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WD 2008/ 068540 PCT/ HU2007/ 000102 1 NEW BENZAM DE
DERI VATI VES AS BRADYKI NI N ANTAGONI STS FI ELD OF THE
WO DMBRBAISGN 5 The present invention relates to PEWHU2007/000102
phenyl sul f anoyl benzam de derivatives of forrmula (I)
and optical antipodes or racemates and/or salts and/or
hydrates and/or sol vates thereof which are useful in
the treatnent or prevention of painful and
BENZANIDIE PRSP TIVIS REBRADYIINGN AR AGBRISTS
processes [ Or _proaguct nmg comnpounas of
fornula (I') and to pharnacol ogi cal conpositions
containing 10 the sane. BACKGROUND OF THE | NVENTI ON
FIEf. D OFSTAEENYENOONUS peptides forned in plasna and
peri pheral tissues in 15 response to tissue injury or
infection foll ow ng catalytic cleavage of ki ni nogens
g‘ﬁé‘igles%ﬂﬁ%ﬁb RBA YOS ¢ \@faftidyl BROLRAY ddrRbfives of
S|olog|ca ses conpanylng pal n
forﬁfmﬁa (nf dnﬂmjmidab rantlﬂ'ddes ror tmaoénges‘.: ahd/ac tsaltsn sndlpe hydrates and/or
nmedi at ed pro ei n, coupl ed nenbrane.recep
SOl acier) WS B YBh IE EAHBeT: oo B BFBtOT 40 cPgiiah and
in grg[ gl' Refem Tﬁé Medit iREShitioOMBd NrelatekBto (A Ptdcesses for
260- 26 nd 20 J Chem, 269 (1994) 21583-21586]
progincing wenrpeumtsmfsfwnul@gm and t@gpltan@acrolom@]é reeEogFHoNS containing
thself mai nt enance and signalling function is under
%SAP&nsi ve investigations [Ml. Pharmacol., 56 (1999)
325-333 and J. Cell. Physiol. 193 (2002) 275-286]. The
first set of kinins, bradykinin (BK) and kallidin
BACRGRSUND SreTERIINVENTIN  through stinul ation of
constitutrvely expressed and rapidly desensitising B2
receptors, 25 which are widely distributed in many
ti ssues. On the other hand, their active
car Kinigp et ienld{@nmst péptides demedhim plasma candeperipheral tissues in

ki ni ns, .desAr. BK. K d .Lys Ar B L
reffie 3 65 AUAHP & IR R RN SR EDAT reagede OF Riibgens by
kal'l&fé@rpkﬂy?nes I@Yhﬁﬁ pREQnligipRHtint¥ R BSthe %aﬂi’c’oﬁﬁj"swloglcal processes
non- pat hol ogi cal conditions, Generally recegtors

acqompianlyipg apiveand inflammation. jhherdiolpgigal 46@9@5 argtediafed by two G-
pr i S%{lil% g aé"n'i@rhn% {c%ﬁt%l‘ Wenotéd %1) dTﬁ}‘Z' SB{)ttﬁe!?i?’gng:b2 receptors

dpeT Egu n appears to

ha@e rbeénal dléed I[Bﬁ»@h)éiﬁeBtdpajzs i Red. udamnmhe 183 2099)0885368 and

PCT/ HU2007/ 00010 2
J.Biol.Chem., 269 (1994) 21583-21586] and the mechanisms regulating their

expression, self-maintenance and signalling function is under intensive investigations
[Mol. Pharmacol., 56 (1999) 325-333 and J. Cell. Physiol. 193 (2002) 275-286].

The first set of kinins, bradykinin (BK) and kallidin (LysBK) preferentially act
through stimulation of constitutively expressed and rapidly desensitising B2 receptors,
which are widely distributed in many tissues. On the other hand, their active
carboxypeptidase metabolites, the second set of Kkinins, desArg’BK (DABK) and
LysdesArg9BK (LysDABK) activate inducible and non-desensitising Bl receptors,
which are rarely expressed under non-pathological conditions. Generally Bl receptors
rapidly appear after injuries of various natures (tissue trauma, infections, etc.). Thus the

B1 receptor up-regulation appears to be part of a generalized response that includes the
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| ocal co-expression (eventually up-regul ation) of

enzynes, receptors, autacoids, cytokines and
w@eb@sokismes that notoriously play key rol es i nP€Hh@U2007/000102

early and | ate responses af tissues to various types

of injury. In animal nodels it has been denonstrated

that there is a switch in dom nance of 5 function

fromB2 to Bl in chronic inflammtory states. Wile.

1ochh &0 Ffe@ﬁ@ﬂt (Uvelhtﬁal Jv ngY-iegalafion) Pt bezyary} ee@pass afitacoids,
the inflammatory pai n_response, the B 1 receptor

cytpkineg m@ﬂh@@@kmﬁs thaén@tﬁfl@vﬁhc pbﬁ kewroles intthe equé/s%r%é@ responses
in receptors in inflammtion
Oft-mgeg tg%’%?‘?%écf qutcnluo "has been supported by the
r eS],ﬂ asmelf medelslit das bdsenrdenﬁ)nsﬂraiakthagthbreaisiy lsWitcn irBthninance of

Funchim AR 2 J B 1161 PRl FBBRgPY Pere: MRS, the B2 Fekeptor i
im Eﬁicﬁ' ihthWad 'ﬂ?ﬁl%@é GFItlﬁriﬁhﬁﬁﬁlhfb& Qﬁ@?}hﬁ’ k&pohse, theXB OkeBeptor is

em cal an heat stinuli, and drastic reduction in
invoheddo dherohraticarhase of fhis yaspenshofibe invalvemenk ol kinins regeptors in

g e b S B gk

lackﬂ@ Uﬂ&ﬁlklrﬁ’ﬁ BYirécptord. Bl ﬂé@eptd)rrdeﬁcibnf 1aive ptodiffarit frbﬁntllld-type
m ce was the direct evidence for a role of centra

mlm i nsepsorye Benstionss exhibibes cieprertsd aragrsis itgs t? hRpxious

,che @al aglgu Kbat estﬂﬂhlli] - &G& t%d&?i%ﬁk%t thé'n Qé‘cuhﬁllatlon of

etor uced central sensitisation in
po@mdﬁpﬂon(ldéd letkooustesrat sitpaof 1nﬂalmnatiolne[1%b€t$\1 §7c(ﬁaﬁ@e&l 4838145

fndi?yéérﬁ%m@g?)ﬁgy“%ée@éfﬁﬁm‘éﬁ ot Ryffert et ienah fncine

n H1 r Qféﬁﬁl%ﬁts e WasBhe BFRPEeQIdSn@N fIrhS RN bPBEtYal kinin
20 recently nore and nore evi dence shows that B 1

reqepweqommmcapmm suggestingt nhateﬂly hyppalgesizespen ig &itegentyr knqgkout

B TERFYBR% SEHSET B LORA IR %, AR er b35S0, oo

froh 48P 1aB6%e icharpes | BRIknbultout haltehaue Bigarentlynérntadt without any
pain transm ssion and hyperal gesia. Therefore, Bl
appasedpethologinehefiest s are believed to be useful in

al | qvi_agt a S
840 FELAIES AR Pl SRS pcph
recehfl eﬁose afd oy evidecde shem tedt PR Ireceptanp tacey somatitutietlly expressed

[ Neur oReport 11 (2000) 4003-4005;
‘centralhy’) i same ZE’]!BO(naN@ Hé ‘%n&dgle ?Srﬁg’gﬁ)coé’{a %“% Fomghigher
trl}frl‘ﬁ[egseﬁ' @B?e’l‘h@tﬁﬁé’t n23f t}(egg QQdeplofo-id {8kleaOBut ybRSIeSbeen
scientific data bradykinin receptors are involved
1mphcamﬂmq1audmansfmsspw amddrypelhkggsaaT@e@bm Bh reqeptor ghtagonists are

vl o G SR AR R BRSBTS ve
po?ﬁﬁl?%&d@f‘sﬂeb@mﬁ%hﬁaﬁ@ésﬁk{ Sffectsif kHH?IUMde oefitral B1 receptors as well
[NeuroReport 11 (2000) 4003-4005; NeuroReport, 12 (2001) 2311-2313; Neuroscience
107 (2001) 665-673 and Neuroscience Letters 294 (2000) 175-178].

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

induction on cells adjacent to sensory neurones (macrophages, fibroblasts or endothelial
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of release of other al gogenic nediators. NNB. B 1
receptors appear upon inflammatory induction on cells
W@ajoamessto t o sensory neurones (macrophages, fibeDBEU2ET500102
or endot helial WO 2008/ 068540 PCT/HU2007/000102 3
cells) are involved in rel easing nedi ators
(prostagl andi ns, cytokines and nitric oxide) that
sensitize or activate the nociceptors. (2) direct
cells) BRY inPHICE@ in )reRbdif, %h&d&ﬁbr@ @prostaplafdiss, xdkigsndGiitdt oxide)
receptors (constitutivel or _upon induction and (3)
that seasttize |or agtfvatecthe n@wcemwsm% déreetslspeatpheral ) gidects on noCiceptors
erf ¥
ere e spOR, Bt oo oA o O] Sl Bifects on
palﬁlphﬁﬂguih@”fn thesupdrfididl darsabhicrn toff aﬂmillmrchpeutl c agent in

bt EMEeiosh 58 BhAcLa P AP -BAPE i oG el R Ep s ould
beh ?Gt%ﬂﬁeﬁ rther?ﬁkgﬁg Qgéd% §SthWeGtmdar¥ciitbhit %%&B%aﬁ@'

ructures cunents are for instance the
f ol Sewralgpatettsr madt maMaﬂt @morapgewhcu bradykinin Bl receptor

B T e L B

the? follé%mgOfinReARGeAId q)aféaf l mﬂicumlsmhm(}mvm 07, gW 002076964,
af fini t% for bradykinin receptors and selectivity

WQW54684 WROZ093BS, W@éﬁ(@‘@ﬂg The selectivity is

particularly inportant as the undesired side effects
of the conmpounds are nuch |l ess pronounced. The
present invention relates to new phenyl sul f anoyl

benzam de derivative f 20 formula (I) O RRHQ
SURIMATSY OfsTHEINVENTRN | R'(1)

We have found a class of benzamide derivatives which have high affinity for
bradykinin B1 receptors and selectivity over bradykinin B2 receptors. The selectiyity 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)

0O R'R
H)QWQ
N 0
3 //S\\
R 0" o
Z
R4
R5
D

wherein

R! is hydrogen atom or C;-C4 alkyl group;
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wherein R1L is hydrogen atom or Cl-C4 al kyl group; WO
2008/ 068540 PCT/ HU2007/ 000102 4 R2 is selected from

W@ 2oslogsfnogen atom (2) Cl-C6 straight or branetieaUu2007/000102
al kyl group; (3) -(CH2)n NH2i (4) -(CH2)n-0H;, (5)
-(CH2)n-CO- NH2; (6) _(CH2) -COORS; (7) benzyl
optionally substituted with one or nore hydroxy group
or halogen atom or 5 R, R2 and the carbon atomto

R2Whi ghielcbRY e (f)q{)‘ﬂr@geh&@diﬁd(2§ Qg@sfsﬁmgho bﬂbﬂmaheﬁ alkyl group;
menber ed cycl oal kyl ring and R5 ar

i nd@pe«aréﬁﬁwnﬂfneaemzbrﬂar (M?ngerwp " (GA-{gHal—COORS,
t t en
a oma rbC A p fﬁw %ﬁ(s@f&é&ownﬁ ron@ﬁrp? &%bﬁwgﬂ%@pvﬁr }ﬂllog

one group; uoroneth
al katom; 6d- C4 al koxy; trifl uoronethoxy; Cl 4 10

I b O) - NH2 : i
SR e S S Rt g 2
8ébm_ @@eup;  (5) NR group; (6) S atom

group I'S selected from (1) -NO optionally
R’ ,SR and Roltaszd mnhepctndent@}Cle)‘:thth‘r lapidmogenr atomchgl))gq:n Rtom; Cyano;

ror 881 4giha] o1 e Bt AR Hi B o B, i At Brour:

- ( CHRNSY SbtRYIOUIG -C{ Ch&)ym NERCQr Qilloxy; ((ﬁl'rﬂl)oroﬁ&hoNin C1-Cs
grou trlfluororreth){\g_lgroup oxo group, -(CH2)m CN
gr o@lgoxmarbegyl O NiQF Ihydrgr B gFPUPANH- SOR- ( C1- C4

Z al K ls@fg koxy 1()%4%&%}?&%&?% 3tOI%C9§%g r %gfiip %&fé@ group;

soz(ssmm@&qgr(s)Ls)ato(xﬁﬁ}sm}gfogr,oup (4) -N NH \--/

Q is selected from

(1) —-N<:|
, optionally substituted with (CH3),~OH group, or —(CH;)—X-P
group;

® NC> , optionally substituted with one or more C,—Cy alkyl group, one
or more halogen atom, -(CH;)—OH group, (CH2)m~NH; group, (CHz2)m—CO-
NH, group, trifluoromethyl group, oxo group, -(CH,)s~CN group; -NH-CO-
(C1—C4 alkyl) group, -NH-S0,~(C;~C alkyl) group, (CH3)m~COOR® group, —
CO-NR°R? group, |C;—C; alkoxy) group, -NH-CO—(CH;)xn—CF; group, -NH-

SO,—CH,—CF; group;
e
group;

(4) —N NH
e , optionally substituted with oxo group, —SO~(C;~C, alkyl)

group, C—C4 alkyl group, -CO—~C—Cs4 alkyl) group, «(CH2)u—O—~CHz)m—OH
group, —(CHa)—OH group, —SO,-NR°R* group, —CO-NR°R* group;

(5) —N N—Y

/
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optionally substituted with oxo group, -SO2-(Cl-C4
al kyl) group, CL-C4 al kyl group, -CO(CL-C4 al kyl)
W@r@spess4q CH2) m O (CH2) m OH 25 group, - ( CH2) nPCHMHU2007/000102
group, -SO2-NRcRd group, -G NRcRd group; (5) -NNY
group; WO 2008/ 068540 PCT/ HU2007/000102 5 '0 (6) -N
Sor -NSor -NS\-j \ J\_ ""ogroup; (7) - NNHor
-N rI:I-Y(group; ()(—|8) -N O or -NO optionally substituted
Wi t CI72)—\ gretp, (9) -Nyy™\Re 5 group; -NA
~W(6) ( oro/ Nrp -grnoup;s ¢rll)—N N Fé B groug; Yis
sel ect ed m(1) -( ., NRaRo+—( 2P grogp2) 11 X-P
group; nis an integer fromO to 6; 10 mis an
i nt er__f/roPnNO to 3; Xis selected from (1) single
bont’: (w'beﬁrato (P YCONR group; (4) CO or
SQ2 group; is select fromgrdup) phenyl group,
optionally substituted with one or nore hal ogen atom

hydr oxy, /Cyapno, am ng or~Cl-C4 al kyl group; (2) a
sat & , 15 @arti®lly dnsaturated or aromatic 4-7

menber ed ~-ia1g cont ai mng/1- 3, het e Pal Bfituted with —(CH,)n-OH
group,
© — @N—Re
group;

(10) -—N ! or §‘li®
group;

Y  isselected from (1) <(CH2);—NR*R®; (2) «(CH2),~X~P group;

group,

n is an integer from O to 6;

m is an integer from O to 3;

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

P is selected from (1) phenyl group, optionally substituted with one or more
halogen atom, hydroxy, cyano, amino or C;-C4 alkyl 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 or C;-C, alkyl group; (3)
Cs-Cg cycloalkyl group;

R®and R® are (1) hydrogen atom, with the proviso that R* and R® can not be
simultaneously hydrogen atom; (2) straight or branched C;-C¢ alkyl group; (3)
R®? R® and the nitrogen atom to which they are both attached together form a
saturated, partially unsaturated or aromatic 4-7 membered ring containing 0-3

heteroatom (in addition to the nitrogen atom to which R* and R® attached)
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selected fromO0O, S, SO2 and N; wherein said ring is

optionally substituted with one or nore hal ogen atom
W@2mg/0685ar oxXy, cyano, am no or Cl-C4 al kyl gr oRg@r/H{3)07/000102

C5-C8 cycl oal kyl group; Ra@nd Rb are (1) hydrogen

atom with the proviso that Ra and kb can not be 20

si mul taneously hydrogen atom (2) straight or branched

Cl-C6 al kyl group; (3) Ra, Rb and the nitrogen atom

t0 wWNcedd frdi)0,38, S Moirdd Wi whersdsaidgag heoptionally substituted with

saturated, partiall y unsaturated or aromat 4-7

e NeREr Q@ ANQIE E»gloeerh ptam XYy cyanp, hydrogy gt oine @llwl gW4Pt i on

R oo iR SEER R BELURAIBNE 6 Solected fromo, S,

R¢ SRisahgdrdigenvtutoraj 1Cis@j dilkyl ngroup, dhtCortaidtoxyslkiyk taroup, e@s-Cs
W th nore hal ogen atom oxo, cyano, hydroxy or
C1- eyflogl rl%lzlg“lﬂ’oup Rc is hydrogen atomor Cl-C4 al kyl

R® 97 OldRrydfdgen Stoly, @ gdﬁp b gralifsy! group, Cl-C4
hydroxya%kyl ogrodE& 5 cy glﬁ%lgl ti group; Re is |

A hydrscﬁg)emCaConyclozl vaing; k3)la sgttma}pd pedietlyungaterigted on afognatic 5-

par¥|“ée|n]1 C7 f g {ﬁgfglﬁé%n%{) 4%6&%@)malggﬁﬁ)ﬂ{ﬁeawe%elegted.ﬁom 0, S,

con$es andN; Gzhérehﬁﬁaed elag Mpti@ﬁhlﬂg,dmbgtxt\ﬂteﬂ with end admbredmiogen
0, S, SO2 and N, wherein said rlgg tlonaIIy

subatem 91(%&3/9@% hY&RgY-GmiRgRbeRd|%g &f‘tﬂﬂ’ 0Xo0,
B CYafiQ sapl¥ g??ém;ﬁg‘ lﬂlgatrl]pd%rml arG@hatfcl4 %éﬁlllféféd Hho H(thalﬁmg 1-

is a sa unsaturated or aromatic 4-
rrerm&re&:cbata)mgseteotedaﬁrmnr(g, 3,- SG; hnd &¥;oshaemsaidongds bpmnally

O S, S and N, wherein.said ring is aIIy

SUbSis R b Phe B o5 FHRHED A oien SPBrISRb), gy, ghenyl

hy dg,00¢ C4 pgouphenyl or Cl-C4 al kyl group; 15 w1l

|s car om nitrogen atom or CH group; W2 is
Woxygmmn@mmsuuognnmmmrmﬂgr@m or SO2 group; and

2opt i cal ant| d salts and/ or
hyd}saqxggena% I%O?u %{Onﬁ ’{?ﬁ éﬂ%% i nvention al so

and 6ptifaPantipddéd s r@&bﬁra!mcaadxot galts mdma hgdrates and/opsul edtes thereof.
t he conpounds_of formula (1) or o tical antlgsodes ot

r ac Sheirvengen @lsor ilaes m@ﬁa&tf@gn%eu len) copRPsitigns chRipinyie the
oor%ﬁoﬁ(ﬁts o\fefohﬂglr e&j %Ptoptlcal 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.

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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Furt hernore objects of the present invention are the
synthesis of conmpounds of fornmula (1), and the

W@ besiessko and phar maceuti cal manufacture of neERCTHEHIRNTS00102
contai ni ng these conmpounds,7 as wel |l as the nethods of
treatment with these conpounds, which neans
admnistering to a mammal to be treated - including
human 25 effective anmount/anmounts of conpounds of
formula (1) of the present inventpon gsgisuch or as
medi canent . DETAI LED DESCRI PTI ON Z | NVENTI ON The
present invention relates tgon ni-@ B 1
recept or antagoni st ﬁo phe
derivatives of fornu

PCT/ HU2007/ 0QO @

R5 (1) wherEi

group; 5 R2 is Sefécted from (1) hydrogen atom (2)
Cl-C6 straight or brangched al kyl group; (3) -(CH2).
NH2; (4) -(CH2)n-0H_A£5) -(CH2),-CO NH2; (6)

- (CH2) n- COORS; &7 yl optionally substituted with
one or nore hydroxygrsuwp or halogen atom or R, R2
and the carbon atomtt Wi ch they are both attached
together forma 3-7 10 nenbered cycl oal kyl ring; R3,
R4 and' RS are independent|ylof each other hydrogen
aton1 hal ogen atom cyano; nitro; ami no; or am no
Wherelstituted with one or nore Cl-C4 al kyl group;

R! is hydrogen atom or C;-C4 alkyl group;

0 R HO N O R8 0102z R /|

R? is selected from (1) hydrogen atom; (2) C;-Cs straight or branched alkyl group;
(3) (CH2),~NH,; (4) (CH3)s—OH; (5) «(CH2)s—CO-NHy; (6) (CH,):~COOR?;
(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
membered cycloalkyl ring; | '

R3, 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;
trifluioromethyl; C;-C4 alkyl; C;-C; alkoxy; trifluoromethoxy; C;-Cq4
alkoxycarbonyl; —C(=0)-NH; or hydroxy group;

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;

Q is selected from

® =]
, optionally substituted with —(CH)—OH group, or (CHy)—X-P
group;

@ —N )

, optionally substituted with one or more C,—C, alkyl group, one
or more halogen atom, (CH2),—OH group, -(CH3),~NH; group, (CH2)un—CO-
NH, group, trifluoromethyl group, oxo group, -(CHz)m—CN group; -NH-CO—
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trifluoronethyl; Cl-C4 al kyl; Cl1-C4 al koxy;
trifluoronethoxy; Cl-C4 al koxycarbonyl; -C(=0 -NH2 or

whyasosss4@r oup; 15 Z is selected from (1) singber/Bonw;/000102

(2) oxygen atom (3) CH2 grsoup; (4) CO group; (5 NR
group; (6) S atom (7) SO2 group; Qis selected from

(1) -NO optionally substituted with -(CH2).-CH group,

or -(CH2)- X-P group; (2) -N3 20, optionally

S ub@,-Cy alkeH) Wiréup, GNHASquﬂleC‘CélkSﬂ&} gaoupy H@H)upC OORE group, —

o GLB-NRURE P AL 6ol ROy 8oy 1 N %@Hﬁ%@? k. ~NH-
.,,-CN NH CO WD 2008/ 068540
oé‘??@b%%&%é 8 (Cl%:zugl kyl) group,

NH- SO2- ( al kyl) group, -(CH2) m OO0OR group, -
CO- RRRa~ ,Y-(Cl-C4 al koxy) group,

-NH-CO( m CiBoup oup, NH S02- CH2- CF3 group; (3)
-NO-Y group;, 5, optionally substituted with oxo
gr ouR, - \#°1l-C4 alkyl) group, C1-C4 al kyl group,

-CO (Cl- 4 4l k
-(CH2)m OH gr oﬁlﬁatl&é%g %“Htﬁgbg?%ﬁ&%%gfo?‘gﬁw4 alkyl)

(5) groupy €Y-Grakni; group, (-€)0~(N,-aCoalkyIN gBougy, «CHem~0—(CHa)mOH

or srowp, {6Bblrontl epoaitb M lsid o Pl ety

(5) —N N—Y
group;

/—\ I\ /~\ 0
6 — 0 or —N s or —N s<

— — — © group;
o — NH or —N N—Y

\\) _J group:
0

, optionally substituted with —(CHj),—OH

group,

© —N®N—Re
group;
A W
(10) —N/_Q or <:®

N
group;

/
is selected from (1) (CHa),—NR*R®; (2) (CHy)—X-P group;

is an integer from 0 to 6;

group,

is an integer from O to 3;
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group, (9) -N()NRe / group; -NA~W (10) or /INpPp
group; (11) -N B 15 group; Y is selected from (1)

WO Q@BAY8S4NRaRb; (2) -(CH2)n X-P group; n is aPCIT/AHU@000102

X

RC

Re

fromO to 6; mis an integex fromO to 3; WO

2008/ 068540 PCT/ HU2007/ 000102 9 X is selected from
(1) single bond; (2) oxygen atom (3) -CO NRc group;
(4) CO or SO2 group; P is selected from (1) phenyl

gr OidReleORY HRIMRAL 1)irlOBbd; (2 A BtoRfI§3 PLCODNR® ; (4) CO
hal oggrt]3 atom w }%y, cygn)g&yg?n ng oi( y Cl-c4 ”%;oup @
gr oon80A(&pup saturated, 5 partially unsaturated or

P Sl ottt fpfoDepb bt RPN AP HERCBIEEE more

opt he! dtomy BSHidxy! egandl tafhingd Bﬁ‘ QyFC ekl @fdupgm atse)lmated
0oxo, hydroxy, cyano, am no or -C4 al kyl grou

C5- Bt nesaiurated gF sramating- amfrrrbsre&rléna i*)ntﬂpmgo]gé&l eroatom
at O&?l t@orh'@ % Sgy ItJh@rhelRﬁ rlkg 1d?19f1 Q@ostlmed with
AN yaroge

Si nu eously n atom t or branched

C1- &% @lthorke hglogem atofr3 oxo, Fzgzdrdsuy ayado,ta:nmnn iot Cofaralkyt graup; 3)
to which tlh g¥are both attached together forma
sathgﬁéiﬁcoag Ry unsaturated or aromatic 4-7

R* HEIRE £ (1) HydesPeh kB Owidth Ihe HRbAEGARAMRE | shda@dli EdnOfot be

tothe nltrogen atom to which and Rb attached)
sel simuitandousim hydrcgenS@zn,a@d stpighher branc@éu @i-¢6 ﬁl&y group; (3)

oPREN s B i ok B B R R o
hy dgze@erd apatinldy ubdatépdted| ot ydrogatii g7 ﬁi@mbmeﬂymhg)gnmtalmng 0-3
a ohn}ger%%to% (1?1I ail( dlltl()gnr (t)(gj Ft)he (ﬁ:11tro(gjgn ha odnrl ot)éyv%{ucxl RQ (y q{b attached)
selected from O, S, SO, and N; wherein said ring is optionally substituted with
one or more halogen atom, 0xo, cyano, hydroxy or C;-C, alkyl group;
is hydrogen atom or C,;-C4 alkyl group;
is hydrogen atom, C;-C; alkyl group, C;-C4; hydroxyalkyl group, C3-Cg
cycloalkyl group; |
is hydrogen atom, C,-C4 alkyl group, benzyl group;
is (1) a C4-C; cycloalkyl ring; (2) a saturated, partially unsaturated or aromatic 5-
7 membered ring containing 0-4 heteroatom including W! selected from O, S,
SO, and N; wherein said ring is optionally substituted with one or more halogen
atom, oxo, cyano, hydroxy, amino, phenyl or C;-C; alkyl group;
is 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, cyano, hydroxy, amino, phenyl

or C;-C4 alkyl group;

W!  is carbon atom, nitrogen atom, or CH group;

W2 is oxygen atom, sulfur atom, NH, CH; or SO, group;

and optical antipodes or racemates and/or salts and/or hydrates and/or solvates thereof.
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cycl oal kyl group; Re is hydrogen atom Cl-C4 al kyl
group, benzyl group; 20 Ais (1) a C4-C7 cycl oal kyl

WO 20vg/06§52) a saturated, partially unsaturated BCT/HU2007/000102
aromatic 5- 7 menbered ringocontaining 0-4 heteroatom
including W selected from0O, S, SO2 and N, wherein
said ring is optionally substituted with one or nore
hal ogen atom oxo, cyano, hydroxy, am no, phenyl or

Cl- tfe alvettioDaRY FelaRsi 1 fhe ?ﬂﬁﬁﬁﬁeﬁﬁcal RBfpbsitibis containing the

unsaturated or aromatic 4- nbered ring containin
coripouz8s df Hetrewla (f)oon opticat tagtipddes rarracegnatespr s#lts oF hydrates or
ptionally substituted with one

501‘6?esrﬁfrgoﬁ%sl%arglﬁpngfeg?ﬁn?‘oxo, cyano, hydroxy, anino,

phepyitherRbre(abjéets of thpregentiinyention fe dar dyathesit @Iﬁ]compounds of
n| trogen atom or CH group; W is oxygen_.atom sulf
8NH11 dcfie ghemjcpl §pdpharmgcentigalo Franpactuggqfy Hlfglscaments

C R I d &t &
o A L) O, UL 9, 0, e

compamnidsvelnith oreamd azbnmfsteamgsto aonarhmalplogrerteeatedt- ipelnding human -
conp03|t| ns con f f
STV OBy T P RS A S oo oEO B (roraar pieogh TGt ysuch

or AN medfiSdnY&k €S thereof as active ingredient. Furtherrmre
objects of the present invention are the synt hesi s of
coniﬁb@mjm Stialogent csuhsntaer(t@enotsﬁ dluoriae, c¢hdoririea bropige or iodine

ato a ectgﬁlf}%l(ﬁa%sgﬁnlu tplulgs%d l{lht %e%sﬁﬁ'fg@ésé ipt &Ph@d&%snglethyl

reat ne
eth‘901, tnbrrhﬁleaﬁd isopropeLas difiskdnt butyd @ftﬁlp&dfherse € 424 aikyltgyoups can

to be treated - |ncI d|n man - effective
be mlaaﬁw%m@@fm@eﬁﬁo B%XYF Vﬁ%‘P&PS( 1) of the

Pr egfaYy. 1 G Efeg'}t)e?e?ocq}!‘éﬁ@ rif infhe TRANARNGINR? add R8N be e.g.

term " hal ogen st1tuent denotes fludrine, chlorine,

piperidite)) pyoliding | piperazitg nisomdpiperazinen 100:pdling, mon@mne and
hg d in the present description denotes nethyl,
the, normal - and isopropyl and different butyl

gr oTﬁé 4-T heSbefed iéerd éc\/ﬂc Hh® P $he eaniAg JfTP ah@ Botathe e.g.
al koxy groups and C1- hydr oxyal kyl groups The 4-7

imidendler éuazobs, e@mylcl tiazold, n@tﬁazplt:,h durgp.a ietrryerofygan.q pyrimpdine,
oo o 7B, e PSR, RpoBhage Bommorns
thiomorpholine and the 11ke

The saturated, partially unsaturated or aromatic 5-7 membered ring in the
meaning of A can be e.g. imidazole, triazole, oxazol, tiazole, tetrazole, pyrimidine,
pyridine, piperidine, pyrrolidine, pyrazine, piperazine, homopiperazine, morpholine,
thiomorpholine and the like.

