSPS S dion,

cm&bﬁﬂmhnwhm&iammﬁmmdﬂnﬁ@@@nbsw phae elestdof deldyd.27 g (59 %)
éam de derivatives of formula (1)(l) wherein RL is
of the, HlS GURPAIGRS 8R OB1- C4 al kyl group; R2 is sel ected
from (1) hydrogen atom (2) Cl-C6 straight or branched
al kyl group; (3) -(CH 2)n-NH 2; (4) -(CH 2)n-OH (5)
b) }Yl%lmbmeﬁdlﬂmuﬁﬁmwg@ (7) benzyl

oL Bk oSBT skt 0 oo R B R st
Q. 1\@hg @16 i), adr§ ditaRe A0 ﬁqt)e&dt@s@t H?drogéif BAlaride # dioxane (22

hbered cycloal kyl ring; R3 is rogen atom i 2)
mLmva@:sst@tedaatgnpmotenmemﬁ@newemlzm ﬂgqno te ptitho dwthygz ether and

[
Stll‘ISeH Zg)e‘lr%‘go%ﬁ }y’fs“lgﬁ g%ﬁlggﬁtfe %fsgaﬁny %H ﬁi)}l’%r@% ;}t;f, washed with diethyl
ethd:erntl rdriddaolyield 2103 g (9B %WR0f theGleR oGipouhlitah Hbigd)so iV Ip: 305-
-CO-NH 2, group; R4 is (1) hydrogen atom (2) -(CH
3072% NR aRb group; (3) -(CH2)mX-P group; R, Rand R
are i ndependently of each other hydrogen atom hal ogen
atom cyano, nitro, amno, or am no substituted with
ReferenceExande €1- C4 al kyl group; trifluoronethyl; Cl-C4

Tr al B?é : Cl- @ ?!_kﬁx&, _%3 g Celffl%d al IjEXéﬁa;ggnglt -
a) T2hns A B44 aNlgYds- b XY Rarbonyl)-amino]-cyclohexyl } -ethanol

A solution of trans-2-{1-[4-(N-tert-butoxycarbonyl)-amino]-cyclohexyl}-acetic
acid methyl ester [J. Med. Chem. 43 (2000)‘ 1878-1885] (28.5 g, 105.2 mmol) in dry
tetrahydrofuran (500 mL) was cooled to -2 °C, lithium aluminum hydride (5.4 g, 142

mmol) was added portionwise and the mixture was stirred at -2 °C for 60 minutes. The
reaction mixture was cooled to -10 °C and quenched with ethyl acetate (15 mL), then
brine (43 ml) was slowly added to the mixture at 0 °C. The precipitated salts were
filtered, and washed with ethyl acetate. The filtrate was concentrated in vacuo. The
residue was recrystallized from diisopropyl ether (100 ml) to yield 23.7 g (93 %) of the
title compound as a white powder. Mp: 100-102 °C.

b) Methanesulfonic acid trans-2-(4-tert-butoxycarbonylamino-cyclohexyl)-ethyl ester
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Zis selected from (1) single bond; (2) oxygen atom
(3) CH group; (4) CO group; (5) NRO group; (6) S atom
W@ 200888A6yroup; n is an integer from1l to 6; nNPCEHHARN07/000103
integer fromO to 6; X is selected from (1) single
bond; (2) oxygen atom (3) -CO NR Cgroup; (4) CO or
SQ2 group; P is selected fr%?m (1) phenyl group,
optionally substituted with one or nore hal ogen at om
hy dioxy, stiftd 2kobubdh -oD GENNSER{ C[4-(Nitk/EbufdxPcarinydamino]-

»_Cyano, m y . .
GYOF‘qh ﬁyl]}bq(tigﬂﬁséi(f% oot ) aig Sikebylmine. (G mLndp. mppod in dry
dicRioRHRethArR) (?5@ %EB afRfhan@@libhyl lhiowias agshi at®d 954 mmol) in
aromatic 4-7 nbered ring containing 3 hef eroat om
dickletarsethahef (25 mIO waB, adg@b dropuisg; at W€k ditier stérridg B0 mejnites at 0 °C,

the® anal 1y, S uted wt.h one nor e .hal,ogen_at
tne 3R Hi AR it Sshelnith PPy s By Sy10HG p2k Mk over
sodfum sfatblihd dbhe2ntr&ibd Gf vadibetb yiddy 18 B g ¢6h- %2 of the title compound.
|fer|d|n 1-yl or pyridine-2-yl group; (3) a
rGt ed partially unsaturated or aromatic 8-10
rrerrber ed bi cyclic ring systemcontaining 1-3
het eroatom selected fromQ, S, SO2 and N, wherein said
¢) Trang[ 4 (2sbwnolidin- pil ietindl-tyel sheb gl ichtbmdc adid kerobwybesteror e

i ﬁge”w&{%{“@f’ﬁ%ﬁm@%&ﬁ%ﬂ T Gy b arbony amino-

cyc%ﬂék%%le% eSHeP ‘6372 Fbef)o@déQﬁﬁ‘ﬂ &&E&f&té’\’(lt bhe (I@Hm(nol) and

group are drogen &
PyrmermegﬁtZSGaniSmmmd)jlme@ltaleWD ngfpmzpﬁ stigiRyl aRéO °@tfors Hours.

t he tro t.omto ich hatt

The defire e genh CaeSr e fPh duf i dfcfg mo. he

prea;rpﬁafea lvﬂnté'c? vt e Lhlltdrbd gffaa8 akRed itk watd € gielil. 9@ (64 %)
in addltlon to the nitrogen atomto which Ra and

of tae tile kempous) d:dd0fFom O, S, S and N, wherein sai d
ring is optionally substituted with one or nore
hal ogen atom oxo, cyano, hydroxy or Cl-C4 al kyl

d) DrapsHd: (2 Rgriotidiny tyb gtibml ) atolohenyldmineditaidkachlagideup; and
optical  anti podes_or racemates _and/or Tg\és angd/ or

hy it eiferrangonad| vas egrepfﬁfs efpm sl fieRyrahdigs lsyl-ethyl)-
t &angas! o are ALl
Cydtiﬁleeﬁglg bﬁﬂ%é;edgy?%m a %SI? gr op? c{gl ggérsm podcgsdégérmmd n
Refemmcrﬁxwpbﬂllsd‘ﬂps?&irﬁw ates or solvates thereof as
active ingredient. Furthernore objects of the present
invention are the synthesis of conpounds of fornula
Refekdncedhniple schem cal and pharmaceutical manufacture
oT rredl carrents cont ai n| ng these co ounds as well as

To a solution of 4-(3-hydroxypropyl)-piperidine-1-carboxylic acid tert-butyl
ester (2.12 g, 8.7 mmol) in dichloromethane (10 mL) triethylamine (1.33 mL, 9.57
mmol) and methanesulfonyl chloride (0.74 mL, 9.57 mmol) were added at 0 °C and the
reaction mixture was stirred at this temperature for 1 h. After quenching the reaction by
the addition of methanol (1 mL), the mixture was washed with water, saturated sodium
hydrogencarbonate solution and water, dried over sodium sulfate, filtered and

concentrated to yield 2.73 g (97%) of the title compound.
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effective anount/anounts of conpounds of formula (I)
of the present invention as such or as nedi canent. The
WO eoosi0sdiat ogen” substituent denotes fluorine, eti/@URVG/000103
brom ne or iodine atons. The term Cl-C4 al kyl group
used in the present description denotes nethyl, ethyl,
normal - and isopropyl and dfferent butyl groups.
These Cl-C4 al kyl groups can be in the Cl-C4 al koxy
b) 490300R0-ptBSyIR-Bipériatned.-cdibstyilialabid remdatylesteed or
aromati c 4-7 nmenbered heterocyclic ring in_the neaning
of TRaasalitivg qfaﬂw(%meﬂlagesu!fppﬂpmpmyl)gyp(?rtﬂnilediﬁérboxyhc acid

tert?%‘?ﬁazo EF 3%%? '1020 mol?ﬂ Eﬁnetlll %%I i de g3t0r dﬁmﬁﬁgbﬁsﬁum cyanide

(0.3Bhg Shimiel) &dhs arlaed aud the mmahunadh&d vas stirredeat 80 °L- for 20 h.

nmenber ed het erocyc |c rln in th a
Aftgr @nceatrﬁgp]p dt Yeguo a8 treﬁtﬁ& Wgﬁn\@ate%q.ngieqxg??tﬁ@ w1t?1 ethyl
acetd 5@1?1 ZZTﬂﬁ ’comﬁhféazé}ké‘mc fdyeZ Yefd Wtaﬁieﬁa%ﬁh 8vater and brine,
hol1n i onor phol rne and the |
dncdamer acditin sudiiate; fltered umd aoneentratéddp yaerld @e&lﬁog 879 of the title
gred bicyclic ring systemin the nmeaning of P can

COWHQHB i ndol e, benzi mi dazol e, benzo[l, 3]di oxol,
benzothlazole and the like. The invention relates also

to the salts of corrpounds of formJIa (1) formed wth
©) 4a (- Aming-buyBeniperiine, 1 sppaKylic a0 NOHYESEE aci ds can

b d .

2 00 M T 0 U iy o
butj:\RlCésCér (. l8t96 tg[ Bss amlfndl)amd lﬂllmnﬁpllmiromdahydtate (0.447 g, gO .65 mmol)
epresent ati ves_of nonaoval en an .
e L
04 @p\’v&@' gd&f e B0 irhik8i-E Was Y ?é&t&?étqﬁ)’ oy ﬁirefh Cthen the

ds and capric aclds. Rep resenta ives of bival ent
cataiyzgawem ﬁimrekt offand itlee Bltgte wa(samn@elam’t@ﬂ Ti asidriecvasgrugified by

cC a fumari c,.acid d
colBrpB af:lﬁq{najggragh% gﬁng%g seﬂ)%elf@ (&ﬁﬂ? ﬁi(f E@/@\;{gxyi‘ gsc a orbent
and®mBthatdl afdrforfh hydEid Sk i1 0: 186 ethenffo 3’1161@@4930% (54 %) of the title
carboxylic acids e.g. benzoic acid or salicylic acid,

conapound] MS{EDa357ph@IHe)- and aromati ¢ sul fonic acids e.g.
nmet hanesul foni ¢ acid and p-tol uenesul fonic acid.
Especially valuable group of the acid addition salts

Refeperice Biangile 6he acid conponent itself does not have

therapeutlcal effect in the applied dose or it does

: p prboxylicaciditarnbul estek of t he

a) @-ﬁ —A%ﬁo-g%q : hdlnyl hid a dtlz;It 91 138kf s are
ion salts. The

r easen mﬂlyticmcbﬁmwdidthmsxﬂﬁinybxyﬂmmﬂ)-plxpen«hne-ﬂe¢adm;£}'lig acid

e RS e Sapl 2 78 Sl bS58l e o

VARt PRSP whiladda8 2R il Jeg@ldnanix@ite was stirred at
nﬂ?EG%%@%%ﬁ gPQ?H% deS|re§Wcoﬁpounds Aﬁong th% salts

80 P6r foe A0V t Aftdracomserssytion ial wagud theoresidiie veasdraatrd withtveater and

eIl RS b SR bRt it

wate hhd BEndMdtidd BRI rsumaante@e@mm@ﬁwerm@ed tatield 1.08 g (96
bases can have
%) of the title. MS (EI) 291.3 (M+Na").

-

b) 4-(3-Amino-propvyl)-piperidine-1-carboxylic acid ferz-butyl ester
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further substituents, e.g. hydroxy or am no groups,

whi ch can influence e.g. the solubility and the
whanvdlosaig7 of t he product. The salts fornmed w t PChETR®7/000103

are pharmaceutically acceptabl e base addition salts.

According to the invention the conpounds of fornula

(1) can be synthesized by offe of the foll owi ng

nmet hods: Method a) An ami ne derivative of formula (I1)

( H) Te awbhitieh of 4h@ -arduaprogyHpigeidined] -amtioRlic acidgert-butyl ester

described above for the faqrmnul ). - s cted wth
(1 DSOS oD o sy ARG AT G o ) Tpter (916 FHET apd, bibheny!

| 1 - . - - - f
PR IR LR Sebughy g e @ S
tenperatigti pectnightyvthens coregotratdd. wilhh sasidani wes deurifiedt bye column

of formula ( . - rei neani of \ R1,
chriggaloipbliy s iicaelashent (EATsnite BR) BeRl) O affiment and
mefABYAnsHbHiaAONdrbEa8 2M Ol Medliiondttd Weel®f1.498r gudR o) of ihe title

given case can be transfornmed into an other conpound
corppoundr M @I 3493 HMHnk r oduci ng new substiruents and/ or

nodi fyi ng or renoving the existing ones, and/or salt

formati on and/or |iberating the conmpound from salts.
Refdéeditampleg phenyl sul f anoyl benzoic acid derivative

of formula obt ai hed _according to the nethod

aict geth ppagicing AIMIOEMOLAeh an anmino acid

a) gf -EIA-Z{ i)’é?t-m}o{%ﬁ‘gl-&%Q_rr)giﬁéfhéthvl-y\é?ﬁ{'m—&%ﬁ}ﬁicnﬁﬁﬂi 12¢r-butyl
, n S as defined above, and R1S CI-C4
ested kyl group - and the so obtained conpound of fornula
Y Nl o5 YRGS B FEANLOR 8L Sl B 6 cutain
] ilefr-B@bLy-a86kreal. \ B g 0Chdm. as)\MI70091703
O e PR o o B ot
(0.8, 2 mimad), dieGlnEkS G Rmmol) andedimpthyifermamide (10 ;L gvpsstigred at

roovr\ﬁ %e%p%?at@rry f3F 4§ %ro'uysatfhg %rgcjipita%fﬂlt@ v&érg)ﬁlﬂgre'd'%ff and the filtrate

was concentrated in vacuo. The remaining oil was dissolved in chloroform (70 mL),

L! 4

washed with water (3x40 mL), dried over sodium sulfate and concentrated to yield 0.65

g (68 %) of the title compound.

b) N-(4-Aminomethyl-benzyl)-guanidine dihydrochloride

The title compound was prepared from (4-(N,N'-ditert-butoxycarbonyl-
guanidinomethyl-benzyl))-carbamic acid fert-butyl ester according to the method

described in Reference Example 3/b.

Reference Example 8

2-(4-Pyridin-4-yl-piperazin-1-yl)-propylamine

a) 2-[2-(4-Pyridin-4-yl-piperazin-1-y1)-propyl]-isoindole-1,3-dione

The title compound was prepared from 1-pyridin-4-yl-piperazine [Org. Lett. 4
(2002) 737-740] and N-(2-bromopropyl)-phthalimide according to the method

described in Reference Example 1/a.
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(I'X) - wherein the nmeaning of R3 and R4 is as defined

above - and the obtai ned phenyl sul fanoyl benzam de
waleooswstisve of fornmula (1) in given case can beCT/HU2007/000103

transfornmed into an ot her conpound of fornula (1) by

i ntroduci ng new substituents and/ornodi fying or

renovi ng the existing ones,’zgénd/or salt formation

and/or liberating the conmpound fromsalts. The

b) S-Pwidib-dtylepipereziotli-winpi @m gr ably carried out in a
oI ent r ef er abl senc
Thel e 4E; P Teraed Jroih s GG A 1 1-yD-

proﬁ_ﬂ!] M&%— @Btlﬂone-rﬁ&oﬂﬁﬁ§$§ MY mcBRA AR iBedN R &eendd ERample
e work-up of the reaction m xture can be carried out

1/bby different nmethods. a) The reaction mixture is
concentrated and the product is isolated by
crystallization or extraction. If the crude product is

Exaifiplepur € enough, then col uim chronat ography can be
use iy or the pur| fi cat| onfof it_ The coldurm

carﬁﬁgéglﬁhgﬁiﬂi%énzg me'eshﬁg 7 ? ?n? different solvent

a) Z:hﬂ)mclﬂtbmpm:_lmitmagﬂwlnox‘drhdnlzmeorret hane/ et hyl acetate or

chl orof or m ace ents, aqr .on se .
o] Ao IRERb . | RS BB 188 (P odadea T e assium
carbdfdt ¢ ﬁ!@f‘% tmlﬁéwa&ﬁr buLdibhisR)-praael (81664, d5006 mmol) in dry
acetonitriTe/water/acetic acid as el uent. b) The
dinrettad formamidex{7Q mel) wammedchtllﬁﬂ SCi for 2 Selidayeret filtered off, and
uct |S|sola ed b | tration or xtr on.
the el s SRR 60 & Yy ThS BB Wt PP bt B i et

and® T QFBILAY hoMmDYidRS tHACR B A6 24 R RN SvashE® with" ¢ lsHdi@d BYdroxide,
the products are determ ned by IR, NVR and mass

watsp eed bungtdrrgpd 6M¢e seditaesubfated filteredand san¢entrgiedfia vapra to yield

1 BEALREHPH B AR 0 FOLP G iR RERI Soncine

Mp: 6859e3C. WIS HE® 881k (DS, [Eiar{Ohkm. Beradyck |08mpd. (Engl. Transl,)

respectiv %%Mreferably in the presence of a base.
11 @945} Fabst R:0rf-38 "G carboxylic acid into an active

derivative can be carried out in situ during the am de
bond formation in a proper solvent (e.g.
b) 2H2-Dighibar- ﬂmrmkvt)epheavlamm iGTiehe Abstn 8dr (1836)clb4313q]

The e opitipR gh /ot ceaiprod Bt HoutEb P ygstege 455 & 12.32
rmﬁfl)eﬁlaétﬁﬂhffcg g@f n?ﬁ)()!ﬂahﬁmﬁcdh%ﬂ’&etdlh§diht@r(ﬂ 89@ L '6@%01) was

m Xxed a . prepared from carboxyllc acid
addeilt 4ndi &xcbubwre cwbsoreffusedrdor 2i In befose i wee quenabed avin sefurated

sodSig aHnerie e oo R ai Preais Pl ey A the
aquidbiy phataewyd v@@lﬁéao%v'efﬂ Qﬁn&sm iyl acetate. The combined extracts
O benzotriazol -1 -yl - - tetranet hyl uronj um

weteedcieid aver spshesphkitte, ﬁlltm;md ﬁoﬁcﬁ@”ﬂﬁ?fb@e‘fﬁ%‘) & yigldhd g (99 %)
of the Hitle compound as a yellowish oil: MS (EI) 255.2 (MH").

¢) 4-[2-(2.4-Dichloro-phenoxy)-phenylsulfamoyl]-benzoic acid

Under an atmosphere of argon to an ice cooled solution of 2-(2,4-dichloro-
phenoxy)-phenylamine (0.5 g, 1.97 mmol) in dry pyridine (5 mL) 4-chlorosulfonyl

benzoic acid (0.45 g, 1.97 mmol) was added portion-wise. The reaction mixture was
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triethylamne). The active derivatives can be prepared
at a tenperature in the range of 00C to room

wo eowesEsure. A proper anmine of fornula (V) orPCT/HU2008/000103
added as a base or as a salt forned with inorganic
acid to the so obtai ned solution or suspension in the
presence of a base, e.g. t-#9et hyl ami ne, needed for the
| i beration of the am ne. The condensation reactions

stirré & rh&hte@npstatiye dPirhigheyae nﬁiﬂmh@@,fap@ﬂated i h/ecuo the residue

necessary reaction tinme is 6-2 The wor k- up

was fisated Vo FNtydrashtesie asid @Qrml-k dmé @fﬁﬁwe%wﬂlé—‘ﬂ@ﬂtacetate x50
hod Th
ml), fhe ?%Iil})%é ecr ygg VPI & WXhd Rith N SWI t’ﬁé eld, #adr and

or extracte a proper
brin€) @8 ves Qb&l@ﬁi sulfule, i filtegédv emd camentpated fin sactoy Thelresidue was
chronatography The colu chr.omgj.ogr a S ) ed
subipiiea g R I SO AP BEER G 0 (ST fom) os
adso?ﬁ%t Mﬁ&m ofl Blofsi: M%S%tl@ afid < 4IeNek FRIAAROYield 0.6

anol or toluenel/acetone, as eluents or
g (70 8%)rfite SédcuhpamdisiadighyMoksokid. ogcinwas gistafized fivgs diethyl

ethe -eé&@%ﬁ@%’%/mpﬁ@gr% @\'Llllér)Oacetl c acid or

acetonitrile/water/acetic acid as eluent. b) The
reactlon mxtU{e IS dlrectly purlfled by colu

1O = L&) /e (4

I duct " e s f e oducts are determ ned
met ri caB ]%Ste}’q butt %st&.t The obt ai ned

bermaMsletoer o a¢-[2#€‘54—dfchfo®d§-@hérmx@) phenyilﬂlllifem@lﬂﬂéqwzcyc acid

(3.0 R DD B Lo GumeD Gpd s 8 G g1
N,Ng@ dzyg HE By thf)ﬁlnﬁlr h&'dﬁﬁ&ﬂo&l&’c%ﬁheﬁe QA RicedrOUEiy TBEL.)] (3.21 g,

I renovin e exl sti ones, and/or formation of
8.45ainicl) i tty dmecﬂlsylfmnh/anndd (1@@ rmL) M@S tstired @hpopmy gemperature for

derivative, of f nmul. a fro n
ﬁveaatalm\fl/tieﬁlnvgglfet & é % Sh)aﬁgggegggf alcé oxyhc acid
tertfbﬁlgﬁ e?fé“ (RERPEUS ]ﬁ@FﬂpY@tlLYPWg 7 @ RbIR wids)adaacm ”m& pH of the

orned Iinto a salt treatment with a base. The
reacnmpmmms wis adjusted fo @Yy &mwckhwrh gf mf‘éléylﬁymeoﬂ}ﬁ #t ghigined
n be transforned,int
mn@rf: Wi S QR FLeh e?at%%¥$ sﬁ%ﬁfé at %%X%tgag%d g@%&g,s The

resil@AGHdsORsated@ Nviltte s@ﬂﬁitbd)ckodimtn fhg'drcgmmwbcmaten solution (100 mL),
chl ori nat ed hydrocarbons_using acid chloride or

extiaiod TRl SoHaiI G| NP dt SO BHLOBRBEIES BFredrisagdwith
satdrr soh{dn? tﬂgfél‘o%%h&?bﬁates @Q]‘uﬂgﬁ Caake nﬁltde?mnér hgied over sodium

onam d rves of formula contai ning a
suliﬁte‘; filte@td cinp) coAcenatedr The fasrdure dvasrﬁuuﬁadﬂame@hbgm chromatography

reduction and the am be f cted t
using o tsalBrOI MBS oS a8 &5 pRePere Metes) s FREREfogfoe =211 a
K oy SAHRANMBLBnHBLAY &S liMRSyeflaWisB@morphous solid.
elu%%g(%gf%lggg%o%gt@r groups cg%%be hyd%’lglsyyzed andtﬁ%
MSC(M)’&'TME(M-?NEQ carboxylic acids can be transforned into
am des by reacting with proper am ne derivatives.
N-(ter -Butoxycarbonyl) group can be cl eaved by

e) O gani g.19[(2 4-Dichloro-phenoxy)-phenylsulfamoyl]-N-{[(piperidin-4-ylmethyl)-

carbamovl]-methyl}-benzamide hydrochloride

To a stirred solution of 4-(2-{4-[2~(2,4-dichloro-phenoxy)-phenylsulfamoyl]-
benzoylamino }-acetylamino)-methyl]-piperidine-1-carboxylic acid tert-butyl ester (1.07

g, 1.55 mmol) in dichloromethane (11 mL) 9 M hydrogen chloride in ethanol (0.91 mL)
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inorganic acids (e.g. trifluoroacetic acid or hydrogen
chloride). Free am no groups can be transforned into
w@e@Riosliiedp gr oups. Cyano groups can be transf or@eHURINW©00103
am de, Nhydroxy- am dine or different N containing
het erocyclic groups. Mdst of the am no acids of
formula (VI) and am nes of 61 nul a (I'X) are either
commercially avail abl e or can be synthesized by
wasladdel ht réavtion migtiredes stitred sy nidve s@sparitusofoe Zhethen diethyl

f for .a escr bed | t he Ex |l es. ..
et e s O i v et Falriarre ekl voRRRD il djothy!
ethér 26d diRa t@'ﬁﬁ:‘ﬂi b85p l’gQW"/@d)f tHe 1 AdniRwn@ MR QR 2. 1( (WIH ™).

are new. The conpounds of the present invention as
wel |l as their pharmaceutically acceptable salts or
E XF aj es or sol vates can be used as such or suitably
Xa
——rﬁpkﬁe form of pharmaceutical conpositions. These
4-[292ABichi o6 phefsxigHh et ulfemiol] T¢I (3cpipbiidis-t-ydr
sen11|qU|d form and pharmaceuti cal adjuvant and
ALpaMevydnelnyHinenzamiges added, which are comonly
a) u@el@ (24P @b Tlenoc&{ﬁ BnasviS Al R BoenS SRkt Retic _acid _ethyl
uents, stabilizers, wetting or enulsiiylng agents,
;ﬂgfk and osmotic pressure-influencing, flavoring or

For WEP o010 By P HA SR PR o T DR R P prrggic 2cid

(E)Eaﬁhﬁé( 8/d) (B he7 t%ﬁ qrswpﬁﬂﬁdly %e&\.fyfaﬁﬁhe ¢SRD BY ¥7 Wi thidol) MdIEBTU
limts and ted to the individu

(B2 qi 2197TH1‘1I1191)| n dazrﬂlmretm'h dopaamideu(1ap @ééewan speadigigroom

ol 19 081255 400 SBRALIASR6RIE i ot

g, 18 rﬁﬁmgl Whs/hddedoThe eI patheffactigaiimsird Wes adjukted to 8 by the
ingredient, rqoute of adm nistration and, nunber of

addiiipn plitriethyleaieg thyise alteingd migkue grast figredcal [eom temperature
f d

ovérl%ﬁ? gl %g{:op Q%t?%F&Ia?{Fgﬁ&ﬂ%[ g\géf%lt o gérjtﬁgiﬁ%m& salt¥ratel Rodium

hydmn gwﬂoer]bgﬁateﬁo]mhen 00 mh), th@plbelpttatedicwalsﬁhﬁe filtered off, washed

har mac 05| ons cont ng.the active
Wi GO iiedo T GUHG PR UET R BUR oY SO Bt cRppty vsing
Kl&@%@?ﬁ(’f‘ Po4bl0.083 HBR) {Nﬂex‘%f{) é’scidsgﬁ)ehﬁ dh& HitRRAnd: th acetate =2:1
singl e dosa e unit. cour $e possi bl e that the

as elpentte yistd 7. ﬁ& 2478 %be)frtht@mtéedcmmoumd NESrEDCRHDEL i ons
exceeds the upper or lower limts defined above. The
solid fornms of the pharnmaceutical conpositions can be
b) &4-[2-(2.81)i &f16r0-sHeRASLA Sphef ARSIHNESy]]-Béd A $lafiind Yy&Rtt héided
powder ampoul es useful for the preparation of
i nj &et iaondirred qiolwionorffosi4ri -gichlorerghenexal-phanyisulfagoyll-
tLel S [ (oY
ber SRR S RET AR | LARF eslero (Po o, TUBT° pRAGH B o libdlie of
tettbhil(&aftﬁan @63@1&11]5)., vﬁah&k(]ﬁg n’(ﬂ)xinﬂr ertiand $1pds)i tithivm shydroxide
or the sake of a SI | e adga stngtlon it i.s suitable
momhxqﬁ@te;(%&Praaaém )cw)a ol Bsthe seAsHipR anigpiee ges stirred at
rooll’ﬁ] 'tefk])‘pre‘f a,Ph N 131%%&@{% '%asQ:fo LeraRQl ineerekiRgE RAL %ﬁF?lved in
nistered once, or a ewrrulilples or a ,
wateln,l addrﬁedfwm]ntm paydrodhbaice efid, Siecpredipitatpd solid was filtered off,

washed with water and dried to yield 6.76 g (93 %) of the title compound as a yellowish
solid. MS (EI) 496.2 (MH").
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units are e.g. tablets, which can be powdered with
grooves pronoting the halving or quartering of the

WO amB®s016M order to exactly adm ni ster the regedCT/ET2007/000103
anount of the active ingredient. Tablets can be coated
with an acid-soluble [ayer in order to assure the
rel ease of the active ingredli-ent content after |eaving
the stomach. Such tablets are enteric-coated. A

) Simlar eff@-ﬁi-(@,@-‘bi@ﬁoﬂﬁ é‘r‘l\ﬁ sQDfarﬁ -Pﬁ B i | hdlin-1-yl-
€ active ingredi ar fca I ons
pro pg@ gg@yhdnﬂhﬂibmamnnﬁacan contaln e.g. Iactose or :
ch as excipients, sodi nmet h IIqu
et By o et BoRaR oy AR REb B0 S Dbt itmmovt-

ben%ﬁylﬁinﬁkdﬂtéceﬁé a&ﬂWh@ 01085 24BN $n a Rﬁiﬁ%@of:‘dﬁbﬁﬁn&hane (2mL)
n1crocr¥stalllne cel ulose is added as disinte g rati on

anda dispatkyligsmemide f(h%nrwlbéﬂmqrwlnb& w@rqmﬂlad@ny dE eGhemie) (14

me O apmiD, BT Bl b ek Maup an e Adfblideeb o ) wee

addRAt Tﬁélﬁﬁféthi«éewwﬁhrkddba&'r@@tﬁttémpgﬂaﬁné #tl 2L B, than p@ﬁﬁed by column
manuf act ured e. ranul ati on, fol | owed

chrpmeierangy Thes Rl e v Glag i e sarefsespent (Misra) and
graai%nmllil?lggaf\;tﬁllg%lﬁ'? PO(W‘%\eelﬁgﬁt ﬁnﬁ &{%gsn(?%’?d DA 73 & and

ranu an aqueous r agueous

SO%IB@tht' ovead pléricm]notDTS frhguthd (eligsns Al: rchamﬁnnr ehentaB emethanol
eqU|pnent t hen thﬁ(granulate i.,s dried._ The other
Y

conigigingt e/g pharEonjuL RYEGHCE) 19reld 2R 44} YAl oA Hisiitle crgpound.

Sa@ Mﬁe dried granulate, and the mxture is
esse o a ‘tabl et hi given case the tablets are nade

mnth hal vi ng groove to ease the adm nistration. The

E tabbeis can be made directly fromthe m xture of the
2. i ngredi ent and the proper auxiliaries by

4-[ (£ BT 0of8-pH ol ) SReryMitant dVH - VANDE & idiA Y- P ERAY- 26 Biioy]]-
USI ng addl t1ves commonly used Tn the pharnmaceutica
2Eﬂndhgﬂuaaué_guﬂﬂﬂﬂhﬁﬂzzers flavoring, coloring

a) APROL ﬁmxﬁ&sﬁe@ﬁ%ﬁ&ﬁw“ S hbYh ek depliyatives (methyl -

cett unT car boxymet iyl cel | ul ose,
et CTo ap@hwd rswlutia,w 610 I2L(ddo“remoqﬂieﬁ¢xy)4pmh@ﬁmhatee [J. Chem.. Soc.

