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WD 2008/ 050168 PCT/ HU2007/ 000104 NEW SULFONAM DE

DERI VATI VES AS BRADYKI NI N ANTAGONI STS FI ELD OF THE
WONRMEBNGIGEBl 5 The present invention relates to REeWHU2007/000104

sul fonam de derivatives of formula (1) and optica

anti podes or racemates and/or salts and/or hydrates

and/ or solvates thereof which are useful in the

treatment or prevention of painful and i an ammat ory

ﬁiz?&%?ﬁeﬁoﬂiin?ﬁ ]

LIAAYAE=AYE>] Ul uvul IIU \VAVAN]

t o pharmacol ogi caI conpositions containing the sane.
10 BACKGROUND OF THE | NVENTI ON Ki ni ns are endogenous

FIELD Y TAINVENEBON N pl asma and peripheral tissues in
response to trssue injury or infection follow ng
cat al yti c cleavage of kininogens by kallikrein

L Mporia rol e th .
ot By ineatpE it s R Bulo BBl ARy PR ok Rl 0 and opical
antipdded bierab@hatedandfbredalts BhdIbAgideabs B drd0B atds @hdrest viliiell alYuseful in
two G protein coupled nmenbrane receptors, denoted Bl

the tregigerpr pRyeRtigm ofprinfpbanddalpnmatory ar&ceﬁfééﬁf hei pspregt invention also

reltel, 4% ol 0 HRogu B AP o5 Ml I O pfacotopica

compoeiidisoatamitigthelsatneng t hei r expressi on,
sel f-mai ntenance and signalling function is under 20
i nt ensi ve investigations [Pharmacol.Rev., 57 (2005)
. The first set of kinins, bradykinin (BK) and
BACI‘EQRQ Ip QH VHEINVENTIONt i al |y act through
stinulation of constitutivel y expressed and rapidly
desensi tising B2 receptors, which are widely

t.r i but h
R T e S TR
tissue Qﬁjuky Bt lilﬁ‘ectﬂfﬁsﬁﬂlgezﬂlg CAPABIKY c&ﬁdagey@iﬁﬁﬁbg&ﬁ%j LasABKEnzymes.
25 activate inducible and non-desensitising Bl
Kining glaypiteporigat épledpethe patoph %?&@eﬁoﬁ?ﬁé@r agggppanying pain and

1nﬂaIrHﬁ£t[b§[ %Eﬁ%loﬁg{bgi LRI arﬁx'ﬂé?ﬁaﬁ%& %gq'wor ECsBte %o%pled membrane

ear-arter injuries o rious - natu
receplbts Sdi:neteﬂ rBlde B2f Both @isandB2. yeceforss havee bBin cloned [Biochem.

Biophige ien dearaiiny CEhURRE BRI L ko oo Yo 21583-21586] and

the mEPBRXRE Sl Aho(tBME Biptadsion, YREFRSHEBhtOMd QbnalB ﬁﬂi@ﬁ@n is under
receptors, autacoids, cytokines and chenokines

1ntensn®t10vestlgaiq118|cﬁl’bqrnk@yl Rol,é9 (2905)26 tHe early and I at e

2858/ 550 TR b tposNRB 165" AN (oMt areleptialy act

throu%ﬁﬁmﬂﬁ@tﬁbrﬁ@i?@&?ﬁﬁtﬁaﬁbﬁ? ekﬁ%‘éseﬁ had Qaplélyaie*é&ﬂslt@ihg B2 receptors, which
om nance o
are widely distributed in many tissues. On the other hand, their active carboxypeptidase

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

activate inducible and non-desensitising B1 receptors, which are rarely expressed under non-

pathological conditions. Generally B1 receptors rapidly appear after injuries of various
natures (tissue trauma, infections, etc.). Thus the B1 receptor up-regulation appears to be part
of a generalized response that includes the local co-expression (eventually up-regulation) of
enzymes, receptors, autacoids, cytokines and chemokines that notoriously play key roles in

the early and late responses of tissues to various types of injury.
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function fromB2 to B 1 in chronic inflamuatory
states. Wiile the B2 receptor is inplicated in the
wacwuis@spisase of the inflanmmatory and pai n r espeasaiu20d7én00104
Bl receptor is involved in the chronic phase of this
response. The invol venent of kinin receptors in
i nfl ammati on and pain 5 trafsducti on has been
supported by the results of studies on mce |acking
binagiitiah intodBl it has ®péd demoikstiatgdethaptiore dehiswiihtinndog@inance of
are different fromw | d-type mce_in_sensory L .
functl%ﬁemi Bihto Bl mehropie inflpmmatornstegs. AKhile hsiB2 teperiaiis igglicated in
the o R B o e TS £ BN e B iR fsdovolved in the
chronik phhsecoft this ratposid. &hedhivalwérhenhod fimim redepiASin i@flapBREOR and pain