The invention relates also to the salts of compounds of formula (I) formed with
acids or bases.

Both organic and inorganic acids can be used for the formation of acid addition
salts. Suitable inorganic acids can be e.g. hydrochloric acid, sulfuric acid and
phosphoric acid. Representatives of monovalent organic acids can be e.g. formic acid,
acetic acid, trifluoroacetic acid, propionic acid, and different butyric acids, valeric acids
and capric acids. Representatives of bivalent organic acids can be e.g. oxalic acid,

malonic acid, maleic acid, fumaric acid and succinic acid. Other organic acids can also



the like. The 4-7 nmenbered heterocyclic ring in the
nmeani ng of P and B can be e.g. imdazole, triazole,
WO@@8068544 i azol e, tetrazole, furan, tetrahydr oPCr/aEW2007/000102
pyri mdine, pyridine, pipatidine, pyrrolidine,
pyrazi ne, piperazine, honopi perazine, norpholine, 20
t hi onorpholine and the |ike. The saturated, partially
unsaturated or aromatic 5-7 menbered ring in the
be TEAN LA RFhylrox§RciS e§: Sitrid 4bidl AR acld, bAZOhRtic 0XBSRYlic acids
tiazole, tétrazole, pyrimdine, pyridine, piperidine
e.gphenzold atiider salioylie aeid, apwpl es aliphaticodwmmeticasulivaic acids e.g.

hol i ., L hi i~ne 1 )
meTRpBRIoBR ciq AL STGRERSYENFs, 200, BiiEclaly Satudlc Bt of the acid
addifbmvdlg i§ in whizhfiBglaoM tbmp@intidsedf ddea neshavBahdramsugialietfect in

and _inorgani¢c acids can be used for the formation oéf‘e )
5 thesanplied dape Poi dosampthavs ynfagareable drffusass en dbs aldeqt of thpactive
i hg#e! laQabifioR Gl ' ' @&g bRMREPRRNtidh salts.
mgg%(?%ﬂt' egrggglggﬁdgﬁﬂo\f}ggl%o?é#%%gg"g%t% Hg? ga %ac aci ds can .Sa )
Thberessog. whpravid additidn s381s, aekich cdcaapd belong ftb uthe qpheenacsutically

acgiable SRR sl velopBits tisrrbent RivgRiietis, Gpf GulPey case they
carPb & vaRfag 53R itlfél REHES PR dRSO]1&idh of S ddstred GbrElpounds.

mal onic acid, mal'eic acid, fumaric acid and succinjc
10 aci dmapghbe selts formedawithi basesrespecidlympatrel ewstgalts formed
PCT/ HJ2007/ 000102 .. 11 b d, X (of]
wifp ghRtls, g godiul st aARiR-i WERE. o Uolfum and
magaédaKy hé velCasdwith eangmorie 02 Wrgarde iathinds. Tk ilatydri asesceah, have
as well as aliphatic and aromatic sulfonic acigs e.qg.
further HaRsittentone-e. AYARXYNRF AUHRN FEPSy M Ccan dpfjuence “e.g. the
i Al e [ ageideovia
Soﬁﬁgﬂlﬁ %%ii ?P]é/ﬂ]a&e{agllgd&t:% géedrﬂc hi ;ngl ?altgoes not erl]tgv'ghés e
15 phafeceymally aadepmabledmse addittort dabis.appl i ed dose or it does
not have. unfavorable influence on the effect of t .
ot Aeordinggo die wentiop{Be somBpand e orwsie o e B sitesized by
redel1Rg IR aRie defvhiwATFemhaP(1® acid addition salts. The
reason why acid addition salts, which do not belong to
the pharmaceutically acceptabtMacid addition salts
bel ong to the presentrin on is, that in given case
they can be advant ageou he purification and
i sol ation of the desired conpouhds. 10 Anbng the salts
formed with bases especially inportant are the salts
formed wth alkali netals, s0di um  pot assi um
al kaline-earth nmetals, e.gR? m and

(1)
20 - wherein the meaning of R, R* and R’ is as described above for the formula (I) — with

sulfonyl chloride of formula (III)

ﬁ o)
CI—SAQ—(
I on
(11D

then the so obtained phenylsulfamoyl benzoic acid derivative of formula (IV)

25
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magnesium as well as wth anmoni a or organi c am nes.

The latter bases can have further substituents, e.g.
why@sosss4or am no groups, which can influence BPCOHURIVS/000102

solubility and the handling2of the product. The salts

formed with bases are 15 pharmaceutically acceptable

base addition salts. According to the invention the

compounds of fornula (1) can be synthesized by

reacting an amine derivative of formda (I1) NH2 R3 \

Z RA/ I RS (Il) 20 - wherein the peaning of R3, R4

and R5 is as described above fof

with sulfonyl chlori de <pf fo

Cl-11-040H 11) then 2 obRained phenyl sul f anoyl
benzoic acid d é?@rrrul a (IV) 25 WO
2008/ 068540 P Tr OO 10¥ 12 0 JOH N\ R3 O

SAO Z R4/ | R5

R4
R5
av)

- wherein the meaning of R3, R* and R’ is as described above for the formula (I) -

reacted with an amino acid of formula (V)

M

- wherein the meaning of R' and R? is as described above for the formula (I) and R is

C1-C4 alkyl — and the so obtained compound of formula (VI)

@*%r

//\\

R S
(VD

- wherein the meaning of R', R%, R?, R?, R’ and R is as defined above — is hydrolyzed to
furnish a carboxylic acid derivative of formula (VII)
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(1'V) - wherein the nmeaning of R3, R4 and R5 is as
descri bed above for the formula (1) - is reacted with
w@rooaionssao aci d of formula (V) 5 RIL R HZN OR  CCT/HU2007/000102
wherein the neaning of Rl aad R2 is as descri bed above
for the formula (1) and Ris Cl1-C4 alkyl - and the so
obt ai ned conpound of formula (M) O RRNOR HHSO

R3O\OZ R4/ 1 10 Rs (VI) - wherein the meaning
of R, R, R3, R4, R5 and R is as defined above - is
hydrol yzed to furnish a carboxylic acid derivative of
formula (VI1) WO 2008/ 068540 PCT/®IU200'H 000102 13 0 R
R cXNJ)oH HO R3 p SOZzZ 4 ol

N
H

(VI
- wherein the meaning of R', R, R?, R* and R’ is as defined above — finally the latter is
reacted with an amine derivative Q 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 modifying or removing the existing
ones, and/or salt formation and/or liberating the compound from salts.

The sulfonylation reaction is preferably carried out in a proper solvent,
preferably in the presence of a base. The reactions are followed by thin layer
chromatography. The necessary reaction time is 6-20 h. The work-up of the reaction
mixture can be carried out by different methods.

a) The reaction mixture is concentrated and the product is isolated by
crystallization or extraction. If the crude product is not pure enough, then column
chromatography can be used for the purification of it. The column chromatography is
carried out either on normal phase using Kieselgel 60 as adsorbent and different solvent
systems, e.g. n-hexane/ethyl acetate, chloroform/methanol, dichloromethane/ethyl
acetate or chloroform/acetone as eluents, or on reversed phase using YMC-Pack ODS-
AQ type packings (produced by YMC) and acetonitrile/water/trifluoroacetic acid or
acetonitrile/water/acetic acid as eluent.

b) The reaction mixture is poured into ice-water and the product is isolated by
filtration or extraction. The crude product is crystallized or purified by column
chromatography as described above. The structures of the products are determined by
IR, NMR and mass spectrometry.
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R/ RS (M) - wherein the neaning of R, R2, R3, R4
and R5 is as defined above - finally the latter is 5

WO e@sestsni t h an ami ne derivative Q and the obpei/HA®A007/000102
phenyl sul f anoyl benzam de derivative of forrmula (I) in
gi ven case can be transfornmed into an other conpound
of formula (1) by introduci ng new substituents and/or
nodi fying or renoving the existing ones, and/or salt

for gy @{1@( EmphlRr G foRRulh R ICEMPLEETET 668 With base, e.g.
Theﬁguﬁ%}ly ati onr#)r eaction i swpréf erably carried outa,se’ 8
alkahy gmtﬂrWXId@Imdet&bly s@liyn efr dithilymy hydroxide, ¢rr with maecit, e.g.
a base. The reactions are .followed by thin |ayer
°r5‘3ﬂ‘r"€ﬁ‘§l’ Brgf?eéﬁl?wlyenﬁ’ﬁoéo?’%ﬁ‘éggg'ry reaction time is 6-20 h.
TheTH® afiddPbed Fdimafi@@CireQiteferibky Uirtied it b preparingchn active
out by different nmethods. a) The reaction _rerture i.S .
derpeptive fiom pcrtrbaiglic eidpplh fasmbla V) 05| YR Vhigh 15 reacted with an
rystal ki 1. ORNO . j 0r '
g/ oL EEALLEY) U FHEE 0, Pmgavely) Br bty (RIS iESoncE of o
bmﬁed for the purification of it. The col um
chromat ography. i s carri ed .out..either an normal phase .
Usi NEE RPBeHion 6 2 arbatylt B MG H0rP POV 6ry Bf carmied
outS YAt ’ (ﬁlriﬂng MhdeXARR/ eddid! fBAR4tAME in a proper solvent (eg.
~chlorof orm net hanol, di chl oronet hane/ethyl  acetate or
dinpéthylfarinemidea casetomigriles ahllarinated, hypdroeatbonsy e Jwdrqspeeps or the

.usi ng YMZ- Pack - . AQ t.ype pagki .

X g@é‘?’\(/’&i 'ﬁﬁ P%F@Q’/awgsf F%’or%gace icci%gglg% ?%g B%M) from
carB6R$1RMcld WitBANiBhyrchRgRe), eniked shhydriédsue)gt preppredifiom carboxylic
redction mxture is poured into i ce-water and. the, .
acirwidh dtobyy! chlorefermenteyn the preseacs ghadiasea s afE‘Fﬁh&E‘.mlﬁﬂeathe

ude p cr o . i .

o o BRTUER, W UBR AL SEA P Gt 5L )
didyblehgtyd-adubodiimide det DEC)ed byor | R, (ivenzutriazebd y1-N,N,N’,N’-

spectrometry. 2008/ 06854 HU2QQ7/ 000102 .14
teqmlvg%ﬂ%fﬁe\ggk&%éwﬁ@“gﬁ T I (0 ot @ base eg
trifyl ﬁféz)ome iV A& RASE caf bR preprdPitia tBRIpalatuly t @ iratze of 0
preferably sodiumor |ithiumhydroxide, or with an
°Cao iréhm éergperatoreg Anpropercintno peidoé ferbivja €V) drlancngae & is @dded as

a qaggé gx&s—r%?eaéa pglg(b Qvg qg&%mtaic%qg tl"{‘e:r §o gtgtgifngé ggilué{onc & sruisgéjnsion

in the presence of a base, e.g. triethylamine, needed for the liberation of the amine. The
condensation reactions are followed by thin layer chromatography. The necessary
reaction time is 6-20 h. The work-up of the reaction mixture can be carried out by
different methods.

a) The reaction mixture is concentrated, and the residue is crystallized or
extracted with a proper organic solvent and in given case purified by column
chromatography. The column chromatography is carried out on normal phase using
Kieselgel 60 as adsorbent and different solvent systems, e.g. toluene/methanol,
chloroform/methanol or toluene/acetone, as eluents or on reversed phase using YMC-
Pack ODS-AQ type packings (produced by YMC) and acetonitrile/water/trifluoroacetic
acid or acetonitrile/water/acetic acid as eluent.

b) The reaction mixture is directly purified by column chromatography as

described above to yield the pure product.
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5 derivative froma carboxylic acid of formula (IV) or
(VIl1) which is reacted with an amno acid of fornula
W@ Yoso685an am ne Q respectively, preferably iPCT/H&2007/000102
presence of a base. The tnansformation of a
carboxylic acid into an active derivative can be
carried out in situ during the am de bond fornmation
in a proper solvent (e.g. 10 dinethyl formam de,
acetpdi dhiches ©F! @i pRIdacks N derfkipes By IRYANMRI behsmass
or the mxture thereof). The active derivatives can be
spegtrometipl ori des (e.g. prepared from carboxylic acid

with, thionyl, chloride), . nmj.xed [ :
" o DR R S 653, ffinacty rom
meﬂ’hﬂdodfﬁﬁrleﬁdf&i(ﬁl) i fin tgvenniags eac be afansfolmakint@ agother compound of
Ctriet amne), active _este . . d, f .
o i e S S e Bl SRR Sy S o e
exi%ir?%%h&h oot %ﬁ@ﬂﬁh' 58 s (JXacRs and/or liberating, the benzamide
I-1-yl-

nzofriazo N, N, N, N - tetranmethyl uronium
deriveatiaé lofi oramuiteo@p fratmethé [dBifedi avid additonesaits by trehtmeny ath a base

.g., Jdrie | ami .. .Ih ti i yat i .
anipipe fis tofert O derair et tiie B b2 hioraal 5 st by
tre;tBlEREW AL Uhese. A proper am no acid of formula (V) or an

amne Qis added as a base or as a salt fornmed wt

h
i noFgmimsenectlgaving thecbenaylogrowp fioen Nobengylogrowp, which stands for

eSuspensi on.20 in the S . Of e
R triet %/I %arﬁl%(g, ourtle%ée d‘pf;ﬁgr ga?‘ﬂgn?i %?rr %ﬂelﬁgt}]onof&t Igvétharﬁhlr? é?ethyl
chibhornsae 4R s prdpen sbBeat i Ties canpounds |adfwiedmbla (Ihicontaining free
chr omat ogr aphy. The necessar reactjfon [

! s 6-20.
hygroxy gEougofaR. b tramstermeds in AN PL SHiFRY VBV ¥k differen
ac§iting®¥r s@f&ﬁa@&t@%&aé@ﬁkh%- re@dtioht ecaﬁel%CEJilrlﬁ@d NGuX HUF %xigﬁple in

concentrate e residue Is crystallized or 2

chlexihatad hedrovarbénsausprgopeet chdomdmircacibinhydiideascacylatigg wgent in the

case purified py col chromat ogr aphy. Th | u .
PrEFR Rl ooy e% CRIPIBARELY GHONBL (FaTooBREE e ThE fonamide
detfi £984 B ok 2Q) d6RMNERN nAfdgrdip lced 88 trafsfoMaet into amines by

systens, e.g. toluene/ methanol, chl orof orm met hanol

redyctioroangbthe Apdegsar be farther geasted to giveracihypidseas dsgdieed for the

. YMC- Pack ODS- j
T N U
ca &R Ipyiiré1fkdde aind ity bbtaftled CiréxC catbasyliel atgdy carb be Tensformed into
reaction mxture is di rectlyagurifi

et A B\ 58 M5 g o
be Qfegg&ff)y 0%&% QP %‘Pgﬁéc“ Qm&%’ é"%%é?:g@é fad oilﬁydro gen chloride).

Cyano groups can be transformed into amide, N-hydroxy-amidine or different N-

containing heterocyclic groups.

Most of the amino acids of formula (V) and amines Q are either commercially
available or can be synthesized by different known methods. The syntheses of some
new amines Q are described in the Examples. Following these procedures the other

amines Q can also be prepared.

The compounds of the present invention as well as their pharmaceutically
acceptable salts or hydrates or solvates can be used as such or suitably in the form of

pharmaceutical compositions. These compositions (drugs) can be in solid, liquid or
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The structures of the products are determned by IR

NVR and nmass spectronetry. The obtai ned benzam de
waleomswetskves of forrmula (1) - independently frpOT/HER007/000102

nmet hod of preparation - inigiven case can be

transfornmed i nto another conmpound of 5 formula (1) by

i ntroduci ng further substituents and/or nodifying

and/ or renoving the existing ones, and/or formation of
serdifilphid Wt NarRC Rl mABGHieAl AdjRein@lahd huklRrpemtaiidean be added,

derivative of fornmula (1) fromthe obtained acid .
whinligire commoalyt wsefhyin prasticersneh of earierspexsipientsdlikyents abilizers,

ree sul fonam de derivati Nol§ . :
welthingr P e sea AT BYE oPnglf pikistielipflubRihe Davoring or
arofif¥izing SisanélPaslogdwliafign-pRuendiig y forgiubatipnf provididgtadditives.
whi ch stands for Re, can he carried out

w ¢ Fhe dowey FeIIRY i BYFEHEe thghansitig! ef ot B VaBt Whig'“%ae it
ancf 2&%?‘% qitf%at fo 'the dndilA0 rreﬁglrﬁt)‘rjnglﬁts iﬁh@acﬁoﬂp%%%gﬁﬁlar case,

containing free OXy group can
dependingfonrthe staged tthe diskaseythe comlitiéroand the bodyvéighof e patient to

different acyl ati .or sul fony| ati.ng..agents. The
be e el A SRS ] B RIS gt e, vt o
ad i fatiBR LRI nEMHECSAIRG RathSdnt ThE aBuehid¥e iof €heddctiae itkredient
anhydride as acylating agent in the presence of

a
to bassed(aangafely betpipiminehby dhe aftsading rhapisisnskidled ipthe art in the

sul fonam de .deriyvatives of formula (1) containing a
kn‘?ﬁ’]ltep%e_ ﬁBat&eé’E{%tée ?a\ger‘lizforrred into am nes by

r ed g ipBfmeutidak cafipsitfors aontainifig) tHehative éegredienttascording to

give acid am des _as describhed for the ac I.atiéj1

f
thenprasenk ynyspbem seallyceoniamill @et(0,me fedctivs inge ent'in a single
do%%? LS gzig,dof &ﬁﬁs%[)pcggigl'éoﬁlatzﬁ)le GRIbURE oPYHE RiX € §kbradienttil®Some

tarne ree carboxylic acids can be transforned into
compositiensiexceedadid uppemortlowpr lipis defiiedabdes.i vat i ves.

N-(tert-Butoxycarbonyl roup can .be cleaved .
or ganf 6016‘#1 %qrﬂ’é rogél?ﬁ @Yag%?%ggfe@ cgmpp §lg??su%flg)§ce ' iq%lbl%{%’i dragees,
ca 'hle"s‘)ﬁ?[l@ 9F gyoff)hilﬁéd d8wder dayufesAfsefup SorCtA8 phparation of injections.
ransfornmed into am de, N'hydroxy-am dine_or different

Liquid compasitipny ateether visgtablecangt infpsabler sompesitiops, flpid medicines,

S 8 o, S G 05 R s, e,
shallifd @i Qties kROWPpBELIMRES. The syntheses of some new

amnes Q are described in the Exanples. Fol]agw n )
t heder ghosafupt @ SimPIGAMBHISIEREPR JE lbseléf}?l%llé the ptarmaceutical

BRSO B ST o
adhyrdstated ©noe, of alfeamadtiplanotrehalf ¢hirdier Such pert taneafauch dosage
unitg aEehgg.f ?augts?fwhich can be powdered with grooves promoting the halving or
quartering of the tablet in order to exactly administer the required amount of the active
ingredient.

Tablets can be coated with an acid-soluble layer in order to assure the release of
the active ingredient content after leaving the stomach. Such tablets are enteric-coated.
A similar effect can be achieved also by encapsulating the active ingredient.

The pharmaceutical compositions for oral administration can contain e.g. lactose
or starch as excipients, sodium carboxymethylcellulose, methylcellulose, polyvinyl

pyrrolidine or starch paste as binders or granulating agents. Potato starch or
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phar maceuti cal conpositions. These conpositions
(drugs) can be in solid, liquid or WD 2008/ 068540
wEONsHkBOO7/ 000102 16 sem liquid form and PCT/HU2007/000102
phar maceuti cal adjuvant and7auxiliary materials can be
added, which are commonly used in practice, such as
carriers, excipients, diluents, stabilizers, wetting
or emul sifying agents, pH and osnotic
mlﬁ{)€1§'§t‘dﬂi%e'd%f1{llé§@ G4 A@ded haMRirit&Gatidn agén@sEutt ZiltRgamyASpectin or
as formul ation-pronmoting or_formnulation-providing
fommehm@@sels cam alsel bs aged. Taleums eollqidicesilisiq agigyestearin, calciim or
t her f C elimts and
ma\%‘?sflﬁ)@gt%%ﬂi ft b fu§ 0{haes "?‘ﬁéﬁ’@’sﬁu%& !Ugglu%mr g(izlmant s in each
gf The tab@aﬁh bﬂubamaﬁa&euneddzepd))dWEtggmmlhﬂxm foldxgyeedoby piessing.
I sease, .the condition and.the bod ight of th
The oed actise TEQIPRIS 8], SEPITEN| Saleh 1 BoRYER 59 pasrof the

dlshg%r&iﬁ hr%a'gralﬁﬁ’ﬁécp %thtah‘%qﬁé‘édsvﬁcd)ﬁw&%g la§iMdous hRBhEliOdolution of

nistration and nunber of daily treatnents. The
theabindats tose wgfprepratacyiipmenhgtheni that gragulats ise dugdadTbgrother

det m ne t he attendl n
cisifeint PTG s o bt gactar 0y ik Sl ey and
thetiﬁlxhir@?stlﬁgssea_ hﬁa B Rst. TR G@bini casd the @amag hxfelrﬁ)zﬁ& withhaliving pgoove
the active ingredient according to the present

to ¢ase thetadowinisisafgnt y contain 0.01 to 100 ng of active
| ng&'ﬁ% lkai;?e{t% a{li ?ﬁh ?ﬁalag ld%e%tﬂpﬁ@&ﬁhg Dikturd bf H ad g qﬁéf&ﬁgnt and

possi e anoun € active I ngredl ent
theSprdper duixiléiepds/ pressinsg. dx cgheds cdshetheppleletsoran ln:e/\mated by using

limts defined agbov The soli.d forns of the,... .
ad‘iiﬁ&?sr‘r%’é‘@??]é’a?seg g’e?l Ehagﬁgceggi:‘al b%ra%ncg etgayf‘faé)flgz,ers, flavoring,

colgﬁﬂ%%gélts sﬁélp§§1§ o@llﬁ1|o§e @éndaﬁ@&mnlétﬁﬁdopé’c Ellulose, sodium

es usef ul or t he preparatlon of I Njec i ons.
cmbomwncihy:loctbmet iae)s polpvinyle pymobidensb| @alcanm iphpsphats) ecalcium

e §FERE o B T R B AL B @M . 1

theb@ké 8 BapsEleLMFEMixtu2d of thdlkdctige iigiddisne andith@d aux111arles is filled into
posi tor| es. For the sake of a sinple adm nistration

CapS!J s suitable if the pharmaceutical conpositions

conpe u%o%?é@ag m;r}ss g%%@ér%@ir?:ﬂgt ﬁga&mtca%eme by using

aCtIV I ngre once

walted] gliy@dls diloralewhbhs| Eolotihg ardl avotiagapéntpart t her eof
Such dosa hl et.s,. which . .ca

e units are e.
powdier deFtdi migistatien the &%wpﬂam@ S, TREPWIAY Br sigostories or
cl}gg:?sr "6l & &Etof}h Earf B8Ht5h HeBidetAeheth® BRAlenY a carrier, so called

m ni ste e required anount of the active
adepsgpre dippitsitorfalilagiess camboeegatabledilnisubh an hudrogenatidutsigetable

01ls at¥1e ycle,rrllde%r C%E 12-(913 %5 uggids e{erab? e 8afmers under the trade name
Witepsol). The active ingredient is homogeneously mixed with the melted adeps pro
suppository and the suppositories are moulded.

For parenteral administration the composition is formulated as injection solution.
For manufacturing the injection solution the active ingredients are dissolved in distilled
water and/or in different organic solvents, such as glycolethers, in given case in the
presence of solubilizers, e.g. polioxyethylensorbitane-monolaurate, -monooleate, or
monostearate (Tween 20, Tween 60, Tween 80). The injection solution can also contain

different auxiliaries, such as conserving agents, e.g. ethylendiamine tetraacetate, as well
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the active ingredient content after |eaving the

stomach. Such tablets are enteric-coated. A simlar
wetdosnssseaan be achi eved al so by encapsul ati ng PEEHU2007/000102

active ingredient. 30 The p®armaceuti cal conpositions

for oral adm nistration can contain e.g. |lactose or

starch as exci pients, sodium carboxynet hyl cel | ul ose,

nmet hyl cel | ul ose, polyvinyl pyrrolidine or starch
as m%e%sﬁ%% AR bAfTe A0 W 8iv'eﬁ‘ gased6¢H Snackibbad, @. S lidocdn. The

or 2 068540 PCT/ HU2007/ 000102 17 . . .
injerition selugion gpithiningcthe petivedngredieptiefcthe inventien istftpra hedore it is

agents. but ultra : i r  formal dehyde casein
fillEQ i, Fopoies, ﬁg%ﬁ_lsa%ﬂg%?n%gﬂﬁ DBdi ¢ silicic acid

st emith@actBlisdrediestris hygosepicythes itcan bt atabiized by lispitylastion.

anti adhesi ve and lubricants. The tablets can be

manuf actured e.g. by wet granulation, followed by

pressing. 5 The m xed active ingredients and

excipients, as well as in given case part of the
Utidities nt egrants are granul ated wth an aqueous,

al coholic or aqueous al coholic solution of the

bi nders in an appropriate equi pnent, then the ,

gr afrié dbBpbiidd loff @b préfiit diveBfion SieBridyk@iiaRéceptor antagonists, in

| ubri cants and antiadhesive agents are added to the
particiler sgjective| taadykinimdB 1 tepeptey sateganists cpnsequely e qiseful in the

tablet. 1n give t he i
we@itof hopisP gl St TS Lddah@RirRlcly BHeclRE P ddpounds would
betﬁ’ﬁécﬁbé_ i(faaﬂldg Greatattat aﬂﬂ pﬁihl yncludimg, t &g., lm':hrbmib epigﬁ, tplagticularly
_active ingredient and, the proper. auxiliarie - .
infj3ralp QDA TGFRLESSBabRRe Andaol pri GteasrtistiE ggRegivp gnotion
S| bkt L 2Giflyd BRAAPARC I AR colitis,
paif ?%faéi‘?‘j%%‘%Yﬁé%a RGN SR ad&%‘??’ﬁgsf RS e couns
paiagentitis, cystitls, aneitisyaperiapetative opain degenerak isvegsry, ngiiggological),
or eth Iceluﬁlose,. odLun1lg ggébox net h Jcel.lltlosgrainsor
POYPREFatiYSoPEI  (ROTSHHICRIOPTA GHRITOB PO BIE ISR (o8- 5P
fraRtd)! HSrofahie onsﬁ&?@ti@fﬂe@fdlélﬂ, A8 tigjuryl, @hEntoBC Bfb pain,
aroma agents, iron oxide pignents, etc. In the case
magbnesppthy.e polymeurpprthy) edestal tnsen, Aadi qaacqr mgine diusthermgrg for the
the auxiliaries. | il led.in I 1 QUi
el e Bgeled bith el eilnsEARRM, Shibplt LUl pos
caﬁ[ﬂfﬁ@ @Mstﬂﬁée{j@‘f(}i%ti\ﬂ@mptongi %S@ﬁiﬁed O)iitlhsinmlﬂitis @b gl byperglycemia,
_coloring. an avoring agents. L recta . . .
dl‘ﬁaﬁﬁ,rﬂrstte?né‘f‘?aoﬁldt W@r%%ﬁ%p%‘g‘?t?i"élﬁ Kaihl?rB‘Pn‘_Eﬂ% gxétftion), diabethic
&Q@Qﬁhﬁ %bfegvé}r tﬁle %@Bﬁﬁ(ﬁ my{" %g_sdé@@%f R tYef@Bnt angioedema,
ontal n beside the active ingredient a carrier, so ,
athesdstletbsisadepic ook igp pe sintidrypovdlamid ardéorcanti-lngpotensive agents,

anX (ge%]p(:)sil;s{.Jl Sy rcl)'llaly %’e uggdc Qs s%lsoowgnrug e ?&gxea%tsv o0 ﬁ}e%pelagnent of spasm of

the gastrointestinal tract or uterus. Further, the compounds of this invention can

additionally be used to treat inflammatory skin disorders, such as psoriasis and eczema,
and skin injuries including burning and sunburning (UV-erythema and pain). The
compounds may be used to treat inflammatory pain of varied origins (e.g. rheumatoid
arthritis, rheumatic disease, tenosynovitis, liver disease, irritable bowel syndrome,
inflammatory bowel disease, Crohn’s disease, nephritis, allergic rhinitis, vasomotor
rhinitis, uveitis, gingivitis), allergies. Such compounds may be used therapeutically to

treat inflammatory airways disease e.g. chronic obstructive pulmonary disease, adult
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oils, triglycerides of Cl2-Cl18 fatty acids (preferably
the carriers under the trade nanme 25 Wtepsol). The
w@edswesskmgr edi ent i s honobgeneously m xed w t hP€TY@EU2007/000102
nel ted adeps pro suppositasy and the suppositories
are noul ded. For parenteral adm nistration the
conposition is fornulated as injection solution. For
manuf acturing the injection solution the active -
res#)i%ﬁd(’thgt?éé Shérofes %%n\éﬁﬁlls n&ingddid, |éi3ﬂlrn maf/berused to
fferent “organic sol vents, such as ycol et hers,
coritrol, giesteiat oasreversp aitwaB0 hmmﬁc\etymn Qﬁhmbi k4 ixepls lnt’énsgc and

exrﬁ% %%IR ssr,gé I%rt g;gaestl%)@gg l%o%g{)g} %n-aﬁggg)dc%%a%’onﬂrasthma

virdl b€ BhéteRalS ekadeitafedC asthmh,s othee Mot dllergle f dseineas! “wheezy-infant
auxiliaries, such as conservi ng agent s e

syndrame e radivesH ae exernciserrdiced brongBogoastrichgn. S5y vy dﬂfoeffectwe
HU2007 0 S S e g hali
o] RMREAI0 oo A SRR GESR, chmicoss
ptlleld,O@ﬁlbfbslsTmﬂlcosiﬁj aatiacosis Sanﬁubyssmosmntﬁaidmmllyhehey may be
active |ngred| f thg i nvention is

e o soPE A AT En’ SaPRATE TUUEleFI oS b Zhéimer's
dis 1‘%:@' Réreblal ddBSaaGkidsehd NAEIEGIMENEIuter headache, migraine
gro pi’c, then it can be stabilized by

includoygyrbplpdadtiorand agutejusd, ias well as qipeeddpap Hak@e. of t he
present invention are bradykinin receptor antagonists,
in 10 particular selective bradykinin Bl receptor
ant agoni sts, consequently are useful in the treatnent
or prevention of painful and inflammatory processes.
The conpounds would be effective in the treatnent of
pain including, e.g., chronic pain, particularly
i nfl ammat ory pain, hyperal gesia, bone and joint pain
(osteoarthritis), repetitive notion pain, myofascial
pai n (rmuscul ar injury, fi-bronyal gia), visceral pain
(ulcerative colitis, 15 pancreatitis, cystitis,
uveitis), perioperative pain (general surgery,
gynecol ogi cal ), postoperative pain (postsurgical pain
syndrone), posttraumatic pain (e.g. sprains or
fracture), neuropathic pain (postherpetic neuralgia,
nerve injury, phantomlinb pain, nononeuropthy,
pol yneur opat hy) dental pain, and cancer pain.
Furthernmore for the treatnent of pain associated with
angi na, nenstruation, diabetic vascul opathy, post 20
capillary resistance or diabetic synptons associ at ed
with insulitis (e.g. hyperglycema, diuresis,
protei nurea and increased nitrite and kallikrein
urinary excretion), diabethic
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hyper al gei sa. Mreover the conmpounds may be used for
the treatnent angi oedema, atherosclerosis, septic
WG bmskess4@. as anti-hypovol emi ¢ and/ or anti - hypot/Ens007800102
agents, and sepsis. They may be used as snooth nuscle
rel axants for the treatnment of spasm of 25 the
gastrointestinal tract or uterus. Further, the
compounds of this invention can additionally be used
Bid16pit41@4luatifd anmat ory skin di sorders, such as
psortasis and eczema, and skin injuries including
burni ng and sunburning (UV-erythenma and pain). The