(1938})&%32;”9@%5 ‘%'f%bgrg,i)éiﬁ qEmg) gRe s HRAES (1 ik *hbgogifonyl
berzBR> 1 58, Fisxh g Wis Jdeqaehé eealch{kgﬁﬁ ?J‘&Vaf‘%éd"gt room

auxi |es is f| into capsules
tem;xerqnnsldvmnght theg poamslpnattmoematms@mo pBL) éIhexprecsprtand beystals

weig il HEStAG Ot v sTepiia] (IR IGtE & (o0 S Y tile

co AsSMd 449j ated in suppositories or
dpth) ggﬁ‘”i

clysters. e suppository can contain beside the
active ingredient a carrier, so caIIed adeps pro

0|If )
—ace amino)-

ma-phe ]
meﬂﬁutbip@fcdlﬂ@l(caﬂ@&elﬁ@&dw tetrFlButﬁ‘/BésﬁérEF s under the trade
name VVteﬁfol) The active 1 ngredient is honbgeneously

i x€ae wititle t remperedd waeprppased from  4-[2-(4-bromo-phenoxy)-
phenylsulfamoyl]-benzoic acid and 4-[(2-amino-acetylamino)-methyl]-piperidine-1-

carboxylic acid tert-butyl ester (Reference Example 1) according to the method
described in Example 1/d. MS (EI) 724.2 (M+Na™").
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suppository and the suppositories are noul ded. For
parenteral adm nistration the conposition is

wo eoosob@ated as i njection solution. For manuf acPdr/HUg007/000103
the injection solution the active ingredients are
di ssolved in distilled water and/or in different
organi c solvents, such as gbycolethers, in given case
in the presence of solubilizers, e.qg.

o) Pabd pxres YL RaSRLY bhamsumﬂl%'vﬁw ?F(ﬁmenﬂﬁiml@in?é%ﬁ) -c8bamoyl]-

nonostearate ( Iween Z0U, Iween oU, [Wween ©U

thyjlbb@nzarmdmhrﬁhupmacciatn al so cont ain differ ent

I ' t . 0.
ot Wi eiEnsd PR, LR I BER M San ity spifamoy-
ber%?ﬁhﬁn@}nﬁceﬁﬂiﬁlﬁb}n%ﬁ%d] ﬁlp@h&iﬁ@-l‘:@ﬂﬁ)xlyﬁﬁ abid tert-butyl ester (0.80
anaest héeti c, . | i docain. The injection solution

g, bbhmanel) ﬁgdxchl@r%m@ﬁlw (“Agrlebirdhworegeetinecid (L) oresiadded and
thefr'{3£ctt%fm gﬁg?{ag slcl%r {1%& I‘donl f Ehttgreao%& h?sthefri‘ggnde trht%d The
resiiyig fas eifiated tvith mhethylce&n:r tﬁlt@é(ﬁhidl drieddo ly}eld 0.748 g (82 %) of the

| iophylization, Utiljties ound f. the present
titlp ﬁ%munérﬁ%‘@n&m ?Hsﬁolflg Et(g a@éﬁ Jsts, in

particul ar sel ective bradykinin Bl receptor
antagoni sts, consequently are useful in the treatnent
Examplr4venti on of pai nful and i nflammat ory processes.

gal -if- i}{im tfhyl)-

myof asci al
sLﬁvaHﬂwnmmaaada| pai n

(Ul piat el pgﬁeré P05 ﬁe{at b1 5o GHBY URrolt Vbl Ehromo-

perioperative neco

phéaosyRHEIatd- M&Mné Qm}t@ukzg IZQﬂslhz p&ﬁ (11 %57)1 (o{e]) nﬁ94 Chem.Abstr.;
posttraunat i %éﬁb rains. or fra tur

R 3 Bl 53 SETHY B0 R AP i 4-Hlppultonyl benzoic
e
a01H gﬂ W lgént d p;g)Im&P gglg g%dr%ﬁgré Inhlxture was stirred at

rooﬁu tdnlqmramreemfemm ghth dthe aniximra Masfcopa@mra&slsm cicate dhwir¢didue was

neglag P Frreponnani S o SRy phkethi bRl a0 mL).

Th¥cdibines BkddnicSlalrs Sverd WRSHA! Wilte TNahydeb JAI BRI aid, water and brine,
protei nurea and increased nitrite and kal I'i kréin

dried pyrasgdigrosudfatep fijterediand @olmentrhlyéen wiayei The revisue giae triturated

witg Wt R e T upd PR it ellfer BAE R Rlyiga 0,31 £.43 %) of

theafilel cofioaM® heATightaak SulidaMs (HIy peL.e(SiEVy agents, and
sepsis. They may be used as snpoth nuscle relaxants

for the treatnment of spasm of the gastrointestinal

b) t riﬁ-j&-(g-rBrgﬁm%rﬁf_z' B%%E\Hrst ﬁﬁ&;o tﬁﬁﬁvﬁﬁg%%l{gﬂ??&gyltaﬁﬁﬁo} -acetic _acid
ethyhdsteammat ory skin dlsorders such as psor|a3|s and
eczema, .and skin injuries i (ic)l udi ng bur ng and

sunbie ritlyy OROBRY WakePraRde alto. R4 %emhagomsﬁ-ﬂuoro-
ph%@ls’ﬁﬁﬁﬁhgﬁ Heh&tk haf! %W%l%%epégrlgﬂ Oéstéc'f Hggggﬁfdrﬂbnmdﬁch)

matold arthriti rheumati c

=t

11

bt

IVG noti on paln

acdpeting tonihe intdtisnd ddsumbeddin Faxample 1/drMSABI)S BEANQIH ).
syndrone, inflamratory bowel disease, Crohn's disease,
nephritis, allergic rhinitis, vasonotor

-benzoylamino }-acetic acid
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rhinitis, uveitis, gingivitis), allergies. Such
conpounds nmay be used therapeutically to treat

WO pdosasemat ory ai rways di sease e.g. chroni c obsPeT/EHURMNG/000103
pul monary di sease, adult respiratory distress
syndrone, bronchitis, pneunonia, asthma. They may be
used to control, restrict o8-reverse airways
hyperreactivity in asthma, to treat intrinsic and

extThNSitlE esthputiadi Rak Ushepated! fréth 9¥4-[284-Broind-phéhdix §)- Sfluoro-
non- atoplcé occupational asthma, viral or bacteri al

pheaylgeléamell erggymno}oméﬁ 206 - ehyle eger agsedings to the method
as exerci se- |nduced
des%%kﬁgéé\ééglﬁé%%/%?%ggﬁﬁﬁeyz @gHwee ef fecti ve agai nst
pneunocon|03|s |nclud|ng alun1n03|s antracosi s,

asbesto h I , pt||o |s, |de 0 |s,
_____ 0K : S beuzo lamino}-

acewrﬁﬂme‘%eﬁﬁlﬁ&f)&%hw bR QB O %\9&1 Sﬁér di sor der s,

€.g. agalnst nurtiplre sclerosis, zhel ner' s di sease,
epi Tlepsiyle canphmd was epreparhé aliieroh é4-1[2ré4-bmmgph¢n@§ls’)eﬁ -fluoro-

phef RO P Sl nat HEna e Raurit. oy oF DU Ao biseridine-1-

carl%é@h@ %Eidoz@rtﬁﬁﬂﬁt ds@ A 1uRB Adtordhss EtSﬁféBrﬁéth@(ﬂ dadthided® i Ekample
fency and B2 receptors in vitro by measurenent

VdoMSdﬁDoE"éﬁ @/I'tlﬁﬁél umion concentration with a plate
reader fluorinmeter in cells expressing reconbi nant
human Bl or B2 receptorsCell culture Chinese hanster
e) OV ad-{2-(4BkImephéxs)-siflupresimeissifanoyiddbiifpipandinkpiarethyl)-
Eur osc een) or BZ (CHO B2, Perki n-El nmer)
HaedEo' s Modified Eagle's

1 Og’l‘ﬁﬂﬂf%ﬁwﬁ I | n'p?ééﬂﬂ:d kg{Aal4 @(ﬁ-b%ﬁ&ﬁhérﬁ)@) §-fluoro-

Cl /M streptonycin
phdtlglfsnifammdhbermovlamn@ adewlmlmommﬂﬁd}spmmilne%@hrmyhc acid

e o0 S5 T LRS- St 0V, 02
(MMEY

ey, e kept at 370C in a humdified incubator in an
at'mosphere of 5% CO2/ 95% air and were passaged 1: 4
three tines a week. Cells were plated at 1.5-2.5 c |
EXCM | /well on standard 96-well m cropl at es,
enments of cytosolic calciumion concentration

4-(1{Pherdxy-plenViNudfag@svi)-Nck | i eridin-4dlyise thyl)-earieahdyl]-methyl}-
atin Fluorimetric neasurenent of cvtosolic cal cium
_JEEHEéﬁglﬁﬂﬁbkLﬂkhsurenents of [Ca2+]; were carried out
a) 4)& ﬁg&o H&?yl%%%l)ct?én&&c%&ﬁbl y expressing human Bl

arnd ceptors, respectrvery. Cells were grown in
st afetartifled Gompelnd nwasr prepateds frand 2sgifenory-phenylamine (Aldrich)

surement were | gaded _wit fLuor -
cccggipg bribemeged deraeasniresplye MELE ST RES | ne
cul ture nmediumthe dye was added to the cells
(dissolved in assay buffer: 145 mMMNaCl, 5 mM KO, 2

b) niM Ml {2-[4 2fAlenoxy-phenylsulfamoyl )-benzoylammo I-acetylammo t-methyl)-

piperidine-1-carboxylic acid fert-butyl ester

The title compound was prepared from 4-(2-phenoxy-phenylsulfamoyl)-benzoic
acid and 4-[(2-amino-acetylamino)-methyl}-piperidine-1-carboxylic acid tert-butyl ester
(Reference Example 1) according to the method described in Example 1/d. MS (EI)
645.2 (M+Na").
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Cad 2, 10 mM HEPES, 20 nM D-gl ucose, 2 mM probeneci d,

100 M /well) and cells were incubated at 37Cin a
whowasdised | ncubator in an at nosphere of 5% QeE21/85%07/000103

air for 40-120 mn. To stop dye loading cells were

washed twice with assay buffer. After washing, various

concentrations of the test-®enpounds (diluted in

extracel lular medium from a DMSO stock sol ution, final

c) DVEO $9ReSRL bR RTIANRSYITA §ip&idiRul \tlﬁfetﬁw&r@ﬁﬂ@m HfRthyl}-

each wel dependi ng on the experlnental setup. Alter

W?C for 20-25 mn. baseline and

ked ch f . [Ca2+]
by 1 B ER R RS Refed dEit AT TR BRI St RmovD-
ben&Sﬁ@ﬂﬂino] h@&ﬂéﬁﬁﬁi}sﬂieth%%l?éﬁdlﬁéﬁl 2RModGiechtian @f+-butyl ester

em ssion was carried out fromthe bottomof the plate.

accprdingdpdhemethof desqribgd in ExarapleilieaMDED 5238 (MH 3,85 nm
em ssion filter - 538 nm The whol e neasur enent
process was perforned at 37C and was control |l ed by
Ex#iiple@n sof tware. I nhibitory potency ofthe test
b

_ phenaxy) / : 1yl 1n[{piperidi
1nR=,fth Ezﬁn‘i{a‘?ﬁﬂl &H rﬁeﬁé fn?(ﬁrsh roEﬂl%n@l@”PoundS The
br adykl nin for
Pighivireiphengxye-phomil byl JdrenEgdamino } -3-phenyl-
concem ratﬁwﬂ t he EC80 vaI ues were der| ved from dail y
FH-rreth uu%%—response curves. Fluorescence data
Werehe X Btle S ehpdtndFas( f prepdred C e (‘43@3?294 -BRhIRG-pESEDxXY)-
to baseline) Utreatnents on a single plate were

phenglgulfFraelyl henmlq iapide (Busimple 1t and (Bh-phanyledgnine wpathyl ester
t e a a
hydy RS a0 REAETO; b Y AR mipR SRS @ goo2
@AH@mpound at a single concentration point mas expressed
as percent inhibition of the control agonist response.
Si gnoi dal concentration-inhibition curves were fitted

- p)to the @:ﬁ) : 2(,419ﬁd'hycﬁg-Jh%ﬂ&ﬂsﬁlnhhﬁﬂﬂlfaiﬁﬁé@%énﬁ%ﬁExﬁﬁg_)gtmphenyl-
exper|l nts an | CSO-Vval ues were de rm ne

progiontneamt&ati on that produces half of the maxi mal

bi t d.,by th d. Th ]
o B SRR A QLR rINThncr B kRIS eRg )
ph&?ﬁﬁﬁarﬁéf%b@&ozgnﬂlwe?ﬂ)hle@lgﬁ?;ﬁgmf: E}t?l{d m?tgyl[ e(s’zer rarlgct:ot%i}lnig Ito the

meﬂlpédescabedlmﬁxmlbafwi\/} (H) peg.2 )] -
sul fonyl }-benzoyl }-norfoline (NVP-SAAL64, Br. J.
Phar macol . 144 (2005) 889-899); Ki 8 nM 1C50 : 33 nM

©) 2) 4-[(2-{4-[2-(2.4- D1chloro-phenoxv)-phenvlsulfamovl]-benzovlammo} 3-phenyl-
(R -N-[2,3-di hydro-2-oxo-5-(2-phenyl -ethyl)-1-propyl-I
propionylanire)meth wipesidiney] -rarboxylic acid fers-butyl ester

N L N B A L b o

pheﬁMsuHémoyl]—benzoylammo} 3-phenyl-propionic  acid and 4-am1nomethyl—
pipe 1{1@;-(1 ot bl Hq%r %Q%-B‘Etyﬁl)gg{g nggc&fdg\rrlg_[[ ﬁg meﬂ%ocfl (ﬁg nbed in

Exiet 2”5*0%?%&?9?83%@‘%6?5%3% o eas M

d) 4-[2-(2.4-Dichloro-phenoxy)-phenylsulfamovyl]-N- {2-phenvl-1-[ (piperidin-4-

vimethvyl)-carbamovl]-ethyl}-benzamide hydrochloride
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The Ki and |1 C50 data neasured by us for the reference
conpounds are in good agreenent with the data given in
wo b@slosdier ature. In Table 1 the nost effectivePCT/HU2007/000103

conmpounds of this invention neasured in functional

assay are listed. Table 1 + IC50 > 0.5 nM +++ 1 C50 is

bet ween 20 and 100 nM ++ 1350 is between 0.1 and 0.5

nv ++++ | C50 < 20 nM Recept or bi nding assays 1. Human

r ecAdipEN GERL O [

assays tﬂv\gr Iéorg r ri egﬂg {h a%Jarécﬁumam {ggo{}lﬂzﬂgh@mﬂl&&phmoxw
pheby]adlfdnnmyl]}bemghzmlm}s3{phxmrlqsqadnﬁlamfﬂd@rmﬂlﬂ}pmeﬁdine-1-

acc rd| t he Euroscr.een Technjc a Shee

@é%@i)est%ﬁ@r Ftte f PalbeT HaeHoAd b ol e, MS

(EIi@BZ“ZFMPﬂ‘L I-3 4-3H(N)] - [ DesArglO ] Kallidin as

radi ol'i gand. Non specific binding was determned in

the presence of 10 nM Lys-des- Arg9- Bradyki nin. The

Exfi n@lz i ncubation volume was 250 ml . Sanples were
ted for 15 mn. at 25 0OC then were rapidly

4-(3-FRiHF0VF-ph&ifx@ b ey RuEEmeH) Bv-f [ (bipRiEin 4 Mt t)-Efbadioyl] -
east in 0.5 0PI ioactlvity was determ ned by
methyiinbenzamide hydreachloxidenect r oscopy. In Table 2 the nost

o G5 Ehb e RO Bl AR, Toesued 1T

I s Ted viiilen hpoodd 16@s npdeparkd  fremb eS-feer-Dphermag-phedylamine

[Bzé%éé?%é Gt g B! A RS eGP i erved in

/o REPIHT Bed (DiEslyki nin2 receptors (expressed in
cel |l s) accor d| ng to t he Receptor Biol ogy Techni cal

Dat a Sheet (Cat.No.: RBHB2M W|th m nor nodi fications.

! 0 “. e \J e - ¢ X!
me%ﬂfﬁlﬁéﬂdnﬁ I‘-@hﬂbﬁxWﬁ’cSadi’@ie@ﬂBﬂtﬂleéitdrn the presence of 5

bradyk| nin. The final 1ncubation volume was 200 m
s il e omeRmEded Wosr POEDH.  dtoms e Hhearovephenoxy-

oA IS L 2B gt it

carlstedytic nadié deetrybultylqustek $Reéfeteintéd ﬂxmrpls p]e)cncrooschmpyto fHiee method
conmpaunds exh ity and selectivity (>50
desgrifpegyin ixamplgal/ E&ér@& 6945@0@%& over the human B2

receptor according to both functional and binding
assays. The synthesis of conpounds and pharnmaceuti cal
¢) cotfeFludirefphenoorphaenylstlfamibg)-N-{[(piperidin-4-ylmethyl)-carbamoyl]-

methyl}-benzamide hydrochloride

The title compund was prepared from 4-({2-[4-(5-fluoro-2-phenoxy-
phenylsulfamoyl)-benzoylamino]-acetylamino } -methyl)-piperidine-1-carboxylic  acid
tert-butyl ester according to the method described in Example 1/e. MS (EI) 541.2
(MHH.

Example 8
4-]2-(2.4-Dichloro-phenoxy)-phenylsulfamovl]-N-{($)-1-[(piperidin-4-ylmethyl)-

carbamovl]-ethyl}-benzamide hydrochloride

a) (S)-2-{4-[2-(2.4-Dichloro-phenoxy)-phenvylsulfamovyl]-benzoylamino } -propionic acid

benzyl ester
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invention is illustrated by the following not limting
Exanpl es. Reference Exanple 1

wd2608@504r7T no- acet yl am noVret hyl | - pi peri dnme- | - ceebEvgd07©00103
acid fert-butyl ester a)
4-r1(2- Benzyl oxycar bonyl am ng- acetyl am no’ ) - met hyl | - pi p
eridine-l-carboxylic acid tert-butyl ester A solution
of Z-glycine (Aldrich) (1.95 g, 9.32 mml), HOBt [1-
hydE Bk y idl§z otqmpered] vas 2eregareé 3o 2-Ghé-dibioro-phenoxy)-

ch
D P S Crompls, (e ap §5) Py piopic geid benayl
est@. a:erndmg tp themeithpd desceibby irf E)xamﬁe del. [\/PSXHIMSOM%MH )
stirred at 0 OC for ten mnutes before
4- am nomet hyl pi peri dine- 1-carboxylic acid r -butyl

b) &3-2ef4-1EUK P} cHl GroSbino3) IRe AR 1%a:ﬂéﬁ»‘f1-1?éi‘£8§iaﬁﬁ%r}t-€&8piomc acid

reaction mxture was strrred a room tenperat
ovelhg dghle. campouridx twas epispared ofnara n () &- &8 3-(2,4-dihinroiphenoxy)-

' ted th.satur. ted odi um .
phd B ISNEbeh IS PhTa b abiiRt B8 1525 et Beauging toyfhe method
deseﬁbﬁmeXampdé?Z/BOMS-()EI $1|1 (MHb) ned organic |ayers were
dri ed over sodi um sul fat e, filtered and concentrat ed.
The resi due was purified by col umm chromat ogr aphy

promoﬁkfhinﬁncﬁﬁnath&ﬂfblﬁerﬂﬁneaf cmbexstliotdoai @@mbmwr&teas whi t e

DOl SR L S ping sb PerHed | o5t pe a2 %éwbiﬁﬂ}fwhenoxy)

pheﬁ?lsﬂlfﬁrﬁéylﬂ-b@hﬁo&lanﬁﬁ&}ibr iotlid I 5&@ ﬁpeépgén%nﬂ%h l-piperidine-1-

g benzyl oxycar bonyl am no- acet yl am n

carlmm r:uamdr\tertihutﬂrdstexym¢ardmg ital theethhbdtdykcr@sdem E@camﬁlz: Yd. MS

(E1g7 EM%;% and 10 % Pd/C (0.36 g) in nethanol : acetic
cid ‘er 5:1:1 was hydrogenated at room

tenperature for 3 h. The catalyst was filtered off and

the filtrate was concentrated in vacuo. The rerral n| ng

d) ¢y dd2-(2drldichloro-phenoxy)-phenyipulfomopl]: [ pripetid eth
carl&ﬁﬁcﬂ@]—éh %eg %m%.g h(/gl;o(l):ﬂﬂ%nge 040 mm (Mer Ck) as
dsorpent, arna cntrororforntmet hanol : ammoni um hydr oxi de

ZHIeltﬂ(De ﬂ:ompowidUﬁﬂfI piepangt €toth 4-[63)Q-{(BR-Q, %1cﬁforéJgﬁenoxy)
t|t i te anorphous solid.. Ms (E

I u nd
phe Nz gﬁggv%@mm@ylzammo)-methyl] -piperidine-1- carboxyhc
amCﬂZeLthlftgl' @s‘?&r%cﬁt‘aﬁ{ﬁy fo3HE ﬂﬁz)tho)%t sblipdd RaEHgie)e; #AS P@I)f ¥%06.1

lic acid tert

(MH- )[ 2- (2- Benzyl oxycar bonyl ammo- acet yl am no) - et hyl ]
- pi peridine- 1-carboxylic acid ter -butyl ester The
title conpound was prepared from

Ex#inpid-9ani no- et hyl) - pi peri di ne-| carboxylic aci d
ter - utyI lefst er [BI oorg Med. Chem Lett. 13 (2003)
' pidiedo ~ 13-

ben ‘ﬁl,ocﬁmljx;%fer ence Exanpl e I/a M5 (El) 442 2

a) 4-( Biphenvl—z-vlsulfamovl)—benzmc acid

The title compound was prepared from 2-amino-biphenyl (Aldrich) according to
the method described in Example 1/c. MS (EI) 354.1 (MH").

b)_4-({2-[4-(Biphenyl-2-ylsulfamoyl)-benzoylamino]-acetylamino}-methyl)-piperidine-

1-carboxvlic acid fert-butvl ester
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b)
4-[ 2- (2- Am no- acet yl am no) - et hyl 1- pi peri di ne-1-car boxy
wo c@sasiid7 tert - butyl ester The title conpound REEHU2007/000103
prepared from
4-[2-(2-benzy|oxycarbonylaq%?pacetylanino)- et hyl ]
-pi peridine- l-carboxylic acid ter t-butyl ester
according to the nmethod described in Reference Exanple

1/ bThwsﬂe Epypowsl wag Mepyred Heone fdhipberst 2nylsd f@noyl)-benzoic acid
an<? il g/z d%n?n%aggt& &%lﬂ%’)-methyﬁ-plgen%%}/e-? rP)O)cyllc: acid tert-butyl ester
(Rﬁerehbe Exaﬂapm Pesdcdidiyd ¢ the miethopYdeVerdiddainl Exaaeplé 1/d. MS (EI)

il g@h ester A m xture of 4-piperidinopiperidine
62§ (Hﬁ" X (2.0 g, 11.88 mml), (3-bronopropyl)-

carbamc acid ter t-butyl ester [Eur. J. Med. Chem

Chim Ther. 37 (2002) 573-584] (3.96 g, 16.63 nmol),

) di net Hy(Hipienyh? désul B0 yHHY- {Kpiberidinad ginmith plmchibambel]-methyl } -

b 1.64 1 88 nmol) was stirred at roomtenperature
& concentrated in vacou. The residue was

di syhé vk iBmRLEd WD dréfated Sk a&({id[wﬂlﬁhenyl 2 -ylsulfamoyl)-
di chl oronet hane (3x150 nl), the conbined org
bemy@mmkac@ﬂmnehnwﬁsﬂ)-mm@ne 15<mbmthcdraceh earebutyl ester

| I t d d
SR S B R SRS
Ki esel gel 60 (O. 040-0. 063 mm) (Merck) as adsorbent,

and chl or of or m net hanol : ammoni um hydr oxi de = 10: 1: 0.1
nt to yield 2.27 g (59 % of the title conpound

4-(3PHMo bhenﬁ)lsuifzInhov‘thBl'(i’-'pﬂ?{rhﬂhﬂ‘ﬂrl-Jth¥1caﬁ£a?&¥s11ﬁmeﬁ?vll-

ocnrorrae A M Xture 0

enﬁguﬂghyﬂtncglg;aie di nyl -1" -yI propyl)-carbanmic acid r
(2. 6 I : d .

plnéﬁﬁlhéﬂdca@ﬁoxﬂlﬁg%ﬂ%ﬂ?-%ﬁﬁﬂ Hﬁt@r over ni ght t hen d' | Ut ed
with diethyl ether and stirred at 0 Cfor 1 h. The

pr e€hoptitlarempeungdswvay prepareé fifom ﬂéZ@hemfid‘y-phﬁaslhekﬂambylhbenzoic
am@i (E}%Myge QI G g g%g@-@[alggi}q& éggt ap{ino)ﬁfﬁg}%kggggé arboxy‘flc acid

teriRaftelr @ﬁ&G(REMéﬁﬁeGEx’hmple 2) according to the method described in Example
Trans- 4- 2 Fyrro lidn-1-yl-et hvl% cvcl ohexyl am ne

/ddM%/@rIb #¥agd) Trans-2- {1-[4-(JV-fer
- but oxycar bonyl ) - am nol-cvcl ohexyU - et hanol A sol ution
of trans-2-
b) {1 - [4K2-Pertorytphbtiylond faeovDRNY (D-pideiidial 4- 9l etholeesbymbyl)-methyl]-

- [ i [ t hyl t J. Med. C 43 (2000
%MS )é iSSe.rZ Emol ) in drn;rr} etragydr 01)‘ur an
( 50?hé"1-1@16 ‘é@ﬁﬁﬁ%}ﬁf ®4s gfégg%d mléﬂ-q{gﬂ\%@ ?h%ﬁ&dﬂpﬁﬁe%¥/ﬂﬁifﬁﬁoyl)

4 9, 142 por t
benm))(lamﬂm]mﬂybtnmw}edhyl)—pqﬂerﬂ@ld-b-lcarﬁﬁxyﬁm utaeil TFlve-butyl ester

scchitne ety PetiodBrdedas eymoierin Ms (D 334 Wi s

slowy added to the mxture at 0 C. The precipitated
salts were filtered, and washed with ethyl acetate.
Examplefll) t rat e was concentrated in vacuo. The

4-[2-(2.4-Dichloro-phenoxy)-4-methoxy-phenylsulfamovl]-N-{[(piperidin-4-

ylmethyl)-carbamovl]-methyl}-benzamide hydrochloride

a) 2.4-Dichloro-1-(5-methoxy-2-nitro-phenoxy)-benzene
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resi due was recrystallized fromdiisopropyl ether (100
m) to yield 23.7 g (93 %9 of the title conpound as a
wokios®s@aewder . Mp: 100-102 0C. b Met hanesul f onPCT/EDRE@7/000103

trans- 2- (4-fe”but oxycar bonyl am no-cvcl ohexyl Vefliy |

esterTo a stirred solution 9’{ trans-2-{l-[4-(N-te

- but oxycar bonyl ) - am no] - cycl ohexyl } - et hanol (15 g, 62
7'5?1 and triethylamne (10.5 nL, 75 nmol) in dry

di c @tldq@pm@n@nc( 89 pmp)arqdeﬁrm ReSuorpohipethory-driitie-beszene [

Meffr i iad TRdoy Tedei! Qi S A0S ARl Aeebin S Hhe metho

dessfibed inExanise B4t MBOEEB 1Sr @AHE). mes with water. The
organi c solution was dried over sodium sul fate and
concentrated in vacuo to yield 13.0 g (65 %9 of the

b) 313 L5 E00ROMNG ox MA-rlebin S efiv A RS - |
a-(2Z-pyrroirtarn-1-yf-ethyfvcvct onexyl ] - carbam ¢ aci d
t er Thég uit;d costpennd wasx tpreparedf§ froet 3dhdsabldro+li-G-mefhdxy-2-nitro-

trans: 2- bu car am.n ohe -
PheIGRRDGTS ocoBo e BEPLLer AT ah SORELe (4 AT pss.2
M p{ﬂpl) and pyrrolidine (1.25 nL, 15 mmol) in
acetonitrile (40 nmL) was stirred at 60 C for 2 hours.
The mxture was cool ed to roomtenperature and poured
i bbb BoRaR 21 S
( 64'1'% tidtle ¢dd@pduintl! ﬁasC pfﬂp@ﬂaﬁdﬁoﬁ*{m (llﬂiléﬁl&b-phenoxy) 4-methoxy-
Trans-4-(2-pyrrolidin-|- -eth I)ﬁdvclohexy
pheylamine agfo maéo thganethad S%bﬁ&da agggle Mg é\éﬁr(EB 4f6|9dn6MH)
trans-[4-(2-pyrrolidin-I-yl-ethyl)-
cycl ohexyl]-carbamic acid tert-butyl ester according
d) t ot-f@e 4njélt(ﬁe@Dmkéﬁcuo+nbembxvm-4Raéthomohexﬁk&mhﬁahmvﬂfﬁensz1g@};
feregce Ex .

acej . ne-]~carbg 1 ester., .
aci d
ter Th@HHé‘ Icoﬁ Bﬁ{d s ﬂre?@feﬁ’%’&ﬁf‘@%@(ﬁ Qflﬂélﬁéﬁié HeAOW)-4-methoxy-
- pi peri di ne- -carboxylic acid tert-butg | ester 'To a ~

phaylsutfamnylgfbenzoic  acid and 4-[(2-amino- acetylammo)—methyl]-p1per1d1ne-1-

carpigion i IR aFY el ARElresed gl PR Aol thea psthod
descriBedn) Exlait f}ﬂé Injdl BIB (BY) ?4142 #N2"9. 57 nmml ) and

nmet hanesul fonyl chloride (0.74 nL, 9.57 mmol) were
added at 0 OC and the reactlon n1xture was stirred at

ﬁﬂan{ tl Hdlin-4-

U U
vlnmlwmdarhathM@hyl} &aﬁzahﬁtl@ﬂvc&odﬂomm yd r ogencar bonat e
sol UEI on and water, dried oqver soge

fi | B difleasrmpasind evas preaared orgmef- 2913 @%éwbbor%ioh?r}?éy)-“—
-methyl]- idi -1-
me} o&%%&éﬁ@?ﬁgﬁ Ca?xg‘)ilaﬂgr?}g%ﬂg{ ?ﬁﬁ!no) met y] plg?ré line-1
carbatyici awnd fs-butyl ester accordmg to the method descnbed in Example l/e MS
gﬁt P?nesul f onyl oxy- propyl ) - pi peridi ne-| -carboxyl i

(EI&6é€? butyl ester (1.35 g, 4.2 nmmol) in

di met hyl formam de (30 nlL) potassium cyani de (0.33 g,

5.1 mmol ) was added and the reaction m xture was

Exampla B at 80 C for 20 h.
4-[2-(4-Fluoro-phenoxy)-phenylsulfamovl]-N-{[(piperidin-4-ylmethyl)-carbamoyl]-

methyli-benzamide hydrochloride

a) 4-[2-(4-Fluoro-phenoxy)-phenvlsulfamoyl]-benzoic acid
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After concentration in vacuo the residue was treated
wth water and extracted with ethyl acetate (3x50nL).

wab@sosimh? ned organi c | ayers were washed w t h met/au2@n 00103
brine, dried over sodiumsulfate, filtered and
concentrated to yield 0.919 g (87% of the title
compound. c¢) 4-(4-Ani no-b@#Pyl)-pi peridine-I-carboxylic
acid tert-bvAyl ester To a stirred solution of

f Qgtfebﬁia@n o {;&ﬁﬁd‘ WAl BRphl Nfrofr Cagbiiuorbiphemmiydphenylamine
u

0. 89 3.55 | d lithiu
[Helmyidmmxﬂde, ﬁ&dl%ﬁ 3@&341§a@0rdmg %3@0@ ﬂle ihed i, Egample
ITL d t 14 m) 10% Pd/ C (90
UCIgﬁdghgﬁgg(hhg 0. 42 S? mgeeeadéed T%e reactlon(nlx?EZe

was hydrogenated at 50 C for 3 h, then the catalysts

wer e flltered off and the filtrate
b) Tl’\‘lﬂ'r(zp{ér ] ’ X ;‘! amQ

meth JHigs el ox Q &ch %15‘519 pék@er'm) (I\/Er Ck) as

anol : anmbni um hydr oxi de = 10 ﬁs
el Tignt titte yicehtpoOndi93wgs (SIIICI%be pa t 4rli2e(4 Cﬂ)‘%%%‘@ gnoxy)-