Func?fgﬁglgggas may be used to treat inflammatory pain of

gins (e.g. rheumatoid arthritis, rheumatic

Asslissfiastcof dntami@otdricy at/Blvard B2 “WMW
syndrone 30 |nflannator bo -I d| Cr hn' s

of eytoselic calgianm iox once ntraf : afe ader I rix meter_in_cells

eX[Ele{ﬂl% r%oniﬁﬁ%'h%mzﬁi BY 'oi‘ IBt2' l%lept@}sl er 9' es. Such
erapeutically to treat
i nflammatory airways di sease e.g. chronic obstructive
QLﬁé#Eﬁ@ﬁry di sease, adult WD 2008/ 068540
S 2007/ 000102 19 respiratory distress syndrone,
bronchitis, pneunonia, asthma. They may be used to
control, restrict or reverse airways hyperreactivit
i n Ebinesmhameter pvary (CHIQ) ordls stakhe XIS HIE P man Bl

(Cig@cﬁijd{tinr%s FJ:n %h%Zafé % af,& n°Efer ng}:egﬁf"so hwfete cultured in

cupatrona vira acterl acer bat ed
Dultsdcbuta, Modilfied Ruglb alMahgmc(WEM)asqntﬂmimgek@%| FdtainCakf Serum
égndrone", as. wel |l as exercise-induc o
Eorenstehsenictinhi muey OBy 688 wagml amphpigsiin B, 1%
C 0
MEITHEERT Mg BCEHe RO RO S Ent FARGARG A8idsolution, 600
pgfhll GE135 1% pyraae (i theBWcddyla).rCuls sverd\kietit ia >iral inya humidified
they may be effective in sonme neurol ogic

al dis
m@bgor #yan garosphereiqf| 36 (P8, and YR %?a%g 04) %‘ES% Bmes a
g:%ﬁ%XVeré: %rleﬁpci a} lefj 581 0% %glﬁi RfiCon @Ein] Hetangs Weﬂsﬁﬁ(?roplates
grai ne i ncl udi ng prop y actic and
meamrémems &f c@rﬁ)sm&t Icalaﬁlm: li@s echdertaationr Ga%]; )Weere carried out 1-2
2008/ 06 540 PCT/ HU2007/ 000102 20 Bi ol og| cal
eq a¢lf BRI ynct i onal assay: Assessnment of antagoni st
potency at Bl and B2 receptors in vitro by measurenent
5 of cytosolic calciumion concentration with a plate
Flucrankgric fieasrémertt of cytnsalig] dakzlumzchnﬁfat@ r econmbi nant
human Bl or B2 receptors

Measurements of [Ca2+]i were carried out on CHO-B1 and CHO-B2 cells stably
expressing human B1 and B2 receptors, respectively. Cells were grown in standard 96-
well microplates and before the measurement were loaded with a fluorescent Ca**-
sensitive dye, fluo-4/AM (2 pM): after removing the culture medium the dye was added
to the cells (dissolved in assay buffer: 145 mM NaCl, 5 mM KCl, 2 mM MgCly, 2 mM
CaCl,, 10 mM HEPES, 20 mM D-gluéose, 2 mM probenecid, 100 pl/well) and cells
were incubated at 37°C in a humidified incubator in an atmosphere of 5% C0,/95% air
for 40-120 min. To stop dye loading cells were washed twice with assay buffer. After

washing, various concentrations of the test compounds (diluted in extracellular medium
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Cell culture 10 Chinese hanster ovary (CHO cells

stably expressing reconbi nant human Bl (CHO B1,
wEe0ssesseen) or B2 (CHO B2, Perkin-El nmer) receptDHE2007/000102

were cultured in Dul becco2s Mdified Eagle's Medi um

(DVMEM containing 10% Fetal Calf Serum (FCS), 100

Um penicillin, 0.1 ng/m streptonycin, 0.25 g/nl

anphotericin B, 1% M ninmum Essential Medi um Eagl e

frofaMEMMS 000 &S S I finBNDMB @ GbAccpfthtiér Mas <0006)Lor BigfeH were
418, 1% pyruvate (for the B2 cell Iine Cell's were

addedpo cath $ElL depemlntgjm thef éxpearimientelibetemrAfter inenbation at 37°C for
Sp % Yo ai.r _and passag ed 1:4
2035 TBa° Biisfind ind g ceteCiipnBl o oS P B AER i bppymn by
colfifh|witkeh blameﬁde@ ﬂ@@ﬁﬂ‘le@ﬁ (F1BbrosKHNCA BhA L &5systems). Exc1tat10n and
measurenents of cytosolic calciumion concentratio

detecft@apf]emlgsmmws qaied au fiom the bottomaf sheplatsy Filtgrsjused for Fluo-
4: %ga{% nrfyﬁlter ~ EéSul%{ll é}ﬂs&k}g fiflEAS Y8 € T ':'g'PQ Ev&%ﬂ_r??&g{\}\g&gnt process

Um concertration asur enen
wa€ perforgtbdoatt3 700 Anticvds cbn&nﬂedlbi@cﬁéiom&idﬂsvas&. dbhibitory potency of

expressmg human B 1 and B2 receptors, respegtively,
thecigpt) Gompaup @WS?%S% By dBgagureg. thesregiiptiony {ne s egpissevoked
[Cfﬁld 161 tRnCir 2}5@?&% %mfeféﬁtr @oﬂc@ﬁ‘l@ﬁﬂ)nw df rlhél compounds. The

uorescent sensitive dye, fluo-4/AM (2 M: after
aganistoweng) LysRABK tforr EHERBI and Ibeid@ymllwé@r @MB?- eelist ﬁsonlsts

NI S e
detg'nﬁhé@ Oéﬁse-rgsﬂé%@r&ﬁ%ecFIQOrelé&c@ 48! Weréngkpe@kéd as AF/F

were i ncubated at 37C in a humdified i ncubator in an
(ﬂlmrcmameecrhangé na%zmmd 96%&11116)30‘\11’1 dreat@ent On rf pinglgplate were

sto sh t Wi ce h
g gl etk Dl Bob L Fr RV e AR 3R purased
and 8%laveRigh OMNRRS wetd Lisddefdr bialpsid. Makditbyl @fteﬂ@cbﬂmo‘.df@ound at a
2008/ 068540 PCT/ HU2007/000102 21 froma DMSO s

ck
singlg| mflrc@rmatlpn RQINt DKBSCPXPERRsRcth A RETCEM RADILGR ﬁﬁ/aheo‘fontrol agonist
resg r%ﬁ({l 1 &)%ggtﬂra‘ﬁg? ?ﬁﬁﬁn\@ﬁl%r&e% Pe&d! ﬁ‘tge%ﬂ)f Eﬂr?:edazt% _(%%nved

setu ter 1 ncubatlon at
frof ﬁt leb:aStBieleriﬁdejﬁdd@g erpaiman)kad Khangess whre @&ﬂ]iiled as the

conEn e TR el TP, P ST L 8 BLBLS {SA0ST g

Exc t fRistheRFedSh Bihc¥Bsal @Ad bindth Hslt
fro*rl;wh?%*ﬁf}gté?%&ég?&tcﬁgwo | at e. eFI l[ters ucsed for FI uogft S are

thedollewmigt ati on filter - 485 nm emssion filter - 538

: m4- &bﬁZ,\ﬁ@({%Il)ﬁengﬁgtﬁ?l -earqx?x%]-ﬁ f{f—fé?—f(%-methyl- 1-piperazinyl)-carbonyl]-1-
piperidinyl]-sulfonyl}-benzoyl }-morfoline (NVP-SAA164, Br. J. Pharmacol.144 (2005)
889-899); K; 8 nM; ICso: 33 nM,;
2) (R)-N-[2,3-dihydro-2-0x0-5-(2-phenyl-ethyl)-1-propyl-1H-1,4-benzodiazepin-3-yl]-
N'- {4-[4-(4-pyridinyl)-1-piperazinyl]-phenyl}-urea (J. Med. Chem. 46 (2003) 1803-
1806); K; 0.59 nM; ICso 1.9 nM;
3) N-[4-(,4"-bipiperidin)-1'-ylphenyl]-N'-[(3R)-2,3-dihydro-5-(4-methyl-phenyl)-2-oxo-
1-propyl-1H-1,4-benzodiazepin-3-yl]-urea (J. Med. Chem. 46 (2003) 1803-1806);
K; 13.4 nM; ICsp 64.5 nM



was perfornmed at 37C and was control |l ed by custom

sof t war e.

I nhi bitory potency of

t he test

conpounds

wormsasssessed by measuring the reduction in thBCT/HU2007/000102

agoni st - evok

ed

di fferent concentrations of the conpounds.

agoni sts were LysDABK for CHO Bl1,
CHO B2 cel I s.

Agoni st s

and brad

[Ca2+]i-eleyation in the presence of

The 10
ykinin for

were applied at an EC80

CONTROKS, ahd 005, datemESREdviny ueforvhe eefetencevemnpounds dai inygood

det er mi ned dose- response curves.

Fl uor esce

nce data

a@ﬁ@?@“é%ﬁﬂ@%é@éga§nAFﬂp 1teRfWer escence change

nor gt il

pl ate were

ndipeed ﬁz‘é)co

nmeasur e

ronfh

I'tiple wel

hnds ro? ﬂlmﬁﬁl&ﬁn@asﬁfeﬂgh €unctional
Data from al |

assaphiedistadt h t he sane treatnent wer e averaged 15 and the

aver age val ues were used for anal ysis.

pot ency of a

compound at a

I nh
si ngl e concent

ibitory
ration point

was expressed as percent inhigpid jon of the control

agoni st __response. Signoidal concentration-inhibition
CNrVes itte fhe data b g from agq kGpst
tﬁP fmgepewdentﬂexperlnen s) gﬁg{f¥§ -val ues were
deé&ampleed as the concentr ati onexalagile prodlices hal f of
j L nhibition—caused-bythe corpopnrd—20—Fhe
exam_jped refarence+@pnpounds neasgmmjir1fJnct|mmM+
and binding {ests are the OIIOMAH?
4{71¢(7 2-d phpnyl-lﬁfh)/l)-qmnn1- {AFA-:(A-netEyLI__
-plpfga2|nyl -carbgopyl]-1- 32 A+
prperTdinytFsutfonyt-benzpyl j-morf ot i ne [ NVP-SAATGZ,
Br B4 Phar macol . 144+t 2005) | 889- 8838); Ki nM ttsh:
R) k&LL - hYdTOTETUAU'J' 2-phCI%?-CLHyI —t=propyt=t
H 1, ﬂ6benzod azepi fr8ryl] - -+
i (3 o T ey ey s [,
A P~ &Z9IU9) TOUJT I =AvAT ) A l\, LLA'A} roov I, J
nM ﬁs -+ ++++
N[4-(, 4 -bipirperidin)-1"-y phenyl -[ (3R) -2, 3-dj hyd
ro-51- Amafhll-nho Wiy -2-0x6 ;8 +_9_L‘D
1- pﬁQﬂy|-lFPl 4- bemzpdlazep n-3-yI39urea (9. Meds+++
Chem 406 (2003) 1803-1806); [30 Ki 13.4 nM |TC50 64.5
| nM 12008/ 068540 PETH HLIPOOT/ 0001850 22 The K- affHt
IC5qiﬁgta neasured+b¥+us for the @q@grence conmpoypgds
are T good [agreenent—w ttrthe data given[in the
litdeBXure. |n Tabtett the post efflcti ve conpoumdist of
thiﬁ_anention meagured in functignal assay are,,,.
122 ++++ 3.16 +HH+
2.2 4+ 3.17 -+
2.3 ++++ 11.1 -
24 -+ 11.2 -+
25 ++++ 11.3 ++++
2.6 ++++ 11.4 -+
2.7 -+ 11.5 -+
2.10 +++ 11.6 H++
2.15 +++ 11.7 4+
2.22 -+
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5 Table | Nunmber of Bl func. Nunber of Bl func.

exanple exanple 1.1 ++++ 2.34 ++++ 1.2 ++++ 3.1 ++
WA 2884068540 3. 2 ++++ 1.4 ++++ 3.3 ++++ 1.5 +++RCBHA2007/000102

++++ 1.6 ++++ 3.5 ++++ 123 ++++ 3.6 ++++ 1.8 ++++

3.7 ++++ 1.9 ++++ 3.8 ++++ 1.10 ++++ 3.9 ++++ 1.11

+4+4++ 3.10 ++++ 1.12 ++++ 3.13 ++++ 1.13 ++++ 3.14

++++ 1.21 ++++ 3. 15 ++++ 1. 22 ++++ 3.16 ++++ 2.2
+oHHCE S0 TMFH 2.3+t 1101 b+ 304 istetweed 20 ZhdH0HM

2.5 ++++ 11.3 ++++ 2.6 ++++ 11.4 ++++ 2.7 ++++ 11.5
++ 4+ +1Co is petwgenyOrrang 0. 5pM+++ 2, 15ttt 11Cp <200M 5 oo

++++ WD 2008/ 068540 PCT/ HU2007/ 000102 23

Receptor binding assays

1. Human recombinant bradykinin B1 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). 20pg protein/tube was incubated with [3,4-pr01y1-3,4-3H(N)]-[Des-
Arg'%] Kallidin as radioligand. Non specific binding was determined in the presence of
10 uM Lys-des-Argg-Bradykinin. The final incubation volume was 250 pl. Samples
were incubated for 15 min. at 25 °C then were rapidly vacuum filtered through GF/B
filters presoaked for at least 1 h in 0.5 % PEIL Radioactivity was determined by liquid
scintillation spectroscopy.

In Table II the most effective compounds of this invention measured in binding

assay are listed.
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+ 1C50 > 0.5 M+++ | C50 i s between 20 and 100 nM ++
IC50 is between 0.1 and 0.5 gM ++++ 1 C50 < 20 nM 5

br adyki ni n BI

r ecept or

carried out on human reconbi nant bradykininl receptors
10 (expressed in CHO cells) according to the

Eur oscreen Techni cal

Dat a Sheet

(Cat . No. :

protein/tube was i ncubated with

[3,4-prolyl-

ES-091). 20g

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

radl ol i gand. Non specifi cTahle Ih ng was deternined in

the ptesSence of 16—gMtys= fes=Ar U9- BrduyK M. The
f Nnaiber o€ ubaf i onBY bindieg was| 250Nambgawpf| es| weBEbinding
i ncubated fof 15 mn. at 25| C then re rapidly vacuum
fi BRI t hr pugh GF/ B 15 fi tersexﬁf‘ﬁg%aked for at
'east I h 1nj0.5 % PElI. Rad|oactiyify was Heterm ned
by 11-4uid scintilthiton sp _ Table 17 % he
most gffectlve compppunds of [ this ifiyention| neasuted-in
i nol Mg assay are 1isteda. 2008/ 068540
PCT/H82007/ 000102 +P#t Tahlel 11 Nurhér of Bl hi ndthgh
Nun‘oie[1 of B1| bi ndlpg_H_exan‘p e exampge 1.1) ++++ 2,34
23— B—++++—3. 2 FF+F 1T 4 FFFF
3.3 K3++ 1.5 +++++8+4 ++++ 1.6 34+ 3.5 p+++ A7
++++ 6 +++f 1.8 ++++ 3. 7| ++++ 9 ++++| 3.8 +ii+
11 g**+ 2O W L F RN R U 1 A maas
+4++ 3.6 44+
1.8 ++++ 3.7 T
1.9 +++ 3.8 ++
1.10 - 3.9 +Ht
1.11 - 3.10 -+
1.12 4 3.13 H
1.13 -+ 3.14 H++
1.21 -+ 3.15 -+
1.22 -+ 3.16 H
2.2 ++++ 3.17 +++
23 -+ 11.1 +H+
2.4 -+ 11.2 ++
25 -+ 11.3 -+
2.6 -+ 114 -+
2.7 ++++ 11.5 -+
2.10 +++ 11.6 ++
2.15 +++ 11.7 H
2.22 -+
+ K;> 0.5 uM +++ K, is between 20 and 100 nM
++  Kjis between 0.1 and 0.5 uM ++++ K;<20nM
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1.12 ++++ 3.13 ++++ 1.13 ++++ 3. 14 ++++ 1.21 ++++

3.15 ++++ 1.22 ++++ 3.16 ++++ 2.2 ++++ 3,17 ++++
WQ2@8468540 11. 1 +++ 2.4 ++++ 11.2 +++ 2.5 +++RCI/HU3007/000102

++++ 2.6 ++++ 11.4 ++++ 257 ++++ 11.5 ++++ 2.10 +++

11.6 ++++ 2.15 +++ 11.7 ++++ 2.22 ++++ + Ki > 0.5 M

+++ Ki is between 20 and 100 nM ++ Ki is between 0.1

and 0.5 M ++++ Ki < 20 nM5 WD 2008/ 068540
ng@/aﬂ%&ﬂﬂﬂgﬁé%dvﬁﬁlﬁBZH@ of B nant bradyki nin

receptor prndl ng Bl ndi ng assays were carried out on
human r econbi nant bradykinin2 receptors (expressed in

% e bR Al ol RSP [bmBliBhP ekl edptor

(ex se‘dl maCHY 2ellsy- afl:cékdﬂfgoto‘i‘ tHe/ Rate@tmrsloiogsju'ﬁmawnam Sheet
2,3,-prolyl-3,4-3H(N) ] - Bradyklnln as r.adi ol

(Catisc: RfBPbB%Mh wiithgnings medifisetpire§-4 1& PRENHRESK ’é*%*fat@jp with

yjki . I t
[2, % é)rg{yflg 4- nggglélfn rp% r]@&h%ﬁg%ﬁ NGf s (?Jli}_’(&ﬁ&&?l gﬁﬁ\%{g{regnmed
in tha Fptéiblice\é a?ﬂ o brdldtykinﬁd Tﬂlhrfmagimcﬁ_a’tan vblumewas 200 pl. Samples
pr esoake or af le [ PE
welgngcaeter fr 0By o { aurdhon HeECiRIY MaBh A ered thiolh GF/B
C
ERSHLEFRLERY o AR COPTI o iy
scintildationlspedtmoseopyB2 r ecept or accordi ng to both

f un%é ggrgll)ounla(sj e)?hlggmp ﬁigh%%f%r%&sand selectivity (>50 fold) for the human

B1 receptor over the human B2 receptor according to both functional and binding

assays.
The synthesis of compounds and pharmaceutical compositions according to the

invention is illustrated by the following not limiting Examples.
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The synthesis of conpounds and pharnmaceuti ca
conpositions according to the 15 invention is

WO bdoassssat ed by the follow ng not |imting Exabp@i/as2008000102
2008/ 068540 PCT/ HU2007/ 000202 26 Reference Exanple 1
(4- Met hyl - pi perazi n-1-yl ) -pi peridi n-4-yl - met hanone
hydr ochl ori de a)
4- (4- Met hyl - pi per azi ne- 1- car bonyl ) - pi peri di ne- 1- car box

Referbfceaidmpient - butyl ester The sol ution of
“I_FFEFF_Buéoxycarbonyh) 4- olperldlnecarboxyllc acid
' NNe t eel

4-Muithiyl-piperazin-1-yl)-pig o4 onethydpeaores ne (13, 3
t .
a) epind: %%%@@?2%@?@%%?@&%8‘& B 8Aie acid fer-butl ster

( Advaecemitichesn 1-{Rerbutdxycid8nAf-4epipditinedaroyljc ReiddfAldrich)

(2 l? é&nrgtqu{% gq%:g)n}a:gnlpgtgylg@lqﬁ @t %iég\/\fb%? %I anol 9ar?c} Hbmo-benzotriazol-
1- wgﬁlylg ‘ IHSm(ano HWExduordhhoSp IR (A dv@Red 3@1%?1@ Tech.)]

actlon m Xt ure was adjusted to X
(383t gaddilt0 mmcniﬁ i Odryr distetipil fonnamidet (lE0smLo bwas ﬁ@@e at room

m xt ure t room.t er at.ur
SRS R SRR BAb EL Y BA S o) was
addidt hl"lfea:pﬂ FregheSRALEGN rhixtlir® 0RAC adjueradt & Sobyt then ad@f6n of

, racted with ethyl acetate (3x250 nL), th
mqtmrmnmdtmrsganht@nwaw@rethmr?éaowmngfaetufea@\é’amght then

corzc?erq{é% ydr O gng ar 1du%OI %er e t‘é@t e\{'lﬂ?ngatlﬂfdt&? sodium

over sodl um su and concentrat ed
hydrogenkarboate (hotutibas(350 bﬁL), teadratted ouithu ethyt hcmtat(agziipngL) the

usi ng Ki eselgel 60 (0.040-0.Q Mer.ck
corghingH HRIGRNIC 5 l3ylers hWS‘i(eof”&Fli‘ﬁdrT@( ﬁ'aﬁg@aie‘g Siélﬁg) by rogencagponate
sol 9@1&%};}3{1@ bﬁﬁz diePbvert Qﬁuﬁh tshfFate0 Eﬁeﬂéﬁdarﬁsc@l@elﬁ’rdted The

pi perazi n-1-vyl )-plperldln 4-yl - met hanone
residxxénmfshbmittbd 2 @ol&nm ohromatogrfaphy using Klese el 60 (0.040-0.063 mm)

| - b
O e DB RSk SRR D R BB A bS50 o
théiﬁt@@%ohﬁ@gsmbﬂand 6.5 N hydroqen chloride in
di oxane (275 nmL) was stirred at roomtenperature

overnight, then diluted wwth diethyl ether and

_LirLiéﬁ¥¥p%&xgnn4f¢ﬁkm$aﬁhupikﬁIBEt éﬂﬂe&@'ﬁ&hﬂB g&ta!s wer e

Tied W t1T dr e dried to
yi elad nliztufieé of 4- Wm%hybfnpbheuieﬂt—bz&bmqmpplpemﬁmw scart@gylic acid
305- 307 decanposi tjon)
tert;bytyl eszerz(23>|8caa| 818611%9«1@%610’%@ %ﬂ%ﬁ%@?f‘ Ry qroseggloride
in dnk ?(ZI@y r11"1]9)I ek Ridred lat room temperature overnight, then diluted with
diethyl ether and stirred at 0 °C for 1 h. The precipitated crystals were filtered off,
washed with diethyl ether and dried to yield 12.44 g (54 %) of the title compound. Mp:

305-307 °C (decomposition).

Example 1.1
4-[2-(2.4-Dichloro-phenoxy)-phenylsulfamoyl]-N-{2-0x0-2-[4-(2-pyrrolidin-1-yl-

ethyl)-piperazin-1-yl]-ethyl}-benzamide

a) 2.4-Dichloro-1-(2-nitro-phenoxy)-benzene

A mixture of 1-fluoro-2-nitrobenzene (4.8 mL, 45.42 mmol), potassium

carbonate (13.8 g, 0.1 mol) and 2,4-dichioro-phenol (8.16 g, 50.06 mmol) in dry



10

15

20

25

30

et hyl ) - pi perazin-1-yl]-ethyl }-benzam de 30 a) 2
4-Di chl oro-1-(2-nitro-phenoxy)-benzene A m xture of
wa 200806858 2- ni t r obenzene (4.8 nlL, 45.42 ol ), PCT/HU2007/000102
pot assi um carbonate (13.82g, 0.1 nol) and
2, 4-di chl oro- phenol (8.16 g, 50.06 mml) in dry WO
2008/ 068540 PCT/ HU2007/ 000102 27 di et hyl f or mami de
(70 m.) was stirred at 100 C for 2 h. Solids were
dinkdthyIirRgmedel (703A1) whd&irfdd! 4t 180 €CWBS2 ROBERdN Wére diltetdd off, and
vacuo. The residue was partitioned between diethy]
thedilirate waasondentrated invadep dFlpdiesidue waepastienfiddetwgaardigihyl ether

hy .
oS5 PR e PRI LA SR i,
wateﬁ aM@ GHAe, L diedi BRlefl s&didmh. saffatg, ﬁEéreﬂ/t)and)fcoﬁdmuhUeﬂ lie vacuo to yield
nmpound as a yellow sh oil, which soli d|f|

11 §9 gn(g,l @) of ths: titkpgeanepound @ga(}gllywrﬁggnlz Whigly-jo isdli_ﬁgqr;_on standing.
M}ll ?3?-91 S(gigflg ’\sgf)y%é;_% g@[gpjj blslg. %@‘%m ﬁ@z@%cﬂ. Can}Jd.( (]igté"l_’)T ransl.)