El ) f ) .
pheny ety TR 194 por T EREpe AR sy ) metyt] piperidine-
carb G aéléi AR lester $Reﬁyénveu mrmple NB- heawadibgxtpl it mefhod

i d -butyl ester To a solutjon of

descﬁbe{damrfmahmydl MSHBILREE-DENBYR): pi peri dme- | - car boxyl i ¢
acid t r t-butyl ester (Reference Exanple 5/a) (1.35
g, 4.2 mmol) in dinethylformm de (30 nL) sodlun1a2|de
0) 49238 FluorS-phenoxs)-phevndsubitinhedl ] €vid L, hyh)-garhamoyl
was stirred at 80 C for 20 h. After concentratlon in
methyhl-benzapmide hxdroghdo treated with water and extracted

W' Il“ﬁe eh¥! ¢ ngﬁﬁcf" WX Sfabared THR@nT 04420 e[ D (@ ANBO0-phenoxy)-

yers were d wmth water and brine, dried_ over

he@wlﬂamos«unfeaz@ylammoﬁ@p@dlaanm)anﬁhﬁﬂtmmr@mbcwemw acid
ter t—]_z;ut@l Rﬁqeﬁg‘gfﬂr @' es?négglr%loxyr | @ 3%4@ (EDP541.2

(MH* utvl esterTo a soI ut| on of
4-'(3-azi do- propyl ) - pi peri dine-1-cafboxylic acid r
-butyl ester (1.738 g, 6.48 mvol) in dry

Exate rabydrofuran (50 ni) water (0.49 ni) and triphenyl

i ne (3 4 g, 12.96 nnDI) wer e added The reactlon
:s purlffed by;colunn
chloxige

a 4 Ck za4 &r%r %H&x )é A T8 ] ~bé111&merabwmt Ryd: o;(: de
etitle
CO“]IIQU nile Mbn(qﬁuhd24v@a52 ];(rhpdféd ﬁefner &i@@m&%—éﬁ-‘ﬂugrorphenoxy)

phe(lydalglfrnqp‘[\r;’agggmt " asshz egg ¥1|9)68)gml %8? é’ize*;‘;)’%&‘? hj70 '(19159) @?&312]
accoﬁﬂ%%ﬁflﬁ%ﬁ@ﬂﬁ(ﬂ e Q®Ra i PemRSIbY c: RENERI) 06.3 (el ham c
acl @ r -buty

b) 4-12-(2-54-[5-Fluoro-2-( 4-fluoro-phenoxy)-phenylsulfamoyl] -benzoylamino}-

acetylamino)-ethyl]-piperidine-1-carboxylic acid fert-butyl ester

The title compound was prepared from 4-[5-fluoro-2-(4-fluoro-phenoxy)-
phenylsulfamoyl]-benzoic acid and 4-[2-(2-amino-acetylamino)-ethyl]-piperidine-1-
carboxylic acid ferz-butyl ester (Reference Example 2) according to the method
described in Example 1/d. MS (EI) 695.2 (M+Na").
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ester A mxture of (4-am nonethyl-benzyl)-carbamc

acid tert-butyl ester (Aldrich) (0.47 g, 2 mol),
wda20vboab? di fert - but oxy-thiourea [J. O g. ChenPCBHU2007/000103

(1987) 1700-1703] (0.6 g, 2 mol), HA 2 (0.56 g, 2

mol ) and di nmet hyl formam de (10 nlL) was stirred at

roomtenperature for 48 hotfts. The precipitated salts

were filtered off and the filtrate was concentrated in

vacuo. The remaining oil was dissolved in chloroform

(70 m), washed with water (3X41(1)m [

fluere-ghenoxy kpheny

¢)__sadi um 4{3-Fhoso-3r{d- ,._)

the -
—l&g’r—%—nvn%ﬁhg&eth Ihgtﬁ it Mvem%—gumqeh r-OChlondeme di hvdr ochl ori de The

titthe ﬁﬂapemﬁplomals msegﬁe;mded‘ rﬁom( 41—[@ -2+ #-Edfleap-2-(4-fluoro-
carb

- but b di |- i c acid
pheragy - Dhsy 30 ony@ﬁ eGP o BReERPEda
carb?%%lﬁ:r %\;& ?erﬁf elsa{cgordﬁ?é R8s %t@@d@bﬁbéﬁ in Example 1/e. MS

p| perazin-I -yl )-propylamne a
(EI)Z7[32 (MHE )Pyrl d| n 4-yl - pi perazin-1-yl
")-propyll-isoindole-1,3-dione The title conpound was
prepared froml-pyridin-4-yl-piperazine [Org. Lett. 4
Em(ﬁ@gﬁ 737-740] and N-(2-bronopropyl)-phthalirnide
accor

ing to the met hod descrl bed |n Reference

c_l_%[%&{o%yflgg, vlilﬂﬂ ﬁ\% ‘S—B&%ﬁﬂﬂg Bgﬁﬂchlonde

a) Mr@PBujoxe@bstdintind-{3-[(l-6hE2-6 4 didhlorg-phendxyd-phrenisulfamoyl]-
descrlbed |tn RefrenteExrr_plelb Iel4f t%utl

eSteIyl rret hyI ) car banoyl i - met hyU- benzam de hydrochl ori de

) 2,4-Dichloro- 1-(2-nitro-phenoxyVbenzene A m xture
of To fd ugirmed2-solutioobefiz ¢Ha- (@,41 caclduro -pisnagy )rphsnylsulfamoyl]-N-

{[(pglgetgl 55! uﬁ%ﬁg}’g gﬁ)t 5 0& %hgl} bf&z n%m)ogkﬂonge (Example 1/e)
(17ﬂh{g9bmlrﬁﬁbmﬁld%e&}@oma}mw§3 ﬁiﬂ)WNdbis(teﬂzQﬁlt@}fcaﬂboﬁyl) 1H-

[ids were filtered off, and the filtrate_ was
pyrazotee brabaxaidine va@déﬂChTfhe (16 dme wal-Sparmmaloneard  N.N-

R P S A TR R o rom

temg@a Ef&d4bdd &he %é{&i@n%ﬁﬁm‘éoﬁhsﬂ Eﬁ)@éhfr@&:@ anii ﬂhbafeﬂdue was
concentrat ed in vacuo to yield 11.69 §6 R/I

submfitéedt wtdobnnmnlpoumf)@@hé( using Teigpadael 10 (0. %Qg(b mnﬂ( erck) as
d f

ads?r%ppr I (1_9}'?‘ L%rl]%% S ocyé’? %Iu%t tg(yl M?é%glllﬁg @gﬁ)s??fshe title

compound.

b) N-{[(1-Carbamimidoyl-piperidin-4-ylmethyl)-carbamoyl}-methyl }-4-[2-(2.4-

dichloro-phenoxy)-phenylsulfamoyl]-benzamide hydrochloride

To a stirred solution of (tert-butoxycarbonylimino-{4-[(2-{4-[2-(2,4-dichloro-
phenoxy)-phenylsulfamoyl]-benzoylamino}-acetylamino)-methyl]-piperidin—1-yl}-
methyl)-carbamic acid tert-butyl ester (140 mg, 0.17 mmol) in ethyl acetate (0.5 mL)
2.5 M hydrogen chloride in ethyl acetate (3.0 mL) was added and the mixture was

stirred at room temperature for 24 h. The precipitated product was filtered, washed with
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11 (1975) 1356-1358] Mp: 57-58 C. b
2-f2.4-D cMor o-rhenoxyVphenyl am ne \ Chem Abstr. 84
W@ 19863%01864313q] To a stirred sol ution of PCT/HU2007/000103
2,4-dichloro-1-(2-nitro-phenoxy)-benzene (3.5 g, 12.32
mol ) in ethyl acetate (60 nL) stannous chloride
di hydrate (13.89 g, 61.6 mibt) was added and the
m xture was refluxed for 2 h before it was quenched
dletli\glylt dihéiaind @eddn S@dinimtd yibld § e0 eay (8% ef siod title compd@Rl. MS
The, organi ¢ phase was separated and the aqueous
(EI)rﬁi‘ésle(MHs) washed several tines with ethyl acetate. The
conbi ned extracts were dried over sodium sulfate,
filtered and concentrated in vacuo to yield 3.1 g (99
ExaijplefiSt he titl e conpound as a yellowish oil: M (El)

carﬂ'ﬂn l,'ﬁ‘i?&ﬁ eﬁhﬁﬁﬁﬁ d‘%o&ﬁoﬁﬂ&on tO an i ce cool ed
or ophenoxy) - phenyl amne (0.5

_)_g_ljl@rﬁﬂ 5 Flno@r%ﬂ%ﬂubmwiwmxv)rﬁh\enwsm a0 Ak henzgylamino}-
b n %Z

, , dded
Si Wa red at room

t ey Qift]!éf %o@x]b@mﬁrm gbds p’fﬁﬁrdﬁl >&om e4-\/{/&€ﬂwm&pdﬂ-&&®do-phﬁnoxy)

vacuo, the resjidue was treated wt N h g Eyl dine-1
phearlrdl ey b0t 80 Ehiah S - S99y PSR BV i ine-1-

g xélﬁgﬁ’é tb hthleNmethod

car }flrlgc%?o%?}gmg eS%r g@éf@ré—:hgé’b“ n gr :Aggbﬁg%gffm sodi um
des&weﬁah@xaﬁlpletle‘d d‘dSz(Eb) 680 Bo@tNaded i n vacuo. The

resi due was submtted to flash col unm chromat ography

usi ng Ki esel gel 60 (0.015-0.040 mm) as adsor bent
b) ( Mﬁfscmo&t@-(&hh@foos&mﬂﬁ&iaﬁﬂ@me1-N-ﬁcz iperidif M- Glndethyl)-
as efuent to yrerd 0. of the title conpound

A gt griZaRle] s“n um crystallized from
et her - troI eum e ) (

e’%h%“ B B0 4 A (Tslndoid ot Motd-pherb)-

pheﬁ?l%@]ﬂrﬁ@?l Bénz@?l%hﬁh@}ﬂhdb@‘lammo)-methyl]-plpendlne-l carboxyhc acid

met hyl i - eri di ne-|-carboxylic_acid e
terﬂbﬁylggqt@? aq%ﬁrcbmg to the method )cllescnbec? ]i:xamp e )i/e tS {EI) 559.4

(Méc)[ 2- (2, 4-di chl or o- phenoxy) - phenyl sul f anoyl ] - benzoi c
d (3.07 g, 7.0 mol), triethylamne (1.0 nL, 7.1
nmol ) and HBTU [ O benzotriazol -1-yl- N JST
V-t et ramet hyl ur oni um hexaf | uor ophosphat e (Advanced
Example 16Tech. )] (3.21 g, 8.45 mol) in dry

q&( &WH}%E@%: 19§- -&ﬁﬂg?m&n&%nﬁmﬂmﬁza&eﬁ@ﬁm

erore

phérj!glﬂfaamﬂgbmmgﬂgmmgh@ﬂgyl ] - pi peridine-1I - car boxyl
|

Pyl ester

.......

X¥, Nne % .
}NaSTﬁéjJtM%tc%ﬁiﬂoﬁmﬁ vﬁ){ ﬂraﬁir&ﬂ &bhi ngl?cfmé hhd?ﬁ)tpér@ﬁlﬁd-lﬁ-,carboxyhc

he so obtained m xture was stirred at_room
acid darpbuiai ester angerdingyter the maethod: deseribed iy Beampie 4k S (FH&00.2
M J)due was treated with saturated sodi um
( ﬁ@%r ogencar bonate solution (100 L), extracted with
ethyl acetate (3x100 niL), the conbined organic | ayers
vvere washed with saturat ed SOdI u(rln h roer;clcar bonat e

The title compound was prepared from 4-(2-benzyloxycarbonylamino-acetyl)-
piperazine-1-carboxylic acid tert-butyl ester according to the method described in
Reference Example 1/b. MS (EI) 244.2 (MH").
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sulfate, filtered and concentrated. The residue was
purified by colum chromatography using Ki esel gel 60
w@ 0009480167 063 mr) as adsorbent (Merck) and PCT/HU2007/000103
tol uene: acetone = 2:1 as eluent to yield 2.86 g (59 %
of the title conmpound as | |ght yel | ow sh anor phous
solid. M5 (ElI') 714 (I\/H-Na+)
4-r2-(2, 4-Di chl or o- phenoxy) - phenyl sul famoyl | -i V-{r(
riperidin-4-ylmethyl )- carbanoyll-nethvU benzam de
h drochl orlde To a stlrred so]u |on f

] ‘ l-piperazines1- a,nbvahc acid
he m no} - acetyl am no) rret hyI ] - pi peri drre | - car boxy
_r‘tmhm—gaa‘c_d%wli‘el tert-butyl ester (1.07 g, 1.55 mmol) in
di CFHeo ltldnfecdrapmmﬂlﬂsfasrtpre@rm Hicdn oGefycitd and dé-(2-amino-acetyl)-

. eth d Th t t
PG ERF oo BB A RS PIO T dEooR i Konrdirbuyf ffisd in
Exmemegxydgpu(Mm@ recipitated crystals were

filtered, washed with diethyl ether and dried to yield
0.655 ¢ (67 % of the title corrpound I\/IS(EI) 592.1

4 4 T ' P v > P
cefa®y i d| n-1 -yl pr opyl car barmyl Vrret hyl i - benzam de a) {4 |
2-(2, 4- D| chl or o- phenoxy) sul %a}ranr)&l 1-b nzoyl an no

>- g jtilen OmPRER) IW%%tPé?P em, yloxychrbonylamino-
ace 1 % aée n% g eohsﬁemlcp Qaay lte%ﬂ)l}i ot} - &%emg to the

, triethylam ne
methd festtibe®in Eleﬁemmbq EaardplblBWEUM%(Eﬂ 39].22MH )l ) in
dry dinmethyl formam de (150 nmL) was stirred at room
tenperature for five mnutes before glycine ethyl
e) est of. (Y2 AChPREd3G-pheh &l o v{)2b &k dy18minkd-aéetiTiido Masetyl)-
ded. The pH of the reaction mxture was adjusted to
Dm@ahne-ﬂlvqarbm«ﬂm]mdteﬁt-bmvﬂ estery| anmi ne, the so obtained
ur I B :
*hor B SR P hag i bk B Bl IRl A TR By benoic
acuW ?Eblaﬁa lelir52d) e dnd o4l 2+ (D-Iyihiocagetyianinopadeeyl$-plpetdzie- (-840Boxylic
e precipitated, crystals refjlélnbd of f

acidutes R ylpster aRatetsracgerdingtp dhe methed degribed i fsempliddd. MS (ED)

by col um chr omat ogr aphy usi ng Ki esel gel 60
674?48{%4}(\)]? . 063 mm (l\/brck) as adsorbent, and

n- hexane: ethyl acetate = 2:1 as eluent to yield 7.68 g

) str A of tR]e [(5. 6)!0?2-%1% a%unrJ -yl- I\@vf l)amovAS &W 4-&)-phenox1
phe%y&alfénazlwﬁEﬂaﬁn@@ﬁﬁﬂwﬁor&ﬂ@nyI sul f anoyl | - benzoyl ani no

| -acetic acid To a stirred solution of
{ 4-Tie ( 2tithe di edmhpoundpherasxy jpresaesdy | sforhamdy(2r {2-[4- (2-phenoxy-

b | ami - t.i t h
R R S SRl et
terz(&ﬁylmeatelaradccsmt ﬂ9|thé J;ﬁetmga deséribed mih Rkampled /e followed by
nonohydr at e mol ) was added and the
prepasalvd HBL%W@C@I%M%(EIP ﬁé%lz H'dom t enperature for 2

h. The m xture was concentrated, the residue was
di ssolved in

Example 17
4-(2-Benzyl-phenylsulfamoyl)-N-{[(piperidin-4-ylmethyl)-carbamoyl]-methyl}-

benzamide hydrochloride

a) 4-(2-Benzyl-phenvlsulfamovl)-benzoic acid
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water, acidified with I Mhydrochloric acid, the

precipitated solid was filtered off, washed with water
wa@pesasiled to yield 6.76 g (93 % of the titl ePCOHpRMWI®00103

as a yellowi sh solid. Ms (EI') 496.2 (MH) .c)

4-[2-(2, 4-Di chl or o- phenoxy)ﬁghenylsulfarm ylT-N-T(3

-pi peridin- 1-yl propyl carbafovD- nethyl | -benzam de To

a stirred solution of

{ 4~The (ile 4:enil'potlrldawas prepacy yiyorp Rebepzgluddibmo ¢Aldrich) according to

eti cid.( ' 85 mmol) in a
therﬂié}ﬁ‘ﬂ#lé“&‘? ‘?ﬁﬁn@[s(éﬁrﬁggz@a@g}l " et hyl f or mani de
(0.2 n) 3 pi peridi n- 1-yl -propyl am ne (EMKA- Chem e)
(14 ny, 1 mmol), HBTU (46 ng, O0.12 mml%} and
b)triethl M—Bmvhohemlsgﬁmgmmtw amirie acetylamino }-methyl)-

inThidh YN RS iE L8 8l 99 tenperature for 24 h, then
p—npm‘r‘gi—a#%ylco?‘mm—cm—% raphy usi ng Kiesel geI 60

(0. DAS tifle Aebthprodhd aasasiepdrbd Mon{ Wﬂwzﬁ%@?ﬁdﬂfﬁﬁéyl)-benzow
ac1 Iamgl on starti n%@vmth 10Q0% A el uent and proceSS| n

sl (F-wmpro-aes byl aming ymstind [epiperidipe- L spehoxylip asid der %ﬂtyl ester
r t: I
Rl bt L b okt o By 30 s ED
643.28VEMNabE the title conpound. MS (El) 620.2 (NH+)
Exanple 3
4-[ 2- (4- Brono- phenoxy) - phenyl sul fanoyl | -i V-{[ ( pi peri di
c) N- 4-ay0BEY-Hh SRR PITEN- O biperi S8 3 H8y1)-carbamoyl]-methyl } -
trifliioroacetate a)
1ml}ﬂl’ﬁi@(mz_mi?tlllﬁ!m@.henoxy) phenyl sul fanoyl |-benzoic acid
i.rred sol t|on
ih%ﬁ%lﬁo"oﬁ%’é’% aSpRreRy‘ieSn?% 42 rgrhenzgsphenyrgfpoyl:-
berﬂzB?lZmlﬂ(ﬁ%btyIahlﬁ@ﬁnﬁth}@ Pipstidihg- ll-darlﬂiixyh@y racid n@r( Blﬁyl ester
rrL 4-chl oraosul fonyl benzoic acid l)
inindBe Moo deser on ERPRElS, 608 BV 2 SV oo
tenper ature overnight, then poured into ice-water (100
m.). The precipitated crystals were filtered off,
Exammphel8 Wi th water and dried to y| eld 2.37 g (81 % of
[ 449. MH). b

- C . bk s, o i P .__._! o4 7} LL‘ { et AN .
bexi¥a ”heﬁg}&}déhfy}]d’éo) et hyl ] - pi peri drre | - car boxyl ic

acl o - DUt y| ester The t|t| e conmpound was prepared
A Ben : idhenyl sul f anoyl j - benzoi c

e f be fﬂ}en ocogtp@flw AT, osrePPgF%yfffmp 25 pingbrRzopheop X (A drich)

acc@r b 6 the hdefi¥dYdes@ellin ERaH qm@@v[gl@ nBRke. 2J(Mfaﬂ)cor di ng
e met hod described in arrpl e 1/d. M5 (El) 724.2

(I\/H\Ia+) C 4-r2-(4-Brono- phenoxy

b) = phe{g{f |y%ill 42‘;:&&% M Bhﬁiseif%%é g li’-'bgg %94y2a{mr§%8l-'X4etxlam%gl o}-methyl)-

piptiéineQ L drtalylit heifl t&%-butyl ester
4-[(2- E4 [ 2- (4- br ono- phenagx phenyl sul f anoy| ]
i i%/@'p

benZe§ HEfCcABPORRe Wyt RIAPAEY.- (2rbesrpvhenHeulfareylbgazoic
acidl hh& 430 -Snino- RULYdmiAS]-Rlety B Iﬁgendme-l -carboxylic acid fert-butyl ester

(Reference Example 1) according to the method described in Example 1/d. MS (EI)
657.2 (M+Na").

c) 4-(2-Benzoyl-phenylsulfamovyl)-N-{[(piperidin-4-ylmethyl)-carbamoyl]-methyl } -

benzamide hydrochloride
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g, 1.14 mol) in dichloronethane (40 ni)
trifluoroacetic acid (10 nL) was added and the

WO e@ssmn7 m xture was stirred at room t enper at BEEHU2007/000103
overni ght, then concentrat ed. The residue was
triturated wth diethyl Be filtered and dried to
yield 0.748 g (82 % of the'title corrpound as a white
anor phous SO|Id Ms (ElI) 602.1 (M) . nple 4
4- fme(tmeecmnpemﬂewwm)epacﬂlﬁmnel-uae[mmdq@nmﬂw}amﬁsulfamoyl)

v BB B e oot o

accdtding 6 th3nempd EE‘&%HB&Y% Bxduplon R: M) 538.1 avey).| - benz 0

Ic acid Under an atnosphere of argon to an ice cool ed

solution of 2-(4-bronophenoxy)- 5-fluoro-phenyl am ne
Ex Yakygaku Zasshi; 87 (1967) 591, 594; Chem Abstr.; 67
—4‘%4@6;-)9- 73282] (0.43 g, 1.52 mmol) in dry pyridine (10

N-MéthyB4.G2pheoy- phatvilsuinadyile Vel ipip dridin 4 -glmeth fid-caripinioyl] -

was added ort| on-wW se. The reaction m xture was

A enZamide giflaoraacetate: yre over ni ght. The m xture was

" 4 1 ¥ter

d %3*?*23%. %“rv?%ndg@. G Rl 1SN o L AR Rk

ac efhet tetle( Safbunil )was Thepacahfromet (Zplyoky-phaydss famoyB-benzoic

scidfiamois 5 aptnhpeemene <o iy sl ABRcEhptGrige to the

thHd YeeHBed itexanfié SMEMMRETS 4532 e Wi th di et hyl
meether f?lltered washed vm%h di (ethy ether and dried

to yleld 0.31 g (43 %9 of the title conpound as a

lg_@&#@_{%ﬁgh%o%l l%dig n@s&@% él?%el?zo&éj:@ Pg-ag_ertlc ac1’(_]f] benz

ylﬁ{e najtteaC &lohpoaad d wahy| prepired Thent i t {methplrfde@nshenoxy-
prepared from

phenyipel O beropaRERY)-205tie| i STy IS8 R8PRSyAg to the method
des%lﬁfégﬁﬁlﬁgfﬁgiedz/ﬁg\qsghp?ﬂ% @Iiﬁy) ester hydrochl ori de

ccor e met’hod described in Exanple
1/ d. (EI) 552.0 (MH). c

(0) a] 9_ n
metfhﬁrﬁ'&ééhdn?e (%m%m é@i@i&?%b‘dtvl%stdruor Ophenyl sul f army | ]

—benzoylam no} -acetic acid ethyl ester accordi n&
t heTheet hitte demomiobed | wagxapyspared/ b frons ( Enythybl#-@-phenoxy-

phepifsy ﬂfarp%%l “bi‘LZ@P/Hf?H“Bﬂ}e‘ﬁ%%E&?vs 2§ifly o prEApIRCH BRI
carS83&/M laa il z@ﬂ‘}butyl ester according to the method described in Example 1/d. MS
acet%/I anm noViet hyl | - pi peridine-1-carboxylic acid
(ED} €5%-2 gvitiNa )ester The title conmpound was prepared from
{4-[ 2- (4-brono-phenoxy) - 5-fl uor ophenyl sul f anoyl ] -
benzoyl am no}-acetic acid and

d)_47\anietn/at (2ydhepdpephaivivalimayh ok yl(pipeddinet-yierathyilscarbamoyl]-
ester (FI u<a) accor di ng to the nmethod described in
at943.3 (MrNa+) . e)

0 A ofBhENYI[BUl MY 4-(2-phenoxy-

’f’ﬁpl aae gfgﬂlpgﬂﬁf Ok ‘rtsréﬂ [ (B9 [4-(2-phenoxy

phenylsulfamoyl)-benzoyl] ammo} acetylammo)-methyl]-plpendme-1 -carboxylic acid

tert-butyl ester according to the method described in Example 3/c. MS (EI) 537.2
(MH").

Example 20
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car banoyl |-nethyll-benzam de nono trifl uoroacetate
The title conmpound was prepared from
wd200885¢147 [ 2- (4- br onp- phenoxy) - 5- f | uor ophenyl setT/AENRY07}000103

- benzoyl am no}-acetyl am no) - net hyl ] - pi peri di ne-

l-carboxylic acid tert-butyl ester according to the

nmet hod described in Exanpi4é-3/c. M5 (El) 620.2 (MH).

Exanpl e 5 4-(2-Phenoxy-phenylsttlfanoyl)-7V-{[(piperid
N-{11MI€ i LERLRY ¥tﬁ Pydrhoyl Z-phenoxy-

enoxy- phenyl sul T anoyl ) - benzoi ¢
Dhen&hhﬁhﬁﬁﬂﬂﬁbdmyﬂyﬂbﬂugundlmad_prepared from :

2 25BN nyl St e AEABE oMb o0 d. methl
esterb) 4- ({2 [ 4- (2 Phenoxy phenyl sulfarmyl
- benzoyl am nol - acet yl am no) - net hg Db
pi Prer fitdk MH]PO@érWPP%CCh@P@ 4-62-phengryirherylgylfapyl)-benzoic
de [Collect.
ecid REasTR T s aRBp RIPRANAS bl ety ester hydrochtoride |
Czecf} [dhamaml'dimnm gat6)3l alm9&)))85rﬁ§t] hadchrdirign éw i theran¢thed rdsestipef in
acid tert-b i hﬁ%&t (Ref erence Exanple 1)
Exmﬁﬁééﬁb (@%4§% (¥t Pod described in Exanple 1/d. MB
(EI) 645 2 (MtNa+).c 4-(2- Phenoxy phenyl sul f anoyl
)-|V-{r(p| reridin-4- yI methyl ) carbarmyl [ -i nethgl}

LJ_

pre aredfrom4 ( hen Xy. enyl ). .
berﬁgfbyltglﬁ nﬁ?mgﬁ‘gci &ﬁ’ls I%Pr%rf: % ﬁf&g‘u p%r@%h{q@?y? %eno::yd
eRsd poplodic adé @ﬁdh Gested dctbardimet toatle metho
phe Sgg?@swb |¥>1< pﬁ? VB (EI) s (MH+) . Exanpl e
descﬁbe‘timZE)(amrﬂe BibeM %)‘ﬂﬁ\selnﬂ\@ - phenvl! sul f anovn-i V
-{2-phenyl -1 -[ (pi peridi n-4-
yI nmet hyl Vcar banoyl i - et hyl | - benzam de hydrochl ori de a)
o) 3 éf'l\[[é’ch((122~1lfll El_pﬂér@k&vhmﬂ__@movl)-benzovlammo]-nromonvlammoL
") | No| - 3- phenyl propi oni c

5 -PLpeRd1RE r-t

und was prepared from

(zlE}(tfle d H@a@d p%@ox dep alféﬁenﬁrbﬁll“ Q&H&YM-ZW—phmoxy-
aC| and ) - phenyl al ani ne net hy ((13
ﬂwsﬂl'lﬂaﬁifbbfblﬁbedmsémnmodmmmmct heldnemdod4@§§@¢m%ﬂl‘li’1ﬁeﬂ mne-1-

cor APl e e Fs g

3RhRAMipPH.opi onic acid The title conpound was
(El)graepgred z{ﬂr)om 2-{4-[2-(2,4-dichloro- rhenoxy) -

d) N-{1-Methyl-1-[( piperidin-4-ylmethyl)-carbamoyl]-ethyl} -4-(2-phenoxy-

phenvlsulfamoyl)-benzamide hydrochloride

The title compound was prepared from 4- ({2-methyl-2-[4- (2-phenoxy—
phenylsulfamoyl)-benzoylammo]-proplonylammo}-methyl)—plpendlne-l -carboxylic
acid fert-butyl ester according to the method described in Example 1/e. MS (EI) 551.2
(MH").

Example 21
-2-Methyl-1-

phenylsulfamoyl)-benzamide trifluoroacetate
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phenyl sul f anoyl ] - benzoyl am no} - 3-phenyl - propi oni c
acid nethyl ester according to the nethod described in
waEx@spsae2/ b. M5 (El) 586.2 (MH) . c¢) PCT/HU2007/000103
4-[("2-{4-[2-(2, 4-D chl or o- phenoxy) - phenyl sul f anoyl 1-b
enzoyl am nol - 3- phenyl pr opi onyl am no) -
met hyl | - pi peridine-1-carbof§dic acid r -butyl ester
The title conpound was prepared from
2) R)-BavibRyl-2-[4-(2iphbiaxyphichgsefanoy])-benzoylamino]-butyric acid fert-
phenyTsul'f anoyl | - benzoyl am no} - 3- phenyl - propi oni ¢ aci d
butyhester4- ami nonmet hyl pi peri di ne- 1-carboxylic acid r

t- %E ¥1|tle %ﬁg{f’r R}%f ?ﬁ% gfa%grfh %ﬂ%ﬁ] g@ﬂ%ﬁ@(&sﬁ%&lsﬁﬁ%bﬂ) -benzoic

a01d4(-E[x2m(31e25/4) Bhd hhatine phrebotyy ester hydrochloride (Aldrich) according to

tho e Apeubas biappymne 1) BOERULA RN T ochi or i deThe
title conpound was prepared from

4-[(2-{4-[2-(2,4-dichloro-
b) (S)keivietly] @rf4n@-phenoxphertylyska

i d-p e A albw

aedBrai fo S e thot (éié,?lr%.t I Q@ﬂ‘e“%%%??%yls‘ﬂfm"y‘)

benid%ﬁf)lnlﬁg]zb@tyﬁﬁ/laﬂﬂi teloa i lester’ (0 56 g, 1.07 mmol) in dlchloromethane 25
4-(5-Fl uoro- 2- phen -

heny| sul f a I V-{f
mL) #iflrorepsetisy pyidd(&rh er)qsn:gi{iﬁ&apd tgo ﬁ%%gﬁpla 1x£dee Rvas stirred at

rochl or eld 0.467 g (93 %) of the title. MS (EI
roorﬁflgp??%lger%gg %l'grr]locg}cenﬁgtne;/i Qo %army )g( enoz)ooi c acid ED

469Ph@aml)t | e compound was prepared from
5-fl uor o- 2- phenoxy- phenyl am ne [Bi oorg. Med. Chem; 12
(2004) 423-438] according to the nethod described in

c) E%?(B‘Pk%%@}-z M 3 %héno%%%hgn&lgﬂﬂﬁ‘a}noy@-benzovlammo]-butvrvlamlno}-

4-"12-[4-(5-Fluor o- Z- phenoxy- phenyl sul f anp

memmhmdﬂ__ﬂmm_ammbﬂﬁsﬁét hyl ) - pi peri di ne-|
aﬁl&‘ %Lelr c aC| d ter\}vasbult)%pargét %ronil'h%s)tg Heﬁlﬁ%”[ﬁo&'}ﬂlenoxy-
pheﬁyl(suﬁfaﬁﬁéw)" ser&opiaﬁmqmﬁmyl sacld anmyl ) 4-bempoiethyhipdridine-1-

carmbft@ agidifews-baesdegten avqeingria fpimethod dpscaiPre 1t ExprpeleyY- MS

butyl ester (Reference Exanple 1)
(EI)a%ggfé%éngrt)o the nmet hod described in Exanple 1/d. M

(EI) 641.2 (MH) . ©)
4- (" ?VFI uor o- 2- h

hnIsI

¥ -ycarnq}lamo.vﬂ—nronvl} -4-(2-phenoxy-

L5582 EhA8 MtbRebhge! de The title conpund was

ea 171 0In

4 (Tlib [tﬁ}e( Bedfnpowtd v@asp peapasedp tﬁ@nyl%ﬁﬂ(ﬂ)aﬁrgwﬂnyl -2-[4-(2-phenoxy-

i R R e e S M

tertglﬁftﬁr bR&ad B dX 2P tRe Hh@hodVBedckibid G4 IEAn{ptB)c. MSa(Hl) 665.2
(MH").

pheﬁsfs hlﬂ

'S

Example 22
4-[2-(2.4-Dichloro-phenoxv)-Dhenvlsulfamovl]-N-[(2-piperidin-4-vl~

ethy_lcarbamozl)—methyll-benzamide acetate
a) 4-12-(2-{4-[2-(2.4-Dichloro-phenoxy)-phenylsulfamoyl] -benzoylamino}-

acetylamino)-ethyl]-piperidine-1-carboxylic acid tert-butyl ester
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4-[2-(2.,4-D chl oro- phenoxy) - phenyl sul famoyn-i V-{(S) - |
-r(pi peridm4-ylnethyl)- carbanoyl !l -ethyll-benzam de
whyasoshibori de a (S)-2- {4-] PCT/HU2007/000103
2- (2, 4-Di chl or o- phenoxy) - phenyl sul f anoyn- benzoyl ami no}
-propionic acid benzyl esterThe title conmpound was
prepared from 4-[2-(2, 4- di-¥hl or o- phenoxy) -
phenyl sul fanmoyl] -benzoic acid (Exanple 1/c) and
(" Phe 2181 NOuoRRE ORY4x @ eﬁat’@@nzﬁ/dm es4-fa- (Z?Mtdhﬂi}rﬂ@hélmxy)
the nmethod described in le 1/d. M5 (El) 600.2
phenfyMlfmoylhbejc acid (Example l/ and 4-[2-(2-amino-acetylamino)-ethyl]-

sl -Gt PR AR PSR LRI e e
metHod @ekdriball iR Ex4mpl2-1(L MS ¢EB MR8 aqumﬁ nXy) -

phenyl sul f anoyl | - benzoyl am no} - propi oni ¢ aci d benzyl
ester according to the nmet hod described in Exanple

Jnl ls(llfamovl]-N-[(2-m'per1d1n—4 yl-
-phenyl sul Tanoyl | - benz

' P
ethvlwfbaﬁ‘mlvbl-methvl] -benzam1de acetate

Fotbe T, Grrasehdr o elep el drer b Gt e bt i B eng

pher%ﬁiﬂfaﬁlogfﬂ ﬂeﬁz&y@axﬂm@}-%ﬁét?raﬁnﬁﬁ)%ﬂm}’—brpendme-l carboxyllc acid tert-

enyl stl'f anoyl ] - benzoyl am no -Er opionic acid and
butyl estei anstitg 1o hiepaethed described boRyampledds foliasred: byppiepprative

HPr%ster a%corl\ab[;ggt@6m%ﬁt hod described in Exanple

4-r2-("2,4-D chl oro- phenoxy - phenyl sul f anoyl ] -
-{(SM - [ (pi peridin-4-yl net hyl) -
Exa yll-ethyll- benzam de hydr ochl ori de The title

eth\ﬂhﬁ'bﬁhﬁ)&l)ﬁxﬁmhxlllbenhMI am no

LRl ailel” G oo %&Bﬁﬁf ﬁrgr'og%nﬁﬁéiﬁéﬂ@@ﬁxflotﬁmnC’xY>'
phelgﬁfsﬁﬁfahﬁ)% Bz ATRS-abbife ARI (ExhnB@E- oY Mrit) -2-fFiyeaddiha -yl-

ethylanfiingi (VBG4 ClRmie)sadchedimg t9 thevmefheil slsporihed 4nyHxamnlg Ric. MS
car ha -met hyl } - benzam de hydrochl ori de a)
(El)ﬁégimﬂyl -2-yl sul fanovD- benzoic acid The title
conmpound was prepared from 2-am no-bi phenyl (Aldrich)
according to the nmethod described in Exanple 1/c. M

Mm 1 (I\/I-H) b)
ey |
h %@g&_{%@&y

meth l-ll:ﬂ/ﬂba Lyhbghyil-bdagadpound was prepared from
enyl - 2-yl sul fanoyl) -benzo C ag{Jr

4 [The" of6lon 00TERARariiD) PIETIR) TG wate -fichloresBspexy)-
phe%ﬁsxﬁ[’déngor?&g]e%énzp Eu¥1|1n S&c fic ( Rgligr e Eﬁ 1@”p|2¢b)1) and IVBN,N,N’-

described in anpl e
mn'(eEiy)etEﬁSneZha(rMN@A)dnch) according to the method descnbed 1n Example 2/c.

MS (EI) 580.2 (MH").

Example 25
4-[2-(2.4-Dichloro-phenoxy)-phenylsulfamoyl]-N-[(3-dimethylamino-

propyvlcarbamoyl)-methyl]-benzamide
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c) 4-(Bi phenyl -2-yl sul fanoyl

)--/V-([rpiperidin-4-yl nmet hyl Vcar banoyl 1- net hyl ) -
wheozaniide hydrochl ori de The title conpound waBCT/HU2007/000103

prepared from 4-({2-[4-(bi phenyl -2-yl sul fanoyl) -

benzoyl am no] - acet yl am no} - met hyl ) - pi peri di ne-1 - car box

ylic acid er -butyl ester atcor di ng to the nethod

described in Exanple 1/e. M5 (EI) 507.2 (MH) .

Exahbi etifl® compound was prepared from {4-[2-(2,4-dichloro-phenoxy)-

Phy B PRSP TR A 1 et (PaRnNF P B R+ BEnegytamino-1-
profiylagrife? (Airichy a By Yo Rhe mydird tiasmppbd/he @@wp%mmhae (ED
cetyl @)rin no>- et hyl )- pi peri di ne-1-carboxylic acid

58G2(MFputyl ester The title compound was prepared from
4- ( 2- phenoxy- phenyl sul f anoyl ) - benzoi ¢ acid (Exanpl e
5/ a) and
4mpR-262- am no- acet yl am no) - et hyl ] - pi peri di ne-1 - car boxy
Ilcal d terth but yl ester (Reference Exan'pl e 2)

Qa ﬁ.,'i,%o 1. ( : _)b z d% Cc2- Phenoxy phenyl suI farmyl)
car banoyl )-nethyl]-
ben"f]ann tide hyidmpohﬂl(br wde 'pln@at‘edt | foxmonfyb B, 4vdichloro-phenoxy)-

oh R aRE A 0 i) Bong e PhioRe Pbeibigpipo-1-

probyl‘énﬁifd @1k I)tacéw&m t@ﬁie%erﬁe& abstiiBed PEXARPIEBYAAS (EL) 608.2
described in Exanple 1/e. M5 (El) 537.2 ( ) .

MExanpl e 11
4-f2- (2, 4-Di chl or o- phenoxy) - 4- net hoxy- phenyl sul f anoyl |
-N-{[ (pi peridin-4-

ExyhpRidW D- car banoyl | - net hvU- benzam de hydrochl ori de a)
2,4-Dichl oro- 1-C5- met hox -2-nitro- phenoxy{]_)Il benzeneThe
aloxerphanoxyd-phenylaulfamo ylinN-[(3-morpholin-4-yl-

vidat B dn TE O Wehzdthide0- benzene [J. Med. Chem; 33
i chl or o- phenol according to
t heTlet tltiel ctesmoumbdwasr bxepapdde from. MS[2-@,9-dRhkord-phenoxy)-

Phe%h/fﬁf%ndi&nrwa%@%mmaﬂét (ARl e ) affith & -fqEpholin-4-y1
profz)yl ARER ac‘!&?dlﬁ’% P 3KE Ghdii@Miescribed in Example 2/c. MS (EI)
-d|c | oro-1 - hoxy- 2- ni t r ophenoxy) - benzene

62252 &dHd)-ng t o the met hod described in Exanple 1/b. M

(ElI') 285.2 (MH). c

4-[2-(2. 4-Di chl or o- phenoxy) - 4- met hoxy- phenyl sul f anoyl |
Exaiple2s ¢ acid The title conpound was prepared from

2- E 2, 4- d| chI gro phenoxy 4 rret hoxyhgnyl am ne .

3y D h( B D C

N X WERCHEY

hoxy- phenyl sul f anoyl | - benzoy
| arﬁ‘lm)l title compound was prepared from {4-[2-(2,4-dichloro-phenoxy)-

phenylsulfamoyl]-benzoylamino}-acetic acid (Example 2/b) and 3-(2-methyl-piperidin-
1-yl)-propylamine (Aldrich) according to the method described in Example 2/c. MS
(EI) 634.2 (MH).

Example 29
4-12-(2.4-Dichloro-phenoxy)-phenvlsulfamoyl]-N-[(3-imidazol-1-vl-

propvlcarbamoyl)-methyl]-benzamide
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acetyl am no) - met hyl | - pi peri di ne-1-carboxylic acid fer

-butyl ester The title conpound was prepared from
wd2008408@¢7- di chl or o- phenoxy) - 4- net hoxyphenyl suP¢BmEDZI0[7/000103

-benzoi c acid and

4-[(2-am no-acetyl am no) - met hyl ] - pi peri di ne-| car boxyl i

c acid r -butyl ester (Ref#ence Exanple 1) according

to the nmethod described in Exanple 1/d. M5 (ElI) 744.2

( MAe+) title) cdmpdumr(d?, wadi plepared- phen oxg-[2-(2,4-dichloro-phenoxy)-

phegy RSB aHOYR seHy | PIBchBimle. B B a1y

proa‘_sh (Eﬂe ; fﬁ?%&?géﬁfegiﬂ%?oo rﬂgeeg%[e}ﬁ)gx%'s_@%ed in Example 2/c. MS (EI)
603 PRy - phenyl sul f amoyl ] - benzoyl ami no
}-acetylam no)-nethyl] -piperidine- 1- carboxylic acid
tert-bxAyl ester according to the nmethod described in

Exdmiplenoe 1/e. M5 (El) 622.2 (MH). Exanple 12
T%‘T4 lFI uor o- phenoxy) - phenyl sul fzarmyl I -Ar {f(pl perid

henyl sul f anoyl 1- benzo ic

acl Th'Eh etlﬂld: t Icempamab uwds Wpsepprred p aft@d f{r4e[r21-(2 4- d1chloro-phenoxy)

2-(4-flu phe oxy).- phenyl am ct a;
phewlg@éam@ghgwy SRR efichg o Walmaie 2P eB - guibhalfa-s-si-

>§5&? 'ﬁ)t #88n&hbdMideribedin Example 2/c. MS (ED) 608.2
ot {Hg(%la{f(%{)& T gr% phenoxprhcgnfl énulyéaénrr%fll ]C bengm)/
(MHE no| - acetyl am no) - nethyl]-piperidine-I-carboxylic

acid tert-butyl ester The title conpound was prepared

from 4-[ 2- (4-fnoro-phenoxy) - phenyl sul f anoyl ] - benzoi c

Exzﬁﬁ%ﬂﬁnd
- (Z-"am no- acetyl am nol) lmet hyl ] - |2per| di ne- | clar boxyl i
olel din | n%ah ﬂedeSCI‘l bed [ n Exanpl e 1/d. M5

4- f’Ehe( Atiffb UQl’)ﬁp@lﬁlﬁh oxMYp lpmpy&eﬂul fraumoy{4-FN2{4-(ishlves-phemoxy)-
yl met h¥l Vcar banoyl | met hvU- "F zagg de hydr o%hl or

-pyrrolhgm- 1-yl-

Phelllﬁléullf@mwé Aoyl NaacHE epEif e
eth%lﬁl[n (éﬂ?x%léﬂ%%ﬁrhl :’]cg g&{‘%@tﬁﬁ& Mescribed in Example 2/c. MS (EI) 592.2

(MM )acetyl am no) - net hyl ] - pi peri di ne-1-carboxylic acid
tert-butyl ester according to the method described in
Exan'ple 1/e. M5 (ElI') 541.2 (M#). Exanple 13

ﬁ,:ﬁl uor o- 2- (4-f 1l uor o- phenoxy) - phenyl sul f anoyl | -
peridi n-4-yl et hyl carbanoyl ) - net hyl | -benzam de
|2+ﬁ2_;§4dhhh]omﬂ§ emoxy){phenylsulfamoyl]-N-[(2-diisopropylamino-

ethvlnaﬂlyjaomgvl?n{e%hvﬁ- or o- J&%\noxy) phenyl sul f anoyl 1- benzoi c

auviIi U

The title compound was prepared from {4-[2-(2,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoylamino}-acetic acid (Example 2/b) and 2-diisopropylamino-1-
ethylamine (Fluka) according to the method described in Example 2/c. MS (EI) 622.2
(MH").

Example 33
4-12-(2.4-Dichloro-phenoxy)-phenylsulfamoyl]-NV-[(2-dimethyvlamino-1-methyl-

ethylcarbameyl)-methyl]-benzamide
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The title conpound was prepared from

5-fl uoro-2-(4-fluoro-phenoxy)- phenyl am ne [ Yakugaku
wQ@amshsqi688 (1968) 1361, 1365; Chem Abstr.; 70rC1/862)07/000103

68312] according to the nmethod described in Exanple

1/c. M5 (ElI') 406.3 (MH). b)

4-r12-(2-(4-[5-Fl uoro-2-(4-f9uoro- phenoxyVphenyl sul f ano

yl ] -benzoyl am no| - acetyl anmi no) - et hyl | - pi peri di ne- |

- Cerlheowlel Ccopdint € 'wasb U1|§r¥bar§($t &¥ord hg41[p4D @- aempmmnoxy)

repared from 4-[5-fluoro-2-(4- fluorodoheno

phexpﬂsﬂ ]fmwlgimm&ze@mec a@rid(%r@mple 2/b) and 2 dlme%xylammo 1-

0 0
LRGP PRAGP VLA IS A aabieid o eglieshoml
5802q00Mdi ng to the method described in Exanple 1/d. MS

(El') 695.2 (MtNa+).c)
4-f5-Fl uor o- 2- (4-fl uor o- phenoxy) - phenyl sul f amoyl 1- JV- |
Eﬁ‘%%ppg_?err di n-4-yl et hyl car banoyl Vet hyl | - benzam de

hl ori de The title conpound was prepared from
hltenfolkvipploerfAsud bmetlylamino-

he Isufarr - benzoyl nol. a tylam no)-ethyl]-pip
ethylear, 1%&(ﬂy!?—‘iyr,i-Qé-rX—‘iel-ﬁl¥rE—8@159'5-1-%3ester according to
t hepgrey rEIX@ﬁin@hles %}g@@fi bf Exgrpt 8- didhoroMBbendly)-phédylgilfamoyl]-
anpl e

benéaqur%@}@wtmﬁmdr Rspmnle P4 (120 1ag,y 9 PR&tHPI0)- EnrdpaliRYE of
d1c18rr%nei }é% ;}%I:;)Iz%n{dz%lﬁl&}}g’lﬁﬁn%g{ep@%m )anBREHiR4tbfayl)-methyl-

carbaﬁﬁé @X}d@@lﬂbﬁt}mdsm (llﬂu[:z@ (17 mg, 0.1 mmol) HBTU (46 mg, 0.12 mmol)

4-[2-(2,4-di chl or o- phenoxyVphenyl syl f anoyl | henzo ¥
{famine (30 pL, 0.2 mmolg) were added. The mixture was stirred at room

TR 2T AR 9 5 o
(0.045{0264(02:.11413'(14;]& Edmrhg? Eleflr&ﬁ?kg;arnggﬁ&ﬂeﬁmanmwtdr%mg/with 100% A

eluq{r»% P88 Fresestine (tExleHpﬁ 4 iﬂl@f}t vere ﬁal Do éggn‘%ﬁﬂ @fnent A o-
hexg% dIRhdant ﬁoétﬂgﬂ%%%téﬁT umﬁed BlapdRid was dlssolved in ethyl acetate

Ut oxycar azol e-1- car boxam di ne
(0. S(meiQISCM)h}(dikfgbnnglorGeBn etiyl jcetate (2.0 mL) was added and the mixture

wasgRss ALY ISt GO eE BBy Biesiedeig P goss JBS FERATHashed

with 8@%11 e@reﬁaﬁ@ dﬂe% WRacren fetidaiadg aelyvd) e tHe&ﬁldlbéﬁlpt\ﬁﬁd MS
subm"tted to col umm chromat ography using Kiesel gel 60

(EIX£52040MH. 063 mm) (Merck) as adsorbent, and et hyl
acetate: n-hexane = 5:1 as eluent to yield 150 ng (64
% of the title conpound. b)

Exdﬁ{?feb@ - Car bam m doyl - pi peri di n-4-yl net hyl Vcar banoyl | -
2 ne i ino-2,2-dimethyl-

) 4 ’ 0. nhenvlsulfame PrOAE TR ViR
d solution of ( r
‘m“g)l g%t %eﬁid (2-{4-[2-(2, 4-di chl or ophenoxy

) - The title compound was prepared from {4-[2-(2,4-dichloro-phenoxy)-
pheggg{l] ?:rxgcl)lslr f ggl}%%wamm&z oggltlgrgcpdo %Exaa%r?p X Z?br? n(@ N{?\?&W%e]crall%ethyl-
1,3-propanediamine (Aldrich) according to the method described in Example 2/c. MS
(EI) 608.2 (MH").

Example 36
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nmet hyl )-carbam c acid r -butyl ester (140 ngy, 0.17

mol) in ethyl acetate (0.5 nL) 2.5 M hydrogen
wa@ bkios/sde7 i n et hyl acetate (3.0 nL) was added BOHUR@7/000103

m xture was stirred at roomtenperature for 24 h. The

preci pitated product was filtered, washed w thdi et hyl

ether and dried in vacuum t8- yi el d 110 ng (98 % of

the title compound. M5 (ElI) 634.1 (MH+). Exanple 15
4-[24-(3—!)i&hulanﬁn& éndéx i) lselfam ipel-iilardwiinethyl)f f

i perid n- I rret h ﬁ a,ﬁoyl | - met hyU- benzam de

car = vdroc ori

a) 34Die%n(12m{né!> 1.5y Fik a0t Rn By Archir 0 Phenoxy

) - phenyl sul'TanoylT - benzoyl anmo| -
acethd e penporedhyasiprgpared ifviom 3-diethdaminoyplienohag¢odrding to the

e ) 7B o VSRR s, Brepared Trom

-benzoi ¢ acid and
4- 2 2-am noh%cet

| am no) - et hyl ] - pi peri di ne-1 car boxy
lainineRef er ence Exanmpl e 1)

C’@{ed g?g éo?ﬁo%gd eLd %;jepqgﬁ‘lc HoRES d19th§f§M$ §- (%lnqltro-M?enoxy)

berﬁeﬁeﬁachndﬂfglthe(rﬁembddem-ﬂ»h@nomamhenw sul f amoyl | -
-{r(2-piperidin-4-ylmethyl ')- carbanoyl ~|-nethyl)
- benzam de hydrochloride The title compound was

c) REPADRELRIRoBhbhd) Shbov1 il B R 12 dndoiclagRr 0- phenoxy) -
phenyT sul' f anoyl'T-benzoyl am no}-acetyl am no) - net hyl | -
perThti nétle - camponyd | avascipfepased t ﬂmmuylz @stﬂleﬂl}’hmum-ﬂhmx}’)

pheewr?e %%éﬁ%ll%to & rrnle % descn%)ég anhx 1% 1/c|\./§/1§ '(;]l:‘f) 42?? (ﬁ/IH ).

i V- (2- Oxo- 2- pi perazin-1 -yl -ethyl carbanoyl Viret hyl | - 4- (

2- phenox phenyl sul f anovD- benzam de hydroch] or.i de a
A- Digthylemirerpheneosy phenylsulfpmayHdY-4H pipsrid y

carl¥dnh SR BAUL At ISR hlRiet | t] € conpound was -
- |pera2|ne 1-carboxylic
aciThd etifle bednypouadt evasageeyatedn gﬁ«bm t4 R -(Bedibihglamino-phenoxy)-

pheiy RLERRL ROy VI ek a8y o einyt) pipelidine-1-

carﬁ ic b%%a | RSBy BG&t gl%@fef@ﬁ@e [9:53" l@ol Qéb@?diﬂ?stlo) Ehe method

par from4-(2-benzyl oxycarb no- acety
despnlpmlrlaﬁxampbiﬂam@lb 5e4.3¢MHer - butyl ester
according to the nethod described in Reference Exanple
1/b. M5 (ElI) 244.2 (MH#) .c
Ex#npR- 37’ 2- Benzyl oxycar bonyl am no- acetyl am no) - acetyl | -p

[ pera2| ne- I -carboxyl iC aC| d fer -but | ester The title
~ Xy Iy Ih@&-Hpiperidin-4-ylmethyl)-

carb %— n - _ I-.e|i T |nl-1 carboxylic acid
. a Mhe nmet hod described in

a) 4-Bromo-2-chloro-1-(2-nitro-phenoxy)-benzene

The title compound was prepared from 4-bromo-2-chloro-phenol according to
the method described in Example 1/a. MS (EI) 329.3 (MH").

b) 2-(4-Bromo-2-chloro-phenoxy)-phenylamine

The title compound was prepared from 4-bromo-2;chloro-1-(2-nitro-phenoxy)-

benzene according to the method described in Example 1/b. MS (EI) 300.2 (MH™).
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Exanple 1/d. M5 (El) 457.1 (MtNa+) . d 4-]
2- (2- Am no- acetyl am no) - acetyl ] - pi perazi ne-| -carboxyl i
wa@ 2@8ioshitert - butyl ester acetate The title conpOLAT2008900103
prepared from
4-[2-(2-benzyl oxycar bonyl am noacetyl am no) - acetyl]
- pi perazi ne- 1- car boxylic at¥d r - butyl ester according
to the method described in Reference Exanple 1/b. M
c) 4(-[EL()4 Bifdina22-{cMdig-pherky¥pliedyistlfhmoyl]-benzoic acid

*is 58 oaﬁiz?qi%ﬁhéé‘éff SRS ot Plomug-hlogapheHoxy)-
phem?nﬁﬁé ARof PP Pgﬁ@gl%&&%&% ELafible 1/c.

phenoxy pheny amoyl ) - benzoic acid (Exanple
5/a) and 4-[2-(2-ami no-acetyl am no) - acetyl]

310 ro-plenoxy I
carﬁﬂ&vlﬁﬂ‘léﬂﬂfl}( B@ﬂﬂéﬂ’ﬁde hv@rdﬂhlonde

[( ()(02p|pera2|n [ -yl - ethylcarbarm&‘yil)-rreth [1-4-(2
- phElifoXifish epmrpewd avasv Preppeedz v biorIw2C rorabenoxy)

phe&&l%@?ﬁ%g%pﬁoﬁ; 2:14; SLaFrﬁﬁB aceftaflammo)—methyl]-p1per1d1ne—1-

carmﬁnyho yacadn t@ﬂ]bua}d eés,téra (Refedenec Expmplgilpe nannding -toatheomyethod
I|c acdte u ester a ding to the nethod
Eé‘ﬁmi’[? %%(Fel) ??’Eli(%ﬁ'fg\/\ed by preparative HPLC
purlflcatlon M5 (EI') 552.2 (M#). Exanple 17
4- (2-Benzyl - phenvl sul fanmoyl ) -i V- {f (pi peridi n-4-yl nmet hy
Exdmpled8banoyn- i net hyl } - benzam de hydrochloride a)
Di 4-( 2. Be z l, - he I f b

ben%{»ﬁhﬂjég}g3&&vlhﬂﬂn6‘if‘€tﬁﬂ‘ﬂ-pﬁ€ﬁﬂfésﬁ$d i Examol e 1/ c. M5
S il * pomsmind prenpresretankon) - 6oz Gy disins plerssy)

I atf ]
Phe%érﬁl?%la?@ SR RO R S50 SRR 207 oF dimehyl-carbamic
a01(¥‘r 4-@-bmﬂwbthplbqihy1hﬁme§t&ﬁqw QZWBQG]a@bd)rémg to the method
am no- acetyl am no) - met hyl ] - pi peri di ne-1-car boxyl

desP‘ébeéléP@X?@Ple%&tMS (ED108p-A @B & ence Exanpl e 1)

according to the nethod described in Exanple 1/d. M

(El') 643.2 (M+Na+). c) 4-(2-Benzyl - phenyl sul f anoyl

)-iV-{[("rireridin-4-ylnmethyl Vcar banoyl 1- net hyl } -

benzam de hydrochl oride The title conmpound was
-El’pme%sg%d from 4- ({2-[4- (2- benzyl - phenyl sul f anoyl ) -
4-[2;1@' %Mmm&leg%le@y?u yﬁg;@_ﬂes BralBHIIN- ) 4 RiudRdifbRetyi-c ar box

benzylcarbamovD-methyl} -benzamlde hvdrochlorlde

_

The title compound was prepared from {4-[2-(2,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoylamino}-acetic acid (Example 2/b) and N-(4-aminomethyl-
benzyl)-guanidine dihydrochloride (Reference Example 7) according to the method
described in Example 2/c. MS (EI) 656.2 (MH").

Example 40
4-[2-(2.4-Dichloro-phenoxy)-phenylsulfamoyl]-N-{[methyl-(2-pyridin-2-yl-ethyl)-

carbamoyl]-methvl}-benzamide
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according to the nethod described in Exanple 1/e. M
(ElI') 521.5 (MH) . Exanple 18
wd2qoR/0Banzoyl - phenyl sul f amoyl Vi V- {f ( pi peri di n- BEe/HUR2601$00103
| ) - carbanovl | - met hyUbenzam de hydrochl ori de a
4- (2- Benzoyl - phenyl sul f anoyl ) - benzoic acid The title
conpound was prepared from>2-ani nobenzophenone
(Aldrich) according to the nethod described in Exanpl e
1/ cTheMRit{El Fordféhind (Whit) prepired- ddorh  {4-[2-(2,4- dlchloro-phenoxy)-

pheﬁﬂF“I%?é‘%Wnﬁ‘%%e}e@%&e}%fag %’%ﬂlo ben%%é(@m i acfﬂv -pyridin-2-
U

61445([1\([]2 -Jam no- acet yl ami no) - met hyl ] - pi peri di ne-1-car boxyl

ic acid tert-butyl ester (Reference Exanple 1)
according to the nmethod described in Exanple 1/d. M5

Fx 1);;4«557 2 (MrNa+) . ¢
- enzoyl phenyl sul fanmoyl Vi V-{rt( pi rer|2d| n-4- yl rret h

N-{{Biy-(3-dimathyl ROrPHOPY1)=CaRHAO Y B0
itle co L ed from
phe&otx_pzp- %eﬂ%ﬁ%&oﬁ)?—?& ER{?&% sul f amoyl ) -

beiThzOY{itid1i behpaagit yvasr preparedt hydnh- pj4eer ai-diehlorsplidnoxy)-
xylic acid tert-bxityl ester accopgEB /%ito t.he ge ﬁdl
pheg¥gdfamesdl-Penzeviamines- 219680 agid (Hxpmpies2/b) apgiNo3-dimethylamino-

pro@?% #ﬂﬁth{]fr%agﬁo e érhey gAld ich) y?gcordm topI g%aer | réllethod
describbdyih mample\marmamﬁm%ﬁat(w;&m benzam de
trifluoroacetate a
{Met hyl -r 4- (2- phenoxy- phenyl sul f anoyl Vbenzoyl 1- ani no)
Ez@ﬂﬁﬁ“hc acid nethyl ester The title conpound was

par ed from 4- (2 phenoxy phenyl suI farm |') - benzoic
‘ . hen : b lamino }-acetylamino)-

: e PS5, 2 (M) . b)
{ I\/Erﬁeyl htﬂé’r 6 ﬁb\ﬁﬁbxwa@h@feph&dl fomy | %W@&ichlomrp]mﬂoxy)

-acetic acid The title conpound was ﬁ’saredf

phepplselfamoylib %@om@e&ywﬁy@%@éa@p e%lowf]lstmme methyl

o R ] AL g5

(EHﬁQ72KMHK¥ { Met hyl -[ 4- (2 phenoxy- phenyl sul f anoyl
')-benzoyl ] - am no>- acet yl am no) -

nethyl~|-piperidine-l-carboxylic acid r -butyl ester

Exafiflel4st | € conpound was prepared from

Thyl - [4 (2- phenoxyphenylsulfannyl)
Dick he dfameyltt V-{[methyl-(2-pyridin-4-yl-ethyl)-
di ne- | carboxylic acid t r -butyl

¢ et hod descri bed in Exanpl e

1/ drhdVBiitle compound was prepared from {4-[2-(2,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoylamino}-acetic acid (Example 2/b) and methyl-(2-pyridine-4-
yl-ethyl)-amine (Aldrich) according to the method described in Example 2/c. MS (EI)
614.2 (MH™M.