11 2+9(73) 13 36- E308) Mp: pie8Xy) - phenyl am ne [ Chem Abstr. 84
(1976) 164313qg] 10 To a stirred solution of
2,4-di chloro-1-(2-nitro-phenoxy)-benzene (3.5 g, 12.32

b) mh)mbmoﬁiﬁhénoﬂﬂe&l@hﬂaﬁu% [WkkmSHBHA ®4§1¢m)qs4mq]
dihydrate (13.89 g, 61.6 mmol) was ed and th

m xTormaestingd Spsmlonxéc?,‘i-dthChEr@rlt(é’f@if‘éfph?nwkb%ﬂ?éﬂ% (edl 8 12.32
) S0 oo BRLL SRR 0P 1 PRLY 08 s wes

add¥idogrd WesmidsBedassfiked fér Pas bifotditewhy quachédingth Sanerated
conmbi ned extracts 15 were dried over sodium sul fate

sodipnhydrogengaebonatecoltion 49 mik)-vEhe Rseanic phase avas sgpagatpdand the
aq%gs %B?sfew:}%st WabifedCQRBRY BithedSwith %y QuetsR. Tht ‘colBirdel! dxtracts

wen@ dhddZ}v(eQ sotibh shlfate ofi jpdrechand Jonperéraddsinl viaawmtel Yieldenlk i %)

of &1 POPRIMDA SR ALS (I 2pHe i) pheny ani ne
(O 59, 1.97 mol) in dry pyridine (5 nl)

4-chl orosul fonyl ben20|c aC|d (0. 45 g, 1.97 mmol ) was
{4t ehlororpheine nylgwlf benzgiciaeid was stirred

t mtenperature oy : ht f .
eva%ﬁ%{t %Ian‘ﬁﬂosyggrﬁ ofo on rthI dllf% %ofnd %olf{lt? n"@? 2.-(t2#-ﬁhﬂlloro-
phéhosty Pk lanfin@ €0.8 g2D97rhﬂmoarid aytpmiﬁx&d(mm #&chipkosulfonyl
acetate (3x50 nl). The conbi ned .organic_ | ayers were

benggimadd {4 & N Wymm%hweﬁ ipddedoportiongtiss: Theeassiopmypire was
stugéd aﬁq'o&}{ %rq.lﬁé}gt'u% LiER Phe &H)Ltﬁl%rﬁ& Jﬁ'tglgor a?fﬁ%c’bﬁt {86 residue

acuo e resl ue was mtte col'um
was Imemmg;r By hydmoshlogic eids@0 gall), 660d ¢Araeicd- witl) 4hyhnjetas (3x50

mL). The combined organic layers were washed with 1N hydrochloric acid, water and

brine, dried over sodium sulfate, filtered and concentrated in vacuo. The residue was
submitted to flash column chromatography using Kieselgel 60 (0.015-0.040 mm) as
adsorbent (Merck) and chloroform:methanol:acetic acid = 294:6:1 as eluent to yield 0.6
g (70 %) of the title compound as a light pink solid, which was crystallized from diethyl
ether-petroleum ether. MS (EI) 439.3 (MH").

d) {4-[2-(2.4-Dichloro-phenoxy)-phenylsulfamoyl]-benzoylamino}-acetic acid _ethyl

ester
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adsor bent (Merck) and chl orof orm net hanol : acetic acid
= 294:6:1 as eluent to yield 0.6 g (70 %9 of the
wao 2aoBeessampound as a |ight pink solid, which wWa&T/HU2007/000102
crystallized fromdiethyl 28ther-petroleumether. M
(El') 439.3 (M+). 30 d)
{4-[2-(2, 4- D chl or o- phenoxy) - phenyl sul f anoyl | - benzoyl a
m no}-acetic acid ethyl ester WO 2008/ 068540
PCT/FHUZWI&OQQEOZ 248 433&1161@|-pﬁeh@)fy)qfhenylsulfamoyl]-benzmc acid

_/{ 4-di chl or o- phenoxsyg phenyl sul farmyl
8.2 8, %Q ml)gtnqhylmmm( mlp,i Bhhynmed) med( EUn@ 24 g 21.7

mngplhé} W&lﬁ)rﬁﬁfg f(!d?‘lay’l ég B@L%L\)\/a%iassstnl o 2 d}odnﬁl rt%fé erature for five

muht&@héfateuglgcme retifyl ester hydrotideribe{Aldech) (2c6 Ideg.etyImmol) was

B O WS s b bl . O
tnétl%&lﬁnmé {goafbeidddoRiRhre Wds Rirtd| RO terhptRatiRe overnight, then

talned m xture was stirred at roomtenperature
cormemnrate@; htin  tlaewp. cBm:emsr@teedwam wrgeted. wWite satyratide sodium

hy(i}/a ﬁ%% dé# h{x} &%@) ecqsrg?li) ga%%d cx& lggvgqrr]g ﬁ{tgr%H %hewashed

withi witer 8d dfell, THESH8E produttwaheified vy dd[unﬁd chr$hﬁtdg['a.]ﬂi§ using
product was 8ur|f| ed by colunn chromat o%raphy usi ng 10
B

Kiegelash 460 04000.06% o). @176 smapisementc R Bhextrsisiibd apstate = 2:1
R IETB RN TIE St e

hgg&l sul;f armx_la]cetbe;cu?yl a

e
{ 4-frg- (a2 firrdlac rHoﬁfti‘%np hygn Q{’ﬂY[t)Z - @REMYhISH- %l?éi]i@)dl)]-pheiiﬂsglgamoyl]

benzoyl am no} - aceti c aci ester (7.68
benmoylamningy -acetiv x acid ectbyl QS@rréTnﬁy&jrg)f u#-8i (l‘swl)rLl}l avvaltlé?ure of

e 00 T (50l Y B, o

mdh@ﬁfdrht@rﬁ 00X, B &SARmod)t wad &dliedtand Ithe RRacRED ati ety wad stirred at
The m xture was concentrated, the_ residue wa

roqxn é@@pwarq for 2 tThe mixgyrewas canegnigted, e ﬁwqhzfcwﬁﬁswlved in
[ ! ,

wofi gl G HRRABR. 4lavin, Bt G 20 sieed o

watslml Witle bvetec ambdmasdlltoqseld 6yX6l g (9B % of thekitlel comBoyriEl ds a yellowish

Solx?w%ﬁé%%%&lﬁ@%iy) phenyl sul f anoyl | - N-{ 2- ox0- 2- [ 4- ( 2-

pyrrolidin-1 - ethyl)-piperazin-1-yl]-ethyl}
-benzani de
) 4-[2-(2.4-Dichloro-phenoxy)-phenylsulfamoyl]-N-{2-0x0-2-[4-(2-pyrrolidin-1-yl-

ethyl)-piperazin-1-vl}-ethyl}-benzamide

To a stirred solution of {4-[2-(2,4-dichloro-phenoxy)-phenylsulfamoyl]-
benzoylamino}-acetic acid (42 mg, 0.085 mmol) in a mixture of dicloromethane (2 mL)
and dimethylformamide (0.2 mL) 1-(2-pyrrolidin-1-yl-ethyl)-piperazine (EMKA-
Chemie) (18 mg, 0.1 mmol), HBTU (46 mg, 0.12 mmol) and triethylamine (60 uL, 0.4
mmol) were added. The mixture was stirred at room temperature for 24 h, then purified
by column chromatography using Kieselgel 60 (0.015-0.040 mm) as adsorbent (Merck)
and gradient elution starting with 100% A eluent and processing to a mixture of 70% A

and 30% B eluent over a period of 15 minutes (eluent A: chloroform; eluent B:
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25 To a stirred sol ution of

{4-[2-(2, 4-di chl or o- phenoxy) - phenyl sul f anoyl ] -
whesoydsaor no} - acetic acid (42 ng, 0.085 mol ) PCTYHE2007/000102

m xture of dicloronethane @2 nL) and

di met hyl f ormam de (0.2 nl)

1-(2-pyrrolidin-1-yl-ethyl)-pi perazi ne (EMKA- Chem e)

(18 ng, 0.1 mml), HBTU (46 ng, 0.12 mmol) and
me{hﬁhﬁt&)ﬁ{aﬂﬁhg 894 8FarhmoRiuth hydiBtildle)BrBela 48 img (B2 %) of the title

m xture was stirred. at roomtenperature for 24 h, then
comppountli MS (BD) 61.2MNHMn chr onat ogr aphy usi ng Ki esel gel

60 (0.015-0.040 nm as adsorbent (Merck) and gradient

elution starting with 100% A el uent and processing to
Compfhndsur & oTabl@%IA werd plpardd el frant {@W[QF(Z& -giehloasgpladnoxy)-

g m nutes (eluent A: chloroform elu

pheznmbeyf@esﬂ&bemﬂm@bwe@e@wz(Exz@p}ﬁs% oA 6?00(%:0 RE 49 Hengethod

ydroxide) to yield 45.8 ng (82 % of
deS?ﬂﬁeof{mﬁmﬂ%%@und MS (El) 661.2 (M#). Conpounds of

Table 1 were prepared from

i4- [ 2- (2, 4-di chl oro- phenoxy)- 5

Ta yl sul f anoyl ] - benzoyl am no} -acetic acid (Exanpl e
1.1/e) according to the nethod described in Exanple
1.1/f. Table 1 Exanple Name MS (EI) (M) 1 2

4- (2, 4-Di chl or o- phenox henyl sul f amoyl ] - N-{ 2
Exgp{ﬂéss A p Mhmeheny yl1-N-{2- s (ED)

di metlhyl ami no- et hyl ) - pi per azi n- 1-yl ] - 2- oxo- et hyl_} (MH")

U —————————ry N

{ 2- [ 4-diBrettRf3nido-ethyl)-piperazin-1- yl] 2-0x0-ethyl }-benzamide

di et vlan1nn pthvl\ pLperazi n- VI]-? oOX.0- gfhull anza

2,4-Dichl h -phenylsulf: 1]-N-{2-[4-(2- 663.2
T3[ 2-|( 4[24( Di cﬁf o(r)rg B egcr)])gy)z% e%%%unyalmsog ]f aréoy[l ]( N-
{2- ox odléth[yldlmuaﬂathgl)(pg)er@]m ﬂq{l] ahopf,o elhyl}-benzarmde

epy—ptperaziti—t—yH—ethyt—F=benzantde 15

4.14[ 2- (4?-[Zl-(ﬂ-mblﬂbm-mi&ﬁmmphenmaﬂfdxmyll]f-]dmﬁydx]o-zsdm- 675.2
met pyl( H?Sfﬁ@rhidH} hykpwpﬂgtﬂﬁliﬂrﬁz“b‘lp’é} ghyR-bengamids_ oy et h

benzam de

29 2- (‘E[%(Dﬂd}wldo@-mweﬂmwepﬂ@ﬁml]ﬂgn@#}(lN ol ofEs2
214 %yﬁ)lpgndlgyfn?@l ltl'%ﬁ)?plpliraz%' I- QY(L,)O 8}&]@“ di h- |

enza
4-1 2- &néaﬂd*ehl or o- phenoxy) - phenyl sul f anoyl ] - N- [ 2} oxo-

7-(4- 642 1
1.6 4-[2-(2,4-Dichloro-phenoxy)-phenylsulfamoyl}-N- {2-0xo-2-[4— 660.2

(2-pyrrolidin-1-yl-ethyl)-piperidin-1-yl]-ethyl} -benzamide

1.7 4-[2-(2,4-Dichloro-phenoxy)-phenylsulfamoyl]-N-[2-0x0-2-(4- 642.1
pyrimidin-2-yl-piperazin-1-yl)-ethyl]-benzamide

1.8 4-[2-(2,4-Dichloro-phenoxy)-phenylsulfamoyl]-N-{2-[4-(3- 705.2
morpholin-4-yl-propyl)-[1,4]diazepan-1-yl]-2-oxo-ethyl} -

benzamide

1.9 4-[2-(2,4-Dichloro-phenoxy)-phenylsulfamoyl]-N-{2-oxo0-2-[4- 689.2
(3-piperidin-1-yl-propyl)-piperazin-1-yl]-ethyl } -benzamide




pyrimdin-2-yl-piperazin- | -yl)-ethyl]-benzam de 1.8
4-12-(2, 4- D chl or o- phenoxy) - phenyl sul f anoyl ] -
w@ 2008468536 705. 2 norpholin-4-yl-propyl)-] PCT/HU2007/000102

1, 4] di azepan- | -yl]-2-oxo3ethyl} benzamde 1.9
4-12-(2, 4-Di chl or o- phenoxy) - phenyl sul f anoyl ] - N-{ 2- oxo-
2-[4- 689.2 (3-piperidin- | -yl-propyl)-piperazin- |

-yl]-ethyl } -benzam de V\D 2008/ 068540

PCI7THOZ00//7/ 000102 30 1.

119 2- (%[22 (%4-Biighders- w@w;p}lewﬂaﬂmi PRGN 649.2
{2-[4- cfl e}l}@ffﬁ%}lao g%@#ﬁéx@ﬂhﬂ%ﬂ’@%' Lothyah per azi n-1-yl ]

- 2- oxlo
4- [ 2-|(bendarhide hl or o- phenoxy) phenyl suI fam)yl ]- N-

{2 oxo-—2 r/' 6892 p‘yuuulndn 3] | =—Pf upyl)

L17] di aagzec@mﬂlcmbdo Iﬂiehyiy)}phebﬁmﬂ&m@é]-N]Q&ﬁ(o 2-[ 689.2
4-12-|(2, 4- Di chl or o- phe{loxya phenyl ﬂ ﬁrrl?yl] N-
{ 2- [ 4-@yrggdinol-yl-propyl)-[1,4]diazepan-1-yl]-ethy

mor phigl 1.0 | - propyl) - pi perazin-1-yl] -2-oxo-ethyl }
benz %Aeggarﬁlf¥13

= oxjo
-yl - ?hoﬂﬂx-ﬂ%ﬂ@%p}d) -piptiaziat hyl]-2-@ioksthyl}- b enzan de
1. 14 (2, 4- Di chl or o- phenoxy) - phenyl sul famoyl ] | N
{2- ox eZZTIELd%?S 2 (2-oxo0-2-pyrrol | din- |

e e S

=yt=ethyt)-piperazin- -yl J-etnyl benzam de .15

1;.135 67(@[%(23&«&1%?@-1;}@@;91%@& }HT@WX]O W42l [ 752
- ;/l ] - 2(2(8286 5]9)’1'3%}@)(5%1 CT%EEAY -g[ﬂ%gw-gédzgmlée

1;‘:1{ a %@(224-?:?%3 eno;éégheﬁﬂﬂﬂ Yoot fﬁﬁaylﬂoii\-"[i-z' 0%93.2

-yl -et -] . - 17
&2 R e kYR It - N (2] {4

711. 2 be[n(zmatdhyl phenyl car bam)yl) met hyl | - pi peraz| n- |

h|

‘y’l T—2-0%x0- culyl)-uanallluc

1.15 4-[2-(2,4- Dichloro-phenoxy)-phenylsulfamoyl}-N-{2-[4-(2- 677.2
morpholin-4-yl-ethyl)-piperazin-1-yl]-2-oxo-ethyl }-benzamide

1.16 | 4-[2-(2,4-Dichloro-phenoxy)-phenylsulfamoyl]-N-{2-oxo-2-[4- 689.2
(2-oxo0-2-piperidin-1-yl-ethyl)-piperazin-1-yl]-ethyl } -

benzamide

1.17 4-[2-(2,4-Dichloro-phenoxy)-phenylsulfamoyl]-N-(2- {4- 711.2
[(methyl-phenyl-carbamoyl)-methyl]-piperazin-1-yl }-2-oxo-
ethyl)-benzamide

1.18 4-[2-(2,4-Dichloro-phenoxy)-phenylsulfamoyl]-N-{2-[4-(2- 691.2
morpholin-4-yl-2-oxo-ethyl)-piperazin-1-yl}-2-oxo-ethyl } -
benzamide

1.19 4-[2-(2,4-Dichloro-phenoxy)-phenylsulfamoyl]-N-[2-o0x0-2- 642.2

(2,3,5,6-tetrahydro-[1,2'|bipyrazinyl-4-yl)-ethyl]-benzamide

1.20 4-[2-(2,4-Dichloro-phenoxy)-phenylsulfamoyl]-N-{2-[4-(4- 689.2




1.18
4-[2-(2, 4-Di chl or o- phenoxy) - phenyl sul famoyl ] - N-{ 2-[ 4-(
wWQ@2008048520 nor phol i n- 4-yl - 2- oxo- et hyl ) - pi per azP@F/HIU2007/000102

-yl ]

- 2- 0x0- et hyl

benzam3de 1.19

}

4-12-(2, 4-Di chl or o- phenoxy) - phenyl sul f anoyl ] - N-[ 2- oxo-

2- 64
1,2']

2.2 (2,3,5,6-tetrahydro-|
bi pyrazi nyl -4-yl)-ethyl] -benzanm de 1.20

4=-12-
{2-[4-
nmet hy

e A B e R 02

2 WD 2008/
Ibepzgmeidezi ne- | -car bonyl ) - p| perl di n- |
ot hn lI an—z o

’) 06

31

\I!]
121 2-
5. ( 4-
-yl) -

(@124 Ditro- mtheMM&thl]fmmq,_zm{ 2
632.2 pyrroli lEmngerjdl n- |
éiwil}iln ﬁé‘hﬁlaﬁli“&@'llylﬁthyl] enzamide

- 0f82.2

A=12-(
157D, 2
enzani

2 4=Dichi oro@gnenoxy pnen lsulram)yIJ N—[2

p [@@%Mrp ERxY)-phonylsup
hZ Ef’xéﬁ plﬂ?nodrl%lalh)en(?))((?/)ethr}’h]el?ﬁ/nlzs ufdfearmvl 1-N-(2

(%
579.2

oot Distjar BRI oA PR T EE! 1T

| 652.2
- OXO-

&m,@q@t@n%p&xﬁmmﬁm sxt-Eapyy | 1 - N-[ 2

Yhigflo)
“éf“"‘”@

i-;g- phenyl pi perazin-1-yl)-ethyl]-benzanji de

1,4']L)I|JI|JCIIUIII_YI'J.'yI'L OX0- clllyl) 4- 44- '

1421 264@[2421(Zuﬁﬁﬁ71ﬁmp)phph®qmpbamﬂaﬂﬁ§mﬂyl]-lﬁ- Mzaﬂr(&e 1. 6640.2

-[ 2- chl ar e | sul fanmoyl ] - N- (2 oxo-

2- 56F %‘2“-‘/ p?‘B%‘P‘?‘anﬁpfﬁlygr e@? -benzani de 1.27

Z-12-\( -u'chl oro- phenoxy) - phenyl sul f 11:-N-[ 2} 0x0-

024 4| L4 TpRepripi Y -2k r:sh%ﬁﬁ Y fichiozen g 0962

1.28 hyl ) - 4-

Isutfamidy1 126 s Bnfdehy! ) -

[2-(2'\541&(% ’@ﬁ%%r%gyslﬁenox - 577.1 phenylsulfanmoyl]

- nzia

145? 2- %%‘*&ﬁ@%ﬂg -Bheagadiphenylsulfamost MO0, (2l oxe>?

2- 549p1§endiﬁnr>aldt@1)nbehzyxm@t hyl)-benzami de 1.30

4-12-1( - DO chl or o- phenoxy) - phenyl sul famoyl - N2

PSP 1 4-[2 (2,4-Dichloro- phenoxy)-phenylsulfamoyl]-N-[2 0x0-2-(4- 577.1
oxo-piperidin-1-yl)-ethyl]-benzamide

1.28 N-(2-Azepan-1-yl-2-oxo-ethyl)-4-[2-(2,4-dichloro-phenoxy)- 5771
phenylsulfamoyl]-benzamide

1.29 4-[2-(2,4-Dichloro-phenoxy)-phenylsulfamoyl]-N-(2-0xo0-2- 549.1
pyrrolidin-1-yl-ethyl)-benzamide

1.30 4-[2-(2,4-Dichloro-phenoxy)-phenylsulfamoyl]-N-(2- 565.1
morpholin-4-yl-2-oxo-ethyl)-benzamide

1.31 N-[2-(4-Cyano-piperidin-1-yl)-2-oxo-ethyl]-4-[2-(2,4-dichloro- 588.1
phenoxy)-phenylsulfamoyl]-benzamide

1.32 4-[2-(2,4-Dichloro-phenoxy)-phenylsulfamoyl]-N-[2-0x0-2-(4~ 631.1
trifluoromethyl-piperidin-1-yl)-ethyl]-benzamide




nmor ph

ol i n-4-yl -2-oxo-ethyl )-benzam de 1.31

N-[ 2- (4- Cyano-pi peridin-1|-yl)-2-oxo-ethyl]-4-[2-(2,4-d

WO etBo68540 588. 1 phenoxy) - phenyl sul f anoyl ] - beneerHTi2007/000102

1.32

32

4-12-(2, 4- Di chl or o- phenoxy) - phenyl sul f amoyl ] - N- [ 2- oxo-

2-(4- 631.1 trifluoronethyl-piperidin- |
-yl) - et hyI ] - benzam de WD 2008/ 068540 PCT/ HU2007/ 000102
o2 1.
13331 2. (42 [2(2#-EXiehdorg-nhsaerpRyPhem e fAmayl e Xuewre-2re ( 2 oxBl-1
- 58 hyl ) - benzam de .34
4-[ 2- ]‘B’Bm"rﬁm‘ﬂ{;‘o gh&hglz;oé{l/%é&néﬁ%nvl sulfanmoyl]-N r 2k (4-
]?gg 5 I‘Fj &y Jl D?élﬁggo-&eﬂogy))ﬁll&n}ﬁsﬁf%&o% h]V l[ll (K’ enzani de 577.1
N-[ 2- (Iﬂctﬁ?pﬁlgb’ﬂldlﬁllpﬁb-a-?dxﬁ-dth}y] Derzamide- et hyl ] -4-[ 2+ (2, 4
- 66 dichl oro- nhnnnyu\_nhnnuleulfannul1 benzam-de
1336 %g@ﬂ@eﬂz@ g,gﬁeeaz@x m%npzsxa-eﬂ@gwtzam iamoyl || Ne6s.1
{2-[4 (furan- 2-car bon¥ - pi peraZ| n- |
-y1 ] -[atichloroephiepbyy imbensisylfhgno][ffenzamide
—A4=12=1(24=Drechtoro-phenoxy)=phenytsutfanoyti=N{2F(4-
bE36. 1 4-2-(ahdxcHlérorptengkypeheanylsulfanoyl]-N-{2-[4-(furan- | 658.1
-yl) - ben 1.de 1. -(2- .
{4-] 22?( OIDFI%HP% u -ﬁaﬂl&zW:ﬁﬁg‘ﬁ%e&?@Qﬁoy| 1- 60p. 1
]ggﬂn égy‘{rﬁ{gn@n‘? D}lch-lgr%ephelnc))xyglp grﬁylgdlt[]a?nogll]gﬁ-r[g %4)1(-y ‘e arl %56 1
4 L2 [ @ndlieRRSHyRpReRBRNENH - BREBKY S WehAmRE ] - N [ 2r (3-
f;%fgr OV PR EAYA P hRSEEI s kndhy) e R3iSaBiniogh]. - Penzan) dgog 1
4-12- (b"e.néoy@hnﬁhio@ra@et@bqﬁpetm)nephembbsjdid‘aa:trbgahildel\l- [ 2} oxo-
2-(3-1578 1 oxo-piperazin-—| -yl)-ethyll-benzamd
1 - . -N- -
14113?2- (S G Dichoro-phenoxy) phen’ﬁ?ﬁflm%ouy l]f]gr% N2t
593. 1 hydy@(yquthuﬁmng,dndm )ij-p]qo ethyl]-benzam1de
140 2- ?Q\fﬁ?ﬁa;éh:);p;lf;;;@;p;e;ﬁ;ﬁrmyﬂ] NHRYp- G- | 5781
{2-14(2- 607.1 dr.o th) plperldln- I
LU T - botsreipgEpr -y -<fiber raltide
4-12-2Z, 4-D chi or o- phenoxy) - phen Isul famoyl [-N-[ 2} (3-
b45. 1| 41367, wcfﬁmmeinem-phlenylsul amoyl]-N-{2-(4- 593.1
-yl) - 4 B
N[ 2- (lnglz\(gxe}{?l%?%{%}p ndnt- )ﬁi)f’l x6 %thyl benzamide
i.Xp ) 24-?3(-?2_,2-61X1|111)r0-p1[eno£}%-pzhenyls&ﬁamoyl]-ﬁ-o {9-[11-(2- 607.1
hydroxy-ethyl)-piperidin-1-yl]-2-oxo-ethyl } -benzamide
1.43 4-[2-(2,4-Dichloro-phenoxy)-phenylsulfamoyl]-N-[2-(3- 565.1
hydroxy-pyrrolidin-1-yl)-2-oxo-ethyl]-benzamide |
1.44 N-[2-(4-Acetyl-piperazin-1-yl)-2-oxo-ethyl]-4-[2-(2,4-dichloro- 606.1
phenoxy)-phenylsulfamoyl]-benzamide
145 4-[2-(2,4-Dichloro-phenoxy)-phenylsulfamoyl]-N- {2-0x0-2-[4- 662.1

(tetrahydro-furan-2-carbonyl)-piperazin-1-yl]-ethyl }-

benzamide
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phenoxy) - phenyl sul f anoyl ] - benzam de 1. 45
4-12-(2, 4- D chl or o- phenoxy) - phenyl sul f anoyl ] -

W@ 20004068520 [ 4- 662. 1 PCT/HU2007/000102
(tetrahydro-furan-2-carbongB)-pi perazin- | -yl]-ethyl
} - benzam de WO 2008/ 068540 PCT/HU2007/000102 33
1.46 4-[2-(2,4-D chl or o- phenoxy) - phenyl sul f anoyl ] -
{2-[4-(3- 656.1 hydroxy-phenyl)-pi perazin- |

1}%'?]2- ‘k?%r??ﬁf?mﬁ&?%? &h%gg ;n}%h%eﬂéﬂng%qnlk%(hfﬁyﬁﬁ(m [ 2} ( £3%1

- 613/ 1)-piperazin-1-yl]-2-oxo-ethyl }-benzamide
-thio rohol Ln- g)pg 2- oxoyet hyl ] -bye}nzam de 1.48

lyf Lo oneap S aa - | o

22,4;1- (iokd-0r.bthkRaRKYin-phgRY-osoHeftailehonkahidez am de

fag 2- ﬁgé:(ﬂc;ﬁiog%ynhaﬁ% eﬁﬁﬁwyﬁqtéﬁmﬂ}ﬂ-ﬂﬂzl 21 (4182

t hyl - razin-1 xo- et hyl ] - benzam dg
Exanp| €, @dljchloro-phenoxy)-phen sulfamoyl]-benzamlde
N{2-Pxo—2-{S—2-(ptperaztne=—t-—carbony)=pyrrotighn=t

139 ] - p43H(2,4-Di{Hophsienryy)-pheaylyhl G dydady[ R Y(4etnt-an| d&92.1
hydr ochl ori de

4- ( 2- PHBABLY- lpﬂé‘ﬁz'ﬁ"é’u?thﬂﬂfbﬁm%zoi c acid The title

conpound Was prepar ed from 2- phenoxy- phenyl am né
(Aldrich) according to the nmethod described in
Ex 2éll/c M5 (El) 3702(M—H) b)
P I f I 'nl(lJ -gcetic
- -3-(2- noxy-

p era " ArRQ D
phéﬁﬂgmﬁrﬁﬁlgbammwhgawcﬁwrimy|) benzm c acid and
Clne e ester hydrochloride (Al drich) according
a) hanqmmhsﬂvlsmﬁamowlﬂ:blenzpw agianpl e 1.1/d. M5 (El)
455
j 4- I oxy%%)) ré ny‘iv Ip]{e d] oglenzghfinmrga' Rh?nyggréme (Aldrlch)v

accﬁ)@dhdg 1(5th'6|ihﬁ3tlﬁdd de’critsedyin lE]xdmphsl peads r(ED FIOEGMH).
[ 4- (2- phenoxy- phenyl sul fanoyl ) - benzoyl am no] -acetic
aci-d ethyl ester according to the nethod described in

b) F&gm&ox} pﬁérﬁrlslﬁ@rdogi))beﬁggvlﬁnﬁlmaeﬁc dlid(eiiyl tstef 2-

[4-( 2- Phenoxy-phenyl sul T anoyl ) - benzoyl am nol
- ac @hy Yitlpwompburdi wes prep@@d dromb 4x(Pphencxyiphehpauljdmed)-bgnzoic

acid and glycine ethyl ester hydrochloride (Aldrich) according to the method described
in Example 1.1/d. MS (EI) 455.2 (MH").

¢) [4-(2-Phenoxy-phenylsulfamoyl)-benzoylamino]-acetic acid

The title compound was prepared from [4-(2-phenoxy-phenylsulfamoyl)-
benzoylamino]-acetic acid ethyl ester according to the method described in Example
1.1/e. MS (EI) 427.2 (MH").

d) (S)-1-{2-[4-(2-Phenoxy-phenylsulfamoyl)-benzoylamino]-acetyl } -pyrrolidine-2-

carboxylic acid benzyl ester
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WD 2008/ 068540 PCT/ HU2007/ 000102 34 The title
conpound was prepared from
wQ 4008Beg3EeNnoxy- phenyl sul f anoyl ) - benzoyl am no] PeEEE®R00G/000102
acid and L-proline benzyl ester hydrochloride
according to the nethod described in Exanple 1.1 /d.
M5 (El) 614.3 (MH). 5 e) §-1- {-f
4- ( 2- Phenoxy- phenyl sul f anmoyl ) - benzoyl am nol - acetyl }
- PYRO! iyt %nﬁ)ouﬁ@rQ@( yﬁrbﬁaré&l ﬁloﬁh qu(zipham&grﬁhem@hlmawl)
prepared from(5)- Xy -

bemhydarylhrm]+abatmy¢l9i alné rizp\gpﬁlam%qo@)d zaster \iyprgshlorigde iageerding-te the

mefod Adariba & tmﬁ%%ﬁ/dl‘iﬁ gD I@%&?%Mﬁ*gg:g t(fl\l/ﬁH;ret dif)

4-((S)-1-{2-[4-(2- Phenoxy- phenylsulfanpyl) benzoyl am n
ol - acetyl -p rrolldlge 2-

cmﬁ%%%gaﬁ@e t'tre‘conpound was prepared from
[ 4- (2- phenoxy-

p h emyé s utitlea ngoinponadiz oyvlaam peparad et ﬁrlo}n py(&-é+ {2el4r(@-phepoxy-

I d d I
oo S5k BB RS R PSoiB JSABRIR LA Tk, et

Ei‘cﬂfg{oethé metHod: desd¥iBell ﬂ Exa?nlﬂiea WS TET) 593 2NMH™).
S) - 2- (pi perazi ne-1-carbonyl)-pyrrolidin-1-y

| ]-ethyl }_4 (2- phenoxy- phenyl sul famoyl ) - benzam de
f h{ yé‘-j(@‘?f;é' f-rgé-g%-gﬁ%go_oTéoﬁ-giegsyétléﬁrlia%lﬁog)ﬁ%q%bﬁ&nﬁfo]-%ée(t('ﬁ)ﬁv?folidine-z-
carbmpﬁl?@{j&ﬁ@ 1'2@&66)%9“10 hfl)d tert-butyl ester

-pyrrolidi ne-2- car bony plpera2|ne- -car bo

aci &he er titleyyt gampousd or W, 1p85PEredQ f‘@é‘ m@s‘;{ {% 4'&'Phen°xy'
phé:H(y %8%%%%? 4{1\‘?1\381‘% ggrel Tﬁlﬁ(‘ﬂﬁ@@ -0y 1id8ciliind piperazine-

S e reaction mxture was
1-catbokykel adt teroduotyl estpleacabxdlm foothe 2nethod déseribedt it Example 1.1/d.

+«was added, the precipitated crystals
M%é“#?ﬂ%‘f-%?l}é{né%‘) washed 25 with diethyl ether and dried
to yield 0.089 g (89 %9 of the title conpound. Ms (El)
592. 2 (N+H) Cbnpounds of Table 2 were orepar%d from
4-N-22 Y

AZ AN ."n'u' wv1)- pyarodigin- Sl Inet 42 phenoxy-

.ding to the nethod descri bed
AT . 2508/ 068540 PCT/ HU2007/ 000102
To a stirred solution of 4-((S)-1-{2-[4-(2-phenoxy-phenylsulfamoyl)-

benzoylamino]-acetyl }-pyrrolidine-2-carbonyl)-piperazine-1-carboxylic acid ferz-butyl
ester (0.115 g, 0.166 mmol) in dichloromethane (2 mL) 9 M hydrogen chloride in
ethanol (0.2 mL) was added. The reaction mixture was stirred at room temperature for 2
h, then diethyl ether (20 mL) was added, the precipitated crystals were filtered, washed
with diethyl ether and dried to yield 0.089 g (89 %) of the title compound. MS (EI)
592.2 (MH).

Compounds of Table 2 were prepared from [4-(2-phenoxy-phenylsulfamoyl)-
benzoylamino]-acetic acid (Example 2.1/c) according to the method described in

Example 1.1/f.



35 Table 2 Exanple Name MS (EI) (MH) 2.2 N
{2-Ox0-2-[4-(2-pyrrolidin-1-yl-ethyl)-piperazin-1-yl]-
we@bdvghegs4e 592. 2 PCT/HU2007/000102
4- (2- phenoxy- phenyl sul f anogt) - benzam de 2.3
N-{2-[ 4- (2-D net hyl am no- et hyl ) - pi perazi n-1-yl ] - 2- oxo-
566.2 ethyl
- 4- (2- phenoxy- phenyl sul f anoyl ) - benzam de 2.4
Tabte??2- [ 4- (2- Di et hyl am no- et hyl ) - pi perazi n-1-yl]-2-oxo-e
—tnyl}- 594.2 4-(2-phenoxy-phenyl sul fanoyl)-benzam de
2.5 N

{2=oxo=—2-14(3=pyrrotidin-—t=yt=propyt)=pi perazin-jL-yi
Exampleq. 2 et hyl ) Name MS {EI)

- 4- ( 2- phenoxy- phenyl sul f anoyl ) - benzam de 2.6 (MH)

N—{24—3—DBrethyHamno—propy)—ptperaztn=—1=yi 2=0OX0

=
2.2580. 2 {2 @y -[4-(2-pyrrolidin-1-yl- ethyl)-p1peraz1n—1 -yl]-ethyl}- | 592.2
- 4- ( 2- phenoxy- phenyl sulfa zam de 2.7
N-{ 2- cﬁbla hengxy-phesil nﬁybf Ew ) - pi peri di nf 1-yl

=ethytF-—5912

a3( 2- dﬁdadﬁ;ﬁmmmymlﬂwﬁw»pm@ﬁ@aﬁ ¥ér2-gxog N- (2} [ 5662
577, 3 CEaP gpne¥wﬁéglr%%éﬁ%§§xlz-‘v%ﬂ‘e (2-phenox

<

P A RN e P e

N[ 2- (Ag:gﬁié @xypﬁémgdlﬁhﬁyﬁ-aeh}mﬁdexo et hyl ] - 4- (2} phen

oXYy- phenyl sul f anpyl') - henzamide 2 11

5*35( g: {xg.égz%(ozzw iy 8 QMo RERN e 651 blpeRiRET 381 - 1- V1 5082
et hyl etnyl}z—(ahmmwpmmshliambﬂmtymm@zam de 2|12
N[ 2-I0ko-2- {4 phery—piperazi-r—I

2\ ) - leviyglih=(3- Hlﬂwﬂ{y}wﬂm;-pr&ﬁll) Iﬁperazm-l -yl]-2-oxo- 580.2

pheny| sul fam)yl ) - benzam de_ 2
N- ( 2- (ot pzhepamplperylsukfwﬁwli-ban@@l%enoxy 494. 2

phenyfsut-famoyt)=benzam de WO 20087 068540
RIT/ HUY 0700021 $#2-pgBolidin-1-yl-ethyl)-piperidin-1-yl]-ethyl}- |  591.2

4-(2-phenoxy-phenylsulfamoyl)-benzamide

2.8 N-(2-[1,4'|Bipiperidinyl-1'-yl-2-oxo-ethyl)-4-(2-phenoxy- 577.2

phenylsulfamoyl)-benzamide

2.9 N-[2-Ox0-2-(4-pyrrolidin-1-yl-piperidin-1-yl)-ethyl]-4-(2- 563.2

phenoxy-phenylsulfamoyl)-benzamide

2.10 N-[2-(4-Hydroxy-piperidin-1-yl)-2-oxo-ethyl]-4-(2-phenoxy- 510.2

phenylsulfamoyl)-benzamide

2.11 N-(2-{4-[2-(2-Hydroxy-ethoxy)-ethyl]-piperazin-1-yl}-2-oxo- 583.2
ethyl)-4-(2-phenoxy-phenylsulfamoyl)-benzamide

2.12 N-[2-Ox0-2-(4-phenyl-piperazin-1-yl)-ethylj-4-(2-phenoxy- 571.2

phenylsulfamoyl)-benzamide

2.13 N-(2-Oxo0-2-piperidin-1-yl-ethyl)-4-(2-phenoxy- 494.2

phenylsulfamoyl)-benzamide




2.14
N-{2-[4-(4-Met hyl - pi perazi ne-1-carbonyl)-piperidin-|-y

wWo 2008106520. 2 o0xo-et hyl } PCT/HU2007/000102
- 4- (2- phenoxy- phenyl sul f ansyl ) - benzam de 2. 15
1-{2-[ 4- (2- Phenoxy- phenyl sul f anoyl ) - benzoyl am no] - acet
yl}- 537.2 piperidine-4-carboxylic acid am de 2. 16
N[ -(2-I—Iydroxyrrethyl pi peridin-1-yl)-2-o0xo- ethyl -4-(

2
34 5 Ry e e ar A1 oo B BRI DT 21 plf3R2
0xY- 50 Ay BEOUEHb ARy SRS

{2-12-(2-Hydioxy-ethyl)-piperidin=1-yl]-2-oxa-ethy|l }

5 g0 PR S ‘?‘*ﬁ%‘%’iﬂ“?%?lza@&“é 22
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NI 2 /Q l—l\lr*lr oxarhet ln\ll r\i A 1 \ | \ ot b
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216 524N2{2 (Mg‘a@dwﬂm@lwlﬁmm@mwz-omemm@@- 2. 21 524.2
N-[ 2-|0x0- 2- ( 3- 0X0- &Weram n-1-yl)-ethyl]-4-(2-phepoxy-

509. 2 pmn@ﬁyphqmsa pyD+b ¢le 2.22

A f
=1

N{2=(4-Hydroxynetthy rperidim-1- ylfe —OX0- et hyl é)
2L SN o BT Sl Armpgt T apheoy2. 2 5102

N-{2-] dro eth pi peridin-1-yl]-2-oxo-efhyl}
-4-(2F ﬁ%@s@f @ﬂ%?( eanyl sul fanoyl ) - benzam de PR. 24

%I;i ny%ﬁ?@r@ﬁ’j r%@ﬁé( @E?dgsl(yﬁ 7 Q,%‘.%@fl{l}_i?ﬁ 2| 5382
N- (2- Oxingz Rphé n?riéuﬁhﬂo}l)%nz%hﬁé) 4- ( 2- phenoxy- 4B0. 2

phenyl sul f anoyl benzani de

B9h 5 AR S o Gohenony- | 5082

pheny ls}wﬂﬁramfyhc)ylbbmmdbe 2. 27

Ne(2-10Ox0o- fhlnnrnrnhnlln/l\ll th\ll\ A l’) nhaoanaoyay
N h -r [~ Pllbllul\y

D3¢ 2 N@zit@@%/ Q&@%ﬁ@ﬂeﬁ'ﬂdﬁg@%ﬁm@i&&hyﬂﬂ (2- 524.2
pheny| sul f am)l;l/ -benzam de
phenoxy-phenylsulfamoyl)-benzamide

221 N-[2-Ox0-2-(3-0xo0-piperazin-1-yl)-ethyl]-4-(2-phenoxy- 509.2
phenylsulfamoyl)-benzamide

2.22 N—[2-(4-Hydroxymethyl;piperidin-1-yl)-2-oxo-ethy1]-4-(2- 524.2
phenoxy-phenylsulfamoyl)-benzamide

2.23 N-{2-[4-(2-Hydroxy-ethyl)-piperidin-1-yl}-2-oxo-ethyl} -4-(2- 538.2

phenoxy-phenylsulfamoyl)-benzamide

2.24 N-(2-Azepan-1-yl-2-oxo0-ethyl)-4-(2-phenoxy- 508.2

phenylsulfamoyl)-benzamide

2.25 | N-(2-Oxo0-2-pyrrolidin-1-yl-ethyl)-4-(2-phenoxy- 480.2
phenylsulfamoyl)-benzamide

2.26 N-[2-(3-Hydroxy-pyrrolidin-1-yl)-2-oxo-ethyl]-4-(2-phenoxy- 496.2

phenylsulfamoyl)-benzamide

2.27 N-(2-Oxo0-2-thiomorpholin-4-yl-ethyl)-4-(2-phenoxy- 512.2




2.28 N-[2-(1, 1-Di oxo-1X6

-t hi onor phol i n-4-yl)-2-oxo-ethyl]-4-(2- 544.1
w@b@sossp4phenyl sul f anoyl ) - benzam de 2. 29 PCT/HU2007/000102

N-[ 2- (4- Cyano-pi peridin- | 37

-yl)-2-oxo-ethyl]-4-(2-phenoxy- 519.2

phenyl sul f anoyl ) - benzam de 2. 30

N-[ 2- (4- Acetyl - pi perazin-1-yl)-2-o0xo-ethyl]-4-(2-pheno

Xy - 53(71,2 Ylsmtﬁﬁﬁwlwgﬁzaﬂpdg) benzam de 2.31 N

{2- Xo- 4- (tetrahydro-furan-2-carhonyl)-piperazin- |

- I
18] L BTSRRI epamists otz e s g | S
N-{2- [ﬁhe(xaxﬁpmr@d@yﬁfaﬂnemwb):nmées azin-1-yl]-2-oxo- gt hyl

}- 4- 587 2 (') n nnvy nhan\ll suf ormul \ benzam-de

2263 | N-[2-(4- C ano-piperidin-1-yl)- 2 -oxo-ethyl]-4- -phenoxy— 519.2
N-{2-[4[(4€ }-gro}()g/fp enyIy - pi perazmﬁ yl]-2-oxo- et hyl
}-4- 51817311218(1 alp pidehy| sul fanoyl ) - benzani de | 2. 34

N[ D

N—~{2-14- \J. |v1:L||y| |JI pl:‘IIUI m-4-= yl)-pl p(:‘leIﬂ I-ylj Z- 0X

30 59PN 2- (éiADpt}}l piperazin-1-yl)-2-oxo-ethyl]-4-(2-phenoxy- 537.2

- 4- (2 phenox | sul famoyl ) - benzam de 2. 35

N[ 2- &1 gﬂﬁ?ﬂg?ﬁy e’%ﬂamb(?epe)rll zjl n- 1- ylm) g oxo- et hy| ] - 4-
Zi 2? N- {g@%—%ﬁﬁﬁé&p hfqr{]gIﬁ?r%hfzaga?gox?yl)?&ggrgzr?nfil?yl 2. p6 593.2

-vl) - | )

oheny] 01725 *?‘*%Jngﬁy- T Ay A

i\?# )2 %’092[]4((3 }?%cﬁ'g ?)rpgg%%n- -yl]-2-oxo-ethyl}-4- 587.2

pheny| @ Uﬂ)ﬁeﬂﬁWFh yfsfaimogky-bennide

N-[2- Benzoyl -piperazin- |

2%8) - ﬂ’ﬁ‘{@(ﬁ@t&mﬁyﬁ r@f}}eﬂigéﬁ{zmﬁgﬁ]-a-oxo -ethyl}-4- 587.2

pheny] sul fanoyl ) - benza

{2-14} @theanxyp Mﬁwﬁ?mpy%bsé?aﬁzlﬁﬁ | -yl]-2-oxo-ethyl

—4=—{2=—589—2——7phenoxy-phenytsuff anuyl) berzam e

2340 N— {2-[4-(1 Methyl piperidin-4-yl)-piperazin-1-yl]-2-oxo- 592.1

2 Sl LR b s S

200387 Jo8540 I-’L,I/ HUZUU7/ 000102 38

R352.- [ N-[2A4Ylomphelinehpinergitp bvhz3- H"“P eghwll (%% 0- ef hy -2
- 4- (2 p83x ¢ phBlER Mo HaKL ke amoyl ) - benzam de

2.36 N-[2-(4-Ethyl-piperazin-1-yl)-2-oxo-ethyl]-4-(2-phenoxy- 523.2

phenylsulfamoyl)-benzamide

2.37 N-[2-Ox0-2-(4-phenyl-piperidin-1-yl)-ethyl]-4-(2-phenoxy- 570.2

phenylsulfamoyl)-benzamide

2.38 N-[2-(4-Benzoyl-piperazin-1-yl)-2-oxo-ethyl]-4-(2-phenoxy- 599.2

phenylsulfamoyl)-benzamide

2.39 | N-{2-[4-(Furan-2-carbonyl)-piperazin-1-yl]-2-oxo-ethyl }-4-(2- 589.2
phenoxy-phenylsulfamoyl)-benzamide

2.40 N-{2-[4-(2-Fluoro-phenyl)-piperazin-1-yl]-2-oxo-ethyl }-4-(2- 589.2
phenoxy-phenylsulfamoyl)-benzamide




2.42
_y|)_

wQ@b@apbsswd f anoyl ) - benzam de 2. 43

N-[ 2-

- 4-( 2-

N-

N-[ 2- Oxo- 2- (4- phenet hyl - pi perazin- |
et hyl]-4-(2-phenoxy- 599.2

PCT/HU2007/000102

(4- Cycl opropyl net hyl - g8 per azi n- 1-yl ) - 2- oxo- et hyl ]

549. 2 phenoxy- phenyl sul f anoyl ) - benzam de

2. 44

{2- O<o-2-[4-(tetrahydro-furan-2-y| net hyl ) - pi perazi n-_|

579. [) . .
241 o Brrd G hphenity ainspri balmaehil s | 5892
N- [ 2- (( ghicty£y- P shrtRhB 6 Behndide/ | ) - 2- oxo- et hyl | - 4r (2-
577.2 Igh[‘)3he)?1>t)xv phenyl sglpf anoy 1\ benzanide 2 46 N
5[ 4 N h)g Al ] -t hyl
12| 3 a0 IR SRR S e b g2
N-[2- (pheEyllsellfammyl)‘bmlampdeperam n- 1 yI) 2- oxo- et hy ]-4-
/ 2 5 nhonnvu n on\ll c~||| f Ay honzam A~
] A B | uIIUyI oCeTIZaTrT UC L "|‘
A 2- mgﬁ@@;@mrmﬁﬁmﬁ-;ﬂ @eriai- miz okoletRylprazet hylspo.2
4-(2- phenox pheny sul fanoyl ) - benzam de P. 49
N[ 2- (pheey@r-emw Ayl)- sn%s@réezu n- 1
=yH=p-oxoethytri=4-(2=—591.2
pienO- PRy 4 eamyly Toan daimadypipguzin Lyl | 5702
N-[2-( ydr |soqu 2-0x0-ethyl]-4-(2-ph
enoxyt %ﬂgq & 18}?8%/3(8 kﬁ&?ﬁnﬁ’%éi’ﬁ ‘gee 2.51 (1-
2-14+F (2-Pheno enyl sul fa [)-b m noj - auet
145 ok e O Gplhe Bl Btk Syl et br 5772
2. 52 | phengxy-phenylsulfamoyl)-benzamid
N-{2- &gp%)_()f H_e(né/ Sgl %rgf)lygll ﬁ“ﬂf propyl)-piperidintl-yl
%ﬁ?grlr 9137%{2-2[‘3§$(§Yé>}ano-‘}>h&?y1ﬁbfi>&%§%-ﬁ?ﬁ&%:?d!k&?ﬂ%kz)- bl 596.2
N- [ 2- ( phenyay:phenlytiyl fampbpbeniamide y| ) - 2- oxo- et hyl ] - #- ( 2-
533 2 nhnnnvu nhnnuleulfnnhul\ benzam-de—2-54
MNaf 2- My alEiRmsutiondt-BXeragtnlic ) Hod 2ethyigacey - 49B. 587.2
WO 2008/ 016(8540 PCT/ HU2 gpgw 0001%’2 39 g
pheny| Bhsnpxyrphenylsyliamail) penzamide
N2 (4 4=Drftuoro-prperidim=-1-yt)y=2=oxo-ethyl =4t (2-p
nd8 ox yN- {29@-(2-Cyaneppksyl)-pipemyin) L-yHrizoxd-etbyl } -4-(2- 596.2
phenoxy-phenylsulfamoyl)-benzamide

2.49 | N-[2-(4-Cyclohexylmethyl-piperazin-1-yl)-2-oxo-ethyl]-4-(2- 591.2
phenoxy-phenylsulfamoyl)-benzamide

2.50 N-[2-(Octahydro-isoquinolin-2-yl)-2-oxo0-ethyl]-4-(2-phenoxy- 548.2
phenylsulfamoyl)-benzamide

2.51 (1-{2-[4—(2-Phenoxy—phenylsulfamoyl)-benzoylarhino]-acetyl}- 566.2
piperidin-4-yl)-acetic acid methyl ester

2.52 N-{2-Ox0-2-[4-(3-piperidin-4-yl-propyl)-piperidin-1-yl]- 619.3
ethyl}-4-(2-phenoxy-phenylsulfamoyl)-benzamide

2.53 N-[2-(4-Cyanomethyl-piperidin-1-yl)-2-oxo-ethyl}-4-(2- 533.2
phenoxy-phenylsulfamoyl)-benzamide

2.54 | N-(2-Morpholin-4-yl-2-oxo-ethyl)-4-(2-phenoxy- 496.1




2.56
N-[ 2-

wOoge08H8834®2 phenyl sul f anoyl ) - benzam de 2. 57

(4- Met hyl - pi peridin-1-yl)-2-oxo0-ethyl]-4-(2-

pheno

PCT/HU2007/000102

1-{2-[ 4- (2- Phenoxy- phenyl subf anoyl ) - benzoyl am no] - acet

yl}-

581. 2 piperidine-4-carboxylic acid

(2- hydr oxy-et hyl)-am de 2.58
N-[ 2- (4- Acetyl am no- pi peridin-1-yl)-2-oxo-ethyl]-4-(2-

ool.
N[ 2-

pHeRF R RAPEbeH atideanoyl ) - Denzam de 2. 59

(‘4- Met hanesul f onyl am no-piperidin-1-yl)-2-oxjo-eth

2545

'fv-?§-?4 3D Au BN R I SRY.L Db BRI Y2 BRAFAY de 530.2

iz- [ 4- ﬂt@nﬁbﬂfam%:l*pbmnymﬂhl fam)yl ) - benzoyl ani no] - acet yl
nl r\c\ri Lno-4 carhny

J - TAT U\Jl\yl I Ll ubl \

2256” 0 JHME &illin-1-yl)-2-oxo0-ethyl]-4- (2-phenoxy- 508.2

N[ 2- hﬂ%) 5 Benz plzpz 5-dj aza-bi cycl o[ 2. 2. 1] hept - 2t yl ) -

2- ox0- ylfangg bqnzaml e

42 pnenuxy Ell@ﬂyl sulfamoyt ) - benzam de 62 1-

1.97 [ 4-(-12-PhéhB mm@ynﬂmlfammfy}ba@eﬂmwww]} acet5§l-2

b 568 plpencP néo Toht oxy ic ac1d€l {Zbﬁ) X(%l)xf etﬂ?f)%mqhémt hyl an

2.63

o5

pi peridine-4-carboxylic acid

4 AR BaPIT | IoERA 1 | o2
(214 {2 Phehiey rssffslﬁm%mmw benzoyl ari no] - apet y!

t_

. idi -2-oxo-ethyl]-4- 587.2
(2- éyéﬁrpﬂ&ﬁ?‘%‘ﬁ lamipo-pipegiding!-yh 2 oxcrethyll -
phenyl| (Qe;tlfeaanybl)enlytsnlzfmyda}b Emumdite 3.1
4- ( 2. Benzo\ll nhan\ll SstH-f orvnyl ) N {2 oxo—2-F
Aol 2-p Vr{E-(Phi(ﬂ-ﬂ’ﬂeri’oxyjph@ﬁﬁk’ﬁlfmﬁbyﬂ))%e’h&bﬂaﬂmno] -acetyl}- 633.2
yl | -ethyl}-benzamd g%%
4- (2- B@nmm@ﬂ@ﬁwowlllq 9?91015@Fﬁ=§n@eacu d WO
20068H068540—PCTHI2007/ 00010240 The titt1e compopnd
N6E plr Fg2an(6d- SFBcImyméFdlm-lbeyddﬁl“?eﬂbﬂé-?aﬂ&-@ﬂmong | 0597.2
t(rl\]ﬁ'_'_) eth)?l?q- -p enoxy-&lenyls@famngylfbg'nz:!i{n(l:de ME (B 382' 2
[ 4- (2F Benzoyl heny ul fa benzo Iam
b7 0 BRI PRy P bh B RS TR oft 5654
from Asib & HROA QAR PEON; & i Iﬁ&ﬁ@&lxﬁd ben20| c
2.63 N-[2-(4-Methoxy-piperidin-1-yl)-2-oxo-ethyl]-4-(2-phenoxy- 524.4
phenylsulfamoyl)-benzamide
2.64 1- {2-[4-(2-Phenoxy-phenylsulfamoyl)-benzoylamino]-acetyl } - 593.4
piperidine-4-carboxylic acid tert-butylamide
2.65 N-(2-Azocan-1-yl-2-oxo-ethyl)-4-(2-phenoxy- 5224
phenylsulfamoyl)-benzamide
Example 3.1
4-(2-Benzoyl-phenylsulfamoyl)-N-{2-0x0-2-[4-(2-pyrrolidin-1-yl-ethyl)-piperazin-1-
yl]-ethyl}-benzamide

a) 4-(2-Benzovl-phenylsulfamoyl)-benzoic acid
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acid and glycine ethyl ester hydrochloride (Al drich)

according to the nethod described in Exanple 1.1/d.
wWOBR0gmES4867. 2 (MH). ©) PCT/HU2007/000102

[ 4- (2-Benzoyl - phenyl sul f amayl ) - benzoyl am no] - acetic

acid 10 The title conpound was prepared from

[ 4- (2-benzoyl - phenyl sul fanoyl )- benzoyl am no] -acetic

acid ethyl ester according to the nethod described in

Exafipd gie éorﬁé&nd“@as(;ﬁk?ar&f’ﬁo% 2-Miino-bedkophenone according to the

4- (2- Benzoyl henyl sul f ano %
me{l@ddzme‘{imE@rmlpﬂdW cM?n(ﬁIgﬁ 2.8(MH)-- pi perazi n-1- 15
yl]-ethyl }-benzani de The title conmpound was prepared
from[4-(2-benzoyl - phenyl sul f anoyl ) -
b) [AsnZBz8i pHehylR6IEih Gyl Rbéro@athino]-acetic acid ethvl ester

2- l1d 1-yl -ethyl
ac cBMie PO et ST Hdd- B gt oy ol
R SO HMOGh2 bt

mmmng/nam Mﬂ(EIatséT lZQMH:)d (Exanple 3.1/ c) accordl ng
to the nethod described in Exanple 1.1/f. Table 3 25
Exanpl e Nanme MS (EI) (MH) 3.2

c) -0 B &8 enPREIRhSH] Bé}ﬁeylla}mﬂ\ﬂ acetic acid
{2-T4-(2Z-dinet hylam no- 578. et hyl4) pl per azi I
- y| The 2titbe ocqmwmd} wabenmmede fong” [ (2-benzoyl-phenylsu1famoyl)

I
vl frEgRAENE B TR 35 Ragerbed i ampi
llFéCMS-mw?G@M;{ 41 3.4
N- (2- Azepan- | -yl - 2- oxo- et hyl ) - 4- (2- benzoyl - 520. 2

phenyl sul fam)yl ) -benzami de 3.5

d) ?‘3(_5-33'&?_99@ e NOGEN . LABRMol7 Pk {Rp ol AN R pifbrzin- -

.2 Z- OXO- et hyl | - benzami de
lethyI}-Belmt_g phenyl sul f anoyl ) - N- [ 2- oxo- 2 (4 trifluorom

et hlﬂu;. tslg coml?ou%gr Ivx(fjalsn prlepxre)d ‘%FJ&Y 14-&?&32&5‘1 1§?henylsulfamoy1)-
benzoylamino]-acetic acid and 1-(2-pyrrolidin-1-yl-ethyl)-piperazine (EMKA-Chemie)
according to the method described in Example 1.1/f. MS (EI) 604.2 (MHM).

Compounds of Table 3 were prepared from [4-(2-benzoyl-phenylsulfamoyl)-
benzoylamino]-acetic acid (Example 3.1/c) according to the method described in

Example 1.1/f.