)

4
-a

m ponet hyl. - et
-t-z

Example 44
2-(2-{4-[2-(2.4-Dichloro-phenoxy)-phenylsulfamoyl]-benzoylamino}-acetylamino)-

(S)-5-cuanidino-pentanoic acid methyl ester hydrochloride
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(ElI') 659.2 (M:tNa+) . d
JV- Met hyl - 4- ( 2- phenoxy- phenyl sul f anoyl VIV- 1| (pi peridin
wo deoglopathyl ) - car banoyl 1- net hyl) -benzam de PCT/HU2007/000103
trifluoroacetate The title conmpound was prepared from
4-[(2-{met hyl -[ 4- (2- phenoxy 4henyl sul fanoyl ) -
benzoyl ] - am no}-acetyl am no)-net hyl ] - pi peridine-1-carb
oxylic acid tert-butyl ester according to the method
desThe béitlei mompawpl e was c prevBredE] ﬁrost?,??‘ﬁ[%m—ﬁ—)iichmtaﬂvbb@xy)

20{ V:{ | - hyl -1 -f.(pj peri di -yl net - car bai.novn
phglsviemad s bRl el reRb BB AN e PanMine R ester
dlhb&@b@l@fiﬂé) (FldRa)yadccording to the method described in Example 2/c. MS (EI)

t hyl - 2-[ 4- ( 2- phenoxy- phenyl sul f anmoyl Vbenzoyl am no]
666%( gnl c acid nethyl ester The title conpound was
prepared from 4-(2-phenoxy-phenyl sul famoyl ) - benzoi ¢

acid (Exanple 5/a) and a-am no-isobutyric acid net hyI

p&r45hydr ochloride [Collect. Czech. Chem Commun.; 63
5- 93 [

eng) p teggl% Slsnc(:)u] l:i)enzovqammo}-

ace%ﬂ%(ﬁliﬁ‘%'—hé’(a{nﬂlc(a%n&ﬁ‘m“ )éstg,menyl suI f anoyl Vbenzoyl anmi no]
onic acid The title compound was prepared from

-Pro
2 n@h«hy title - [camppumhemag y pheraydds ufrbmrm% -J2-(2,4-dichloro-phenoxy)-

z | c.acid er ordi ng,t
ohy B b A Sl PR e i e B o i on P ester
dihyMdéhloride B4chem) according to the method described in Example 2/c. MS (EI)

2- Methyl - 2- [ 4- (2- phenoxy- phenyl sul f anoyl Vbenzoyl am no
63 Zﬂ%b)onyl ani no) - nethyl Vpi peridine-1-carboxylic
acidr -butyl ester The title conpound was prepared
from 2-net hyl - 2-[ 4- ( 2- phenoxyphenyl sul f anoyl ) -
Exb@pro4d ani no] - rropionic acid and

4amnometh|,-p|per dlnel lic idr_-butyl
= d ‘!A HE¢N0 E 4 i DY IO

acé* qtmﬁg@ Julgh}mﬁﬁg’ aéd%& I ésteld) N‘ ( |

| Vcar banoyl | - et hyl |
- 4-The pltlda owmpenlyd S tiak ammj/pbre% efresui ﬁfb[zrymdmhﬂcamphenoxy)

phepy s HPTBS ST sl o R EROTER V) agd foasperagine methyl
est&emmad}mﬁdéqlsa@n@ﬂ) SptEnRE Ao Hremetyl defiribed iifl Bx@mblecat. MS
lic gcid ter -butyl ester accordi ng to the nethod
(EIaiéééﬁ(lb%a‘)u n Exanple 1/e. M5 (El) 551.2 (MH+). Exanple
21 N-{( )-2-Methyl-I-f(piperid
n- 4-yl met hyl Vcar banoyn- pr opyl | - 4- ( 2- phenoxyphenyl sul f a
Exaimple 47

4-(2-Phenoxy-phenylsulfamoyl)-N-[(3-piperidin-1-yl-propylcarbamoyl)-methyl]-

benzamide

a) [4-(2-Phenoxv-phenylsulfamovyl)-benzoylamino]-acetic acid ethyl ester

The title compound was prepared from 4-(2-phenoxy-phenylsulfamoyl)-benzoic
acid (Example 5/a) and glycine ethyl ester hydrochloride (Aldrich) according to the
method described in Example 1/d. MS (EI) 455.2 (MH").

b) [4-(2-Phenoxy-phenvlsulfamovl)-benzoylamino]-acetic acid
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benzam de trifluoroacetatea) ($
-3- Met hyl - 2-[ 4- (" 2- phenoxy- phenyl sul f anoyl ) - benzoyl arn
WO p@BAOBItYric acid tertbutyl ester The title cpopauae7/000103

was prepared from
4- (2- phenoxy- phenyl sul f anoyl ) - benzoi ¢ acid (Exanpl e
5/a) and L-valine ter t-butyt ester hydrochloride
(Aldrich) according to the nethod described in Exanpl e
1/ deheMatle Ebdmpénd? &M*?i@éﬁared bfrorh 5 VB (Mphétky-phbnylsulfamoyl)-
4- 32 phenoxy- phen Isul anmoyl ) - benzoyl ammol -butyric

benzsilamimg]- ace§,1§| asid @ ybpst@rs;ccor ing to the method desoribed in Example

(2- phenoxy- phenyl sul f anoyl ) -
2/b. ﬁ%gﬁ{)l am ﬁa\#ﬁautyri c acid ter t-butyl ester (0.56 g,
1.07 nmol ) in dichloronmethane (25 nL) trifluoroacetic
dded .A 3t heer
BRCH ANO Y14 ¥-d SeTID C

bend, 1}{113eld 0. 467 (93 % of the t|tIe I\/B(EI) 469 2
VEF). ¢ ) 4dd$

f) “TheMiitley co@ppund 2wash qmcpaye@@ml §4r(3-ahenpixy-phenylsulfamoyl)-
enzoyl am nol -.but
FOBOHP BT i | L, BORGrin gy proysping (MY Ghamie
acc&ﬁﬁlgttb ttﬁeememw aeseeibvdm PrLRde ed. M) 551.2 (MHY).
(5) - 3-nmet hyl - 2~[ 4- (2- phenoxyphenyl sul f amoyl) -
benzoyl am no] -butyric acid and
ey 4gomet hyl - pi peri di ne-1 carboxylic acid ter -butyl
-—é%‘l)—éf—accordl ng to the nmethod described in Exanple

A4 MESE T 31 G banghl (112 i
“[(pl perioc yl net hy['V car banoyl | - pr opy
MEE&Q&MB&}!M sul famovD- benzani de

trl U a T [ n 1
. q&r& %anﬁbﬁdzf@ast %&%ﬁgﬁ g@%h g%%ﬁ%%@%}ﬁﬂylfsﬂ%oy)

benb@lmyiomm] acEﬂJ(E/xayrlmwﬁ%}) anét3l={)ll,‘9 }hml)lp@ldlrﬁlln% =Yl-preppamine

wihigbop o (haSimin Rl & iorfBE o Bbfishy ifored 1 Brample

2/c. E%ngt &342 (MHY.
chl’or o- phenox phenyl sul f anoyl | - pip
D| hI h V) - phenyl sul f Il -N-f(2-

eridin- 4- yI et hyl car banoyl Vet hyl i - benzam de acetate
Exholt 4 2-("2-{4-[
—2;%- Di chl or o- phenoxyVphenyl sul f anoyl | - benzoyl am no>

N—l(4 pc£Bipaieridifiviel' A phepyiearb aihoyd)-imectavl b éx(24phenexy-d t er
buttyl esterThe title conpound was prepared from
phenoxy) phenyl sul f anoyl ] - benzoi c

ac"%w( Eﬁi?e”%ﬁlp%ﬁ yﬁ %regared ﬁPerl [4-(2-phenoxy-phenylsulfamoyl)-

am no-acet
benpoydamndx]meetﬂo acddt lQExzyhple 44¢h)cand 4-[)14#'%1p1psmdmyl( Refl @hemdamine

[/ E{ngg:gj{ze 221@?5(%9% Iéﬁ? 1% tag:%? t h%d h%er%§ {10(? %escnged in Example

2/04ME?(Ef %563 4%\@#1* oro phenoxy' ) -rhenyl sul fanoyl | -N -
2-pi peri di h- yI et hyl car banovD- net hyl ] - benzam de

acet ate

Example 50
trans-4-(2-Phenoxy-phenylsulfamoyl)-N-{[4-(2-pyrrolidin-1-yl-ethyl)-cyclohexyl-

carbamoyl]-methyl}-benzamide

The title compound was prepared from [4-(2-phenoxy-phenylsulfamoyl)-
benzoylamino]-acetic acid (Example 47/b) and trans-4-(2-pyrrolidin-1-yl-ethyl)-
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The title conpound was prepared from
4-12-(2-{4-[2-(2, 4-di chl or o- phenoxy) -

w@b@apbaeat f anmoyl | - benzoyl am no} - acet yl am no) - ep¢yHU2¥7{000103
eridine-l-carboxylic acid tertbutyl ester according to
the nethod described in Exanple 1/e foll owed by

preparative HPLC purificatiéen. M5 (ElI) 606.2 (M)
Exanpl e 23

- [ 2.2 AR ahl of o-qph 5 u ingi {¢- fe2nfethod
CYCI%’S{‘?%S{WP- 9%’? Wy coglrdgaﬁg%%x rrceef 3%%’:1 ?g(?n*glggT%e title
desciE6eHIa BXEmpRs2/pr MSIEELOSI20H ).

{4-[2-(2, 4-di chl or o- phenoxy) -

phenyl sul f anoyl ] - benzoyl am no}-acetic acid (Exanple
Exal%ﬁ psgand 2-piperidin-1-ylethylam ne (EMKA-Cheni e)

ing to the nmethod described in Exanple 2/c. M
i SvHHEs) b 3-¢4-pyridin-4-yl-piperazin-1-yl)-

yVphenyl sul famovn-i V-{[ (2-di m
AYPAIONL , et hyt - car banoyl i - met hyU- benzani de
Thepd | G116 sRpRuMad wasS pizpeRar &@nf r@AR-phenoxy-phenylsulfamoyl)-

{4-12-(2, 4-dichl oro- pheno;%//l?- 1 . in-1-y1)-
benzolemjpalcrceierogdis - BermaRle afti/Ab) and (4-pyuding-YIeBinegrg-1-y

2{0). a aplb gl | h Pupd Pindixaéihle 2/c.
prong b Gl bl g e e
MS (lﬁeBZQSSQMZ{“LQ.I\/I—H) . Exanple 25

4-\2-(2, 4-Di chl or o- phenoxyVphenyl sttl famoyl | -N-[(3-dim

et hyl am nopr opyl car banoyD- net hyl | - benzam deThe title

nd was prepared from
=1 2- (2, 4-di chl or o- phenoxy) -
hBilethill drainuyé othyl-caribanioviecmethyli24-(2tpheNoX| e
2/ b) _and 3-di net hyl am no-| propyl am ne (Al drich)
€ . t hod described in Exanple 2/c. M
( Etphe 58fe 2cé¥pbund Exanprépadd from [4-(2-phenoxy-phenylsulfamoyl)-

4-r2-(2,4-Di chl or o- ph - phenyl syl f I - -
bendcybaniiel-nharaOprERSEET U Dy B kMY EBEI i depetifanine

(Al({rlg:i-lk SecpBThe I”tglﬁ‘l{)@eﬁlgﬁb %g%‘éb)e(e%lﬁ EQnple 2/c. MS (EI) 511.2 (MH?).

phenyl sul f anoyl | - benzoyl am no} - acetic acid (Exanpl e

2/ b) and 3-di et hyl am no- | propyl am ne (Fluka) according
Example B3 net hod described in Exanple 2/c. M5 (El) 608.2

Uj@%@ -L fehrbamoyl

benkz@hidd ]i\;droéhlvi'iﬂe opyl car banovD-
The title compound was prepared from [4-(2-phenoxy-phenylsulfamoyl)-

Exa

h

benzoylamino]-acetic acid (Example 47/b) and (2-amino-ethyl)-methyl-carbamic acid
tert-butyl ester (Fluka) according to the method described in Example 34. MS (EI)
483.2 (MH).

Example 54
N-| g3-Dimethylamino-propxlcarbamoyl)—methyl|-4-g Z-Ehenoxy-phenylsulfamoyl )-

benzamide

The title compound was prepared from [4-(2-phenoxy-phenylsulfamoyl)-
benzoylamino]-acetic acid (Example 47/b) and 3-dimethylamino-1-propylamine
(Aldrich) according to the method described in Example 2/c. MS (ED) 511.2 (MH").
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nmet hyl | - benzam de The title conpound was prepared from
{4-[2-(2, 4-di chl or o- phenoxy) -

w@b@apbaeat f anmoyl | - benzoyl am no} -acetic aci d ( Brervpiue007/000103
2/ b) and 3-norpholin-4-yl propylamne (A drich)
according to the nethod described in Exanple 2/c. M5
(El') 622.2 (MH) . Exanpl-6728
4-[2-(2.4-Di chl or o- phenoxy) - phenyl sul fanmoyl | -i V-{[3-(2
-met hyl - pi peridin-1-yl)-
propyl car banmoyl | - met hyl j - benzaml de The title conpound

: ﬁ@gsprepared from{4-[2-(2, 4-dichloro- phenoxy)
, hehn

-benzoy am 0
ben ri ch) accordl ng to the met hod described in Exan'pl e

£ VB (El) 634.2 (MH). Exanple
4T (tiZl;eSch})npbilmi owéﬁh an)gp@yqd Siﬁnglﬁy|[%wh?&9§fﬁ'nh9n¥1§‘§fﬁn?ﬂy“

benzgg%g{gxg{h ac\{ekﬁ cgal é%’éﬁl"é@n%ﬁ%,}] IRt PaRmo ATpdS Flafidd (H1gka)
accoy{dahé]tg ThZmbedi Gadpibed ROER@yly 2/c. MS (EI) 539.2 (MH).

yl'sul famoyl ] - benzoyl am no}-acetic acid (Exanple
2/ b) and 3-im dazol -1 -yl propyl ami ne (Al drich)

6d| ng to the nethod described in Exanple 2/c. M
ExampleSs03° () Exampl e 30
N-{[$(2 A1dtBvEpip phEsnyloarbanes

I ethyl car banoyl Vnethyl i - benzam de
was prepared from

co%k%o%@r QaPNpRA¥%Y - from [4- (2-phenoxy—phenylsulfamoyl)
benzoyl am no% -acetic acjd ;53 n1p =

benz%&h)mr&ﬂ&cétim@ ek annplel 49/bg e, B4 2rimpedhylAiRgridiy) -y1)-propy amine
ARy regoths O themelfag HRS-HE3 H EREfpI D/ HRIRLT 586.2 (MIE),

4-[2- (2, 4-Di chl or o- phenoxy) - phenyl sul fanoyl | -i V-] (2- py
rrolidin-|-ylethyl carbanovD nethyl | -benzam de The
xamméﬂcon'pound was prepared from

ben%lgpdeand 2- pyrrol i d| n- | -yI et hyI am ne (Al drich)
—according to the method descyi i

( EﬂﬁeSgﬂgZCQrm;gl)nd vg@a,pﬁep@reglz om tf (P l?erTBx -p?lér?ylsu'}ﬁmoyl)
benzoylamino]-acetic acid (Example 47/b) and 3-imidazol-1-yl-propylamine (Aldrich)
according to the method described in Example 2/c. MS (EI) 534.2 (MH").

Example 58
4—(2-Phenog—phen11§ulfamovl)-N-I(Z-Dvrrolidin-1-vl-ethvlcarbamovl)-methvﬂ;

benzamide

The title compound was prepared from [4-(2—phenoxy-phenylsulfamoyl)-
benzoylamino]-acetic acid (Example 47/b) and 2-pyrrolidin-1-yl-ethylamine (Aldrich)
according to the method described in Example 2/c. MS (EI) 523.2 (MH).

Example 59
4-[2-(2,4-Dichloro-phenoxv)-phenvlsulfamovl]-N-[(4-DiDel‘idin-4-vl-

butylcarbamoyl)-methyl]-benzamide hvdrochloride
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4-f2-(2, 4-Di chl or o- phenoxyVphenyl sttl fanoyl | -i V-f (2-di

i sopropyl am noet hyl car banovD- net hyl | - benzam de The
wo 2aos®smenpound was prepared from PCT/HU2007/000103

{4-[2-(2, 4-di chl or o- phenoxy) ~

phenyl sul f anoyl ] - benzoyl am no} -acetic acid (Exanple

2/ b) and 2-dii sopropyl am nsgl et hyl am ne (Fl uka)

according to the nmethod described in Exanple 2/c. M5

6 2
: E@ %‘aﬁ Iﬁgg’l}i’f’%i?% E?%é nd %%35? p‘)jh en OIins uf ¥+ dicbloro-phenoxy)-
phenyis(lﬂ“aﬁb lBio3Teniigo } -abdich aMHe(Ehgahip% Ao 4-(4-amino-butyl)-

hyl | - benzam deThe title cqonmpound .rom

plpey{ldmpg qagbmc_y}}p @Q}%Fe@t-blﬁtg}] 5%91) ?Reference ﬁlaamgfee agc%gr ing to the
XA 410} naee d (Ex I
meﬂg’?b%& rﬁ’ghg‘?g%h{’]ﬁyl A nd?rsrret h§/| }elt ﬁylaglm n(e (EF‘SKZ)

according to the nmethod described in Exanple 2/c. M5

(EI) 580.2 (M#) . Exanple 34

Exa 2, 4 Di chl or o- phenoxy) - phenyl sul famoyl | -i V-f(2-ne
ieulp eﬁ@i g Neahmoi]=NV- Adifla-ylcarbamoylmethyl)-

0 a stirred solution o
benimMrmm or o- phenoxy) - phenyl sul f amoyl ] -

mrﬁﬁ"y' O i S R g g

s’{ifﬂ'aﬁl\ébff]QfeP@d?lﬂﬁmbg -adetidJcid{Bxample 2/b) and 4 ammo-plpendlne-l-
|

2-am no-eth Icarbamc aC| tert
carbexylukwd (q?bwg egfer] (Fiwke) yaccquiing to 4 'ge mpthad ‘feéx‘#%% eéff?&‘l’le
PPQ/’}Saf{ 30 m., 0.2 mmol) were added. The
34MS@ re stlrred at roomtenperature for 24 h, then
purified by colum chromatography using Kiesel gel 60

(0.015-0.040 mm as adsorbent (Merck) and gradient
n starting with 100% A el uent and processing to

Ex
4-[2-#2(2?g /bﬁh%ﬂ&-f;%%engxgpﬁenﬁdlﬁ%@] &g(@%mﬁnﬂerhuent A
nyT —acetate) . e purified
get] : ifle) hy l'ate(‘osm_) 2.5 M
chlorldeln eth t ( .
g[r }ﬁ xTUPRY L\}\’Igs ¥ r 8%%? ﬁ)ognm tz{ ﬁ%er Ature. OXY)
phe 1s1ﬂi‘a%1d§/n]e§én@by1amfb}pvrceﬁ@ aikidveBxakriplé eytgdanmqaemmmmmpyl)
I eth ﬁ ether and dried in vacuumto yiel 6%;3%{58 %th
pipegfdineq cunbpxxilq:wéd@ﬁ@utmst%l()‘e@es@.ce %&Me 1ng ¢

L e e S e

met hyl | - benzam de The t|t| e conpound was prepared from
{4-]2-(2, 4-di chl oro- phenoxy) - phenyl sul fanoyl ]
Example $2v| ani no} - acetic acid (Exanple 2/b) and

4- [ﬂ i}h-?)l&i&%t-méﬁ%kw bhenvlsulfamovl] -N-](4-piperidin-1-yl-cyclohexyl-

carbamoyl)-methyl]-benzamide

The title compound was prepared from {4-[2-(2,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoylamino}-acetic acid (Example 2/b) and 4-piperidin-1-yl-
cyclohexylamine [J. Am. Chem. Soc. 68 (1946) 1296] according to the method
described in Example 2/c. MS (EI) 660.2 (MH").

Example 63
4-[2-(2.4-Dichloro-phenoxy)-phenylsulfamoyl]-N-[(4-piperidin-1-yl-

butylcarbamoyl)-methyl]-benzamide
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1, 3- propanedi ami ne (Al drich) according to the nethod

described in Exanple 2/c. M5 (EI) 608.2 (MH). Exanple
w@eebshH168- Di et hyl am no- phenoxy) - phenvl st t | f anpyt/HURG7{000103

f (pi peridin-4-ylnmethyl)- carbanoyl | -nethylj-benzam de

hydrochl ori de a)

3-Di enyl am no-1-(2-nitro-phk®Roxy) - benzene The title

compound was prepared from 3-di et hyl am no- pheno

?(é :);‘;H’edl B t %&Wt had gieei,gfé'dbeﬁioﬁn ﬁK@U@l,LﬁdfcﬁBro-Bﬁenoxy)-

287.1
pheRyls@fin et iy trmoyhoiphjeamkiy ) agilie (fxanplae2/bheand t4-piperidin-1-yl-

bueISERRR M Bt A BB b kgseondiu et st dfspbed in

Exén%léb)% 53! eslesauipgd in Exanple 1/b. ¢ )
[ 2- (3- D et hyl am no-phenoxy) - phenyl sul f anoyl

| ben20| c acid The title conpound was prepared from

EXZ- Efé-gi et hyl am no- phenoxy) - phenyl am ne according to
hod described in Exanple 1/c. M5 (El) 441.1

{ (Pipe 1dmd1)-vlmethvl)-carbamovl]-methvl} 4-[2-(4-trifluoromethyl-phenoxy)-
4-12-(3-Di et hyI am no- henoxprhenyI sul fanmoyl I -
phenyisuifanioy]|denza SPAYHOERIOBEE hanDy| | - et hyl }
a) 4-PDERTATRES ‘BﬁEﬁo‘?&B gﬁgmrsﬁﬂs%@nk -HeRameuad was
prepar ed om 4=1 Z2- ( 3- = -

phefyd stitld amzr;tb@undbemasm prepoed doth  2-(4-trifluoromethyl-phenoxy)-

phegilléé%_ ng’h ace&g 2 4" 272 (Jm Lhyl k&%@%r@%ﬂ %%(r:obrgl)r(l\él go the
met?@&)@ésgsglgg% I@Eﬁdﬁﬂ)l%ﬁahm ?ﬁf@% Hedun Exanple 34. M5

4-f2-(4- Brom) 2 chI oro phenoxy) phenyl sul famoyl | -i V-{[
N A 6 A0 €85 BRIFRN - 05 0 BGAA AR phenoxy)-

phenﬁl%ulﬁétﬁéﬂi-B&Qﬁﬁﬁ&éh\bﬁéwtﬁieThe tlt| e conpound was
pre ared from 4-br ono- 2- chl or o- phenol accord| ng to

tkes cqwr&@&nql n VB aRjsParefl) dron\sH(E(§-traup rewthvhpiﬂenoxy)
phe??%s}ll%arﬁo Zac‘i:c{] | {{0-R m%}r@ PRSI HEh Y Diperidine-1-

vvas prepar e
carbbxtytio nmdz teh‘umtyl bstérZ{]heihrene@ Héxamp)g -1)bestpetieg to the method

accaor.d t (bed in Exanple 1/b. M5
desgrpped léégg@PF%%&%?gglgiﬁﬁﬁm 2- chl or o- phenoxy

) - phenyl sul fanoyl ] - benzoic acid The title conpound was

prepared from 2-(4-brono-2-chl or o- phenoxy) -

ExghpleviSani ne according to the nethod described in
N-ORER I G From il eh fodtonil- B0 A7 Ao YGRS thoxy:
hédnloXP)-pRér §dlfa4n | ﬂm?ﬁaé RedRichioridget hvU - benzani de
rochrori e e conpound was prepared from
a) 4L (- TﬁmMmW} famoyl]-benzoic acid
The title compound was prepared from 2-(4-trifluoromethoxy-phenoxy)-
phenylamine [J. Med. Chem. 13 (1970) 295-297] according to method described in

Example 3/a. MS (EI) 454.1 (MH").

-

4-trifluoromethoxy-

phenvlsulfamovl]-benzamide hydrochloride

The title compound was prepared from 4-[2-(4-trifluormethoxy-phenoxy)-

phenylsulfamoyl]-benzoic acid and 4-[(2-amino-acetylamino)-methyl]-piperidine-1-
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phenyl sul f anoyl ] -benzoic acid and

4-[ (2-am no- acetyl am no) - net hyl ] - pi peri di ne-1| car boxyl i
wa@ 2@8iosh167 rt - but yl ester (Reference Exanpl e 12PCT/HU2007/000103

according to the nmethod described in Exanple 34. M5

(EI') 637. 1 (MH#). Exanple 38 Dinethyl-carbamc acid

442- (24442- (2. 4-di chl or o- ghenoxy) - phenyl sul f anoyl 1-

benzoyl am no}-acetyl amo) - et hyl | - phenyl ester The

carbogqifllf gac% r}‘gf}g_ ngﬂm pgﬁ%a : egej fﬂx%r@ple 1) according to the method
descr?Jéﬁ@ﬂhE%bh'nEﬁ:@NMS gansoyh @uip} -acetic acid (Exanple
and di met hyl -carbam c acid
4 (2 anmi no- et hyl ) -rhenyl ester [W2003093245]

cc%%dlng to the nmethod described in Exanple 2/c. M5
86.2 (MH+). Exanple 39
: RN pipe

y oenzylcarbaanD- nethyll-benzanlde
_X_H%mkmﬁhlorlde The title compound was prepared from
(Ard2-4 t %%)%ﬁi‘\@r Fap h@x@ﬁﬁ%& from [4- (2-phenox31 -phenylsulfamoyl)-

phenyl s benzoyl am no} -acetic aci

| e
benz&jflbmlrmjdlcet‘ib adidafBxampist AYbhend \A- }mlr@t[gp@rgim%g carbr(r)r))(yhc acid

di hydr oc I Ref er en
et SRR A PR By IR dpgipef i BB NS e
SogfﬁggF*e 40 4-f2-(2,4-Di chl oro- phenoxy) - phenyl sul f
amoyl 1 - N-{f net hyl - (2- pyri di n- 2-yl - et hyDcar banoyl | -
nmet hyl j - benzam deThe title conpound was prepared from
- (2, 4-di chl or o- phenoxy) -
Exa sul famoyl ] - benzoyl am no}-acetic acid (Exanple

jg)-@Amlnaﬂd%EE!yﬁ @Meﬂyﬁuﬂamyyﬂﬁhmﬂammoﬂr@gtvlammo}-
ric according to. the nmethod described in Exanple
2L i niathyl ester hydreghleride Exanpl e 41
B h &HOM Mﬂ@fQQﬁf&ﬁM& ety iyl fhmyl)-
-f % h g’oﬁ({ﬁ%pﬁ@%g&%a phenyl sul f anoyl I}% enzyzla% de
benzﬁbﬁntmd]l-a&:eﬁﬂ agid (Bxlamgls 4@,ﬂ)épadéf tdry- b]qtioxycarbonyl) -L-lysine methyl

2,4- or o- heno
estegmgaide T SEeRDEs e byed deresbet it TamRls oS B
56933 ?nd N- ( 3-di net hyl am nopropyl )- iV
, di met hyl propane- 1, 3-diam ne (Al drich) according
to the nmethod described in Exanple 2/c. Ms (El) 665.2
NH+% Exanpl e 42

Exa 4-f2-(2, 4-Di chl or o- phenoxyVphenyl sul f amoyl 1- benz
N-CA¥b#h 6 Iniethyla£el-phah sulfaihof)-benzamide
T-1m dazol - propionic acid ne

The title com%)/ound was prepared from Hl&-phenoxy—phenylsulfamoyl)-
benzoylamino]-acetic acid (Example 47/b) and ammonium carbonate according to the
method described in Example 2/c. MS (EI) 426.2 (MH").

Example 69
N-[(2-Hydroxy-ethylcarbamoyl)-methyl]-4-( 2-phenoxy-phenylsulfamoyl)-

benzamide

The title compound was prepared from [4-(2-phenoxy-phenylsulfamoyl)-
benzoylamino]-acetic acid (Example 47/b) and ethanolamine hydrochloride (Aldrich)
according to the method described in Example 2/c. MS (EI) 470.2 (MH.
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The title conpound was prepared from

{4-[2-(2, 4-di chl or o- phenoxy) ~
w@b@apbaet f anmoyl j - benzoyl am no} -acetic aci d (BXEHpR@7/000103

2/ b) and L-histidine nethyl ester dihydrochloride

(Aldrich) according to the nethod described in Exanpl e

2/c. M5 (El) 647.2 (MH). dxanple 43

4-f 2- (2, 4-Di chl or o- phenoxy) - phenyl sul f amoyn-i V- {f net hy

I §27 pyri di n-4-yl -ethyl)- carbanoyli-nethyll-benzam de

itle conpound was prepared from
N- i—ﬁ o 1Gith /M6 h =(2-phenoxy-phenylsulfamoyl)-
phenyT sul Tanoyl' ] -benzoyl am no}-acetic acid (Exanple
benzamiide and net hyl - (2- pyri di ne-4- yl-ethyl)-amni ne
d d
(2 | [ (é]%iiﬁgg&ﬁ& ”Qz?mx;epﬁ %‘;ﬁ&% éﬂgé%bﬁtﬁ@ -pHenAsaTEh&y1)-
benz&ylélﬁtr{o%lﬁféhc( 21;:1@; llEmiIh]{i}le 04 hk remdy S’fatljmng-llguppgwbyh}]dr%@}@ide
am nQ} - acetyl a uani -
(AlergRstordbeds Dierarben rstbhLBRRYS SRR L AR T
prepared from {4-[2-(2, 4-di chl or o- phenoxy) -

phenyl sul f anoyl ] - benzoyl am no}-acetic acid (Exanple
xampl¥)7land L- ar gi ni ne methyl ester di hydroch! oride

benz(anﬁan Am no- 6 (2 {4- f2 (2 4- di chI or o- phenoxyVphenyl su
— 1r1anoyl | -benzovl am no}- acetyl am no\@ anoi ¢ _aci £ 1
rreThtyl titdes t eomppadt wap ep@@?ﬁﬁéu#& I@ﬁ%‘i”@’dplf‘?né’ ulfamoyl)-

be ﬁl cgzﬁ gtug aﬁf«!l ?{)Eg(r?ﬂ‘g)?{‘ and 4-amino- 1-butanol hydrochlonde

anoy -acetic acid nRI

(Ald2cH) candirg toyké mettod deydribed ireExzanbiy Bt 671 4855 (VIED),
(Bachem) accordi ng to the nmethod described in Exanpl e
2/c. M5 (El) 638.2 (M) . Exanple 46 (

Exa)rflgﬁg"%'{df' [ 2- (2, 4- O chl or o- phenoxy) - phenyl sul f anoyl | - b

am no} - acetyl amm) succnanc acid nethyl ester
N-CVtiehéptvlcarkampylomedhy g ;

203 (2 4-d chlar o phenoxy) _

E)hghﬁl &ﬁ?f gm%ﬁ(r %ngfz) o?Fe%)é?e)go}ﬁo% e 4- %2—%hen8xy-g(16nl¥ps[ulfamoyl)

benz%g Oadetid 881/ (BRAFlenTd) vhd e%lelﬁeplnyldmmf(lAMmdﬁ according to
ache

according to the nethod desgribed in Exanple
the mbthod N ctibed insBeumple RigMS (Eik st EMEL)-

4- ( 2- Phenoxy- phenyl sul famoyl ) -i V-r (3-pi peridin-I-yl-pr
opyl car banoyl ) - met hyl | benzam de

Example 73
N-] g4-Cyanomethyl—phenylcarbamoyl)-methyl|-4-( 2-phenoxy—phenylsulfamoyl)-

benzamide

famovl)-benzamide

The title compound was prepared from [4-(2-phenoxy-phenylsulfamoyl)-
benzoylamino]-acetic acid (Example 47/b) and (4-amino-phenyl)-acetonitrile (Aldrich)
according to the method described in Example 2/c. MS (EI) 541.2 (MH".

Example 74
N—Cvclohe)glcarbamovlmethvl-4-(Z-phenoxv-phenvlsulfamovl)-benzamide

The title compound was prepared from [4-(2-phenoxy-phenylsulfamoyl)-
benzoylamino]-acetic acid (Example 47/b) and cyclohexylamine (Aldrich) according to
the method described in Example 2/c. MS (EI) 508.2 (MH").
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a)
r4- ( 2- Phenoxy- phenyl sul f anoyl Vberi zoyl am no~| - acetic
wa@eood/ostibyl ester The title conmpound was prepaP€mHUR@TI000103
4- (2- phenoxy- phenyl sul f anoyl ) - benzoi ¢ acid (Exanpl e
5/a) and glycine ethyl ester hydrochloride (Al drich)
according to the nmethod degcribed in Exanple 1/d. M5
(El') 455.2 (MH) . b r4-(2-Phenoxy-phenyl sul f anoyl
) - benzoyl am nol-acetic acidThe title conpound was
prepared from [ 4-(2-phenoxy-phenyl sul f anoyl ) -
Exa !Bﬂgz;gyl am noj -acetic acid ethyl ester according to the
N-Cyrlap '- blel Exal - enl\ﬁsnglgn)mvﬁ)zzenzagm
Th@i]et fée feo u&d V&aprﬁe%{alre@rﬁ&e&ox{h‘(ﬁ@h&ydﬁy%mlmﬂrﬂmoyl)

e co ound was prepared from

benzbﬂmgﬁrd] Jge%twmdafﬁagampwwhhvﬁ 9ycldpentﬂtaym13ﬁ{fh@]g:h)%109@lng to
n er EVKA
rese Grpeon Enamaist s M ED PPN Secampl e 21 0. ks

(El') 551.2 (M) . Exanple 48 iV-r(3-ri

4' | Bi pi peridinvl-1"-yl-propyl carbanoyl)-methyll-4-(2-p
Exapleold/phenyl sul fam)yl Vbenzanm de The title conmpound was

h e)l“lsulfamo D-

benz%nhhe4 ] b pi perldl nyl -r- yl |or Opyl ani ne

—trinydrochloride (Reference accordin )

t h&heretith dc%@@@ﬂﬁé@@& Hf@@%%gg/@ é@ PRty P dfé%‘i’ls%&am"yl)

9 -phenyl)-acetamid

benz ar%gfolf%@ﬁyl Ic%ll 0 Ex | nyI 4’(/b) ancrl) hé\E} )(/% g{anrl%oalrjm enyl)- alrcrzéS amide
(Ald&ﬁ@hﬂac(cardﬁx@mahg'nie&mﬂldssdri’oadmyExarbplﬂiémﬂ\@ﬁs (Bhés 5 2t (ME

compound was prepared from

[4 (2- phenoxy- phenyl sul f anoyl ) ~ benzoyl am no] -acetic
Exaf Q7’§ Exanpl e 47/b) and

=11, 4 ]b| pi per|d| nyI-r- . . Chem
ZB ‘ Bkfai .N= N il 3 B SLLVAL

i n Exaﬁl EZIJC JE Msﬁrﬁl ? }Aﬂ (M—|+) Exarrpl e 50

2 hlés bl amoyl ) -i V-{f4-(2-pyrroli
di b tifle-cRhdpolihd eag ?ﬁd@ﬁ?@ﬂ feqn Raamiybibenzophenone according to the
nmet hyl | - benzam de T

etltl d was prepared from
methad decribrsiioBranminy/p P Wﬁ%ﬁzow am no] - acetic
acid (Exanple 47/Db) and
trans-4-(2-pyrrolidin-1-yl-ethyl)-cycl ohexyl am ne
b) [m(mségggm@emdmlfaamx@nmnzevlﬁmmmeetmacmthvmtﬁg to the
Eﬁ%l}h%fj@leggo%f)o%% vlve{]s pI‘E)éS rrgé %‘o 2 (2- ISé%néoy )phg%gs&faﬁr[\élﬂ))benzmc
aclcf' aI{d2 gl,?&'ﬁP %ﬁ?ﬂr Q&W}Lcﬁ?’% GHERY(AldAbH) [a3cdrémp)to ith mrethod| depiribed

propyl carbanoyl | - et hyl | - benzami de
in Example 1/d. MS (EI) 867.2 (MH )

¢) [4-( 2-Benzov1—nhenv1sulfamovl)-benzovlamino1-acetic acid

The title compound was prepared from [4-(2-benzoyl-phenylsulfamoyl)-
benzoylamino]-acetic acid ethyl ester according to the method described in Example
1/e. MS (EI) 439.2 (MH").

d) 4-( 2—Benzovl-nhenvlsulfamovl)-N-cvclohexvlcarbamovlmethvl-benzamide
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The title conpound was prepared from

[ 4- (2- phenoxy- phenyl sul fanoyl ) - benzoyl am no] - acetic
waedod/ogEsanpl e Al lb) and PCT/HU2007/000103

2-(4-pyridin-4~yl -pi perazin-1-yl)- propyl am ne

(Ref erence Exanple 8) according to the nethod

described in Exanple 2/c. .46 (ElI) 629.2 (MH)
Exanpl e 52

G ST P TR PR e -

benzfﬁgi?; dac¥¥§c3 a&ﬁeﬁﬁf ﬁﬁcl&ﬁe%ﬂamme (Aldrich) according to the method

- (2- phenoxy- phenyl sul f ano benzoyl am no] - acetic

descalpdddin (Boesupbd 2/cAVIBHEDa?8-2.§ t)FI met hyl et hyl enedi ami ne
(Aldrich) according to the nethod described in Exanpl e
2/c. M5 (El) 511.2 (M#+) . Exanple 53

Exampld 18- Met hyl am no- et hyl car banoyl ) nmet hyl | - 4- ( 2- phenox
- phenyl suI fanoyl V benzam de  hydr, ll(iyl Fle Th

4-(2-Bennoylrphenylsul{amaxb -V [ @14’ |bipiperi pheny. carlbamovl)-
xy- phenyl suI farmyl )- benzoyl am no] - acetic
met Al I?ﬁiﬁgl e Al Po) and

( 2Thdm tite etdmpunde timg -prepatrdni frorac {4+(2-bensigylrphesyisufamoyl)-
benzgxl a2 ](%%Cé) %%Jgn xewﬂtpl; %/g%rh(g? e{?%jg ﬁp%%glﬂy'ﬂ 1E§laﬂﬂ%h§lamme
WAL AL p}%en Wbaé)mmqmsgaado@ﬁgwwl Metiotlyekeribefl dn (Hxample

yl's

OXYy- t1 famoyl ) enzam de The title conmpound
2/c. WSS (HI) é&ﬁiZéMH‘)om [ 4- (2- phenoxy- phenyl sul f anoyl ) -

benzoyl am no] -acetic acid (Exanple Al Po) and

3-di met hyl am no- | - propyl anine (Al drich) according to
Exa st hod described in Exanple 2/c. M5 (El) 511.2
U2007/ 000103 57 2 1

: - SRy H , 4- (2- phe
RS é’arﬁ }{m | )g m de The t|t| e corrpound
oxy-phenylsulfanoﬁ
bemhey ks I@Oxhpaﬁﬁlt IWasacprepaffE}( aﬁpﬂne [AH(Rpenzaydp enylsulfamoyl)

ol QGBS (ELSaL BECL 0 -

cyclgtiﬁl{%% g6d1h (ﬁochlonde (Reference Example 4) according to the method
¥ I peridin-|-yl)-propyl car banoyn- net hy
desdri}beén(ExmhplnquzMSa(E/ﬂ)élﬂ 24NBY ) Vbenzanmi de The title

compound was prepared from

[ 4- (2- phenoxy- phenyl sul f anoyl ) -
Example 80
4-(2-Benzoyl-phenylsulfamoyl)-N-(piperidin-4-ylcarbamoylmethyl)-benzamide

hydrochloride

The title compound was prepared from [4-(2-benzoyl-phenylsulfamoyl)-
benzoylamino]-acetic acid (Example 77/c) and 4-amino-piperidine-1-carboxylic acid
tert-butyl ester (Fluka) according to the method described in Example 34. MS (EI)
521.2 (MH").

Example 81
4-(Z-Benzovl—phenvlsulfamon)-N-[(4-piperidin-l-vl-cvclohexvlcarbamovD;

methvyl]-benzamide
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benzoyl am no] -acetic acid (Exanple 47/b) and

3-(2-net hyl -piperidin-|-yl)-propylam ne (Al drich)
wa@aews/nsilny to the net hod described in Exanpl e P¢T/HURMB7/000103

(El') 565.2 (MH). Exanple 57

A-[(3-1mdazol -I -yl -propyl car banoyl ) - met hyn- 4- ( 2- pheno

xy- phenyl sttl fanoyl)- benzam de The title conpound was

prepared from [4 (2 phenoxy- rhenyI sul f amoyl ) -

SoPhe YB0] SRS, s Phireird” MRy £ PR bhenylpifamoy-
benz%?}&si%] frreemsi %éfar gﬂaaﬁla@ TR rERlded DlseridivB] {yEycloBekyPmine [J.

Am. Chém- saneﬁ& k1>94|6rn 28] satcrdingyo thevnethod described i Frapnle 246 MS
Bej% yl Vet hyl | benzam de The title conpound was

(ED g from[4-(2-phenoxy-rhenyl sul fanoyl) -
benzoyl am no] -acetic acid (Exanple 47/b) and

2-pyrrolidin-l-yl-ethylamne (Al drich) according to
Exam&%t hod descrr bed in Exanple 2/c. M5 (EI') 523.2

ph m mlfinn&ly_-bgh_imtlea bam)l} t hzl I - benzani de
e
phe%mhl%gi)f&mw&rnmpm\pram ngdid a@maneplac D0/b§ Emdrpt‘e(l ethyl-
4- (4-"ar ni no- bu peri di ne- 1- car box
pipesidined-yBrmethylayiinee e A F!é?ér 612@@ Bkiplers)3 4a@c98§ 3%8'342]
accoF%pg;t]oe thrcl,Et %ﬁ%d Lg Cbed 18%%%@%%% (% ) 61\@1}). 634. 2

4-f2-(2, 4-Di chl or o- phenoxyVphenyl sul f anbyn- A- (pi peri di

n- 4-yl car bai noyl i net hyl )- benzam de hydrochl ori de The
__mH_L&corrpound was prepared from

g lm—4- 1-butylcarbamoyl)-methyl]-

' = T C_acl anpl e
beniahhideaﬂdrdclﬂﬂnde p| peri di ne- I car boxylic acid ter

1 ke P e commboy p{s_qs?%%%gdégngfmm) (RO R pBE A Ay

benz aamgg AeddcC ha{cﬂf q?Exam ple 47/b) and 4- (4-am1no-butyl)-p1per1d1ne—l-
enoxy phenyl sul

anmoyn- JV- F( 3- pi peri di n-4-vl propyl ca
carbrol&y]mrD)aDtd rert-bytyl -dsten z&nf@tenwgﬁ%mn coP) crecquding itq | tae method

desqpef 31 B B BT Oy L

phenyl sul f anoyl ] - benzoyl am no} -acetic acid (Exanpl e
2/ b) and 4-(3-am no-propyl)- piperidine-1-carboxylic
Examapld 8dert - but yl ester (Ref erence Exanpl e 6) according

-{éﬁérpﬁﬂr@}px%gp Y ri-%gpérfhm&hﬁf' catfand-e@gf-£2-

phenoxy-phenylsulfamoyl)-benzamide trifluoroacetate

a) (S)-3-(4-Hydroxy-phenyl)-2-[4-( 2-phenoxy-phenylsulfamoyl)-benzoylamino]-

propionic acid methyl ester

The title compound was prepared from 4-(2-phenoxy-phenylsulfamoyl)-benzoic
acid (Example 5/a) and L-tyrosine methyl ester (Aldrich) according to the method
described in Example 1/d. MS (EI) 547.2 (MH").

b) (8)-3-(4-Hydroxy-phenyl)-2-[4-(2-phenoxy-phenylsulfamoyl)-benzoylamino]-

propionic acid



10

15

20

25

30

Exanpl e 62

4-F2-(2, 4- D chl or o- phenoxy) - phenyl sul f anoyl 1-i V-f (4- pi
w@eoosasaiet - yl - cycl ohexyl car banoyl Vet hyl i - beneenH@eo07/000103

The title conpound was prepared from

{4-[2-(2, 4-di chl or o- phenoxy) -

phenyl sul f anoyl ] - benzoyl ar¢s-no} -acetic acid (Exanple

2/ b) and 4-pi peridin-|-ylcycl ohexylamne [J. Am Chem

Tho o SodonTg e p ol Dot (S AT B08y BE8RI)-2E4.C-
pherlfé)x%hex?ymﬂfa@wmm@oﬁmﬁﬁmmap@dsm@ yitiduthéthyivester dvedrdidg o the

peridin-1-yl butyl carbanop (M/u benzam deThe title
mettipdostred i EpnEled e A1 (P53 2

{4-[2-(2, 4-di chl or o- phenoxy) -

phenyl sul f anoyl | - benzoyl am no} -acetic acid (Exanple
Q)  24)(Sa3d44H pirpey-phenyl ¥ 2-J4-t2sphérmmiyphepyisul famb v brngoylamino]-
(2002) 1128t1 41 accordi L u escr| bed in

ARN1H0 o) AJ; PDIPE, \'-10 yi i

( fhe eédr%dﬁn& Wageﬁﬂ'é}ﬂr)ad c ﬁrbﬁla r(y)m ( ?Ibﬁdxbp‘heﬁﬁ) 044-(2-
tr| uor onet henoxy)- phenyl sul fanpyli - benzam de
pheﬂmytghfphehjflsulfamm}dl))-benzoylammo]-prop1omc acid ~ and  4-aminomethyl-

plpegg{ 2 (& T%If}{h]lcug%g'e n%%tl}ﬁlgﬁ Xry chco?cﬂ}{% S.[#Ir%l%n}?% b PEREB& in

ar e
Exa%pﬁedfl'/ﬂrMS'(EI)fEIIEJerNmenoxy) phenyl amine [J. Chem
Per ki n Trans. (1976) 1279- 1285] according to
the met hod descri bed in Exanple 3/a. M5 (El) 438.0
( - din-4-ylmethyl)-carbamoyl]-ethyl}-4-(2-
Ot T3 dony-phen L (oiperidin ety cbamorl )

pheﬁdvaLﬂlﬁh@lBﬁltfahmbvlbbmam‘ide—tr;ﬂuerwbcﬁaﬂef anoyl ] - benzam de
a? T (ua pomporsyinee preppirangy (85 RATRAUSS -pHD-2-14-0-
phelgw sﬁl@'ﬂ:ﬁéf}h —b?&g?ﬁhﬁn@]%rgp@ﬂﬂammo}-methyl)-plpendme-1 -

no- ace no) - et hyl -H(Egrldlnelcarboxll
carboxglic deitl eers-boiyl y:stelemce iRt ‘éapgn@tbo @ﬁﬁiﬁb@d ;[I)Example /c. MS

r to the nmethod described in Exanple 34. M5
(EI)(@OZ@@% (M) . Exanple 65 N-i
[ (Piperidin-4-ylnethyl)-carbanmoyll -nmethyU 4-
[2-(4-trifluoromethoxyphenoxy”-

Exaphpla@bst t | f anoyl i - benzani de hydrochl ori de a-)
N- W, 4@&%&%&%“51'2 t-lé?%éﬁi(@pgﬁﬁmogll-qengéli-4-§2-ﬁhenoxx-
oeiTZ0T C was
pheRVRARA ARGy Nz Zm{dt difriflhsioncstatenoxy - phenoxy)
phenyl am ne l\/bd., Chem 1
!Li - BBloK QI EINIAQrL A A4 AHICHOX YDILETL z
hexax?oqc %018 %ﬂvl ester

The title compound was prepared from 4-(2-phenoxy-phenylsulfamoyl)-benzoic
acid (Example 5/a) and N-(tert-butoxycarbonyl)-L-lysine methyl ester [Bull. Chem. Soc.
Jpn. 37 (1964) 1471-1477] according to the method described in Example 1/d. MS (EI)
634.4 (M+Na").

b) (S)-6-tert-Butoxvcarbonvlamino-z-[4-(2-phenoxv-phenvlsulfamovl)—benzovlamino];

hexanoic acid
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b N ([("Piperidin-4-ylnethyl)-carbanoyl]-nethyl}
-4-[2-(4-trifluoronmetho cy-phenoxyV
w@b@apbaet f anoyl | - benzam de hydrochl ori de The pCT/H®2007/000103
conmpound was prepared from
4-[2-(4-trifluornmethoxy-phenoxy)- phenyl sul f anoyl ]
-benzoic acid and 4-[(2-ant66e- acet yl am no) - net hyl ] -
riperidine | carboxylic acid ter -butyl ester
( RefRt QIS Sorfryéial -
descr | bed it @as]ﬁrgﬁ‘zﬁ'gcp%ﬁ'%@?me;t%téﬁkmgflylammﬁp -2-[4-(2
phed6xy-phenylsulfamoyl)-benzoylamino]-hexanoic acid methyl ester according to the

o RIS gt 1 Lo

was prepared from [4-(2-phenoxy- phenylsulfannyl)

benzoyl am no] - acetic acid (Exanple AllDb) and
¢) 4A- ami no- An( fo laminer?;i[4- (Bfnhnmxm-phmylsulfamovl)-

7 ﬁ 14 'l_! bl<heKatn f;_:u iHgh - _q_l.‘ ﬂwi‘) %111&89 ldc%%orxlvﬁg QCIH '?e;JzE’éﬁR?P L&er

dllpl €

( S) Tlﬁe 'mlen tmnﬁedna x{zabrapqma@ ﬁexyesplﬁez@mlﬁméyiy&mbyshylmmmw -(2-

| am n yl api_no}- hexanoi ¢ acid net hyl
ph %?HYB Mfta@oy PRrY ARG BB A e 2B ep&i‘lid frigpjpomethyl-
plpgrg(lhggzmaﬂ;& Me %&?{E%ﬁ %h{y?r@gbélr)accgﬁﬂfgo% At MRIhEE ebGibed in
Exanhple dxy 043 Bﬁmﬁllt)QL(MW he rret hyl ester hydrochloride
(Fluka) according to the nethod described in Exanple
34. M5 (ElI') 569.2 (MH+). Exanple 68
d) i V- Cavhyasyoy hRh & L[(gipérdiRAeyimeiinPhemydnseyl -pemyih Vbengiambx y-
ide The title corrpo_una was pr epared from
phenylspifameirbenzantid eaegtate - benzoyl ani no] - aceti c

ac t
2! i TR odld Mo 39%0 B RSP R by ino-2-
[4- @{l/ﬂﬁlr':bhgxﬁpm@lﬁlfﬁﬁlﬁyl)—ben%oylamm{)/]-he);]anlo?daxdrrnno}-mettl]lyl)-plpendme-
I V- roxy-et hyl car et -4- - NoX
1- C@qkzw%ltﬂ % Uty kster arsading i the et od 4368 ey s BB ms
(Elgg@f@ rlé'rom [ 4- (2-rhenoxy- phenyl sul f anoyl ) -
enzoyl anmi no] -acetic acid (Exanple Al lb) and

et hanol am ne hydrochl oride (Al drich) according to the

E met hod described in Exanple 2/c. M5 (El) 470.2
——?—@P&&x" J arrpl e 70

4-(3 Phkh fmaw _ver Dl B yiniBed ) o BRRBONY - Ph
envl su anDy -

benzanlde The trtre conpound was
: etaty - phenyl sul f anoyl ) -

1-[4-(2-Phenoxy-phenylsulfamoyl)-benzoylamino]-cyclopropanecarboxylic _ acid

methyl ester
The title compound was prepared from 4-(2-phenoxy-phenylsulfamoyl)-benzoic

acid (Example 5/a) and methyl 1-amino-cyclopropane-carboxylate hydrochloride
(Sigma) according to the method described in Example 1/d. MS (EI) 467.1 (MH™).

b) 1-[4-(2-Phenoxy-phenylsulfamovyl)-benzoylamino]-cyclopropanecarboxylic acid

The title compound was prepared from 1-[4-(2-phenoxy-phenylsulfamoyl)-
benzoylamino]-cyclopropanecarboxylic acid methyl ester according to the method
described in Example 2/b. MS (EI) 453.1 (MH").
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benzoyl am no] -acetic acid (Exanple 47/b) and
3-am no-| - propanol hydrochl oride (Al drich) according

wo eoosloso1net hod described in Exanple 2/c. M5 ( BPQT/H84002/000103
(M#). Example 71
i V-1 (4-Hydroxy-btttyl carbanoyl)-nmet hyl | -4-(2-phenoxy-p
henyl sul fani oyl ) - benzam de&7The title conpound was
prepared from [ 4-(2-phenoxy-phenyl sul fanoyl ) -

c) be rhz_ﬁ? | 4 %—@h’e%[—é&g?ﬁh%&ﬂ?ﬂ%vﬂﬂlm1 &)@gpronanecarbonvl} -

AIdrichy accoraing t

anﬁhhMgﬂpdﬁﬁm—ilmeed)obcﬁlicEa(cam:drethﬂbestevs (El') 498.2

. le 7
VR H R 2e B R | BB Ry gimoy)-
benﬁz??é’rhiﬁ'@ﬁg ﬁ%ﬁﬁaﬁ@&@rbbk%’ﬁ@ CRHPOURH] Wasi-RhRBRea] E){péﬁdme-l-

noxy- phenyl sul f anoyl ) - benzoyl am no] - ace
cartmwhc @gxaarwmb@tsd Ehlg) aeording &t Bleapethpd dﬁmbed\lru}imnple /d. Ms
t.,0 the nethod described in Exanple 2/c. M
(EI)?@;)I@%& 3) (M) . Exanple 73
iV-r(4 Cvanonet hyl - phenyl car banoyl ) - et hvn 4- ( 2- phenox

L Dper Dbt on RSN i SRR oy
cvc%%ﬂﬁooy 'B‘éﬂzﬁf?ﬁdé‘&l%bfoaaf.ﬂ (Examol e 47/b) and

A-amno- pnenyl)-acetonitrile (Al drich) according to
t heTretitheochnigsmd i oaschreparésk froml 4 [(1 44-(RABh¢Exy-Bunylsulfamoyl)-

benp Q¥ OB PR PR P e By BRI AP B amicid
rerz%kﬂb@s%amc&% %Qo tthd mEseRINBERABeaS HXagipds 8ft. IMISIEL) 549.2
[ 4-°(2- phenoxy- phenyl sul famoyl ) - benzoyl ami no] -acetic
(MHDI d (Exanpl e 47/ b) and cycl ohexyl ami ne (Al drich)
according to the nethod described in Exanple 2/c. M5
(El') 508.2 (MH).Exanple 75
Exinvple\g7l opent yl car banoyl net hyl - 4- ( 2- phenoxy- phenyl sul f a
moyl ")

]; -benzam de The title conpound was prepared from
4-(2-Phemoxynphensisuliamoyc N ghen bameylmethvlhen ideat | ¢

2!t ST A LD T Dfmor
ben@Eﬁ}tmﬂﬁ%]—aﬁet(dVHel)d (Exzan]pile e476) and amhne according to the method

i V-[(.2-Acet yi anoyl ) - met hyn- 4- ( 2- pheno
desﬁ‘?/quﬂémi/q‘gﬁg\fg)@ﬁbﬁ%z]am "The title compound was

prepared from [ 4-(2-phenoxy-phenyl sul fanoyl ) -

benzoyl am no] -acetic acid (Exanple Al Po) and

Example-881 no- phenyl ) - acet am de
4-(2-Phenoxy-phenylsulfamoyl)-N-[(5-trifluoromethyl-[1.3.4]thiadiazol-2-

yvlcarbamovyl)-methyl]-benzamide

The title compound was prepared from [4- (2-phenoxy—phenylsulfamoyl)
benzoylamino]-acetic acid (Example 47/b) and 5-trifluoromethyl-[1,3,4]thiadiazol-2-
ylamine (Aldrich) according to the method described in Example 2/c. MS (EI) 578.2
(MH).

Example 89
4-(2-Phenoxy-phenylsulfamoyl)-V-([1.3.4] thiadiazol-2-ylcarbamoylmethyl)-

benzamide
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(Aldrich) according to the nethod described in Exanpl e
2/lc. M5 (El) 559.2 (MH) . Exanple 77

wd2@oR/0Banzoyl - phenyl sul f anmoyl ) -i V- cycl ohexyl capGERDZ0M®00103
t hyl - benzam de a')
4- (2- Benzoyl - phenyl sul f anoyl Vbenzoic acid The title
conpound was prepared fromé-am no-benzophenone
according to the nmethod described in Exanple 1/c. M5

( ElDhe3881e2 coMpohnd Pwas prepared from [4-(2-phenoxy-phenylsulfamoyl)-
[ 4- (2-Benzoyl - phenyl sul f anoyl ) - benzoyl am nog acetic

bengesileminehypeetissaaid (Fremplet 417éb):9n6bdbﬁeﬂ] igzobgafaning r@vdrich)

aCC(ﬁ‘filétB%ﬁl% !hﬁggg%?orl%{%{%%rl lél/%) COI‘%I ng gl %/ﬁiene

met hod described in Exanple 1/d. I\/S(EI) 867.2 (Mt) .
c |. 4-(2-Benzoyl - phenyl sul f anoyl ) - benzoyl am no] - acetic
he title corrpound was prepared from

Ex

ExaTh@I etl'd:b/ e:onip‘Sul(lcEl Waﬂaﬁe@red\/l—ﬁ«)m (ﬂ4 (2-phenoxy-phenylsulfamoyl)

ben R AR SPHE bl E RS B AP B Yy “CConding
to ﬂﬁélmé%obqembd RUERuthSIE DfcaMIVIBD SPED PoE M no] - aceti ¢

acid and cycl ohexyl anm ne (Al drich) according to the
net hod described in Exanple 2/c. M5 (EI) 520.2 (MH)
ExaEX e 78 .. -
=t 2=benzoyl - phenyl sul fanoyl )-7V-f(4-fl., 4>1bi pi peri di
N-[(1H-Behzoilid pid2yvieabaaion) hethyiit4y2-phebedyzplianytsuliamoyh-
t|t| e conmpound was prepared from
benzoyl - phenyl sul f anoyl ) - benzoyl am no] - aceti c

aCI'ﬁle( ﬁii%:'rg:loﬁlg%%&)wgﬁ %rga/ﬁ)ared from [4- (2—phenoxl%;bphenylsulfamoyl)

ridinyl-r henylam ne [ J

ben@@ylmﬁw)acatﬁoamd gB8jmple k)i gl ﬂH heneginmdezodd-yewine @ddrich)

aCC‘i’r ExtaZH? ?‘eéé’aiit?%nbgﬁﬁgﬁ§680 lﬁgé&w@ (E}Eém (Wgyr rolid

in-1-yl-ethyl)- cycl ohexyl car banoyl | - net hvU- benzam de

The title conpound was prepared from

___{melgz_benzoyl phenyl sul f anoyl ) - benzoyl ami no] - aceti c
| Vd

h il tg)jﬂaﬁﬁhl)qséﬁenﬁ&ference Exarrpl e 4) accordl ng to the

met hod described [ n Exanple 2/¢. M 617. % 1)
’ﬂﬁ ditlpp compound was prepared from [4- 2-p enoxy-phenylsulfamoyl)-

bends fflgmﬁﬁ)@ ch?é‘tL &P&fﬁ%ﬁ!ﬁﬁfbﬁg ARV And 2 Y- i RE b1, 4 1M EAUERARine

(ABCR) according to the method described in Example 2/c. MS (EI) 582.2 (MH™".

Example 93
N-[(4-Methyl-thiazol-2-ylcarbamoyl)-methyl]-4-(2-phenoxy-phenylsulfamoyl)-

benzamide

The title compound was prepared from [4-(2-phenoxy-phenylsulfamoyl)-
benzoylamino]-acetic acid (Example 47/b) and 4-methyl-thiazol-2-ylamine (Aldrich)
according to the method described in Example 2/c. MS (EI) 523.2 (MH").

Example 94
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hydrochl ori de The title conpound was prepared from

[ 4- (2-benzoyl - phenyl sul fanoyl ) - benzoyl am no] - acetic
wa@eood/ofEsanpl e 77/ c) and PCT/HU2007/000103

4- am no- pi peridine-|-carboxylic acid rt-butyl ester

(Fluka) according to the nethod described in Exanpl e

34. M5 (ElI) 521.2 (MH) . BRanple 81

4 (2- Benzoyl - phenyl sul f anoyl Vi V-1 (4-pi peridm| -yl -cycl

a%thﬁ%lbﬁ FBameRyI-48D. Hb H@n udlhﬁn Gipachide

repar e rom enzoyT - noy
beﬁﬂwm}m moynpoam?etwas aumrchxfmpl é4 1?%@h9noesmheny1sulfamoyl)

ver ol Sl CTUFHEOES AT 06t byl iR i)
accérdaiEb Qhe?ﬂlethoﬂ/ﬂeicﬁlb):d ﬁDEvanﬁlh/Bl’b) MS B2 (8.

i V-{l-f(l-Ethyl-piperidiii-4-ylnmethyl)-carbai noyn-1-ne

t hyl - et hyl } - 4- (2- phenoxyphenyl sul f anovD- benzam de The
Ex 19 conmpound was prepared from
'Jéi—lére-t-éyl -2-[4-(2- phenoxyphenyl sul f anoyl ) -
N-[(eCxané-dhi-pyiazok Biylcanbameyd)-chethipReplizfoky-phenlylsulfamoyl)-

C (l-ethyl piperidin- 4-yl)-nethylamne [Eur. J. Med.
bengamide cum  Ther. 34 (1999) 329-342] according to the

rEertaTrr}%d tARS Cc()in?@ﬁ‘nd NwiX aiiBpRedl/ SlomMp4(FpherhkY-phehtifamoyl)-

benaoxlanméngstw pﬁén@&ﬁmﬁlan‘lﬂb)) ang). $-paning-prmyarAoke-dricatbgnitrile
(Al%%%fé 88?1()& %gé g'}f é(tb%(g gﬁédj il ]@é%{p?é: E)c OMSd(%I)Tﬁ% y; (Mi—lq”)

[ 4- (2- phenoxy- phenyl sul farmyl )- benzoyl am no] -acetic
aci d (Exanple 47/b) and
Ex no- butyl ) - pi per| di ne-1 carboxylic acid ter

- ”9%&-%¥)§Q¥fstﬂ_lf£#3y1)-

bem e 84 .
I)VC (GZZ{%{{;;,Z rpg)g}p:%pé gé]rgpa%ea %ro (ﬁfh-'?ﬁ- gﬁo@cyép}}énﬁe ul?e}/moyl)

I V] h
AR oy e

accayling toahe mgthmdidescribeg iroBxanple ZéFBMS (D) By The
title conpound was prepared from
4- ( 2- phenoxy- phenyl sul f anoyl ) - benzoi ¢ acid (Exanpl e
Exathple nd L-tyrosine methyl ester (Al drich) according
0 e net hod described in Exanple 1/d. M5 (El) 547.2
N-[(SyMiethyl-2 H-pyrazol-3-ylcarbamoyl)-methyl]-4-(2-phenoxy-phenylsulfamoyl)-

benzamide

The title compound was prepared from [4-(2-phenoxy-phenylsulfamoyl)-
benzoylamino]-acetic acid (Example 47/b) and 5-methyl-2H-pyrazol-3-ylamine
(Aldrich) according to the method described in Example 2/c. MS (EI) 506.1 (MH").