Table 3
Example Name MS (EI)
(MH")
3.2 4-(2-Benzoyl-phenylsulfamoyl)-N-{2-[4-(2-dimethylamino- 578.2
ethyl)-piperazin-1-yl]-2-oxo-ethyl}-benzamide
33 4-(2-Benzoyl-phenylsulfamoyl)-N-(2-oxo-2-piperidin-1-yl- 506.2
ethyl)-benzamide




3.7
4- ( 2- Benzoyl - phenyl sul fanmoyl ) - N-[ 2- (4- net hyl - pi peridin
W0 2008066520. 2 yl)-2-o0xo-ethyl] -benzam de 3.8 PCT/HU2007/000102
4- (2- Benzoyl - phenyl sul f anmoyh ) - N-
{2-[4-(1-net hyl - pi peridin-3- 618.2
yI nmet hyl ) - pi perazin- | -yl]-2-oxo-ethyl} -benzam de
.9

Z2-Benzoyl - phenyl sulfa [) - N-[2 4- hydr oxynet hyl -

N2 eepdi- b 2fo’ eﬁhﬂ%ﬁ (%‘tbﬁﬁciy ‘benzani de 3. 107202

%gﬁdlrw {n 535”0) 2N;)| peridin-

£
(

1 N 1

! -h

4
8
3
z.y§|< P Bofon ﬂ&?f’?&l@f’?[i@an°om%eﬂdy} T al 03312
(

2
[
]
2-
v 4ﬂ3x8 eth@t]tbehiarmenzam de 3.12

4- (2- an7n\/| - nhnn\/l Qll|f_armu| \ N r 2 /Q h\/r*lr OXY-PYH oli-d
By | - !ﬁ@ﬁB@nzosyl ))he%xywmfaﬁlbww fiaamar(udﬁﬂﬁora&ethyl- 574.2

4-(2-Benzo enyl sul f anoyl ) -
{2- oxoplﬁelﬁf%n-(l bytq}l/lyﬂlrheazaqmdp - 618.2

yY—=ptopyt)—=ptrperazin—1t— —ethyt—F—=benzamde B-1%

6d7( 2- B@(&-Byhzthphgdyin;nlfbmw&ﬂ? ){2\!(4 {nzﬂ{yhrp(;@n?im-l- 520.2
-al ne am n Iro | perazl n-
-yl ] -2%&6”‘& f ﬁ'?é‘fﬁ dgyS. 12 P

Z-(Z-Benzoyl - phenylsul T ano

=g\

B& oxlot-£2-Bengoyl-phenydyuifamey Tlgf - {2461 -methyl-piperidin-3- |  618.2
|- et Ibehzai i de 3.[6

Z- ( g- E‘ang&)plgﬁée%ﬁsu*l -gﬁé)x]\?l %B%g[bf}lz(a}fgﬁgé?gnxveoi peri di

39 | PFR-Ber il PR ARD LE PR B rted . - | 5352
}o- 5418pa1d4mzﬁpaxo&6&am] -P&SEAIRO07/ 000102 42

pi per dine-4-car hm(\/l Lc acid-amde 3.18

t hyl bénzam dé

$162- Bﬁg@ﬁ%hzo@hiﬂéﬂy%ﬁhffaﬂﬁww {Mﬁa@ﬂ%@ﬁﬁieﬂfﬂfl)él yl + 2-538.2
4_—(2- %Pzr@@m-lpﬁ ﬂ;ﬂxgtﬁth)éh'bymmﬂqz 0xo0- 2- ( 3- 0x0- p| per a

Z1H1= JLJ. L J. -yl)-ctllyl] -UCIILaIIIuc o LU

31(2- Byhzthphgd;&mnﬂﬂamm\yyw-(mgﬁmyuoﬁdmhl -yhor phol49a.2
-4- 5p thzl Eg/l ) - benzami de
y. )-benzam1

3.12 4-(2-Benzoyl-phenylsulfamoyl)-N-[2-(3-hydroxy-pyrrolidin-1- 508.2
yl)-2-oxo0-ethyl]-benzamide

3.13 4-(2-Benzoyl-phenylsulfamoyl)-N-{2-o0x0-2-[4-(3-pyrrolidin-1- 618.2
yl-propyl)-piperazin-1-yl]-ethyl }-benzamide

3.14 4-(2-Benzoyl-phenylsulfamoyl)-N- {2-[4-(3-dimethylamino- 592.2
propyl)-piperazin-1-yl]-2-oxo-ethyl }-benzamide

3.15 4-(2-Benzoyl-phenylsulfamoyl)-N- {2-0x0-2-[4-(2-pyrrolidin-1- 603.2
yl-ethyl)-piperidin-1-yl]-ethyl }-benzamide

3.16 4-(2-Benzoyl-phenylsulfamoyl)-N-[2-(4-hydroxy-piperidin-1- 522.2
yl)-2-oxo0-ethyl]-benzamide

3.17 1-{2-[4-(2-Benzoyl-phenylsulfamoyl)-benzoylamino]-acetyl } - 549.2




3.21 4-(2-Benzoyl - phenyl sul famoyl )-N-[2-(1, 1-di oxo-1
X6- 556.1 thionorpholin-4-yl)-2-o0xo0-ethyl]-benzam de

W@ 2®8/068540 PCT/HU2007/000102
4- (2- Benzoyl - phenyl sul f anoyb) - N- [ 2- ( 3- hydr oxynet hyl -
536.2 piperidin- | -yl)-2-oxo-ethyl]-benzam de 3. 23

4- ( 2- Benzoyl - phenyl sul f anoyl ) - N-
{2-oxo 2-[4-(3-pyrrolidin-1- 632.5 yl-propyl)-|[

14] 4 RE&RARe-E-cadbbkyliceddiy dmidebenzam de 3. 24

4- (2-Benzoyl - ohenvl sulfarmvl\ N[ 2- ax0-2- (4-0x0-

jéi% uor-gz-g-é%f? -Puo E)Sﬁ|to eno -3%2 %ﬁgﬁ%lslgl)a%ﬁﬁios)l(fk &I—?Zfsgif{z

0- 2- pi gtleyl)-tlenzathidd - et hyl ) - benzam' de 5 a)

/|r|-_\ Elunran 2 (4 f1 r\mll
Vil

1 aoa-nheo d F [
o[t r oo o = \—r L | uul \V PIICIIU/\y} pIICIIyI Dul T aIIUyI - UCITI4
RIT Ach-2-Bbezolyi- Fh@ymtfmuyigtmmom-emmed-pﬁpmw 521.2
5-fl Uor o- 2- (4 uor o- phenoxy) - phenyl am ne [Yakuglgku
Zasshj }-ybgthylbemzamils1 1365, Chem Abstr.; 70 (19 9)

68312 —=actordimg to the met hod descri Dea M Exanp

3120/ cl.4- QBB@EO)VI phayBulfameyl)-M@-pyo-2-thiomorpholin-4- 524.2
{4-[5 )gb nzejn Iuoro phenoxy
- phen %l 4 enzoyl am no}-acetic acid ethy]

gl Eépgaég'yeacswgmgm&y—@pﬁfﬁ&ofmm
b AR oSt teapiat v e oLy et

] 7:|r_nggggfwgi-aggnygsgﬁfa?loglﬁ-N-&(-)(32-%9(@/ LARERAN- 536.2

{ 4- [ 5-piperidin-1 2/1)-3-okbutyd-remaide- phenyl sul f anoyl ] benz

no}-acetic-acid The title conpoundwas—prepared

japm {A(i ﬁeﬁidw Her%rlsﬁlffaﬁlbylw{pbﬁ&aw)o-pyrrohdm-1- 632.5

pheny| sul f anoyl | - bénzoyl am no}-acetic acid ethyl gester
accor dylfrgomxi) flh‘é]dr@@m@dl -y-ehedchenyemmiden Exanpl e 1} 1/ e.

o [ AL L)

PVIE) \LI } ‘-PUO J. \IVI_I'r
3124 5- F4 (Q}Benz’l)y(-ﬂhédyllmlfamphl&rm[@amcpﬂe(molxemlpfmduylli NSR@.3
- 0X0-2 gl &H i.di n-1- et hyl ) -benzam de The title
corrpouﬂ d from

{2- [b fTooro- Z-(4-fTuoro- phenoxy) - 10
phenyl sul f anoyl ] - benzoyl am no} -acetic acid and
Expmpde 4.di ne according to the nethod

ethyl)-benzamide

a) 4-[5-Fluoro-2-(4-fluoro-phenoxy)-phenylsulfamoyl]-benzoic acid

The title compound was prepared from 5-fluoro-2-(4-fluoro-phenoxy)-
phenylamine [Yakugaku Zasshi; 88 (1968) 1361, 1365; Chem.Abstr.; 70 (1969) 68312]
according to the method described in Example 1.1/c. MS (EI) 406.3 (MH").

b)  {4-[5-Fluoro-2-(4-fluoro-phenoxy)-phenylsulfamoyl]-benzoylamino}-acetic acid

ethyl ester
The title compound was prepared from 4-[5-fluoro-2-(4-fluoro-phenoxy)-

phenylsulfamoyl]-benzoic acid and glycine ethyl ester hydrochloride (Aldrich)
according to the method described in Example 1.1/d.
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described in Exanple 1.1/f. M5 (El') 533.3 (MH).

Conpounds of Table 4 were prepared from
wd@ 200BSedskaior o- 2- (4- f 1 uor o- phenoxy) - PCT/HU2007/000102

phenyl sul f anoyl ] - benzoyl am4so} - acetic acid (Exanple

4.1/c) according to the nethod 15 described in

Exanple 1.1/f. Table 4 Exanple Nane M5 (EI) (M)

4.2

N- (2- Azepan-| -yl - 2- oxo- et hyl ) - 4- [5 fluoro-2-(4-fluoro-
544 é phenoxy) phenylsulfanoyl] -nzan1de 4. )
1O D=~ 3 p A,

(45 4tﬁ cgﬁl%gzﬁ' FJpn ﬁ%my |{)4 [g fﬁi&?o-@t(mﬁdoro phenoxy)-

- benzam
phehy]sbifkinoypl] {be&o(ylhnﬂlhubace-tmh ecidxythylp lestey | asgdridang o | the- fethod

deqj§§?do§‘%%@?‘m Lh{enMS @1}146.L3-'§/F¥H£)-'oxo- et hyl ] - benzani de

4-[5-Fl uoro-2-(4- fluoro phenoxyL henyl sul f anoyl ] -
d) { 2- [4]5-Biorat2{(2= pkamo]-A-(2roxo- mnerldln- -yl-

eﬂfﬁh!-z qég ethyI } -benzan1de 4.6
= 0- 2- (4-f 1 uor o- phenoxy) - phenylsulfanoyl] N-[2
- OXThe Gtle 4ompolirkt phasnyteppiede frdm r{4-[5-fluoro-2-(4-fluoro-phenoxy)-

-yl)-e | ]-benzanm de WO 2008/ 068540, PCT/ HU2007/ 000102
phq;%/ls?glfemo%] ]benzoylammo} acetic acu? g p?pendﬁle accordcl)ng to the method

des%n[)éf ﬁ%@?ﬁﬁg@gﬁ%ﬁ@gﬁy phenyl sul famoyl ] - N-{2

-yI ethyI) piperidin- | -yl]- ethyI }-benzam de Exanpl e

5.1 4-
Compopndscinf oTablg- 1 JE- PFBHELy OB P S oA ke phenoxy)-
phéfylbﬁ%ﬁ%yq diiinﬁo Lacstlc) acdt @sanpld1ylilc) heswra ﬁﬁ%d@ the Aethod
2- Chl fluoro (2 ni tr o- phenoxy) - benzene

describedindixapwlal Lifas prepared from
2-chl oro-4-fl uoro-phenol according to the nethod
described in Exanple 1.1/a. b)

TaBle(£- Chl or 0- 4- f | uor o- phenoxy) - phenyl am ne 10 The title
conmpound was prepared from
2-chloro-4-fluoro-I|-(2-nitro-phenoxy)- benzene

accorgimyg to the method described in Exanple 1.1 B
Example Name MS (EI)
(MH")
4.2 N-(2-Azepan-1-yl-2-oxo-ethyl)-4-[ 5-fluoro-2-(4-fluoro- 544 .4

phenoxy)-phenylsulfamoyl]-benzamide

4.3 4-[5-Fluoro-2-(4-fluoro-phenoxy)-phenylsulfamoyl]-N-[2-(4- 546.3
hydroxy-piperidin-1-yl)-2-oxo-ethyl]-benzamide

4.4 4-[5-Fluoro-2-(4-fluoro-phenoxy)-phenylsulfamoyl]-N-[2-(4- 560.3
hydroxymethyl-piperidin-1-yl)-2-oxo-ethyl]-benzamide

4.5 4-[5-Fluoro-2-(4-fluoro-phenoxy)-phenylsulfamoyl]-N- {2-[4- 574.4
(2-hydroxy-ethyl)-piperidin-1-yl]-2-oxo-ethyl } -benzamide

4.6 4-[5-Fluoro-2-(4-fluoro-phenoxy)-phenylsulfamoyl]-N-[2-oxo0- 607.4

2-(4-phenyl-piperazin-1-yl)-ethyl]-benzamide
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Cc)4-[2-(2-Chl oro-4-fluoro-phenoxy) - phenyl sul f anoyl ] - be

nzoic acid The title conpound was prepared from
wWQ2(08/0685h@r 0- 4- f | uor o- phenoxy) - 15 phenyl am nePCT/HU2007/000102

according to the nethod degeribed in Exanple 1.1/c. M

(El) 422.1 (MH) d) 4-[2-(2-Chloro-4-fluoro

phenoxy) - phenyl sul f anoyl ] - benzoyl am no} -acetic acid

ethyl ester 20 The title corrpound was prepared from

Hl -[(2-chloro-4-T] uor o- phenox
Afeny

|45[ﬁ Fb\mgﬂ1(4ﬁ1@ﬁ§<bplaenaéy)dp1§ﬁulsgl|f@rewﬂk et2hgto-e st 8275
hydr och ﬁ@&}ﬁf;@ﬁ 1Ryl PoibBSdin TEjIRedyAeskb bR

Exarrpl e

4-12-(2- Chi or 0- 4-f 1 uor o- phenoxy) - phenyl sul f anoyl ] - benz
oylanino } -acetic acid 25 The title conmpound was
:8d from {4- [2 (2 chl or o- 4- fluoro phenoxy)

41050 8l ) D
1)1ZoxXd=¢t -‘rb}:n ide WO 2008/ 068540 PCT/ HU2007/ 000102
’ 3 E:phenyl sul famoyl ] - N-[ 2-
(4- rye rtl‘ﬂéycoﬂi;i@ﬁﬁd - p‘tepayéd frdamD 2 ehiirbHluddepharnl decortimg to
title con‘pound(ﬁw ﬁ)ared from
thefmethod descrbgdoip bl@- phenoxy) -
phenyl sul f anoyl ] - benzoyl am no}-acetic acid and
4- hydr oxypi peri di ne according to the 5 nethod
b)% 3-Childredi-fluorbsphoidxsy) bhéﬂ»ﬂamiﬁs (El') 562.3 (MH).
{4%}; Eg%&WOf ng %ﬁ% Lﬁ/g\lg%g Ef(g)cgloro-%ﬁuoro—l-(2-n1tro-phenoxy)-
beﬂéﬁ?)(\%c%}ﬂlﬁ SPPRL be@faawémnﬁhxaﬁﬁkuq@cn d (Exanple

according to the nmethod described in Exanple
1.1/f. 10 Table 5 Exarrple Name M5 (EI) (MH) 5.2

Fusidhbgmoy! - N-{2

-y 78 hyikip- Qbﬁ@bﬁﬂd ovad piéphreat Iﬁ;dn} 2@ hird-defluird-phenoxy)-

2- Chl or o- 4-f | uor o- phenox henyl sul f anoyl
ph@xy!lamxgjc gserdimg to the methochl descrll\)/ed ?n Ex%mp e 1.1/c. yMg &I) 422.1

(MHY).

d) {4-[2-(2-Chloro-4-fluoro-phenoxy)-phenylsulfamoyl]-benzoylamino }-acetic _acid

ethyl ester
The title compound was prepared from 4-[2-(2-chloro-4-fluoro-phenoxy)-

phenylsulfamoyl]-benzoic acid and glycine ethyl ester hydrochloride according to the
method described in Example 1.1/d.

e) {4-[2-(2-Chloro-4-fluoro-phenoxy)-phenylsulfamoyl]-benzoylamino}-acetic acid

The title compound was prepared from {4-[2-(2-chloro-4-fluoro-phenoxy)-
phenylsulfamoyl]-benzoylamino}-acetic acid ethyl ester according to the method
described in Example 1.1/e. MS (EI) 479 (MH").
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2-[4-(3 -pyrrolidin- | -yl-propyl)-piperazin- | -yl]
-ethyl } benzamde 5.4 4-

W@ 260806850 or 0- 4- f | uor o- phenoxy) - phenyl sul f anoyP¢T/HN2007/000102
{2-oxo0- 643.4 2-[4-(2-pyrwslidin- |
-yl -ethyl)-piperidin- | -yl]-ethyl } -benzamde 5.5
4-[ 2-(2-Chl oro-4-fl uoro-phenoxy) - phenyl sul fanoyl ] -N-[ 2

-(4- 576.3 hydroxynet hyl - pi peri di n-

) - Yd-J2-&-exRr&laiivildro-phaibaenbhiyiuffatho{13-N-[2-(4-hydroxy-piperidin-1-

{4-12-(2-Chloro-4-1Tuor o- phenoxy) - phenyl sul f anoyl | -

Y)EB@HB@Lﬁ@ﬁEE&MHﬁ@nO } -acetyl)-piperidine-4-carboxylic
am
 S0f RS epound s, BepRESOT. SALAST ST e R
pht{r@ishff]amﬁgl‘]-bénzo}ylarx]ﬁlliio}m&dmylacmi al&lM-ﬁydrof)épég%xz%nqamoammg to the
-yl] -2-o0xo-ethy nza
e eRsriied FOBIORE | 4QL ML S6%3 (FIH).
4-12-(2, 4-Di chl or o- benzoyl) phenyl sul f amoyl ] - N- { 2- oxo-
2- [4-(2-pyrrolidin-1-yl-
Coartpbyinds- pif p&eislzi 6- veyd |prepaugd }frgron4 a2 d2-chloyo-4- fluprg-phenoxy)-

ph?qygugthmgB &gﬁ%z %ﬂy- g? éf)%‘!’:}(l‘}l‘i aig(%%ple 9 T %Icgor gqo ?heTHl%thod

descAb& i ROV ) (2, 4- di chl or o- phenyl ) - met hanone
[ Synt hesis, (1980) 677-688] and

4- chl orosul fonyl - benzoi ¢ acid according to the nethod
Ta ribed in Exanple 1.1/c. M5 (El) 451 (MH#). b)
2-(2 4-Dichl oro-benzoyl
- phenyl sul f anoyl | - benzoyl am no}-acetic acid ethyl 10

ester The title conpouhd—was—prepared—trom

LR A RN}

Ex4mb# [ 2, 4- di chl or o- benzoyNkmephenyl sul f anpyl ] - beng Q8 (EI)
acid @and glycine ethyl ester hydrochl ori de accord naw +
to the nmethod described in Exanple 1.1/d. NS (El H)

o {-W—Chﬂ&?-@%ﬂ)rg gh&%’;&) &&Msgﬁgmgﬁwf(i-oxo- 644.4

en anoy enzoyl aninho}-acetic acid The tjtle
C on‘pou21-¢14 @pymlahm-rle;d elthyb)aplperazm- -yl]- ethyl}-benzam1de

JA4. T2 r~||r\|n|nvn|n nnnnnn |

C' L& —r CTTOT O OCTTZ0yT7)
Blaeny 45191 txmmdrb Abfuzephaitxypphagsul famagl]-dV-€2-oyd- £st668.5
accordln o the nmethod described in ﬁ¥ nple 1.1/ e.

VS (B3 1n-1 yl-propyl)-piperazin-1-yl]-et

benzamide

5.4 4-[2-(2-Chloro-4-fluoro-phenoxy)-phenylsulfamoyl]-N- {2-oxo- 643.4
2-[4-(2-pyrrolidin-1-yl-ethyl)-piperidin-1-yl]-ethyl } -benzamide

5.5 4-[2-(2-Chloro-4-fluoro-phenoxy)-phenylsulfamoyl]-N-[2-(4- 576.3
hydroxymethyl-piperidin-1-yl)-2-oxo-ethyl]-benzamide

5.6 1-(2- {4-[2-(2-Chloro-4-fluoro-phenoxy)-phenylsulfamoyl]- 589.3

benzoylamino }-acetyl)-piperidine-4-carboxylic acid amide

5.7 4-[2-(2-Chloro-4-fluoro-phenoxy)-phenylsulfamoyl]-N- {2-[4- 644.4
(1-methyl-piperidin-4-yl)-piperazin-1-yl]-2-oxo-ethyl } -

benzamide
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20 d) 4-[2-(2

4- Di chl oro- benzoyl) - phenyl sul f amoyl ] - N-{ 2- oxo- 2- [ 4- ( 2-
WQEReosobssdé n- 1-yl - et hyl ) - pi perazi n- -yl ]-ethyl PET/HU2007/000102

-benzam de The title conpound was prepared from

{4-[2-(2, 4-di chl oro- benzoyl) -

phenyl sul f anoyl ] - benzoyl am no} -acetic acid and

1-(2-pyrrolidin-1-yl-ethyl)-piperazine (EMA-Chem e)
Examod 6ling to the nethod described in Exanpl e 1 1/f. M5

) 67/3.2 25 (I\/H) Con'pounds of Table 6 wer
4zDichlofro-benzoyl)-phemylsulfamayi]s) 2721[A-Glpyrrolldm-l-yl-

et!@i}enélrsaléﬁ_?&&%dl ﬁmﬁzxm no} - acetic aci d (Exanpl e

hod described in Exanple
a) 4-[2-(2.4-Did oD e 6¥1)-phéh A by b2 Ribi¢ 880102 47 Tabl e
| e Name NS (El)

6 Exa
4-| 3hg bt ﬂ%ﬁﬁ?ﬂ"é‘r%%ﬁ%%gﬁh@m%ﬂ‘ﬁ%b 7{3-4-lichloro-phenyl)-
me?l‘)%]n pr n[h@szs (99803 6763688[?hﬂ?mcﬁloﬁ‘osulfonyl-benzow acid according to

Y-piperazin- | -yl] hyl benzam de 6.3
the4métRed des&ln&d:lhlﬁ)ﬂampltﬁahi/@ym(@i)e‘f@ll Mt Hanoyl ] - N-{2- oxo-
2-[4- 687.2 (3-pyrrolidin- | -yl-propyl)-piperazin- |

-yl]-ethyl } -benzam de 6.4

)414 22(24-4iEh1610L @0 AL PRGN sit fRiE Y-be sty iy ] -adétic acid ethyl
{2-14-(3- 661.4 dinethylam no-propyl)-piperazin- |

estery| | - 2- oxo-ethyl} benzamide 6.5
4 2 b | -
[ %hé é‘l‘{e y}yg(fu%a ?g%sg ztp%egﬁ%%gln%{fr&:ﬁ @-@Xb,h-d}bhloro-benzoyl)-
pheryyllsuﬁhimyyl)]-bpnm acidrandl glygih¢ ethtyhydter} hydrectdendedaccbrding to the
methyidsecrifyib Egapigdrvas (bS8 P! amevt -t Lz (4

-yl)-2-oxo-ethyl]-benzam de 6.7
4-12-(2,4-Di chl oro- benzoyl) phenyl sul fanmoyl ] - N-[ 2- (4-
c) 6BR-2 . 4-Dichioxyhentd visplfameyl]dbenzoylamino}-acetic acid

yl )s 2- oeth enzamde6
{4- %IE ity d°8¥ﬂ%?‘g B2 o@fﬁ’a’% #ﬁ%m{f‘ AR dichiqrg-benzoyl)-
ph&@m@mﬂnam MRnoylasiab ) hgetiel BEAI BhPE-edtet add@@pdyﬁg @o athiedmethod
descnbed in Example 1.1/e. MS (EI) 508 (MH").

d) 4-[2-(2.4-Dichloro-benzoyl)-phenylsulfamoyl]-N-{2-0x0-2-[4-(2-pyrrolidin-1-yl-

ethvl)-piperazin-1-vl]-ethyl}-benzamide

The title compound was prepared from {4-[2-(2,4-dichloro-benzoyl)-
phenylsulfamoyl]-benzoylamino}-acetic acid and 1-(2—pyrr01idin-1-yl—ethyl)-piperazine
(EMKA-Chemie) according to the method described in Example 1.1/f. MS (EI) 673.2
(MHM.

Compounds of Table 6 were prepared from {4-[2-(2,4-dichloro-benzoyl)-
phenylsulfamoyl]-benzoylamino}-acetic acid (Example 6.1/c) according to the method

described in Example 1.1/f.



6.9

4-[2-(2,4-Di chl oro-benzoyl ) - phenyl sul famoyl ] - N-{2-[ 4-(
w@2008//&540 net hyl - pi peri di n-4-yl)-pi perazi n- | PCT/HU2007/000102

-yl ]-2-o0xo-ethyl}-benzam dg7Exanple 7.1 5

4-12- ( 4- Fl uor o- phenoxy) - phenyl sul fanoyl ] - N-12- (4- hydro

Xy- pi peridin-1-yl)-2-o0xo- ethyl]-benzam de

a) 4-[ 2- (4- Fl uoro phenoxy) - phenyl sul f amoyl | - benzoi c
TaBld ¢l The title conpound was prepared from

2- (4-f | uor o- phenoxy) - phenyl ami ne [Helv. Chim Acta;

48 (1965) 336-347] according to the nethod described

T Exgnpte 10t VB (Er) 3882 (IvHF) WO
Ex209R/ 068540 PCT/ HU2007/ 0000O® 48 b) MS (EI)
14 [ 2+ (4- Fl uoro- phenoxy) phenyl sul f anoyl | - benzoyl anh\r,ﬁgr)

A -E-EOHHA

ok d Iy Th I
—acet+e—actt—ethyl—ester Fhe—ti+tte—conpound—was

Brepar 62-(2, mnléhlbrz-l(eﬁzéjd)}phmymuﬁammyl)]-N-{z 0X0-2- [4- 701.4

pheny| sul f ar ]-benzogic. acid an ne et epter
hydr ocrRipe n-elcléz%ﬁ’ LPiPgragal - Y@ ﬁ%ﬁghg |bed in

Exanpi e 1.17d. ¢)

£4- [ 2- 4128, ﬁ&ldﬂmeb@xwl) phenylsufamp s d\r(2-oedAdy | anio8a2
} ;ffg {(3 S 1ﬂmTP.§kg{og,§,§)pq&mqu N ey B eRaLERe oM

& or| S g g R ERh eGSR P Lol
1. 1/ e} diMetHyRlmind4$popl -pberthzind)-y1]-2-0xo- ethyl&l_ 2

4-[2-|4- Fl uor o- phenoxy- phenyl sul f amoyl |

4- hydr‘m@}afpldﬁerl di n-1-yl ) - 2-oxo- ethyl]-benzani de| The
ttt+erconpound—was prepared—from

o6 [ 244212, Wdﬂpﬂmebunx«y})l) -pliénylsulfamoyl]-N-{2- oxo-2 [4- 672.4
phenyl sul fa epzayl.am aci d

4- hydpr @W@Y"r L’yﬁ HIX@ dr?ﬂb}ltyi]c?th¥ﬁ descrl bed

5?30% 4%) é%@%@@r@&%}'ﬂ%ﬁﬁ%@i 4%‘%%%1%%”620 SEQﬂix% 5912
pheny'Mn@%)slaﬂlmhqnflzwméapﬁn-ﬁa%in@d@c' d (Exanp|e

7.1/ c) "acc ng to e nethod” 20 described in

lg?sarrpl f—[Q‘-(Z’L,Afchﬁligl%l-l?enZoﬁBHBly?sumyﬁﬁl—fﬁ@- (M 605.2

hydroxymethyl-piperidin-1-yl)-2-oxo-ethyl]-benzamide

6.8 1-(2-{4-[2-(2,4-Dichloro-benzoyl)-phenylsulfamoyl]- 618.3

benzoylamino }-acetyl)-piperidine-4-carboxylic acid amide

6.9 4-[2-(2,4-Dichloro-benzoyl)-phenylsulfamoyl]-N- {2-[4-(1- 673.4
methyl-piperidin-4-yl)-piperazin- 1-yl]-2-oxo-ethyl }-benzamide

Example 7.1
4-[2-(4-Fluoro-phenoxy)-phenylsulfamoyl]-N-[2-(4-hydroxy-piperidin-1-yl)-2-oxo-

ethyll-benzamide

a) 4-[2-(4-Fluoro-phenoxy)-phenylsulfamovl]-benzoic acid

The title compound was prepared from 2-(4-fluoro-phenoxy)-phenylamine
[Helv. Chim. Acta; 48 (1965) 336-347] according to the method described in Example
1.1/c. MS (EI) 388.2 (MH").
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7.2
4-[ 2- (4- Fl uor o- phenoxy) - phenyl sul f anoyl ] - N- ( 2- oxo- 2-
WG 2®88685p0 peri di n-1-yl -et hyl )-benzam de 7.3  PCT/HU2007/000102
4-[2-(4-Fl uoro-phenoxy) - phasyl sul famoyl ] - N-[ 2- (4-
542. 4 hydroxynet hyl . - pi peridi n-1-yl)-2-o0xo-ethyl]
-benzam de 7.4
4-[ 2- (4- Fl uor o- phenoxy) - phenyl sul famoyl ] - N-{2-[ 4- ( 2-
556. 2 WD 2008/ 068540 PCT/ HU2007/ 000102 49

hydr o -eth I eridin-1- -2-0X0-eth
. y ) pip ei'wllqrulﬁwpyl] J)enzovlar)énno} ac%tlc %c1d ethyl ester
v O- &MV l=[4:(4-fluoro-ph -
VI BRI S ) e sy

h@i?ﬁ;ﬁl)fht&dj'lﬂ-:bﬁmohd adié mndr‘glykéna):thyl ester hydrochloride according to the

(4-TriflLuor ﬁ% phenoxy) - phenvl sul f anovl | - benzo
nwﬂ@dé@ﬁHﬁWﬂ€1F¥¥?&Eég ound was prepared from

2-(4- trrfluoronethyl phenoxy) phenyl ami ne [J. Chem
Soc Perkrn Trans (1976) 1279 1285] accordlng to
hrodphd: irthe 1 fany0y oviamino dpagetigaaid 438 0

( b)
(M8, ) ﬁworfhenox ) - BIRASH s P oy 264 s Bhenoy)
ph&ﬂyiﬁ%hbﬂg%éhﬂ)ylzﬁﬁlh&} -a@dice amzrhethryl tester Caxopditiyd twame method
repared fromi4 trifluoromethyl-phenoxy) -
de%ﬁb?ﬁ/lnﬁﬂmyllﬂe— Nbgn(fd) 4%k (MHshd gl ycine ethyl ester
hydrochl ori de according to the 15 nmethod described in
Exanple 1.1/d. c)
d) 14-[R44{Flackoiphknexyppheryy $ul fahe

z ylanlng acetic acid The tltre conpound més‘

9m%ﬁé§§ﬁ@@;£r0n1{4 [2-(4-trifluoronethyl-phenoxy)-
phemyé S U@ MBinbotid Z Q¥dsa MpRPhredC e Fofm aC(lE;{ZE(tlltﬂdor@—gh@foxy)-

e

according to the nethod 20 described in
phévisisufhinodiherzayhdshing } -dyetic acid and 4- hydroxyplperldme according to the

it S TS L e

The title conpound was prepared from
{4-[2-(4-trifuarmet hyl - phenoxy)
Coptpenydss ulof ambihle - benzB§ica nPFFrP}‘Leéc ei&PE‘ acid2@fluoro-phenoxy)-

phé‘hﬁJﬂség{a&’éﬁ-b%ﬁ%%ﬁﬁﬁgﬁ%gﬁ i}g_(rﬁo;&{@ﬁ;._ﬂesta%&dﬂk%% thdRfthod

described in Example 1.1/f.