Example 98
N-[(6-A cetylamino-pyridin-3-ylcarbamoyl)-methyl]-4-(2-phenoxy-

phenyvlsulfamoyl)-benzamide

The title compound was prepared from [4-(2-phenoxy-phenylsulfamoyl)-
benzoylamino]-acetic acid (Example 47/b) and N-(5-amino-pyridin-2-yl)-acetamide
(Aldrich) according to the method described in Example 2/c. MS (EI) 560.1 (MHY.
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b)
(5f)-3-(4-Hydroxy-phenyl V2-[ 4- ( 2- phenoxy- phenyl sul f ano
wQ@ kddeepmey| am nol- propionic acidThe title conpOLAT2008900103
prepared from (5)-3-(4-hydroxy-phenyl)-2-[4-(2-
phenoxy- phenyl sul f amoyl ) - benzoyl am no] - propi oni ¢ acid
met hyl ester according to Yhe nethod described in
Exanple 2/b. M5 (El) 533.2 (MH). ¢ 4-({(
$)-3-(4-Fwdroxy-phenyl
) - 2-[4- (2- phenoxy- phenyl sul f anovD- benzoyl am nol-
Exa nyl am no) - met hyl Vpi peri di ne-1-carbox glic acid
I

phqﬁe;ﬁﬂehemypsmmﬁamnybh%heﬁz&ymethﬁk@pmopY@h@nd%@%awYD

ey SRS VAR el o

&E??&?J)c?désjcﬂbed\ﬁ Eﬁh)pléi% Ris((MpNae) 1 ().
dr oxy- phenyl )-I-[(prperrdrn 4-yl met hyl)-c
ar banoyl 1- et hyl | - 4-( 2-

£ hen 5 phenyl sul f anoyl Vbenzam de trifl uoroacetate The
—lggﬁeﬁi—ionpound was prepared from

elfz{)ﬂﬁ@(rlai' Karbaheylve enylsulfamoyl)-benzamide
€nox enyl sul T anmo enzoyl am n

} rﬁ@h¥r1¥ sol%ewrui s’ Prer@a‘?dodiw g;cpﬁenp Vrpﬂgf&ﬁwﬁmoyl)
n¥)dihipBf: %‘h)@' Ag' gE;% bl kg eﬂ{ﬂls gfeiéiéﬁ%@dl -Y@MME (Aldrich)

accc)rdﬁrgm}[wnéthb«ﬂ deseeibedlinExkmydle ﬁ/et MA (\Edhﬁi%irﬁylﬂ] }.pent vU-
4- ( 2- phenoxyphenyl sul f anovD- benzam de

ditriflttoroacetate a) ( -6- rt-Butoxycarbonyl ammmo- 2-

Exaéhlélg-lgpenoxy phenyl sul f anoyl ) - benzoyl am nol hexanoi c

t hyl ester The t|t| e corrpound was rirepared from

y | b { b ) 3, Ay

Btk %pr%ésaﬁ' % Caﬂgefa?{%éﬁ g ?a%r%ﬁh B ffmon)-
benk@ylalhﬁm!]tﬁéémdacﬁp@rah@m7m) fnanligdol/sdylatve( (Bl Jridhd t&cdordmg
to th@np@pddam%ﬁ suEronle 2ie NS E]) 3412 MEEhoxy- phenyl sul f

anoyl )-benzoyl am nol hexanoi ¢ acidThe title conpound
was prepared from

Ex ledogert - but oxycar bonyl ani no- 2- [4 (2-
phenoxy- phenyl suI fam)yl ) - benzol ai ]~ hexano'
N-1633-Dimethy : YACAFD ATR0 el SUNALD CRP

berl YR © 2/P. VS (EI) 598.2 (M) . c) 4- { -6-

ycar bonyl am no- 2- [ 4- ( 2- phenoxy- phenyl sul fanoyl ) -
berplay |thld nompoendneyd aprepaed nﬁbimyl[}l-(%pbemxmp?@nyls@ﬁfﬂboyl)
bengg)glﬁrlg?r@ %If;g:&n ?(}5(} bé}?/afng? St %/bThe 5 I5 dlmeﬂgl? Fsogaiﬁi—ylamme

(AIH tae&}feﬁrgki@mé B8P dschibed #rExample 2/c. MS (EI) 521.2 (MH").
enoxy- phenyl sul f amoyl ) - benzoyl ani no] - hexanoi ¢ aci d
and 4- am nomet hyl pi peri di ne-

Example 103
4-(2-Phenylamino-phenylsulfamoyl)-N-{[(piperidin-4-ylmethyl)-carbamoyl]-

methyl}-benzamide hydrochloride

a) 4-(2-Phenylamino-phenylsulfamoyl)-benzoic acid

The title compound was prepared from 2-amino-diphenylamine (Aldrich)
according to the method described in Example 1/c. MS (EI) 369.2 (MH™Y.
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l-carboxylic acid ter t-butyl ester according to the
net hod described in Exanple 1/d. Ms (ElI) 816.2 (MtNa+)

WO 2@p/05067 (' )-5- Am no-1 - PCT/HU2007/000103
(' pi peridin-4-yl net hyl)-carbanoyl ] -pentyl|-4-(2-phenox
yphenyl sul f anovD- benzam de ditrifl uoroacetate The
title conpound was preparedifrom4-({("S)-6-ter
t - but oxycar bonyl ani no- 2-

[ 4- (2- phenoxy- phenyl sul f anoyl ) - benzoyl am no] - hexanoyl a

n1no} neth I) plperldlne- 1- carboxyllc acid ter
2Bhenyla < 1£ panzoylamined-eeetplagming) -methyl)-

. ag ﬁ I 4 (MH). Exanple 86
1eE')<<i - ylic céF&b%glvs%rl) 7V-{1 - [ (pi peri di n- 4-yl me
t hytihk- 6i¢ RanDYhd yeds Olﬁtépaﬁydi |frorb eﬁh@ph&@lamlno-phenylsulfamoyl)
trifluoroacetate a) 1- g}eno .Cy- henyl Shl%l)lé ﬁ
benzojc ggidz érﬁ%rww&y&*@aaw@ YHoBepPlil nerd TRTIesY 9|a°1d tert-
r f
bunf BH6F ¢ %%Ef:%gé ERBID PLortitR BED AR ARG ihed in Byample 14
MS $EB)6222d Mid )hyI | -am no- cycl opr opane- car boxyl ate
hydrochl ori de (Signma) according to the method
described in Exanple 1/d. M5 (ElI) 467.1 (MH). b
o) 1-[4- 4 (Z-rREsnsoRiRAVES Sk AAPNL ([ (pip i RiiE AW IRRIHRD-carbamoyl]-
- cycl opr opanecar boxyl1c acid The title conpound was
1 gneginifie afdrochiatide - phenoxy- phenyl sul f anoyl ) -

AR e o Lol SRR GeBRPRELY Bl PR gt B Bhino-
pheﬁﬁbﬂlfﬁlﬂbmﬁ a[cétP'lammo}-methyl)-plpendme-l carboxyhc acid

-T4- enoxy phenyl su

fanny Vbenzoyl ani i no rg
tert@aﬁéﬁt%omm g inisvmethegr desenbrt ‘bér"’bM§ @D 5222
(Nﬂiﬁld ter t-butyl ester The title conpound was prepared
bn1|-[4-(2-phenoxy-pheny|sulfannyl)-
benzoyl am no] - cycl opr opanecar boxylic acid and
4-§nin§nethyl-piperidine-lcarboxylic acid ter t-butyl
Ex 10 ccording to the nethod described in Exanpl e

_8)§1_5 :g%rllz%vﬂa%m &u gr%nwf'c acid

YT Sar - anoyt j -

metﬁ N&gy ! am no] cycl opr opanecar bonyl } am no) - net hyl ] - pi p
eridine-1-carboxylic acid tert-but ester acg rdlggl2€
to mltlm@mwéwm@wm fresatrid- eg,;ogy Pibgli( E}g) nzoic

s Mbual AT s ety My dogheris g sieaing fo e

methbé déktibe®Example 1/d.

b) (5)-3-Hydroxy-2-[4-(2-phenoxy-phenylsulfamoyl)-benzoylamino]-propionic acid

The title compound was prepared from (S)-3-hydroxy-2-[4-(2-phenoxy-
phenylsulfamoyl)-benzoylamino]-propionic acid methyl ester according to the method
described Example 2/b. MS (EI) 457.3 (MH").

C) 4-({(S)-3-Hydroxy-2-[4-(2-phenoxy-phenylsulfamoyl)-benzoylamino]-

propionylamino}-methyl)-piperidine-1-carboxylic acid tert-butyl ester
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The title conpound was prepared from
[ 4- (2- phenoxy- phenyl sul fanoyl ) - benzoyl am no] - acetic
wa@eood/ofEsanpl e 47/ b) and aniline accordi ng to PEEHU2007/000103
nmet hod described in Exanple 2/c. M5 (EI) 502.1 (MH)
Exanpl e 88
4- (2- Phenoxy- phenyl sul fanoy#)-i V-[ (5-trifl uoronet hyl - [
. 3..41thi adi azol - 2- yl car banovD- et hyl | - benzam de
Th Q‘h*el tite cofpound was plrepmded‘rofni 0(8)-3-hydroxy-2-[4- (2-phenoxy-
1&2 phenoxy- phenyl sul f anoyl ) (%oyl amn no]e f
phe@d;; fappoyAnpanzoylamio]-prepionic dcid and  4-aminomethy plpendme-l-

$ ample S
cartipfl hEROREDN e pcio i IPELRAGhoF iRl PPExample 1id, M
(EI)26762(M$+N5§I)) 578.2 (MH). Exanple 89
4- ( 2- Phenoxy- phenyl sul fanmoyl )-i V-([|, 3, 41t hi adi azol - 2-
yl car banmoyl net hyl V benzam deThe titl e conmpound was
d) Pr epgriesh.3 1R dd- - ApRRE sy Rhany)-Sfbbmaol lethyl} -4-(2-phenoxy-
benzoyl'am noJ - acet | c aC| d (Exanmpl e 47/b) and
1 i famavihl-betizamide. triflyorgpeatate ( Al dri ch) according to the

Ex ad Hesgoﬁ@%ﬁltqﬁlxgaﬁ)ﬁ%e% %/oﬁi 4“@(5)%%y<ﬁ%§y—%-[ﬁwiﬂqenoxy-
sl Fo e o i Dt
aci e ABHRG Aoy S8R PO QSRR 2By PARPOR c: SEek 532

(M Ifl?'d (Exanmpl e 47/b) and | -indol-6-ylam ne (Al drich)
according to the method described in Exanple 2/c. M
(El) 541.2 (M#) . Exanple 91
JV—rqf - Benzoi m dazol -1 -yl car banmoyD- net hvn”-f | - phenoxy
_—'ZQB!&-Q%I sul fam)yl ) - benzam de The title conpound was
ALk o pbineiLpkAfiMEdioic acid S-amide 1-

idech) according to the

henom%lhgglélﬁfanWD(-@&oél%ﬁoﬂWc -_acid

I'TUO0T0- DETIZ

metB¥dsgrol - 4- yI car barmyl ) - met hyl | -4 (2 phenoxyphenyl sul f
amovD- benzam de The title co éﬁlﬁlﬂ ﬁob
[ 4- ?@M@Wtwﬂmlgwar%ﬁy gert Gz lggg{y) enzoic
. i 7

aCICEI?gg%fnﬁéuor oeage nﬁz g%ul zﬁ:g]qe r(r)l)e(t(l)l estexl‘ h%drochlonde Senn Chemicals)

acc@fd(ik(g"@th@nie&oﬂhiemﬂbﬂﬁdaﬂpbdr/ﬂbed in Exarrpl e 2/c. M5
(El') 582.2 (MH) . Exanple 93

b) (S)-4-Carbamoyl-2-[4-(2-phenoxy-phenylsulfamoyl)-benzoylamino]-butyric acid

The title compound was prepared from (S)-4-carbamoyl-2-[4-(2-phenoxy-
phenylsulfamoyl)-benzoylamino]-butyric acid methyl ester according to the method
described Example 2/b. MS (EI) 498.3 (MH").

c) 4-({(S)-4-Carbamoyl-2-[4-(2-phenoxy-phenylsulfamoyl)-benzoylamino]-

butyrylamino }-methyl)-piperidine-1-carboxylic acid tert-butyl ester

The title compound was prepared from (S)-4-carbamoyl-2-[4-(2-phenoxy-
phenylsulfamoyl)-benzoylamino]-butyric ~acid and 4-aminomethyl-piperidine-1-
carboxylic acid tert-butyl ester according to the method described in Example 1/d. MS
(EI) 716.2 (M+Na").
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I V-f (4- Met hyl -t hi azol - 2-yl car banoyl ) - net hvn- 4- ( 2- pheno

xy- phenyl sul f anoyl ) - benzam de The title conpound was
w@e@pasEd’ from [ 4- (2- phenoxy- phenyl sul f anoyl ) - PCT/HU2007/000103

benzoyl am no] -acetic acid (Exanple 47/b) and

4- et hyl -t hi azol - 2-yl am ne (Al drich) according to the

nmet hod described in Exanpl€32/c. M5 (EI) 523 .2 (MH).

Exanpl e

94i V- (Benzot hi azol - 2-yl car banoyl i net hyl ) - 4- ( 2- phenoxy-

phenyl sul f anoyl ' ) - benzam de The title conmpound was
henqunh@nvlwll cmagithicbe dagniro]treatencdipic acid 5-amide 1-

.benzoyl m 0 actlc c arrpIeAIIb) and
[(piger e i'- B “?Efch) according to the

gxeqml@fﬁtﬁgg&ﬁj)@ﬁﬁ Wik prepaRed efréh c4-({(5)-4hybabip$1-2-[ ¢\ R+phenoxy-
anpl e . .
phenylstfamaghhrazeyleming]-kutyrylgujnas apethibypineriditeniebaxylic. pacid
tert-Bﬁ@f’ Hltel Q@%h@g fof ?%D%ﬁ%%oﬁeﬁ%@ﬁ%eqe EFS u‘]bltel Flel ‘MS) QENd594.5

pr epar phenoxy- pheny famoyl)

(M gnzoyl am no] -acetic acid (Exanple Al Po) and
3-am no-1 -pyrazole-4-carbonitrile (A drich) according
to the nethod described in Exanple 2/c. M5 (EI) 517.2

Exa(_r%)m Exanpl e 96
I V- - Met hyI -t hi azol - 2- I car barmyl ) - met hvn 4 (2 heno
N-G siineethyl-4-(2-phem vlguilfia MR

ar ‘ f r om 2- h ng n
ﬁ%g %1 ﬁg?lp dé tVYa{cJ:S g’c péﬁl?dExﬁJo yiéf‘% %@%Mk—@henylsulfamoyl)
b n&y’[@ﬁﬁﬁ]—a&dﬁb&éﬂﬂ (E&aﬂip&fmm) (uﬁi dydIMiylaﬁmr(Aﬂdt@m @actdréing to

nmet hod described in %) I_{EI) 523. 2 (MH)
the metheg|deswiped in Example 2/c S (EI) 536 2M

I V-[ (5- Met hyl - 2g- pyr azol - 3-yl car banoyl ) -net hyl | -4-(2-p
henoxy- phenyl stt| fanoyl )- benzam de The title conpound

Ex epo®pared from[4-(2- phenoxy phenyl sul f anoyl ) -
benzoy I I b

4-(2=Benzoylphenylsnifamay ipexidin-d-yl-c ethy]
benbiGi gcﬂgﬁgglbed in Exarrple 2/c I\/IS (EI) 506 1

i Vi[l(e6-tmbetoymnwui p\yas dpmp@e@I ﬁanbaﬁﬁ@kbamlwpnylmlfamoyl)

ben%grj Pégg%g ! Salr%)({'n Eﬁ’ya(‘? Bh y aB en@ 2 51'fuf W;B&%dm&l'

cartRHES e RIMiRA-b@RGE kiter @Bio@lrg ExRAP\Che IzJ@)r arml (2003) 2167-2172.]

N—5amno%r|d|n2 etalnlde 1\6?'1
accerdingrtd ithymetbod Hescribedh ?éPélﬁéP BHMSi(R )ééﬁrﬁpq dc. MNB
(ElI') 560.1 (M#H). Exanple 99
JV-f (I ff-1ndol-4-yl carbanoyl)-inethyll-4-(2-phenoxy-ph
Exeapled08f anoyl Vbenzam de

4-]2-(2.4-Dichloro-benzoyl)-phenylsulfamoyl]-N-[(2-piperidin-4-yl-
ethylcarbamovyl)-methyl]-benzamide hydrochloride

a) 4-[2-(2.4-Dichloro-benzoyl)-phenylsulfamoyl]-benzoic acid

The title compound was prepared from (2-amino-phenyl)-(2,4-dichloro-phenyl)-
methanone [Synthesis, (1980) 677-688] and 4-chlorosulfonyl-benzoic acid according to
the method described in Example 1/c. MS (EI) 451 (MH™).

b) {4-[2-(2.4-Dichloro-benzoyl)-phenylsulfamovl]-benzoylamino}-acetic _acid _ethyl

ester
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The title conpound was prepared from
[ 4- (2- phenoxy- phenyl sul fanoyl ) - benzoyl am no] -acetic
waeiod/ogEsanpl e 47/ b) and | H i ndol - 4-yl am ne ( Apdr/HDR)07/000103
according to the nethod described in Exanple 2/c. M5
(ElI') 541.1 (M#). Exanple 100
i V- (Benzot hi azol - 6-yl car baffdyl net hyl ) - 4- ( 2- phenoxy- phe
nyl sul fai noyl ) - benzam de The title conmpound was
Pr efRr egié r QBnpfudd - RARNOXpRBEN VG| f@-gplfl ,4-dichloro-benzoyl)-
benzoyl am no] -acetic acid (Exanple 47/
phehd sl fanidyalrgnzaicydcidramd glysingr ¢thyl) eséardxyﬂm nd@ aogerding to the

met@%ﬁ%ﬁc BERGEARIIE NaRRARIPsH £ i), (B 5592 (M),

I V-f(IJjr-1ndol -5-yl car banoyl ) - met hyn- 4- ( 2- phenoxy- phe
nyI st t I farmyl Vbenzam de The t| tI e corrpoun was
L 276 - g r-acetlc acid

1 g]r)nmﬁg‘lﬁ'%l ;El‘é?.lnp ‘ Sm47/ APIZ EZ;@ dkchloro-benzoyl)

-|n accor |ngtot
phedﬁsﬂfanhxgd]-bmz&;daum@ ezrletlc Mi‘d (dEhyl Sekdr Zccaveing. t@(taprpn@thod

desqrﬂqefl(l@)}i;glpﬂe,%@.ﬂ\gﬁ (EQéQéiMH ) yl car banoyl Viret hyn- 4- ( 2-
phenoxy- phenyl sul f anoyl V benzam de The title conpound
was pr epar ed from [4 (2 phenoxy- phenyl sul f anoyl ) -

Dachl erotbenzaesi 1fpume iy -Hmedlm-ﬂryl ethylcarbamoyl)-

-di net. soxazol - 4- ylamne (A|dI‘ICh) according to
m&&é@ﬁ%&m Exanple 2/c. M5 (El) 521 .2
(M‘f'ﬁe tiffx aRPinPodd®3 was prepared from {4-[2-(2,4-dichloro-benzoyl)-
4-(2- Phenﬁl am no- phenyl sul f anpyl ) -i V- :% pi pe
beseaplpm

phepispjamayd no}neteﬁw |ackbn2adi o %f@cﬁ%ﬁ*@&éﬁﬁn@-l-
caﬂfbx&ﬁ PJ&‘P&“(&? PeQHéf—‘ )90%9 f C\AgﬁﬁzL%C f§'(§0@362167 2172.]

e conp oun e ar am no- di heny am ne
accévﬁhryﬂoa]i]é method Idd$dm(becﬂ (3} EhzenpleBhoMSo(Ei)tﬁthfe@/IHn) Exanpl e
1/c. M5 (ElI) 369.2 (MH).b
4- ({2-f4-(2-Phenyl am no- phenyl sul f ani oyl ) - benzoyl aniin
Exzﬁﬁgl@ﬂ% byl am no) - met hyl ) - pi peridi ne-1-carboxylic acid
tyI ester The t|t| e corrpougd was prepar ed frcimthl
2 : : : sVl | -4y ew] .-u. PVECGIG -

TREEerence Exanpl e 1)

?‘é%’l{eg {Zfziﬂet Qohﬁi@uﬁf?t bad dessirédedonn EXqp.@-didtdoroMinzoyl)-

phenyl(self@h@ﬂirbmo E?prhfe}nweélel fasitby IKxample ( pi08&Di candl atrgsnd-(-
pyr{oh?i%/n-l /Y ﬁg@n%ymﬂ%%{)l%lne bgﬁ@ﬁfycﬂﬁnla}édr(ﬁ%mrg{éed eEﬂlﬁple 4)

repare
accérd{{@to[the inthod eleydriveil Ao Example 2/c. MS (EI) 686.2 (MH).

Example 110
4-]2-(2.4-Dichloro-benzoyl)-phenylsulfamoyl]-V-(piperidin-4-ylcarbamoylmethyl)-

benzamide hydrochloride

The title compound was prepared from {4-[2-(2,4-dichloro-benzoyl)-
phenylsulfamoyl]-benzoylamino}-acetic acid (Example 108/c) and 4-amino-piperidine-
1-carboxylic acid tert-butyl ester (Fluka) according to the method described in Example
34. MS (EI) 589.3 (MH™).
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phenyl sul f anoyl ) - benzoyl am no] - acet yl am no} - net hyl ) - pi
peridine-l-carboxylic acid ter t-butyl ester according

wo eoosloso1net hod descri bed in Exanple 1/e. MS ( BPQT/EHR2002/000103
(M#) . Exanple 104 Ar-{(
) - 2- Hvdr oxy- | -[ (pi peridi n-4-yl met hyl ) - car banoyn- et hyl }
- 4- (2- phenoxyphenyl sul f anoy? Vbenzani de
trifluoroacetate a) (S -3-Hydroxy-2-

Exatgle 21phenoxy- phenyl sul f anoyl ) - benzoyl am no] - pr opi oni c
acl rreth I ester Te t|t| e conpound if reared EOT I

,\,11|} b%ﬁ&;,{“dgydr ochl or de (AI dri ch)

to the netnod descrroed Exanple 1/d. b

a) 2§| (&ﬂhm@?-tﬂudroek—@-ﬁrtr&gl(e?omh snephenyl sul f anoyl ) - benzoy
T
eI SRR YRS DRSS BRE LT Py Rere to

the&%%eﬂeeenwaalnerﬁamew acid nethyl ester according to
he met hod descri bed Exanple 2/b. M5 (El) 457.3 (MH).

-

othdf- Bl chaf«ﬁrﬁm]-m )

I 4 draRignoxy- phenyl sul fanoyl ) - ben
=tret hyl -r iperi dine-|

- CarHeoptyd k:@mp@mﬂl W@s[ brd@uﬁeyl firora s3-etildtved-flubtee 1 €Dmpouplenoxy)-
was prepared f

benzeawraymrémtszﬂ[ezrnﬁth% ﬁr%ﬁb%a@m@eﬂ@amyr ) -

benzoyl am no] - propi oni ¢ acid and

4- am nomet hyl - pi peridme-1 carboxylic acid tert-butyl
<) H&t(&rCldoaeMﬂlmnm—blm@h@ preniisd fapedi-bemadid avidx anpl e

EZI%I\/E q dgqﬁgps | f}ééqsm@ée% ﬁ%{ﬂ( S.% (%F%F(j g1)-)%){1oro-phenoxy).

phenflai W%h&ﬁoﬁ%@wﬁ@ﬂmﬂ%ﬂe 1/c. MS (ED) 422.1 (MH").
fl uoroacetate The title conpound was prepared from

4-({("9S) - 3- hydroxy 2-[ 4- (2- phenoxyphenyl sul f amoyl ) -
d) b|3 Zé] !igi Qﬂgn%o[;hl fi -1IDB X%Tpﬂgr}vl O R P 38 alcct‘f@r acid

dCCTOT Uritg o tne metno

eth%%‘gféf-l bed in Exarrpl e 3/c I\/IS (El') 553. 2 (MH)
l e 105

(S) The [tile( zsornrﬁemw%ﬂw avsnases fiarmy M2 6215hlope-drilipio-Bhsoxy)-
phe gff%h %?%r%oyﬁ Qﬂ‘{i Jg'lycrlrl]le 3 et%y]hes er h drochloride accordlng to the

prperi roc [ oride a)
methyl déscbed anBydmple [1/d
4- ( 2- phenoxy- phenyl sul f anoyl ) - benzoyl am no] - butyric
acid nmethyl ester The title conpound was prepared from
e) i%’ %Z_(- Z%%@B@-W—TIQLB&JJ?&G%” oMy ku R8RS A1-b el thliFX R At acid
met hyl ester hydrochloride (Senn
CheThe dlth) compound was prepared from {4-[2-(2-chloro-4-fluoro-phenoxy)-

phenylsulfamoyl]-benzoylamino}-acetic acid ethyl ester according to the method
described in Example 2/b. MS (EI) 479 (MH).

f) trans-4-[2-(2-Chloro-4-fluoro-phenoxy)-phenylsulfamoyl]-N-{[4-( 2-pyrrolidin-1-vyl-

ethyl)-cyclohexylcarbamovyl]-methyl}-benzamide

The title compound was prepared from {4-[2-(2-chloro-4-fluoro-phenoxy)-
phenylsulfamoyl]-benzoylamino}-acetic acid and trans-4-(2-pyrrolidin-1-yl-ethyl)-
cyclohexylamine dihydrochloride (Reference Example 4) according to the method
described in Example 2/c. MS (EI) 657.4 (MH").
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according to the nethod described Exanple 1/d. b) (

I >) - 4- Car banoyl - 2- [ 4- ( 2- phenoxy- phenyl sul f anoyl
WO b@amasogbam nol -butyric acid The title conpounBCEE2007/000103

prepared from (S)

- 4- car banoy| - 2- [ 4- (2- phenoxyphenyl sul f amoyl ) -

benzoyl ami no] -butyric aci d7fet hyl ester according to

the net hod descri bed Exanple 2/b. M5 (EI) 498.3 (MH)

. ¢c) 4- {

- >) - 4- Car banoyl - 2- [ 4- ( 2- phenoxy- phenyl sul f anoyl Vbenzoy
Example b2 but yryl ami no| - met hyl )-pi peridi ne-1-carbo

tran#&-kf—’éﬂgrgdmg)5::éhlglut}-XLelleo%R'?-{)hIltﬁlei‘z{lL@vlﬁm 4 E-(I)dein-l-vl-
ethyIBrvedokaylvafbathoPl]infeth vh -pleazaxideheny| sul f amoyl ) -

benzoyl am no] -butyric acid and
M@M@M&&M@&ym acid r -butyl

t t
es fég%ﬁ?ﬁd;%g \gast( %‘I%Rla ARl IMn G5B LR Ehloh -FX@BP hécording to

the hﬁﬂbodﬂesd}beda@ﬁmmpdy-lmm(lﬁmm%ﬁtﬁm ‘Benzoyl ani no] - pen
tanedi oic acid 5-am de 1-

r (pi peridin-4-yl net hyl Vam del hydrochloride The title
b) 2CQANBRMIYD mrdnbms&ﬂnﬁernmmne

b 1-2-T2- h h | sul f
e RSP arBIouTE Y PIeREh o ARy 2-BHDEY |t A0 Phonoxy)-
1- b | i
vendb AR RSP 5B PRCRISHENA s (DB
Exanpl e 106
4JV— C,\/cl ooctyl car bam)yl rrethy (2

henox - phenyl sul f am
= gared from

[ 4 ( E}E}f‘eﬂ ocf%p%:{lﬁgy l fpgé;}g%])’éd) fr&ﬁnZZQMl ﬁ%}ﬂﬂ)oi-cﬁl‘éf‘é-bﬁenoxy)

aci and ooctyl am ne (Al

phenaylamirk azrgoﬁimgttb ehermbﬂnod deesibed heExarmplEi B (BY) 433 4EMH ).
(El') 536.2 (MH+). Exanple 107
4- (2- Benzoyl - phenyl sul famoyl ) - 7V-[ (2-pi peridiii-4-yl-

d) t hylcar Banmyb Jchib pubd RS AR ikt AWK O BbhosisiBinbhecetic acid
t1Ttle conpound was prepared from

ethyjl#step- benzoyl - phenyl sul f anoyl ) - benzoyl ani no] -acetic

ZCI(F%‘ ( %ng?fﬂk}‘??‘}?r{d&)“baér gléﬁpne | Fo Onbong% -bromo d2 ~-chloro-phenoxy)-

phehFElIfAnd ]-b@&bﬁr adiBlaf® gtiycideethylChsten h}ld@ddhldﬂdbSao(cél@lﬁl@ to the
2167-2172. ] accordlng to the nethod described in

methigd descabelyin Bugommte 1/d549. 2 (MH+) . Exanpl e 108
4-r2-(2,4-D chl oro- benzoyl ) - phenyl sul famoyn-i V-f (2-pip
eri dl n-4-yl et hyl car banoyl Vet hyl | - benzam de

e) {hs{dr(édh’oﬂroi-ﬂemaro-nhenoxv)-phenvlsulfamovl]-benzovlamino}-acetic acid

4-f2-(2,4-Di chl oro-benzo - 0i C

ac.“éherﬁélet ¢QAmRovad 8t et %ﬂp B%E%a ‘Et{-?‘{%‘fyﬂn “ehioro-phenoxy)-
phehgsRTANRHERS Do 2acttie NhQd OctBiIE R¥ed -according to the method
described in Example 2/b. MS (EI) 541.1 (MH").

f) trans-4-[2-(4-Bromo-2-chloro-phenoxy)-phenylsulfamoyl]-N-{[4-(2-pyrrolidin-1-yl-

ethyl)-cyclohexylcarbamoyl]-methyl }-benzamide
The title compound was prepared from {4-[2-(4-bromo-2-chloro-phenoxy)-

phenylsulfamoyl]-benzoylamino}-acetic acid and trans-4-(2-pyrrolidin-1-yl-ethyl)-
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nmet hanone [ Synt hesis, (1980) 677-688] and

4- chl orosul fonyl - benzoi ¢ acid according to the nethod
waleamsnstied in Exanple 1/c. M5 (El) 451 (M+) . POI/HU2007/000103

{4-[2-(2, 4-Di chl oro-benzoyl ) - phenyl sul f anoyl ] - benzoyl a

m no| -acetic acid ethyl estﬁrThe title conpound was

prepared from4-[2-(2, 4-dicl {oro benzoyl) -

phenyl sul f anoyl] -benzoic acid and gl ycine ethyl ester

CYMgmwbhﬁm ida?llwda@@xbmﬂm (Referenbe Bxatipbed 40 eascoridigd to rthe method

“CS&I@F@I (title O MR GIRARS ) - ©)

- phenyl sul f anoyl | - benzoyl amp) -acetic acid The title
compound was prepared from
Mm&lﬁz, 4-di chl or o- benzoyl ) - _ _
Pt bF pRATRA den BRIV QR A Mgk - acet i ¢ acid ethyl
escri bed in Exanple
a) Tbbletslvs (El') 508 (MH) . d
4- Di chl.org-benzoyl ) - phenyl sul_famyl [ -i V-[ (' 2-b_
. pe 3259 gfc achyvhyngrgdigaief & uﬁe&WﬁSO %eﬂélgmoa% 15°50'% of
potlawdgt%ﬂl 51&5 % OTPSIyRIirfgll gyﬁmnﬁi LSS RARPA0ES 9 &Mhagnesium

oro-
Stem@nw-’fs% ﬁﬁmﬂdlql sfimon 031¢)ad¢ am} 26 ¥t pLulepniyBpdctin were mixed,

thep@frqquzwb?‘tgg&y%%mﬁ%ﬁn f:’f‘gipr}%‘g&&?‘tﬁﬁﬁl Lett ?I 13 (2003)

b) Bt eegmc},a@aqgmwg to the nethod descri bed in
an‘g 18. 4 (M) mpl e 109
tradh

¢ fabigts opade- @p@nﬁimgr & Bhermeiipy @mﬂydsabpmmyﬁ cpaged by a

ey SOrSil PECMBlo el RO G o of s nd g Tho dragtos wee
poléshied by adnivase pf mawe;d aiid Githuba wax.

4-12-(2, 4-di chl or o- benzoyl) -
—)—M sul f anoyl ] - benzoyl ami no}-acetic acid (Exanple

108(9)-5ar4 oT 5&% 1ﬁ%&alent of ’ﬁ"orrﬁ ula )ﬂ) 1-5% og S%duémo Cl#?,l sulf: te 15-

pyrrolidin-|- -cyc am ne ori
50 ORef etacahg éS-Ek)a‘}ifpcbfeladt))seadcb 6liofi gohlmdtsﬁ&:onﬁhdwode and 0. 01-3 % of

magﬁ%%{rrll ICs)t(?:gtlra{e were %ouglﬁ mixé\{i5 tlgeErllﬂxtl?r% (\Szva% P ssed) hroggh zrirnge and

ﬁ]lédfrzha@ datih 64)s61e9- benzoyl ) - phenyl sul f amoyn-i V- (pi peri
Fcar barnmoyl net hyl V benzam de hydr ochl ori de The

ound was pr epared from

4- h

Ehe%lér bSO S B8 o2 SR bkastis ol D R g sodium
hydrO8ide,) oalngi % a7 rarmal f8d,i 6103€0.2 19 agfb axpakinc (&salﬁn methyl 4-

rt-houtyl ester S | uka) according to the method

hydraxyhenpraie); f @ ofmippl EPI-08% af ¢aveanol (eolxsgsilie acid),
O.I%Srl’gﬁn%f_ 91?0{0 fl;h(ailol 0.1-1 A; 2f g?vonn aﬁﬁnt 20-70 % ﬂf SOr’ lﬁltol.(‘(? ;A) rT%(i/ueous

Chloro uor ehoxy) - phenyl'sii
solhtier) \dnd 84-5024 pfdrsullemim’eelr yl et hvD-

o Chp Gobar OF dgrein aid b g S A0 AhGh Ceiliedetiaer, carbopol was
added in small portions under vigorous stirring, and the solution was left to stand for
10-12 h. Then the sodium hydroxide in 1 ml of distilled water, the aqueous solution of
sorbitol and finally the ethanolic raspberry flavor were added with stirring. To this
carrier the active ingredient was added in small portions and suspended with an

immersing homogenizator. Finally the suspension was filled up to the desired final
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The title conpound was prepared from
2-chl or o- 4-fl uor o- phenol according to the nethod
walemsnsdied i n Exanple I/a. h) PCT/HU2007/000103
2- (2-Cnhl or o-4-fl uoro- phenoxyVphenyl amme The title
conmpound was prepared from
2-chl oro-4-fluoro-1-(2-nit¥®: rhenoxy)- benzene
according to the nmethod described in Exanple 1/b. c¢)
volind with distilled water and the suspension syrup was passed through a colloid
_2-(2-Chl oro-4-fl uoro-phenoxy) - phenyl sul f anoyl | - benzoi c
milling eguipmeent t | e conmpound was prepared from
elsﬁ-‘ﬁiﬁghggo-4-fluoro-phenoxy)- phenyl am ne accordi ng
hod described in Exanple 1/c. M5 (El) 422.1
( Moy eachdsuppository 0.01-15% of active ingredient of formula (I) and 1-20% of
4-f2-(2-Chl pr o-4-fl uor oz oxyVphenyl sul f a | | benz
Tectly eGP oRBly g S, P B AeRn AR Rt pRs B o g mle

Witht1 n? SRAr Rdltéd, WBotkdl B § 2 °Chidd BredmirtuRr 6f BétRROM edient and
phenyl sul f anoyl'] -benzoic acid and gl ycine ethyl ester

lactpsedwaschixed e veidic horapgryizatort e plteined misEEy Wakigopld in cooled

fOm.%ExarrpIe 1/d. e

ﬁ-rZ-(Z-ChIoro-4-fIuoro-phenoxbehenyIsulfanDyI1-benz

¥ mﬁ“’ %\&d?tzhﬁ a@l'bdz L sitibhb:ehconpound was prepar ed
rom{4-[2-(2-chloro-4-fluoro-phenoxy)- . ... .

pheh §/u|891§§iﬁ9|qf-@éﬁ%l}|%nliaﬁ8§° w48 éPg‘ie ithgbidistijlpd water for
injegrﬁ%ﬁﬁie/g%{igc@é g}%ﬁ%&@? ﬂi‘f‘é#ela;% gleRcrdvaagerip sExabR! &£ 0.01-5 %
soldtioard tHe aive 2nghdientooi4fofrhule (D-vpdscrisnynedé with| tidistildedoy atpr for

- N 4- (' 2- lidin.|-yleth : .

i) b b A Sl S e e epign. Those o

solfHAR YRImBRE uﬁﬂ@fpa’%éllﬁﬂ: ddn@Mons, filled in 1 ml portions into ampoules, the
{4-[2-(2-chl oro-4-f1uoro-phenoxy) - .

contené pfthe wirperies (Wasgephiaednndothe gapopies awreisepirg under nitrogen.

trans-4-£2-pyrrolidin-I.yl Ayl ).-.1.C i : .
The G oh s tisch Bp bl B sty ep BEVM] AeteiGsiplogicad
sterflB bh@dusl a5t RATbride sEueith beford amiMstrefid). 657. 4 (M)

. Exanple 112

trans-4-f 2-(4-Brono- 2-chl or o- phenoxyVphenyl sul f anovl | -

-{[4-(2-pyrrolidin-I-ylethyD

cycl ohexyl car banoyl i - net hyl | - benzam de a

4- Br onp- 2- chl or o- 1- (2- ni tr o- phenoxyVbenzene The title

conmpound was prepared from 4-brono-2-chl oro- pheno

according to the nethod described in Exanple I/a. M

(El') 329.3 (MH) . b

2- (4- Brono- 2- chl or o- phenoxy) - phenyl am ne The title

conmpound was prepared from

4- br ono- 2- chl oro-1-(2-nitro-phenoxy)- benzene

according to the nethod described in Exanple 1/b. M5

(ElI') 300.2 (MH) . c) 4-]

2- (4- Brono- 2- chl or o- phenoxy) - phenyl sul f anoyl | - benzoi c

acid The title conmpound was prepared from

2- (4- br ono- 2- chl or o- phenoxy) -
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phenyl am ne according to the nethod described in
Exanple 1/c. M5 (El) 483.4 (MH). d
W@ 2008850147 Br onp- 2- chl or o- phenoxy) - phenyl sul f anbgT/HUR@1000103

oyl ami no>-acetic acid ethyl ester The title conmpound
was prepared from 4-[2-(4-ky ono- 2- chl or o- phenoxy) -
phenyl sul f anoyl ] -benzoic acid and gl yci ne ethyl ester
hydrochl ori de according to the nethod described in

Claimsarpl e 1/d. e
{4-[2-(4-Brono- 2-chl or o- phenoxyVphenyl sul f anoyl | - benzo
yl am no| -acetic acid The title conpound was prepared

1. f Nem Hrdd{i@niaB lnreoemerantdgoniso pixnyisukfginoyl benzamide derivatives of

phenyl s%f anoyl ] - benzoyl am no}-acetic acid ethyl ester
a to the nmethod described in Exanple 2/b. M5
(El) 541.1 (M+) . f ) trans-4-p2-(4+Bronp-2-chl oro-
henocy) - phenyl sul f anoyl 1- N-{[4 2-pywyrolidgin-1-yletfay

D- cycl ohexyl car banmov”- d Nl'\e title
conmpound was prepared fr¢ |
{4-]2-(4-Dbrono-2- chk}oro | ) o)

phenyl sul f amp } -acetic acid and

dlcn’l\ojl -ethyl ) - cycl ohexyl ami ne
di hydrochl orix eference Exanple 4) according to the
met hod described injExanple 2/c. M5 (El) 719.4 (M)

Exanpl e 113 Prepa on of pharnmaceuti cal
conposi tions: s: 0.01-50 % of active

i ngredi ent of or ul @ U(1), 15-50 % of | actose, 15-50 %
of potato starch, R of polyvinyl pyrrolidone, 1-5
% of talc, 0.01-3 % of nmgnesium stearate, 1-3 % of
colloid silicon dioxide angd)2-7 % of ultraanyl opectin
were m xed, then granul ated by wet granulation and
wheseiassed to tablets. b Dragees, filntoated tablets: The

R! ta%ﬁ &Og&(}ﬁ%ﬁ%q @4@1{};1%&11@ nmet hod descri bed above

wer e ayer C S|st|ng of entero- or
R? gads selsabd ﬁnm ¢1) Ihl_srdrogen ofons (GRE-&lachtraight or Miaackidzedled group;

) @aplitet: th 6ghmlp (e o B L ARRGo0R

(1) I W Eairemb&ld Békyglp or hal
st é?% %e&fgoog{m%gg éﬁggdéttﬁtgge‘w%wg % oforcol}i oi 3)0 %lfbl })coé n moss

di atemdporand 0. 01-3 % of magnesi um stearate were
R, PSR B o BT S AR AR IARANURl om
Sushenpéedeyclédlefierigent s: 0. 01-15 % of active

R’ | nglg e((1j)I i?f(tiroggn fat%innu(lﬁa él-&g straléhtzor%bgtfncﬁe%d aﬁl(ni group, optionally
substituted with one or more substituents independently selected from amino,
hydroxy, 1H-imidazol-4-yl, —NR®R®, -COOR®, -NH-C(=NH)-NH,, -CO-NH,
group; |

R*  is (1) hydrogen atom, (2) —(CHy),~NRR® group; (3) ~(CHz)uX~P group;

R®, R® and R’ are independently of each other hydrogen atom, halogen atom, cyano,
nitro, amino, or amino substituted with one or more C;-C4 alkyl group;
trifluoromethyl; C1-Cj alkyl, C;1-Cy4 alkoxy, —C(=0)-NHaz,C;-C4 alkoxycarbonyl,
trifluoromethoxy or hydroxy group;

R® is hydrogen atom or C;-C4 alkyl group;
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hydroxi de, 0.1-3 %of citric acid, 0.05-0.2 % of

ni pagi n (sodi um net hyl 4- hydroxybenzoate), 0.005-0.02
wor@B/omilpasol , 0.01-0.5 % of carbopol (pol yacrP€T/@U2007/000103

acid), 0.1-5 %of 96 %ethanol, 0.1-1 %of flavoring

agent, 20-70 % of sorbitol ¢470 % aqueous sol ution) and

30-50 % of distilled water. To solution of nipagin and

Z et NI P eI SR R RS GaIS) G it )] Brous
t .f 10-12 h. Th th
sog?mkhggggk@% a!‘[&Hlfl(’]?rgoé di 5t iolrl ed water, tﬁg °

n aqusaarumtmtﬁbimhtocﬁ sorbitol and finally the ethanolic
raspberr l.avo re added with stirring. To this
carlg ‘%/ E@H‘(é@m&l ngredi ent was added in snall

X POri§ kQ8GedfdmsU z@,ﬁigﬂﬂ%ﬁ&* 1) AxygédTElnS i(B0-CO-NR°® group; (4) CO
honogeni zator. Finally t he suspension was filled up to
t her$erigreup;f i nal vol une with distilled water and the

e SRR B0 R, M RO G 4 9 o
0. Qllhtoig%% Sbma i, NCEE), LN, O#Ofr(ﬁﬁnNRéR"(, I—)SN/HH?O}RZO% C4
(0] act ose were thorou m_Xe { % 0
pr st foiat Fkgxy; f%fan%vgé‘ﬁ%?oe [Wﬂ@ﬁ GHH’)V?\;\B¥1 ﬁﬁl't(@%e)DSNH—
3.‘3(?‘ HONER ng(c;u n32)t e I ?aﬂf all§ChMRirktBOr R dhBhlatic 4-7
and 1 act S

ose init w honhogeni zat or. The
obtmémbdeahinﬁgu centammngrddl beteroatooo selgcted rﬁmn ®, 8, SOz and N;

hilize er . a ul e conpositions:
Y Bk <R e angongy st SER i oRE R e hefbeen atom, oxo,
bi ddy%l’d)iyl Fait Bhinb O brifhbr&REth Pl -E-CEOIR t-mf(m)uNfEﬁ C-Cq4
was filtered <o as to have sterile solution. A 0.01-
% sadkydt ipomidof-4tyhe pipstidinel hgre giyiddine drylt erawl 434 19 %@ated

Wi th bidisti 1e
i ek ol Eb P A L ol BURE AL Grtief pontaining
sol ug i Herodib@seléct@l FolnuO, MSOwnsl MN; xeltbreindaid aagpslystem is
conditions, filled in 1m portian i nt o anpoul

t he
corfRienally SebRtER 3Lifteeneuak M6 IRaEeR eioma o iroxy. cyano,
ampoLl,6S NRLeoS! Ra'tg&’l ?r?ekh lok t?gﬁ,rblkﬁfg%lﬁp 'M)e@;-@g @§010a1ky1
t he anpbul'es wer € di sso in sterile wateér or

( phgreumlopgbnaly) swtmteki@nﬁm(@éhiin—@ﬁtﬁ[{u grasip or i de
sol ution_before adnm n

R e OFacuBTol) SHERYOR SEoRa T CURRABYI () R R
The ‘ﬁltﬂ)%%h i Y@%hﬁfl tlflé?yr P Bt dtﬁacﬁéd) tovbrBEefobmR dafurated,

rogen atom or Cl- al kyl group; is selected

f r opm“(r«il)y mysdhuoged oaammatl(czw @lengBred nag ghntaigingP-driretagatom

8¥_|1 Q?(ﬁae%t%ﬁ?e)iutr% %r%:f‘y %}}Z\C}bg}@d f{%@éh%a)%le&@ from O,
S, SO, and N; wherein said ring is optionally substituted with one or more
halogen atom, oxo, cyano, hydroxy or C;-C; alkyl group;

R®  ishydrogen atom or C;-C4 alkyl group;

and optical antipodes or racemates and/or salts and/or hydrates and/or solvates thereof.

2. A compound of Claim 1 selected from the group of 4-[2-(2,4-dichloro-phenoxy)-
phenylsulfamoyl]-N-{[(piperidin-4-ylmethyl)-carbamoyl]-methyl} -benzamide
hydrochloride; 4-[2-(2,4-dichloro-phenoxy)-phenylsulfamoyl]-N-[(3-piperidin-1-
yl-propylcarbamoyl)-methyl]-benzamide; 4-[2-(4-bromo-phenoxy)-
phenylsulfamoyl]-N-{[(piperidin-4-ylmethyl)-carbamoyl]-methyl } -benzamide
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(7) benzyl optionally substituted wwth one or nore
hydr oxy group or halogen atom or Rl, R2 and the

w@a008os1at omto which they are both attached tPQEHURE07/000103

forma 3-7 menbered cycloal kyl ring; R3 is (1)
hydrogen atom (2) Cl1-C8 stgjai ght or branched al kyl
group, optionally substituted with one or nore

sub i tuents i ndependent sel ected f
?lg%gacq tatey 1y dagol g i % %ronw]aqﬁﬂxy) %(}Cphenylsulfamoyl]-N-

} AN
W Gk 4%%‘%’)"3%%&@’ BHOUDE) Fhokidel Indi 1088 oncetate;
grev(be h%?(y'@ﬁe‘“dmlﬁﬁ‘@“)d\’* {i\(@mdmeﬁwlmetbﬂ)@azbhnwﬂ apethyl}-

aheRgAg e Y b i ra o SHBReshelot apeR i imain v 2

” Heh OI-RP%HE -451m6H ch\Uamo 1 K@thldc o h1bkide; 4-
5- Cl (07! koxycar%on yl‘r)Jt” Iu%oﬁ}{ or hydroxy

o Gelinoreei mhenye. D el oo NoAL DoVt eghi) porpamoyl-
Se&&ﬁ&ﬁ%{{lﬁ%d@” s n?.%?ro?&gﬁde [(2) oxy 4?@“(284 Qfaﬂo%g-})hgﬂxy)

group roup;
SGhegyleulfamayli-8/- {(S) Ilr[(lﬁgﬁ‘rdlrﬁ-ﬁqimﬁthtyb c&rbamqysk] a:hyl}—benzamlde

oSt g oot SRR A3 -
opt I%n a}df}ﬂ ﬁa E)éett L idd Hfﬁr&é‘lﬂoﬂ?&e nyfo. @" &Hﬂ;hloro-phenoxy)

wi th one or nore hal ogen atom

hy@mﬂwxy-w@‘rylﬁ‘)lmﬂ -NO{[@@dkﬁlmH%ylmeW)@tRn@yl]@l}eml}

C4 al k

[ Ib%‘zﬁlﬂﬁﬁl perl?dllr O@dq&\;ano [?E{Iéﬁlﬁj?f% pwy) Rﬁnyﬁqlfﬁmoyl]-N-
gr {mﬁ eridn- 4?1%&5/!)3&%63@] ﬁlleallyl}ybeﬁzamiw ahgdtocHloride; 4-[5-
arona ere ng containin 3 heteroaton1

5 a0 S oo Ohomysehem I ROV S Do dnTHo

oSl PYRRANEbERAMAS PRRLBCHIRIE, [ m%ﬁf"é@?&ld"yl‘
0, p1g§ilﬁdgilﬂr?}ylh¥dt®é)r ~§atbdzAoyl]- kmkhyl}py{izg@ A- dfiehlbl;o—phenoxy)

S aEh?PX]lsléléam@d}‘PP%a%d% ngﬁﬁﬁé’é@é‘iﬁg 0 fﬁgr %‘20(4811%0 -phenoxy)-
"g%ﬁéﬁgﬁgl !ﬂh&m e b{b%g 9%&%& %aﬂ%ﬁh 1} n:f’ethyl}-benzamlde

atom se wherein said

ri hngir@qlﬂ;ﬁrﬁm; i's opt Nd(\hbkq-anmrsamn-tltsdeEthylcaﬁbm@yl)}meﬂde-(2-

??{)1;3 _%wémoyg%dr o ., Cyan omfgm }ga 51 deGgH@COZ’r-%Z-%’enzoyl-
Cyﬁﬂe%gisﬁbf&nsylwn{[ ﬂldlﬁaﬂ meﬁwpﬁédrwh 1-Wetty1F-b&kdamide

rou are rogen_ at om

(2)
st hsadr@cﬂﬂoraie bﬂdﬁdﬁéeﬂl@ﬂomsp}mnkw) Igwgmlpulfqrsqylhaf [(mlpendln-4-
yl-ethylcarbamoyl)-methyl]-benzamide acetate; 4-[2-(2,4-dichloro-phenoxy)-

phenylsulfamoyl]-N-[(2-piperidin-1-yl-ethylcarbamoyl)-methyl]-benzamide; 4-[2-
(2,4-dichloro-phenoxy)-phenylsulfamoyl]-N-[(3-dimethylamino-
propylcarbamoyl)-methyl]-benzamide; 4-[2-(2,4-dichloro-phenoxy)-
phenylsulfamoyl]-N-[(3-morpholin-4-yl-propylcarbamoyl)-methyl]-benzamide; 4-
[2-(2,4-dichloro-phenoxy)-phenylsulfamoyl]-N-{[3-(2-methyl-piperidin-1-yl)-
propylcarbamoyl]-methyl}-benzamide; 4-[2-(2,4-dichloro-phenoxy)-
phenylsulfamoyl]-N-[(3-imidazol-1-yl-propylcarbamoyl)-methyl}-benzamide; 4-
[2-(2,4-dichloro-phenoxy)-phenylsulfamoyl]-N-[(2-morpholin-4-yl-
ethylcarbamoyl)-methyl]-benzamide; 4-[2-(2,4-dichloro-phenoxy)-



and the nitrogen atomto which they are both attached
together forma saturated, partially unsaturated or

W@e@s@si167 4- 7 menbered ring containing 0-3 het BCDHURINT/000103
(in addition to the nitrogen atomto which Ra and Rb
attached) selected fromOQ g5 SO and N, wherein said
ring is optionally substituted with one or nore

o DR DA O G B Ry (e Sl Bezomides  4-

OpLi(Z, ald1@ﬂktrbqmeﬁ@x;grphelaﬂaﬂﬁhﬁgd]anq(aommm;ﬂanamu Pdimethyl-
hydr ates and/or solvates thereof.

CIPHP cerhyaoydrwgthy chereasidgr oup of- [2 (A romb3-MHlor- -phenoxy)-

f’ P%“B‘l é“’g’?ﬂ%q\;@r@?ﬁ@%& metgﬁzgéqbﬁﬁngﬂ '}Ré‘th}% benzamide

hylgfdmhlloﬂde de; 4-[2-(2,4-dichloro-phenoxy)- phenylsulfamoyl]-N-[(4-
bl e et RS o BB B B  dchtoriae; 4-2-2.

prd?d?ﬂérﬁ% heﬂSﬁﬁ\ﬂ%HoyHeNZ{?ﬂbt@ﬂ -(2-pyridin-4-yl-ethyl)-
(4-br ono- Ehen

pwewwmul]mvtbyl 1benx,anglrie,pw6ri 1ot ToipipgridiylthAy)-peapyisarsmoyl)-

Sl R SRS R ARSI M Lhppegcint1-
{ [{-phepiléatbaindhd pneiiyllyd- 2-phdroapybiylsefanydy))- benamited etrans-

mono trifhioroacetate

4 4(@%@%&%%@%@@9}/@%% Pl idin- eyl gherdr h

I b .
R i L E o A Ch s ol Oy
ety 4- @(pﬁmmmnynulfmylwmzmad@aw[a (tiogliy}-piperidin-

S e oo e S s mapsypbs gl Fmossasrramides, 4
ig@hm{éﬂlo&gﬁ}ﬁﬁ%glﬂhwﬂ@ﬁl dylR (@-Blpéﬁdln 4-yl-

rochlorid (2,4-di hIoro henoxy

p ﬁmtp;ltasbamw}bme}h l{e(rg;mide[ luslméﬂqruien 442;22111511%19110;& -phangxy)-

A

NYichtor Lpﬁa@mﬁmmw 3(c] tﬂlpérldiﬁA yi-
2, 4-di ch oro]f;_) enox

4 prersi b Fearagmider v (odachlaridss n- 44 PriRehdiehloro-
BT VI GRS

{ [Wepkpeidedi 4423, 4idHotopheashmbyhylsutftnioy |- Ve ¢hpiperidia-1-yl-

h drochlorlde

gax’gmpqyl} W&B’&l -Deneamidp) - pheny LGRS Phgeyispifampyl)-N-
p%i yfg QJX‘{/??:E Car%zanff@é hiy, drb@ﬁ&;&’éﬂ d€2-phenylamino-

am m doyl pi peri di n-

4 I#lbnﬁtﬁfdrﬂﬁw)a%{éﬁmmr!dmféfmbﬂwk)-qaﬂm@ym:mctbm}ob@zméh
4?3)@ 8| %ul(f )&g}%beﬂéﬁm deyﬂXr 51%%9 )%étﬂ}%{] 4-(2-phenoxy-
| iﬁ,@ﬁ%lwkmﬁdm%{({e(z pi per i d| n- 4-yl met hyl ) - car banoy

me

Bbenzam de hydrochl ori de;
3. | \A[WQG@@S( (ﬁofzplp@pmgaﬂimwmmunéﬁ of| formwar®y by cleimed | fitp Gaim 1
g}gen henyl sul f anoyl ) - benzam de hydr ochl or| de;
Lt ’éﬁeghenw sul f anoyl ) -

amba@plperldln 4-yl met hyl ) - car banoyl ] - met hyl } - benzam de
hydr ochl ori de;

rea&tmgzm(azlme deriative ef@ﬁ@ﬁ&@lﬁ rhenyl sul fanmoyl ] -i V-[ (2- pi
peri di n- 4-




yl - et hyl car banoyl ) - net hyl ] - benzam de acet at e;
4-[ 2-(2, 4-di chl or o- phenoxy) - phenyl sul f anoyl ] -

WO pgoapitperi di n-1 -yl - et hyl car banoyl ) - net hyl ] - beeiEBRE@S/000103
4- 2-
(2, 4-di chl or o- phenoxy) - phegyl sul fanoyl ] -i V-[ (3-di net hy
| am nopr opyl car banoyl ) - nethyl ] -benzam de; '
4-12- (2, 4-di chl or o- phenoxy) -
phenyl sul famoyl ] - N-[ ( 3- wH24-yI-propyIcarbanDyl)
-met hyl ] - benzam de; #&2
[ 2- (2, 4-di chl or o- phenox | sul famoyl ]-i V-{[3-(2-m
et hyl - pi peridin-I-yl)- propyl cérbanoyl]-net hyl}
-benzam de; 4-[2-(2, 4-dichl or giphenoxy) -
phenyl sul famoyl ] - -[(3-im dagZo )
-yl - propyl car banoyl ) - met htrbepdani de; 4-
[ 2- (2, 4-di chl or o- phenoxy) - pherybsul f anoyl ] -i V-[ (2-norp
hol i n- 4-yl et hyl car banoyl ) - net hyl"l -benzam de;
4-[2-(2,4-dichIoro-phenoxyh)phenylsquannyI]-?V—[(Z-py
rroIidin-I-yI-ethyIcarbannyf)-nethyl]-ben2;aniide; 4-

- wHezeif Zhetmeariivy ORI neondyB - istae dydcsibed abose! thr the-fiBuldi(et with
hyl. anj i_no- 2, 2- di net propyl car banoyl ) ~

‘hﬁﬁé§WV1?ﬁﬁ%%%éﬁgﬂgﬁazﬁ{2-(4-bronD-2-chIoro- r henoxy) -
phenyl sul f amoyl ] - N-{[ (pi peri di n-4-yl net hyl ) - car banoyl |
- et hyl } - benzam de hydrochl ori de;

4-[2-(2, 4-di chl or o- phegoxy)=ptenylgul fanoyl ] -i V-[ ( 4-
guani di nonet hyl - bengyl ga @ et hyl ] - benzam de
hydrochl ori de; 4-[2-(2ll4-

dichIoro-phenoxy)-phen?lsulfannyl]qq\ﬁ{[rnethyl-(2-pyr

idin-4-yl-ethyl)- carbanvy&hjnethyl}-benzanide;

TV-[(3-[1,4"]bipiperidinyl*r=yl-propyl carbanoyl) -
therRh&titlg the 4o HBtainbe pheny] Rl Bbdnzaitryl d) ddpeatent tfermula (IV)

N[(4- [1,4"]bipiperidinyl- 1'-

yl - phenyl car banoyl ) - met hyl ] o

- 4- (2- phenoxy- phenyl sul f anoyl ) - benzahy de; trans-

4- ( 2- phenoxy- phenyl sul f anoyl ) OH

-{[4-(2-pyrro|idin-I-yI-ﬁthyI‘ | ohexyl car banoyl ] -

nmet hyl } - benzam de; s

N- [ ( 3- di net hyl RA-fo- prlopydtapbanoyl ) ~

nmet hyl ] - 4- (2- pheno pirenyl sul f anoyl ) - benzam de;

N-{[ 3- (2-net hyl - pi peri difl -

yl) - propyl car banoyl ] - mrethyl } - 4- ( 2- phenoxy- phenyl sul f am

oyl ) - benzam de; 4-
[ 2- (2, 4-di chl or o- phRr
N-[ (4- pi peridin-4-yl but
- benzam de hydrochl oride; 4-[2-(2, 4-dichl oro-phenoxy) -
phenyl sul famoyl ] - N- (pi peri @ifj- 4-yl carbamoyl met hyl ) - ben
zam de hydrochl ori de;

4-[2- (2, 4-di chl or o- phenoxy) - phenyl sul f anoyl ] -

— Wh%'{gﬁgﬁh? Ir%egihlkn%:ﬁr}‘c}gs_, K";gﬁg%ﬁ:l%%r 3{}1%3 '@bove — with an amine derivative

of f8rohwlda (¥) 4- di chl or ophenoxy) - phenyl sul f anoyl ] -
N—[(4-p|reridin-I-yI-cycIo@exyl-carbarnoyl)-rnethyl]-
benzam de; R'R R®

4-[2-(2, 4-di chl or o- phenoXy) - ph&nyl sul f anoyl ] -
N-[ (4- pi peridin-1 -yl buiyT Carodroyl ) -

mei hyl ] - benzami de; 4-(23phehoxy-phenyl sul fanoyl )- N
(piperidin-4-y|carbano§lweﬁﬁyl)-benzanide

hydr ochl ori de; 4-(2-pheny|§anophenylsulfannyl)-

N-{[ (pi peridi n-4-yl met hyl ) -car banoyl ] - net hyl } - benzam d
e

henyl sul f anoyl | -
arrbanoyl ) - net hyl ]

/]

V
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hydr ochl ori de or
N-[ (4- cyanonet hyl - phenyl car banoyl ) - met hyl ] - 4- ( 2- phenox
w@Q pivsfogiisul f ar noyl ) - benzanmi de. 3. A process fPCT/HU2007/000103
preparing the conpounds of formula (1) as clained in
Caim1 which conprises Methpd a) reacting an am ne
derivative of formula (I1)(Il) - wherein the neaning
of R5, R and Ris as described above for the fornula
(1) -with the sulfonyl chloride of formula (I11) (II1)
— WhGBin' 88Ghédind BE REORBOREI e dnd RENY | 8 UJFRER Yo PREDZB! Sbtain a
acid derivative of formul'a (FV) - wherein the meaning
phesyylgalfampgl berngamide deriystiviesf fosnulabdver optigal mtpedemdnracemates

w5 BBl BLe L5500, TP RO B

phenyl sul f anoyl benzam de derivative of formula (I) or

optj.cal antipodes or racemates and/or pharnaceutically
%i‘élé%{eét abl e salts and/or hydrates and/or sol vates

eaf.. j th | suk f.anny _ ;
Refg o sy e A RS R AR ) - bined
accanding do tiop trethddedesetibrdldindmsthoil ke d- iwithmat hmbhoahcid deritvitive of
forah a(?}'nlgo acid derivative of formula (VI) - wherein the

of Rl, R2 and R8 is as defined above, and Ris
Cl-&A4 al kyl group - and h&d ol yzi ng the so obtai ned
conmpound of forrmula (VII) 1) - wherein the neaning
of Rl, R2, R5, R6, R7, rs as defined above -
to furnish a carboxyli ci d||derivative of formula
(MIT1)(VITT) - wherein tRfe neaning of Rl, R2, R5, RG,
R7 and R8 is as defined above - finally reacting the
latter with an amine deriv&Dve of formula (I1X) FT HN
| ' E (NG 4 ] [
Wi B Lo RERTRATR & aBief Woll shd R3S /A growp
— ankhydralyizing thé sé obtainkd cdrhpoward afifoinmdh (V) i podes or
racemat es and/ or pharmaceutically acce?tzabl e salts
R 4. A process
for preparing the conpounds qf fojmnul (I)Qgipd ai ned
0]

in Claim21l which conprises ’ng ound of
fornula (1) into an ogher s

(VID)

- wherein the meaning of RLREL R, R6, R’ R® and R is as defined above — to furnish a

carboxylic acid derivative of formula (VIII)
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of formula (1) by introduci ng new substituents and/or
nodi fyi ng or renoving the existing ones, and/or salt
wo eoosmsiien and/ or |iberating the conpound fronPGHHIZ007/000103
5. A conpound of formula (V) selected fromthe group
of 4-[(2-am noacetyl am no) - gs_
nmet hyl ] - pi peri di ne-1-car boxy?i c acid ert-butyl ester
or 4-[2-(2- ,
anmi no- acet yl ami no) - et hyl ] - pi peri dPne- R!gar boxyl i ¢ acid
tert-butyl ester. 6. A conmpound foryul a (1X)

sel ected fromthe group of 35 -p I'fdin-lyl-
et hyl ) - cycl ohexyl am ng di h ghl orilde:

4- (4- am no- but nip8k g - caf%oxy?ic acid
tert-butyl este TN

. . 0 e . .
4-(3-am no-pro peri di ne-|-carboxylic acid
tert-bxy | ester;” N-(4-am nonet hyl - benzyl) - guani di ne

conprising a theReé
compound of formula K'gs clained in Aaim1l or
optical antipodes or rafemates or pharnmaceutically
acceptable salt or hydrate\@g sol vate thereof and one
or nore pharmaceutically a(c Q)t abl e excipients. 8. Use

- whirein the iRk ofR'f RP /R R, [R)andRGh 8k B8RhdWb& &L FndilPfeacting
ptical antipodes or racemates or a pharmaceutically

thej%tﬁeémlﬁb#‘bafélépﬁematw&ifﬁt@u&(%l vate thereof for the
manuf acture of a nedi canent fer prevention and/or
treatment of a condition whji/Ch requires inhibition of
a bradykinin receptor. 9.HNsSe according to Claim8
wherein the bradykinin receptRf is bradykinin Bl
receptor. 10. A nethod of treating and/or preventing a
condi tion which requires i KRDbi tion of a br adyki nin

- wheRAPHRmUAL o PRI RS AdMULELE6VI0 1d Bo@irddBhdiiultmoyt
need thereof an effective anobunt of a conpound 0

berizemidel alefivatives of | firmeth i(H ©F adbphickl cantipptiéscalr savtmpies esnd/or

ol A S50 BB S el AR B,
4. anAll Srocdks e PrdpAfin@ GRO cmPouddR §F RIMukOTMAS ' Blifhel NE Claim 1
bradyki nin receptor is bradykinin Bl receptor .
which comprises transforming a compound of formula (I) into an other compound
of formula (I) by introducing new substituents and/or modifying or removing the
existing ones, and/or salt formation and/or liberating the compound from salts.

5. A compound of formula (V) selected from the group of 4-[(2-amino-
acetylamino)-methyl]-piperidine-1-carboxylic acid tert-butyl ester or 4-[2-(2-
amino-acetylamino)-ethyl]-piperidine-1-carboxylic acid ferz-butyl ester.

6. A compound of formula (IX) selected from the group of trans-4-(2-pyrrolidin-1-
yl-ethyl)-cyclohexylamine  dihydrochloride; — 4-(4-amino-butyl)-piperidine-1-
carboxylic acid fert-butyl ester; 4-(3-amino-propyl)-piperidine-1-carboxylic acid
tert-butyl ester; N-(4-aminomethyl-benzyl)-guanidine dihydrochlc;ride or 2-(4-
pyridin-4-yl-piperazin-1-yl)-propylamine.
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10.

11.

-86 -

A pharmaceutical composition comprising a therapeutically effective amount of a
compound of formula (I) as claimed in Claim 1 or optical antipodes or racemates
or pharmaceutically acceptable salt or hydrate or solvate thereof and one or more
pharmaceutically acceptable excipients.

Use of a compound of formula (I) as claimed in Claim 1 or optical antipodes or
racemates or a pharmaceutically acceptable salt or hydrate or solvate thereof for
the manufacture of a medicament for prevention and/or treatment of a condition
which requires inhibition of a bradykinin receptor.

Use according to Claim 8 wherein the bradykinin receptor is bradykinin Bl
receptor.

A method of treating and/or preventing a condition which requires inhibition of a
bradykinin receptor which comprises administering to a subject in need thereof an
effective amount of a compound of formula (I) as claimed in Claim 1 or optical
antipodes or racemates or pharmaceutically acceptable salt or hydrate or solvate
thereof.

A method of treating and/or preventing according to Claim 10 wherein the

bradykinin receptor is bradykinin B1 receptor .