Table 7
Example Name MS (EI)
(MH")
7.2 4-[2-(4-Fluoro-phenoxy)-phenylsulfamoyl]-N-(2-oxo-2- 512.3
piperidin-1-yl-ethyl)-benzamide
7.3 4-[2-(4-Fluoro-phenoxy)-phenylsulfamoyl]-N-[2-(4- 542.4
hydroxymethyl-piperidin-1-yl)-2-oxo-ethyl]-benzamide
7.4 4-[2-(4-Fluoro-phenoxy)-phenylsulfamoyl]-N- {2-[4-(2- 556.2
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Exanmple 9.1
N-12- (4- Hvdr oxv- pi peri di n-1-vl)-2-oxo-ethvll-4-(2-(4-t
w0 2doBaessanret hoxy- phenoxy) - 30 PCT/HU2007/000102
phenyl sul f anoyl ] - benzam de 44)
4-[2-(4-Trifluornmet hoxy-phenoxy) - phenyl sul f anoyl ] - benz
oi c acid WD 2008/ 068540 PCT/ HU2007/ 000102 50 The
title conpound was prepared from

2= (A Gk N e T TCYAVARS - J. NEed.
Chem] A T ] e R b | Hesdrt hed

in Exanple 1.1/c. M5 (El) 454.1 (MH#). 5 b)
{4-[2-(4-Trifl uornet hoxy-phenoxy) - phenyl sul f anoyl | - ben
zoyl am no}-acetic acid ethyl ester The title conpound
Exd@sidN. gpared from4-[2-(4-trifluoronmethoxy-phenoxy) -
_DTTgI’TV'I_éul fanoyl ] -benzoic acid and gl ycine ethyl lelst er

ifluoramethyl-phenpxy)-

onmet hoxy- phenoxy) - phenyl sul f anoyl | -
a) LENEPYH AR nEHhtnax yRphéhylstbfambiflibenssiepadnd was

pheh Sti Q%é?m[éi 95| BERPHES - 081 | & B R kahsgpy)-
ph%%ﬁ%gﬁ% r[g 1?}‘)(6%"%)@;:{%) TASRC Reshe) M oEYATREE adeotdifig to the

mettofl Aefctibely it Bxample pavd. M$ (BD ¢8§.0IMIKd- et hyl | - 4-[ 2- (4-t
rifluoromet hoxy-phenoxy)- phenyl sul fanoyl ] - benzam de
The title conpound was prepared from

b) { 44 2~ @éThiflhJretyR bR X y PRIRMgKMIfamoyl]-benzoylamino} -acetic  acid
phenyT sul T anoyl | - benzoyl am no}-acetic acid and

ethyl ¢statr oxypi peri di ne according to the 20 nethod
descyibed i n Exanpl . i I . .
e S DD ety S b s

phdritshBafé I?-fbieﬁidil@ aéiB tand>elyqime athyl pster hydrochloride according to the
phenyl sufl anoyl ] - benzoyl am no}-acetic acid (Exanple

methog/deycribed i Ex#ppled-IYhe net hod described in Exanpl e
1.1/f. 25 Table 9

¢) {4-[2-(4-Trifluoromethyl-phenoxy)-phenylsulfamoyl]-benzoylamino}-acetic acid

The title compound was prepared from {4-[2-(4-trifluoromethyl-phenoxy)-
phenylsulfamoyl]-benzoylamino}-acetic acid ethyl ester according to the method

described in Example 1.1/e. MS (EI) 475.2 (MH").

d) N-[2-(4-Hydroxy-piperidin-1-yl)-2-oxo-ethyl]-4-[2-(4-trifluoromethyl-phenoxy)-

phenvylsulfamovyl]-benzamide

The title compound was prepared from {4-[2-(4-trifuormethyl-phenoxy)-
phenylsulfamoyl]-benzoylamino}-acetic acid and 4-hydroxypiperidine according to the

method described in Example 1.1/f. MS (EI) 578.3 (MH").

Example 9.1
N-[2-(4-Hydroxy-piperidin-1-yl)-2-oxo-ethyl]-4-{2-(4-trifluoromethoxy-phenoxy)-

phenylsulfamoyl]-benzamide

a) 4-[2-(4-Trifluormethoxy-phenoxy)-phenylsulfamoyl]-benzoic acid
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Exanpl e Name MS (EI) (MH) 9.2
N-{2- Ox0-2-[4-(2-pyrrolidin-1-yl-ethyl)-piperazin-I|-yl

WO 2@8logdshe 676. 5 PCT/HU2007/000102
4-[2-(4-trifluoronethoxy-plsenoxy) - phenyl sul fanoyl] WO
2008/ 068540 PCT/ HU2007/ 000102 51 benzam de 9.3
N-{2-[4-(1-Methyl-piperidin-4-yl)-piperazin-I-yl]-2-ox
o- 676.5 ethyl)
- 4-TRe (dnd réd‘nllp&lha "?J(z)a@iﬁbép%&n%ﬁ) - Pl vl ordih aBNY-phenoxy)-

e

benzam de Exanp . _ ) )
phenylamifiel {Br Mad- Chehl 83 ¢1 PR 2ERWVOTpeeriing| tbameiipd Mdeseribed in

2- (4- hydr =Ri peri din~1- vl)-2-o0xo-ethyl]-benzam de 5
Ex%rylglg_lgy%r@é%@@mgg.rléﬁlﬁk): (2-nitro-phenoxv) - benzene The

title conpound was prepared from

4- br ono- 2,-ﬂch| or 0- phenol ac%or d

ethgs -rB- 2- hIoo- pheno&/) - henyl a né 10 The' title
und was prepared from

4- bTherait2- coinpownd wag- prepared rﬂmn04(-_&3-(4-bﬁ1m0methoxy-phenoxy)-

phqra%fﬁg{fg%ggli- gmtq_kﬂﬁe _agﬁtarr]lgdgl}qcelgec E:tlhg)llegstérnhy%%gclﬁ)olr?delzic]éér%ingl\/% the

meﬂieh%reé&fb@&mxa’inﬁ@qu/&' phenoxy) - phenyl sul f anoyl ] - benzo
ic acid The titl'e conpound was prepared from
2- (4-brono- 2- chl or o- phenoxy) - 15 phenyl ani ne accordi ng
) {@gt-@?rféﬁ#t oqr)gr%g} %?’(\9-%hgrleoqcvﬁ-ghgf§'f’sqﬁlaﬁloed‘]-%/eﬁzovm&ﬁ-)acetic acid
14 2hé 4itRr etBpaimdhives @rapassdofum pgRy4-srifldcaomythbxpheroxy)-
yl am no}-acetic acid eth |y ester 20 The tjtle
phw}wﬁwgy“@gn@y@g@pghw@@@md ethyl ester according to the method

ri -'Tgil@ 47 MLy PNEARRY) -
des% é%{/ﬁ‘li%’ﬁ m){/ff-ie_ B&esggo?c acl dy)?and gl yci ne ethyl ester
hydrochl ori de according to the nmnethod described in

&6 )

YeP1pCIIGIN-{ =i )-

ph@AsAABY 1] deftdntiddCi d 25 The title conpound was
prepared from {4-(} 2- (4- br ono- 2- chl or 0- phenoxy) -
The title compound was prepared from {4-[2-(4-trifuormethoxy-phenoxy)-

phenylsulfamoyl]-benzoylamino}-acetic acid and 4-hydroxypiperidine according to the
method described in Example 1.1/f. MS (EI) 594.3 (MH").

Compounds of Table 9 were prepared from {4-[2-(4-trifluormethoxy-phenoxy)-
phenylsulfamoyl]-benzoylamino}-acetic acid (Example 9.1/c) according to the method

described in Example 1.1/f.

Table 9

Example Name MS (EI)
(MH")

9.2 N-{2-Ox0-2-[4-(2-pyrrolidin-1-yl-ethyl)-piperazin-1-yl]-ethyl } - 676.5
4-[2-(4-trifluoromethoxy-phenoxy)-phenylsulfamoyl}-
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phenyl sul f anoyl ] - benzoyl am no} -acetic acid ethyl ester

according to the nethod described in Exanple 1.1/e.
wOoB08Mabes4Hb41. 1 (MH) . WO 2008/ 068540 PCT/ HU2000¢ Da01®2/000102

52 51

4-[ 2-(4-Brono- 2-chl or o- phenoxy) - phenyl sul f anoyl ] - N-[ 2-

(4- hydyroxy-pi peridin-1- yl)-2-oxo-ethyl]-benzam de

The title conpound was prepared from

{12- T hzRnfae0- 2- chl or o- phenoxy) - 5

phenyl sul f anpyl ] -benzoyl am na}-acetic acid and

4 , — P . o q
S R e O BERAL R bR ococ | eods
Tabl e| &Bbylje[2-(@rteiflaomthdthioxayrphenoxy)-phenylsulfamoyl]-

{4-12r ono- 2- chl or o- phenoxy) -
pheny é‘?ﬁ'??‘ﬁ‘rﬁiﬁyl ] - benzoyl ami no}-acetic acid (Exanp|e

J.U. I7€) according to the nethod 10 described in
Exanple 1.1/f. Table 10 Exanple Name M5 (El) (MH)
Exafhple 10.1] 2- ( 4- Br ono- 2- chl or o- phenoxy) phenyl sulfarmyl]

. 2 | i

4'12'13;!'5 ro-phe [

3:1)42_5,20_@1418;5 ,%]Jdﬂl or o- phenoxy) phenyl sul fam)yl ] I\I-{2-
0X0- . -T4-(3 -pyrrolidin- | _

a)i)BJaadpghlg&dt Fphenoxy thyl } benzanide

a- [ 30t gt compound s Ruchape, o  Bpoms Pshiopg pbeq] geording to
the{xﬁethbid) deséfibeddin Eﬁ(-ahrtﬂe( P1 py MS)QEI)jMQL 3 (MH).
-yl-ethyl)-piperidin- | -yl]-ethyl } -benzam de 10.5
1-(2-{4-[2-(4-Brono- 2- chl or o- phenoxy) - phenylsulfam)yl]

b) 2-(8-Brorho- ﬁ&na@yﬂléﬁbm}pheﬁﬁwﬁae pi peri di ne- 4-carboxylic
acltd am de .

4- [ Th¢ 4LtIBr®mPOBmt s roensinesh G 4-proseg 2 shlorerdytitragphenoxy)-
ool drp bR B rsdaddeerbegin Exengls 1Y RV (ED3003 O

10.7

4 2- (4- Br ono- 2- chl or o- phenagx henyl sul f a I
£ SSrcrma—ZAclﬂqro IsiifantoylIche a)zll]n 1-yl ]

PCT ﬁﬁ%z glﬁ)l %8%?8&&? NGAM G2,¥ 2838 05824fmo-2-chloro-phenoxy)-

phenylamine according to the method described in Example 1.1/c. MS (EI) 483.4
(MHM).

d)  {4-[2-(4-Bromo-2-chloro-phenoxy)-phenylsulfamoyl]-benzoylamino}-acetic _acid

ethyl ester
The title compound was prepared from 4-[2-(4-bromo-2-chloro-phenoxy)-

phenylsulfamoyl]-benzoic acid and glycine ethyl ester hydrochloride according to the
method described in Example 1.1/d.

e) {4-[2-(4-Bromo-2-chloro-phenoxy)-phenylsulfamoyl]-benzoylamino }-acetic acid

The title compound was prepared from {4-[2-(4-bromo-2-chloro-phenoxy)-
phenylsulfamoyl]-benzoylamino}-acetic acid ethyl ester according to the method

described in Example 1.1/e. MS (EI) 541.1 (MH").
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53 Exanple 11.1
N-(2-[1, 4] D azepan- 1-yl - 2- oxo- et hyl ) - 4- ( 2- phenoxv- phen
wQ baalobssnoy| ) - benzam de hydrochl oride 5 To a BCT/HUe@7/000102
sol ution of 52
[ 4- (2- phenoxy- phenyl sul f anoyl ) - benzoyl am no] -acetic
acid (Exanple 2.1/c) (36 ng, 0.085 mmol) in a m xture
of dicloronethane (2 nL) and dinethylformam de (0.2
m.) and [1, 4]diazepane 1-carboxylic ‘acid tert-butyl

ester &FI uka) , 0.1 ol HBTU (46 ny O 12
0 rrfel2(4a romwzwhlom-ahemw -plrenylsutfamoy idin-1-

DS MLy eStlrred at roomterrperaturefor 24 h
Llﬁwpu%#ﬁ% by col unmm chr omat ogr aphy usi ng
Ki eTke gitle 66mpOurdl 5raf. iHéparadn)fran &L (4bbromao-24ehlokd-phenoxy)-
an adi ent elutio startl 00%.A el.uen 1d
oo bewor b -abi ot Ry B Foltie to the
merq?a%&%lb@&hrymmﬁemmwm) 623 YeOiH'®: ethyl acetate).

e purified conpound was dissolved in ethyl acetate
(0.5 nm) 2.5 Mhydrogen chloride in ethyl acetate

d d th t t
Copgnpdtaptr BHE S berstad it Pt i Bl S3nRlo-bAERNy-
phdnylsuEa@6y] ] Weszsthnyihd Nacbtie tabid (Eﬁhlhpre Nde)dccedirignto the method
vacuumto ¥| el d 29 mg (62 %9 of the title conpound.

desvbedn Exowlol (i) | Exarrpl e 11.2
N- ( 2- Oxo- 2- pi per a2| n-1-yl -ethyl)-4-(2-phenoxv-phenyl su
| famoyl ) - benzami de 20 hyrochl oride The title conpound
TabRsl0pr epared from [ 4- (2- phenoxy- phenyl sul f anoyl ) -
benzoyl am no] -acetic acid (Exanple 2.1/c) and
pi perazine-|-carboxylic acid tert-butyl ester

(Ardrjich) according to the method described rn Expnpl e
Example | M5 (El) 495.2 (M#Namgs Exanple 11.3 MS (ED)
N-12-(4 Ami no- plper|d|n 1-yl)-2-oxo-ethyl]-4-(2- phepan™

v=phenytsut-fanoyt)=benzamde hydrochtoride The tftie

Hap ouh{R-(eBrgme pachiedo-phenmxy)-phenylsulfamoyl]-N-{2-oxo- |  705.4

42 pheposy: AUEn U B SO RSIRRYL AR

d b
{0d or| 18- ceBlomanrg e phero PR By B (e PR
11. 1. i\/ﬁl (ﬁb}n&gﬁn- -yl-propyl)-piperazin-1-yl]-ethyl}-

benzamide

10.4 4-[2-(4-Bromo-2-chloro-phenoxy)-phenylsulfamoyl]-N-{2-oxo- | ~ 705.4
2-[4-(2-pyrrolidin-1-yl-ethyl)-piperidin-1-yl]-ethyl } -benzamide

10.5 1-(2- {4-[2-(4-Bromo-2-chloro-phenoxy)-phenylsulfamoyl]- 651.3

benzoylamino }-acetyl)-piperidine-4-carboxylic acid amide

10.6 4-[2-(4-Bromo-2-chloro-phenoxy)-phenylsulfamoyl]-N-[2-(4- 638.3
hydroxymethyl-piperidin-1-yl)-2-oxo-ethyl]-benzamide

10.7 4-[2-(4-Bromo-2-chloro-phenoxy)-phenylsulfamoyl]-N-{2-[4- 706.4
(1-methyl-piperidin-4-yl)-piperazin-1-yl]-2-oxo-ethyl } -

benzamide
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(M) . WD 2008/ 068540 PCT/ HU2007/ 000102 54 Exanpl e

11.4 4- f
WQ@2{08/0685Dh chl or o- phenoxy) - phenyl sul f anoyl ] - N- (PEDHT2®7{000102

i perazin-1-yl-ethyl)- benzasi de hydrochloride 5 The

title conpound was prepared from

{4-[2-(2, 4-di chl or o- phenoxy) -

phenyl sul f anoyl ] - benzoyl am no}-acetic acid (Exanple

1.1/e) and piperazine-1- carboxylic acid tert-butyl

ester (Aldrich) according to the nmethod described in
Exgmplenllel 11.1. M5 (EI) 564. 2 (M—|+) 10 Exarrple 11.5

hvclwdhgﬁi(deorl ge The t|tIe conpound was preparedfrom
2,4 hl or o-
phef§ 1Astfirednigfiton,eh E‘Q&F a‘%ﬁr/‘ﬂ&?gwﬁ“éfag’er@ -bepgayiggnigo]-acetic

acid (]y(éﬁﬁpl@'idl /&)]&36] Q?@H%atﬂﬁlo B in BomBire Q?f)dhdl@roﬁié’t}ﬁne (2 mL) and
tert-butyl Fl ukaE1 according to the nethod

dlnmlsﬂfqrmentldm ((E32 ammp) eand] A]dlamapgl)camygc (W)tert—butyl ester

a8 e i st SRS T y B2 el kb Bt 02

mnIchf—‘wEfetddﬁe& OrHRQHAErdRiFas @ﬁﬁ&ﬁﬁﬁ@oﬂhﬁ@ﬂberature for 24 h, then punﬁed
4- ( 2- benzoyl - phenyl sul farmlyéﬁ(ﬂ benzoyl am no] -acet

by admm(@mpgraahﬂnﬁylg Kieselge %lzse%a%nqn)c@rmwmmewk)

and;lieh CAion Hing AT ophA W e BRT BESL5he 0 BENMAover

a peXiodife20l mifutes (eluent A: n-hexane; eluent B: ethyl acetate). The purified
4- (2- Benzovl - phenyl sulfam)yl(zj#l\l-(z 0X0-2- pi perazin-1-y

compeundyyas. disspdvad weethHyereti (bt mle A Mihydregen dn”ethyl

UYL BTN SR bR 241
The preeipitaied @roducawbo filtkied, \aashdd vmhtdidzthylydther and dried in vacuum to

yield 29 mg (62 %) of the title compound. MS (EI) 509.2 (MH").

LZBQ

Example 11.2
N-(2-Oxo0-2-piperazin-1-yl-ethyl)-4-(2-phenoxy-phenylsulfamoyl)-benzamide

hyrochloride
The title compound was prepared from [4-(2-phenoxy-phénylsulfamoyl)-

benzoylamino]-acetic acid (Example 2.1/c) and piperazine-1-carboxylic acid terz-butyl
ester (Aldrich) according to the method described in Example 11.1. MS (EI) 495.2
(MH).

Example 11.3
N-]2-(4-Amino-piperidin-1-yl)-2-oxo-ethyl]-4-(2-phenoxy-phenylsulfamoyl)-

benzamide hydrochloride

The title compound was prepared from [4-(2-phenoxy-phenylsulfamoyl)-
benzoylamino]-acetic acid (Example 2.1/c) and piperidin-4-yl-carbamic acid fer¢-butyl
ester (Aldrich) according to the method described in Example 11.1. MS (EI) 509.0
(MH").
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ester (Al drich) according to the nmethod described in

Exanple 11.1. Ms (EI) 507.2 (MH) WO 2008/ 068540
wEUNsMkBOO7/ 000102 55 Exanple 11.8 PCT/HU2007/000102

N-[ 2- (4- Am no- pi peri di n-1- k) - 2- oxo-et hvl | - 4-(2-benzov

| - phenyl sul fanoyl ) - benzam de hydrochloride 5 The.

title conpound was prepared from

[ 4- (2-benzoyl - phenyl sul fanoyl )- benzoyl anmi no] - acetic

acid (Exanple 3.1/c) and piperidin-4-yl-carbam c acid

tert-butyl ester (Al drich) according to the nethod
Exdempbe 1bed in Exanple 11.1. M5 (El) 521.2 (N+H) 10

n| e
3- ‘h_l‘ h nlu'ut J-pher amoy

beﬁﬁﬁd@ﬁ?ﬂ@&ﬁmn&henyl sul f anoyl | - benzani de
ydrochl ori de e title conpound was r%Pared
{4- [Ihe ( 2itle- hogipoBRd- Wqéndy%ared from P4 (2,4-dic oro-phenoxy)

oS IR hREPQURT A - B5EIRe 2E1) (S48 TBlRrazine-1-

c acid tert-
caIBE)S(i}ﬂfcl dcid témmhyl Bt OAldirich) dcotdies twethé odttidsieséribed in tExample
a M5 (El') 577.2 (M#). Exanple 11.10
lld.b%f@ﬂhﬁ¥%lﬁﬂﬁhlf|uoro phenoxy) - phenyl sul f amoyl ] - N- (2
- OX0- 2- pi perazin-1-yl - 20 ethyl)-benzam de
hydrochl oride The title conpound was prepared from
Exaipll&61E.8uor o- 2- (4-f 1 uor o- phenoxy)

TR . 3§l AhfihExaml e
! “buty
1@&1&‘% _bEAanAEE dmmdrmet he net hod descrl bed in
(MH). 25 Exa hil_ 11‘1
N- ( thﬁ title compoun was prepared from {4-[2- (2 dlC oro-phenoxy)-
I al
b R e e

caﬂbbid'lﬁ: Wuﬁdymerp@hﬂab adcdrdiagto the method descrlbed in Example

ML ES 578 Gy 0- benzoyl) -

Example 11.6
4-(2-Benzoyl-

hydrochloride

The title compound was prepared from [4-(2-benzoyl-phenylsulfamoyl)-
benzoylamino]-acetic acid (Example 3.1/c) and [1,4]diazepane-1-carboxylic acid tert-
butyl ester (Fluka) according to the method described in Example 11.1. MS (EI) 521.2
(MHY.

Example 11.7
4-(2-Benzoyl-phenylsulfamoyl)-N-(2-o0x0-2-piperazin-1-yl-ethyl)-benzamide

hydrochloride

The title compound was prepared from [4-(2-benzoyl-phenylsulfamoyl)-
benzoylamino]-acetic acid (Example 3.1/c) and piperazine-1-carboxylic acid ferz-butyl
ester (Aldrich) according to the method described in Example 11.1. MS (EI) 507.2
(MH").
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30 phenyl sul f anoyl ] - benzoyl am no}-acetic acid (Exanple
6.1/c) ) and [1, 4] di azepane-1- carboxylic acid

wo esoB/o&esty| ester (Fluka) according to the nmethOOHU2007/000102
described in Exanple 11.1s55M5 (El') 589.3 (MH#). WO
2008/ 068540 PCT/ HU2007/ 000102 56 Exanple 11.12 4-f
2-(2,4-D chl oro- benzoyb- phenvl sul fanovl | - N- (2- oxo0-2-p
perazin-1-yl -ethyl)- benzam de hydrochloride 5 The
title conpound was prepared from
{4-[2-(2, 4-dichl oro-benzoyl) -

Ex p_hgl_tylls&l famoyl ] - benzoyl am no} -acetic acid (Exarrpl e
.1/ Ae |

ben@éﬂﬂﬂéﬁ dlgo%hﬂorld\és (E|)d 57? 3| §M2'|+) 10t Examol e 11 13
no- pi peridin 0X0
[ 2%; Atitds cwr@nogmgemypljepa%ﬁemui“rén%%'fl%’ylﬂé‘ﬁaﬂﬂflﬁ’@oyl)'
berizﬁgl[a%ﬁ?@ oa&étg a T{i'g 31{1)1519 3019{5p8ﬂrﬁp¥@(ﬁnﬂrﬁ%ﬂﬁ%lé A8 tert-butyl

enzo
estah@ﬁﬂ;ihsh)l domig tdodrezm}ttmm des<}n‘tmdem| Exawpld 1(1Exavpl @D 521.2
+1/c) ) and piperidin-4-yl- 15 carbam c acid

(NQkﬁt butyl ester (Aldrich) according to the method
described in Exanple 11.1. M5 (El) 589.3 (MH).
Exanple 11.14 N-(2- Oxo-2-piperazin-1-yl-ethyl)-4-1
ﬁ_n_l@lbl]r f 1 uor onet hoxy- phenoxy) 20

b

..‘ I 40 - th vlilyg I??E' JiLlﬂgroTBﬁelIJx&Le
L“‘ﬁ%“a Gy aﬁ%“’*“?“gﬁ‘ﬁﬁ%""’?“;ﬁhﬁ’g? XZ) etic
5.1 § &g moxé@f’a%d N pemy PR a{:ﬁ@-&e‘ﬁ Ex ﬁ@?whenoxy)-
ph%?is%[ffi&%q fef}ﬂ)y&%ﬁlf@ ?&ég@ gtaeldt mﬁﬁf)fggqggﬁ %Hb?%ehﬂm-4 -yl-

carBalfuc a01d tert-butyl ester (Aldrich) accordmg to the method descnbed in Example

nn- 2- chl.or o- phenoxy) - phenyl sul f amoyl ] - N- (2- oxo
11-12Mg§ (Eé)r%\y %(l\f% et hyl ) - benzani de hydrochl ori de

Example 11.10
4-

ethyl)-benzamide hydrochloride

The title compound was prepared from {4-[5-fluoro-2-(4-fluoro-phenoxy)-
phenylsulfamoyl]-benzoylamino}-acetic acid (Example 4.1/c) and piperazine-1-
carboxylic acid tert-butyl ester (Aldrich) according to the method described in Example
11.1. MS (EI) 531.2 (MH").

Example 11.11

2.4-dichloro-benzovl)-phenylsulfamovl]-

benzamide hvdrochloride

The title compound was prepared from {4-[2-(2,4-dichloro-benzoyl)-
phenylsulfamoyl]-benzoylamino}-acetic acid (Example 6.1/c) ) and [1,4]diazepane-1-
carboxylic acid tert-butyl ester (Fluka) according to the method described in Example
11.1. MS (EI) 589.3 (MH").
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The title conpound was prepared from
{4-[ 2-(4-brono-2-chl oro- phenoxy) - 30

w@bmspsssw f anoyl | - benzoyl am no}-acetic aci d ( Exeglueo07/000102
10. 1/ e) and piperazine-1- earboxylic acid tert-butyl
ester (Al drich) according to the nmethod described in
Exanple 11.1. M5 (EI') 609.2 (MH). WO 2008/ 068540
PCT/ HU2007/ 000102 57 Exanple 12
N-((S)-2-2,5-D aza-bicycl o[ 2. 2. 1] hept - 2-yl - 2- oxo- et hyl
)-4 (2- {)henoxy phenyl sul f anoyl ) - benzam de 5 A stirred

4- -£ ]51&[?!201-1(? | r‘?;

beﬂﬁnﬁﬂph@d&cﬁ@n(me rTg, 0. 0_77 mol ) and 10 %Pd/c (10
t d (5 nl) t
T e« Bfercamppund oves Torostee Loy o L Frdi P os)-
phé?l&fsugﬂrg %\E%exfddlyia?xﬂhg} W@RicConge N aptd 6.1Vc) VRGHA- pibeRzine-1-

by col umm chr omat ography usi ng
carboxediel agel teﬁebu(c)ﬂ eSteh (Aldnoh)cmcondmg to ke m&oésiem@sd e Fxample

t hanol : anmoni um hydroxide = 9:1:0.1
113”19,&(&'&%7% {‘Xﬂ{ 'd 37.9 mg (97 % of the title
compound. Ms (El') 507.1 (M+). Exanple 13 Preparation

of pharnmaceutical conpositions: 15 a) Tabl ets:
Example BHQL3/, of actlve i ngredl ent of fornula (I) 15-50 %

ph@g : ﬁﬂﬁi@ |-BémnﬁﬂehvdroBhMmfe col I oid sili con d| oxi de

2-7 %of ultra rrylopectln re m

gr akhe at“éloa W“W@Pngr Y51 RIFRARE 3‘°H’r eggi%l' @8 ‘ﬁaﬁ?r&bfnzoyl)'
I bl e. -4-y]-

phgg’é%%fgﬁﬁgq}%gﬁoﬁm‘ﬁ‘% ﬁ&ﬁfé hab ?xﬁmpi@"% abheid pRRAdIn-4-y

e nmethod descri bed above were coated by
carhamiwqmi terongykesterd Addrichn eeconding to thesmethed [dgsanibed jin Frample

r ugar talc. The dragees were polished by a
ll'ﬁ'l i)%%@ggv\)ax and carnuba wax. c) Capsules: 25
0.01-50 % of active ingredient of fornmula (1), 1-5 %

of sodium |l auryl sulfate, 15- 50 % of starch, 15-50 %

Examplett.bde 1-3 % of colloid silicon dioxide and
N-(2- ;(6-3-%) ra 4-trifluoromethoxy-

phenylsulfamoyl]-benzamide hydrochloride

The title compound was prepared from {4-[2-(4-trifluormethoxy-phenoxy)-
phenylsulfamoyl]-benzoylamino}-acetic acid (Example 9.1/c) and piperazine-1-
carboxylic acid tert-butyl ester (Aldrich) according to the method described in Example
11.1. MS (EI) 579.3 (MH").

Example 11.15

4-[2-(4-Bromo-2-chloro-phenoxy)-phenylsulfamoyl]-N-(2-oxo-2-piperazin-1-yl-

ethvl)-benzamide hydrochloride

The title compound was prepared from {4-[2-(4-bromo-2-chloro-phenoxy)-
phenylsulfamoyl]-benzoylamino}-acetic acid (Example 10.1/¢) and piperazine-1-
carboxylic acid tert-butyl ester (Aldrich) according to the method described in Example
11.1. MS (EI) 609.2 (MH").
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magnesi um st earate were thoroughly m xed, the m xture
was passed through a sieve and filled in hard gelatin
we apsbssgo d) Suspensions: 30 Ingredients: 0. ORCT/EHU2600/000102
active ingredient of formulsa (1), 0.1-2 % of sodium
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
% of nipasol, 0.01-0.5 % of carbopol (polyacrilic
acid), WD 2008/068540 PCT/ HU2007/000102 58 0.1-5 % of
96 % ethanol, 0.1-1 %of flavoring agent, 20-70 % of
Examplé 15| (70 % aqueous sol ution) and 30-50 % of

__&@% ”Iﬁ%ﬁﬁfﬁv'o 9.1k added

phénviSilRichoyIRbénzantideinder Vi gorous stirring, and the

oAU SGABRITE P Mo taneiss T Sarhtisiol A uInep-2:y1-2-
oxG et ‘ggl-'ﬂs— fﬂ##g%g ?h&'f lﬁ%Ho&glbeﬁﬁ%lﬁé Nekidp 1%@6 Qt Eﬁ?"ﬁ‘fg' ©.077

ras re ad stlrrlng
mmoal) andet0 %1%d/é:dt10m)|nm gmml agit (Svmk) welsibxdrbgﬁngwalat 5 bar at room

enERo?ﬁr Qtﬂlfio?g‘is gtnlb ’ﬁ‘ell‘%iagﬁ% )}vatsh lteggcg BSH a8 Ot?]ls V@%at?vra[s Cé)ncentliated in

vadiloe THE SdsiRE wdspakified BY CBRinWM EHtoMbgtdph dsing Kaesebet 60 K&015-
suspensi on syrup was passed through a colloid

10
0.0401 mipm) o Meyok)paee Adsorhent spd rbkoreBrmanethangl:agpapium hydroxide =
0 r t vl
o SRSyl b ST AL NERSBHLR M g v
50- 95% of adeps pro suppository (for exarrpl e Wtepsol
4) was_nelted, cooled to 35 C and the m xture of
Example, 13 i ngredi ent and 15 |l actose was mixed in it with

Prglgmagﬂ ioi gﬁﬂmac-gnﬁcﬁ%ﬂiqﬁgﬂloﬁb’“ ure was nmould in
i zed powder anpoul e

a)d‘ami tions: A5 %solution of mannitol or | actose

i di.stil.l ed ter, f [ c S 0
and {Iﬁegi)s% %F??c IHC\)\%C(#IC tt%tm%amglg @S léoﬂh‘%\/ f‘lgéleér'é, qu -50 % of
pofafd sthicAN5-14 %) o@]aofyv%)yl% sladoe] 013 Bfoftthle, @0143v%8 of magnesium
i ngredi ent of fornula was_al so made with

stebxa@n, Jt3 P off collaid silicon 4“??}1@% erbA- T oo diaPReci Werdixed,
uﬂéﬂ,gg,e?gmﬁ&la%& g}givefr cSb§td fafleRO! Uti on. These two

gt ons resm X aseptic conditions, filled
b)lm'aégem fildoatedabiesd:0 anpoul es, the

The tablets made according to the method described above were coated by a

layer consisting of entero- or gastrosolvent film, or of sugar and talc. The dragées were
polished by a mixture of beeswax and carnuba wax.
¢) Capsules:

0.01-50 % of active ingredient of formula (I), 1-5 % of sodium lauryl sulfate, 15-
50 % of starch, 15-50 % of lactose, 1-3 % of colloid silicon dioxide and 0.01-3 % of
magnesium stearate were thoroughly mixed, the mixture was passed through a sieve and
filled in hard gelatin capsules.

d) Suspensions:

Ingredients: 0.01-15 % of active ingredient of formula (I), 0.1-2 % of sodium
hydroxide, 0.1-3 % of citric acid, 0.05-0.2 % of nipagin (sodium methyl 4-
hydroxybenzoate), 0.005-0.02 % of nipasol, 0.01-0.5 % of carbopol (polyacrilic acid),
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content of the anpoul es was |yophilized, and the
anpoul es were seal ed under nitrogen. The contents of
wo b@sasgseul es were dissolved in sterile water PCT/EU0076000102
(physiological) 25 steril @a8aqueous sodi um chl ori de
solution before adm nistration. WO 2008/ 068540
PCT/ HUJ2007/ 000102 59 Cains 1. New bradykinin Bl
receptor antagoni st phenyl sul fanoyl benzam de
0.19894 ¥fdt6 %%&61 of 101 PRIbB1{voYing afEnt R0-7U Y 0NSEEDitoH( 10 B agBeous
O\O :(5~ = 5 R5 (I) wherein R is hydrogen
solytierhasd 36504 ohdistilledvateh: R2 is sel ected from (1)

g¥gﬁg ;g;,gﬂl 1§£ %g‘méa%g_@ld %&c‘i@{rﬂ?@ rr? ofb%nﬁf‘l%ﬁ Q@at&l K¥tbopol was

addeﬁGh&)rth-llQ@rﬁHﬂ; ur(cﬁ) vrgo%)stmﬁ@and th¢ F9lutiemn zvyls leﬁ to stand for

t [
1038 iy 6 SoBtRySFos Th pan SR EIETORT o ety Bl Rion of
sormblcgn(f hﬁiﬂl)artl?e Ql‘ﬁﬁllfblﬁt Fa@;?d'é%g/ f19gRtWae ddaedvath3stiring. To this
nbered cycl oal kyl ring; R3, R4 and R5 are

carnnnlekmrad@vﬂ Iu}gr@dlemtawhs added imysarabigpertigndend hassprydpd with an

im S, e, P9 s R, BPE O dlic fnel
voRihtey With Qistredakktex ¥ad thid flspensivretyrap ywasCpastell through a colloid

al koxycar bonyl ; -C(=0 -NH2 or hydroxy group;
milling equipment.

e) Suppositories:

For each suppository 0.01-15% of active ingredient of formula (I) and 1-20% of
lactose were thoroughly mixed, then 50-95% of adeps pro suppository (for example
Witepsol 4) was melted, cooled to 35 °C and the mixture of active ingredient and
lactose was mixed in it with homogenizator. The obtained mixture was mould in cooled
forms.

f) Lyophilized powder ampoule compositions:

A 5 % solution of mannitol or lactose was made with bidistilled water for
injection use, and the solution was filtered so as to have sterile solution. A 0.01-5 %
solution of the active ingredient of formula (I) was also made with bidistilled water for
injection use, and this solution was filtered so as to have sterile solution. These two
solutions were mixed under aseptic conditions, filled in 1 ml portions into ampoules, the
content of the ampoules was lyophilized, and the ampoules were sealed under nitrogen.
The contents of the ampoules were dissolved in sterile water or 0.9 % (physiological)

sterile aqueous sodium chloride solution before administration.
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Zis selected from (1) single bond; (2) oxygen atom
(3) CH2 group; (4) CO group; 20 (5 NRC group; (6) S

wWat@si6§57) SO2 group; Qis selected from (1) -NO/HU2007/000102

optionally substituted with9-(CH2),, OH group, or
-(CH2) - X-P group; WO 2008/ 068540 PCT/ HU2007/ 000102
60 (2) -N" ) ~~// , optionally substituted with one or
nore Cl-C4 al kyl group, one or nore hal ogen atom
Cliss2) m OH group, (CH2) m NH2 group, -(CH2)m CO- NH2
group, trifluoronethyl group, oxo group, -(CH2)m CN
group; NHCO (Cl-CA4 al kyl) group, NH SO2- (Cl A

1. al ﬁ%&&%&%y} ga?egg?ﬁagt%gﬁl%@%u%_lﬂl?a@% a0 1(% (K#Bfatives of

sogmghﬁ (©F3 group; group; (4) -N NH optlonally
substltut ed wth oxo group, S02-(Cl- C4 al kyl) group,
Cl-C4 al kyl group, -CO (Cl-C4 al k@l) BfRup, -(CH2)m
O (CH2)m OH 10 group, -(CH2)m OHjigroup, - S02- NRRd
group, -CO NRRR group; (5) ; -N O or
-NSor -NS(6) \-J H--- 7) N NH or -N
PN aIIy subs?ltuted with

N-Y group; (8) 0
- (CH2) m OH RL@EN;}\\O

R4

@

wherein

Rl
R2

is hydrogen atom or C,-C4 alkyl group;

is selected from (1) hydrogen atom; (2) C;-Cg straight or branched alkyl group;
(3) «(CH3);~NHy; (4) (CH,).—~OH; (5) —(CHz)n—CO—NHz, (6) -(CH,),~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

membered cycloalkyl ring;

R3, 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;
trifluvoromethyl; C,;-C4 alkyl; C;-Cs alkoxy; trifluoromethoxy; C;-C4
alkoxycarbonyl; -C(=0)-NH; or hydroxy group;

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; ‘
Q is selected from

e
, optionally substituted with (CH,)m—OH group, or (CHz)—X-P
group;
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15

15 group, (9) -N:TN e group; ~W (10) - N/-Oor /N
A group; (11) -N B group; WO 2008/068540

wWEANBkBOO7/ 000102 61 Y is selected from (1) PCTHRR)07/000102

NRaRb; (2) -(CH2)n X-P growp; n is an integer fromO

to 6; mis an integer fromO to 3; X is selected from
(1) single bond; (2) oxygen atom (3) -CO NR group;

(4) CO 5 or SO2 group; Pis selected from (1) phenyl
group, optiqnally substituted with one or nore

hal @yer—mat o hydr oxy, cyano, am no or Cl-C4 al kyl

group; (2 séptiohall e sybstifuted with loyie wn s@ire Cat@galkyl group, one

C ! et T 81om ~(CBaa Tl ReUoHA e Mo b e et CO-
Optmggzlag{p,ﬁ&igﬁyohfmfgg g}‘]%;ph ok RHS, H%Z o868 NH-CO-

at om ydr oxy, , amno or al kyl %oup
( 3) (CiEEx @Bkybymroups HH-S§h0($h:-CRalkah dzredp, af @H{)syCOOR® group, —

hyd fom W h rQvi-so t can. not
L PR R ¢ BB Bt B T B plne Fo fouB -

bragg@@p@ﬂ:@r kyl group; (3) Ra, Rb and the

nitrogen atom t(gipv\hl ch they are both attached together

forma 1% saturated, partially unsaturated or aromatic
mBRred/ Ting containing 0-3 heteroatom (in

addition to the &% ogen atomto which Ra and Rb

at t ached) elected fromO, S, SO and N, wherein said

ringyi s-optimmal ly substituted with one or nore

hal ogen at-om Oﬁﬁmorﬁld?rb‘ﬁbsthﬁéﬂoe(rﬁh Q$xoChrof, asbyl(cl—c4 alkyl)
group; Ris hydr ogen at om or C1- al kyl group; Rd

i's bpupoGerCaaaliyh gronp, GLC%(kawLCg alésmb graa, cACH)m O—(CHz)m—OH
hydr Oxig,a —(lé)ﬁz)m—-r(ﬁrkI gfoup, "SO,-NR°R® group, -CO-NR°R? group;

¢) —N N—Y
group;
™\ /~\ 0
6) — O or or —N S
\__/ \_/ "o group;
(N — NH or

\\) group,

__/
ROLE®
, optionally substituted with —(CH;)n,~OH

group,

© —N@N—Re

group;

A W
(10) —N/——Q or (@

N
/ group,

group;
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cycl oal kyl group; Re is hydrogen atom Cl-C4 al kyl
group, benzyl group; Ais (1) a C4-C7 cycloal kyl ring;

W@ 2)0smcssad ur at ed, partially unsaturated or ar OPEL/HU27/000102
7 menbered ring containingeD-4 heteroatomincluding W
selected fromO, S, 25 SO and N, wherein said ring
is optionally substituted with one or nore hal ogen
atom oxo, cyano, hydroxy, am no, phenyl or Cl-C4

Y al kiglseleed BonB(1)S-(GHSRINRR @) —(CH1)j-H-Pygromsat ur at ed
or aromatic 4-7 menbered ring containing 1- 3

n het SrapdpieasTdEam Oted; from 0, S, SO2 and N wherein said

m ri ng a!n%nt%? rifPJ}ﬁ‘l()lté’3; substituted with one or nore
hal ogen afom oxo, tyano, hydroxy, am no, phenyl 30

X or {Slkeléted|fiorh (b imgle bvtd;i(2) aaygen mtom;ad) —60HNE]enoup; (4) CO
atom _or CH group; W2 is oxygen atom sulfur atom NH,
CH2O%% OB oup; WD 2008/ 068540 PCT/ HU2007/ 000102 62

p andiopilead R i(BO?E&yPrgrélﬁ)‘} Jplibas1 B sttutéMith 8A¢l/oPrmore
hydrat es and/ or sol vates ther eof . A _conpound_of
C ahatpgens atoay thydrdxyo eyaree agtiauer ¢f1-Cs alkyl group; (2) a saturated,

4-[2-(.2,4-di chl oro-phenoxy,) = 1= N
(2- Bt piefilul By BRERRE-T R s Bl -3 heferostom
- Y| jel@tdiyviroh O, $e5@AMAIN; wherein said ring is optionally substituted with

2- (2, 4-di chl or o- phenoxy) - phenyl sul fanpyl | - 2-
% 4- énze oy more halogen raJltom, oxg,) hy%roxyy Cyano, amm% o]r Cl%‘t a{lkyl group; (3)

di mpt by amnes: .) - pi perazin-1-yl]-2-o0xo-ethyl}-benz
o TELRY RS p) o1 perazi vV )

R* diid RP oare - @heaixggenpheny | with f theogrbyisdk- that R* and R® can not be
§,|2] Eigi 2'g@@%{)&f&ﬁ%ﬁg@)sh%gﬁte{)raﬁr'aﬂé}}éd C,-Cs alkyl group; (3)
4- [ 3= (R dadiehifbQenP B MOMYWhiRh eR) srdl HotiratddhedNtogether form a
{2-0x0-2-[4-(3-pyrrolidin-1-yl- prop_/yl ) - pi perazin-1-yl]

- et bariratede pardiailyl eupsatuqag:d or aromatic 4-7 membered ring containing 0-3
2, 4-di chl or.o- XY) - I I a b

§2- ﬁez‘fer(oiﬁ')% t()ﬁly F&gﬁ%é ¥% cﬂ?% %%ygf%ﬂ &A% Whldh R* and R attached)

y! nedléetdd frpinPOs 82$0; And/N] whetekDs#d kiyig i optienigrubitituted with

4-[2- (2, 4-di chl or o- ph - phenyl sul f 1].- N
{ 2E gstéaorzwr&li{%@a% gwgrp,ﬁggﬁ&ngﬁlygpqﬁyﬁ)}] Qp?@bﬁ iBFRuP;

c- y| - T a . ; .
R 4- [ }gfgﬂ}ge&}a’& nl?g{lgl gjﬁgn %(%OP%’henyl sul fanoyl ] - N-[ 2- oxo-
RY2- (# hggroigen ditom2- §-Cpi gkylazrowpl-§i-Fs ety yalioh zgmuple Cs-Cs
4-[2-(2,4-di chl or o- phenoxy) - phenyl sul fanmoyl ] - N-
{2- EYé‘%%‘SW%‘W in-4-yl-propyl )-[ 1, 4]
°di azERARekn ktdm, 2,00 Pallk{ #bilp, be i de;
R 4-12-( Z,Eb 4 3¥Eﬁ’§lo-§%eﬁo§y@ph%%%ﬁm amoyl ] - N- .
A { 2- (@) 2 Ou4C; cycloalkyl ring; (2) a saturated, partially unsaturated or aromatic 5-

(3- 91 e JLfshid Lo PEARY): RLERLAR ididlld vt ki, s,
SO, and N; wherein said ring is optionally substituted with one or more halogen
atom, 0xo, cyano, hydroxy, amino, phenyl or C;-C4 alkyl group;

B is 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, cyano, hydroxy, amino, phenyl
or C,-C; alkyl group;

W' is carbon atom, nitrogen atom, or CH group;

w2 s oxygen atom, sulfur atom, NH, CH; or SO, group;
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phenoxy) - phenyl sul f anoyl ] - N-
{2-[4-(3-di met hyl am no- propyl ) - pi perazin-1-yl]-2-

wo@x@setdsyd } - benzam de; PCT/HU2007/000102

4-[2-(2, 4-di chl or o- phenoxy)2 phenyl sul f amoyl ] - N-

{2- oxo-
2-[4-(3-pyrrolidin-l-yl-propyl)-[1,4]diazepan-|-yl]-et
hyl } - benzam de; 4-[2-(2,4- 20

amﬂd)ﬂwapmrpbharma@enﬁm rayidl haﬂarmwo} hidraees bpﬂd/()ﬁsorhmtqssl’thércof

2. .

A og %lﬁr)Cﬂazplln? ]Sgeiécggdcﬁp@r%c {gfé]ﬁg%%fzt& 4- dl}chloro phenoxy)-
DRI e 3 G ol sy <)
ybénzamidel; } - benzZaf#- @e4 dlCthI‘O phenoxy)-phenylsulfamoyl]-N-{2-[4-(2-
g %ﬁne(ﬂ%ylam{jnlocert]hy(i)-plpgpagﬂlg oxeongtllgfﬂl-ge%z%ldlz N[ 2- lef} (2,4-
pyflfcﬁio&&gﬁ‘e o -p@n@%ﬁlfé&h {;2'1\5‘? -fet¥iethyheiaeeih - piperazin-1-

| ‘or o- phenox
phelhz e ¢tbyiﬁ);hepzamxpz ( 4A-E @ belichlorerphenexy)-phepylsutfageyl]-N-

t{%§él %b[ﬁg.z» g)gltrhrna - Prop?[l) ﬂpeéz%zhn I1 )yI]peth%ll} benzarrilde,I ] _4 -[2-
et /4 }dlchi%ré%hahﬁ@ppuenywn&ambyuw 424 )- niaﬂryi-@rpeddm 3-
2- [4-(2-di methyl am no- et hyl ) - pi per

2 MW@( hpiretazin- \-ylphexssthviithsnganaides gﬁ@y@)‘* ﬁl@h&%ﬁ)ﬁ@oxw
S%If&r%f)yl;iV\Piﬁ}%@@r@g%?ym’)h}hnpf DRERF Bipkridld-1-yl]-ethyl}-

phberyzlatnurleC armyl )4-[Be(ﬁztadmhilero-phenoxy) -phenylsulfamoyl]-N-[2-0x0-2-(4-

o bR D sy B bR DR Cetiichlogy pheng)-

enﬁﬁéﬁyﬁ%lfaﬂb&l@]\f ‘ffZ (43(3-morph011n-4-y1 proF 1)-[1,4]diazepan- l-yl] 2-0x0-
et hyl am no- (Bl perazi n- i’ - 2-0x0- et

h
46@21}&mmgdew&>[2d@sf agmwmm trnaydl- Nydé; -0x0-2-[4-

{8%%&1%4 %‘%{}9?8 P%ggzgﬂ 1 )J)I:fleth}/llfs b|e512am1de 4 %2 -(2,4-dichloro-

h F%&ﬁ?ﬁﬁ%e}xgﬁuﬁﬁn@ﬂw{Q‘E@(B@ﬂl‘yﬂﬁwlirﬂﬂibwrbpﬁbp@mmt -yl]-2-
o pw@wnymmyudz i @uhigichlone-phengruBhepy SHER LI Grpxo-

bgﬁ enygll %ri)ﬁylm dl%zg an- -yl] -ethy lf benzam1|de} 4-[2-(2,4-

zoylam no] - acety
pklﬂ:hldr@hphmoﬁy): phd)gieyalfamoﬁl]-d% { 2+[4x(3-dwrpholin-4-yl-propyl)-

> %ﬁ’@%’& Yg’bré% t?}ﬁ l?%‘%%{dgleﬂz;my:j)e £ ﬁéo 4.3l pﬁer{oxy)
(2 phénfsbaaplobtylv-g3 Bob o dipbriasbll picaRi el vl cthy)-

2- oxo et hyl } phenoxy- phenyl sul fam) - benzam d
N- benzamidg; di azeplaﬁ'z.@ﬂ -dichloro- phenoxy)-pheny u famoyl] -N-[2- oxo -2-(4-

e ﬁ%p%@ﬂﬁwypdéen% ?ﬁgﬁ%%e&%ﬂ& sul {70y 4 ki 563k dbxy)-
?hé’ny@duﬂlﬁfrﬂ?l]w -2 Y4-h$3drbxi' })gﬁnﬁiﬁ-pbﬁw -ghglpesanfidero  N-

benzam de 10 hyrochl or|
N- [(2=0xa=2akf @aysTobei- HivirethyDrpirerazind -¥i-gi -4 (3-Phenosox
Nz Y, -1-vl}-

2 [pggf)p%@g{l &ﬂ:ﬁé%{%gr% gnoﬂ’nngjﬁ -BYARREN Mih&Rihyl)-piperazin-1-yl]
ph@rydosethyl a2 ghehbX 2 pleenylsalfpmnpy)-benzantdes| - et hyl ) -Mdad4-(2-
amd?e?hyqzmlrngcetgh )r-i)l%erazm-l -yl]-2-oxo-ethyl}-4-(2-phenoxy-

phenylsulfamoyl)-benzamide; N-{2-0x0-2-[4-(3-pyrrolidin-1-yl-propyl)-

piperazin-1-yl]-ethyl }-4-(2-phenoxy-phenylsulfamoyl)-benzamide; =~ N-{2-[4-(3-

dimethylamino-propyl)-piperazin-1-yl]-2-oxo-ethyl}-4-(2-phenoxy-
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(2-]
1, 4] di azepan-1-yl - 2-oxo-et hyl )-4-[2-(2, 4-di chl or o- phen

w@2008/0p85¢My| sul f anoyl ] - benzam de hydr ochl ori dePCT/HU2007/000102

4- (2- benzoyl - phenyl sul f anoyb) - N- 15

{2-ox0-2-[4-(2-pyrrolidin-1-yl-ethyl)-piperazin-I-yl]-

et hyl ) - benzam de; 4-(2- benzoyl - phenyl sul famoyl ) - N

{2 [ 4- (2-di met hyl am no-et hyl)-pi perazin- | -yl]-2-
mﬂfim beNbaidafifide; N-{2-oxo-2-[4-(2-pyrrolidin-1-yl- ethyl)-plpendln-
enzoyl - phenyl sul f ano 2- 0X0-2-piperidin

yI led]rsthyl}ﬁe@zxdwn@@' p &@éﬂﬂbri)emzamlde N-[2- (4-hydroxy-
ph ‘Hyﬁ“g ﬁlolf gﬁrgy(}x)o %56\?11?4&5 E)ﬁgﬁfdxy-phenylsulfamoyl) -benzamide; 1-{2-[4-
(ﬁpl@ﬁipphergﬁ@lﬁhﬁyl)ib&nm)ﬂa)mhbl ai’c-e(yl}-@y[&ndlnz@f -carboxylic

ZI %ché Ing:‘q%}]ﬂ XJK{I)% ;{%ﬁégﬂket n y@%} 12rq-yﬁ 2-oxo0-ethyl]-4-(2-phenoxy-
ox%&gﬁsﬁﬁ%}]b 1 BQIEZ%HE&J‘WN Pﬁ(ll {Pllyl blperldm -4-yl)-piperazin-1-yl]-

enzam de;

IOhMYbSthyﬂ}iﬂﬁ%p}lell@{ya}l(enylﬁ@famwﬂbgmamcden N-2-)1,41diggepan-1-

L SRR o BRSNS AT ARl v

Y| bxc22 xserStimy Ly el mzam - ﬁﬁenoxy-phenylsulfamoyl)—benzaxmde
4- (2- benzoyl - phenyl sul f amy!

hybIYTQﬁlﬂﬁﬁﬂ,hyl pi pelMildi(f-amige- PLPEH%‘%OL &)ﬁy?’}o'ﬁéﬁli AriZephenoxy-
1(’1%64{‘9%9&%%5}'%‘8%%&?” f al'[ya)’do}ﬂ de 4- ﬁ -(2,4-dichloro- Rhenoxy)

) - prperi 2- 0X0- et

phdvghsnhmadgl]- M é’x(bbipmy&ﬂphgm—yﬂsﬂl-lfeamyid): I'N:drochlorlde N-
{2 0X0 roI [

pr Gl ‘ﬂﬁm&nalz ﬁxwﬁwﬁf‘ﬁﬁ § 2.%;dichlgr-ghenoxy)-
g f)lfen?%ﬂ?f%l) lﬁ) Bemahiidd fWéhlGrNe{ 24. (2-benzo|yl phenylsulfamoyl) -N-

I met h am no- propyl ) - pi perazin - 0X0- et hy

I } {Dera-dHHde: pyﬂro(lélnsl}}’b@hzk)wllpepaz@nyMl:lﬂh&ll}d}emamde 4-(2-
?grgpﬁiplgenggﬁg%@gl\} & fll (]2 (}flmeﬁlytfé{m)no%ttgﬁf plgergzm 1-yl]-2-

4 6%o- %‘Zﬂ}ob/énzﬁﬁﬁl@ﬁ 841tz‘-myyl)pﬂ‘dnplzul(féinmﬂm(&wmmpipeﬂdm 1-

n- 2- oxo- et hyl ] - benzani de;
{zyl[ ﬁﬁr{ -bee#amige:- pheny! sul fé[:@;ﬂzypmibé@m@@y&b‘* -(2-benzoyl-

yfs Q%Zé]lg?ﬁ gﬁmﬁ? pi per' d?er?go}g-%hae%lgg(ly?n%yl)éj& [g{ “(4-cyano-
aﬁpﬂﬁndrﬂi-]( PhHi2emaosthyl]-benzamide;  4-(2- benzoyl phenylsulfamoyl)-N-[2-
Eggg%lﬁf(gglﬁggf%g@myb p}p&g&ln-ﬂ-y) e%h);f]agenza%lde %0 e}l Ia/ |b%r_lzoyl
4 -
R kPR e ompaaing i
|Olr bereroy hphenlysulfampyl)iiél 62-HF-(If-methyl-pipetifinad yiseshyheiperszin-1-
o f y ]'?r'%ﬂ gﬂ?ﬁ% Goathid I Ses r eact |4r(9- %plzoa}l pﬂgny(iis%ﬁf'am%ty W [2-(4-

hydroxymethyl-piperidin-1 yl) 2 oxo-ethyl]-benzamide; 4-(2-benzoyl-

phenylsulfamoyl)-N- {2-[4-(2-hydroxy-ethyl)-piperidin-1-yl]-2-oxo-ethyl } -
benzamide; 4-(2-benzoyl-phenylsulfamoyl)-N- {2-0x0-2-[4-(3-pyrrolidin-1-yl-
propyl)-piperazin-1-yl]-ethyl}-benzamide; 4-(2-benzoyl-phenylsulfamoyl)-N-{2-
[4-(3-dimethylamino-propyl)-piperazin-1-yl]-2-oxo-ethyl } -benzamide; 4-(2-
benzoyl-phenylsulfamoyl)-N-{2-0x0-2-[4-(2-pyrrolidin-1-yl-ethyl)-piperidin-1-
yl]-ethyl}-benzamide; 4-(2-benzoyl-phenylsulfamoyl)-N-[2-(4-hydroxy-piperidin-
1-yl)-2-oxo-ethyl]-benzamide; 1-{2-[4-(2-benzoyl-phenylsulfamoyl)-



R/ RS (Il) 10 - wherein the neaning of R3, R4 and R5

is as descri bed above for the formula (1) - with the
wa@eioBoessho chl ori de of forrmula (111) Il 04  cl PAWHU2@H000102

O (lIl'l) then reacting theeso obtained phenyl sul f anoyl

benzoic acid derivative of formula (IV) 150 / I OH

N~ R3\ OSAO Z R4/ I \ RS (N) WO 2008/068540

PCT/ HU2007/ 000102 65 - wherein the nmeaning of R3, R4

angeﬂ%@yl'aﬁmﬁﬁ -Ad8 ?;}r _pipesdinbavardoryli¢ headi®r muhile( | ) 4-(Mbtrdroyl-
an am no acid formula (V) IR HZN OR OS5 (
phenylsulfamoyl)-N-(2-[1,4]diazepan-1-yl-2-oxo-ethyl)-benzamide
hydrochloride; 4-(2-benzoyl-phenylsulfamoyl)-N-(2-oxo-2-piperazin-1-yl-ethyl)-
benzamide hydrochloride.
s 3. A process for preparing the compounds of formula (I) as claimed in Claim 1

which comprises reacting an amine derivative of formula (II)

NH,
Rﬁ
Z
RS

ey

10 - wherein the meaning of R3, R* and R’ is as described above for the formula (I) — with

the sulfonyl chloride of formula (III)

(IID)

then reacting the so obtained phenylsulfamoyl benzoic acid derivative of formula (IV)

Yea

3 / \Y
R "o

O:m:o

15



- wherein the neaning of Rl and R2 is as descri bed
above for the formula (I) and Ris C-C4 al kyl group

WO 2@sdedsyar ol yzi ng the so obtai ned conpound of PEDHIR03/000102
(M) ORRRHOR NHSAO6KR3 OOZ 4RR (M) 10 -
wherein the neaning of R, R2, R3, R4, R5 and Ris as
defined above -to furnish an acid derivative of
formula (M) OR RNxr OH HH\ 0 RBROOZ R4/

- wherdih WOZQARAFEE4R" Bhd RFEZAOT09H0DovE Eor(thé Formuda (T) —with
wherein the nmeaning of R, R2, R3, R4 and R5 is as -

an gafnoraeid offerreula (Y) nal |y reacting the acid derivative
of formula (VII) an am ne derivative Q and to obtain a
phenyl sul f anbyl benzam de derivative of fornula (1)
or optical antipodes or racghates and/ or

OR
H,N

O
5 S V)
- wherein the meaning of R' and R? is as described above for the formula (I) and R is

C;-C4 alkyl group — and hydrolyzing the so obtained compound of formula (VI)

0 R'R
H
N 0
3 /,S\\
R o o
Z
R4
R5

(VD

10
- wherein the meaning of R!, R R}, R* R’ and R is as defined above —to furnish an

acid derivative of formula (VII)
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5 pharmaceutically acceptable salts and/ or hydrates
and/ or solvates thereof. 4. A process for preparing
wo besoesspounds of fornmula (1) as clained in ClBCTHLU2007/000102
whi ch conprises transform wg a conpound of forrmula (1)
into an ot her conpound of formula (lI) by introducing
new substituents and/or nodifying or renoving the
exi sting ones, and/or salt formation and/or I|iberating
the conpound fromsalts. 1®15. A pharnmaceutica
conposi tion conprising a therapeutically effectjve .
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6. L I &3¢ b cBROANd Bf RYRital (MPaeleiRed IR T T ¢t dptiBal antipodes or
wherein the bradykinin receptor is bradykinin B 1
r etaspmates 0@ 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.

7. Use according to Claim 6 wherein the bradykinin receptor is bradykinin Bl
receptor.

8. 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.

9. A method of treating and/or preventing according to Claim 8 wherein the

bradykinin receptor is bradykinin B1 receptor .