8140-8145 and Neurpphay macol o 41.(2001), 1906-1012].... .
transdiAp B B8 HBPOTE RBES SFPU Ak PR ghicR I brayiinin B1
recept6:8CBPr&depthRfdefiti®it mifete WaFeré M Grdth FBILtyBY nfl8N G sehSdry Functions,

role of "central kinin receptors in noCiception

exhibifing drecsedspd) anslgesic Hueshplsisatb qroiqus hemicah apd -heatcetpmai, and drastic
0 t I [.S.Pp red entr a . .
a8 UL o Db 55 NSRS M Bl of g
[PNAS, 99 @000)es t4esigssatdl Nknophkarwiacblogs 446260 BPPE6eTH12Y. Furthermore
normal w_t hout any apparent . pathol ogical, changes. 15
the mogh grignpl Hpdingdn &S] werrter deticisns Arice wigr dhesdiseet g¥idgace for a role of

. DL . | i
i 58P0 00 SO BB B0 1.
knockentpnies sephrily dn¢ toadetiycedicentral caesitisation iathespmakodrd, However, apart

including the spinal cord and sone higher strugtures
from thg qhaye chaptgss L, KROGHGH BHOS HEts APRACERoRarm AL Wifiopk gpy apparent
patholBgikaltdhgigdiave been inplicated in pain transm ssion and
ngeral gesia. Therefore, Bl receptor antagonists are
part{reth the ewidengeedfibasalrexptassion af Bhgegrptars 20 theoperiphery recently
V] rj ral,sites t_al to have. i bl road s s
more HEBRY HHBFS sPbL B Bl b, e PHEREREL B Spibaty in
some Bdur6ie: efénadrts, dscludihg thé\epingRRPO hhd 3dme ZOEHYr s&0O@redQ95Siell. The
.NeuroReport, 12 (2001) 2311-2313; Neuroscience 107 . .
functiqmefpthpsesroserors inpaclegs ub they disve bean ieplicated 4n paipoiggnsmission and
) . . b i, _
ropers 83 80 b S B0E oA RS LS o AU o pein
not onhyyiepetipksalssien betealer @l hawa psssitBy broadeegicotruanifagalgesit sffects if
have di verse node f action. . Th have (1
they bf'ﬁ g%&fﬁ Bt fsgentpmes avolh (Aepralieperid @Hﬁ%ﬁ&@?’#@éé%@%ureﬁgvorn 12
(2001) P12 F130 Nefost£hEL 67 0300196855678 280 IS5 FBREE TLRES 294 (2000)
N. B. Bl receptors appear upon inflanmatory induction
175-18). cel | s adj acent to sensory neurones (nacrophages,

R UEEHAH 5B b BlafR ik B HEty isaion of o
and hypetal gegiadiise@orall Wafs, BE ﬁé&dgio% QnfigoRislsinYAf BavietBve2&e modes of action.
noci ceptors. (2) direct ('peripheral') effects on

They hayei e émtbfes;t é‘ppﬁi@lggal’r)gefgeptsf o din mc?,cep@q;@n@q irﬂ@hitiog jof yelease of
other ag?%%eglg({s]ﬁﬁggyo%ll{?% . {3 wrsc%%teérgwlrl%oqefnfng &ﬁa(’g?&si%la%%on on cells

I the” superfici a r
adjacefitodsensory neurones (macrophages, fibroblasts or endothelial cells) are involved in

=C)

releasing mediators (prostaglandins, cytokines and nitric oxide) that sensitize or activate the
nociceptors. (2) direct (‘peripheral’) effects on nociceptors expressing Bl receptors
(constitutively) or upon induction and (3) ‘central’ effects on pain processing in the

superficial dorsal horn of spinal cord.
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WD 2008/ 050168 PCT/ HU2007/ 000104 -3 Therefore, an

orally active non-peptide bradykinin Bl receptor
wan@gysnicst coul d be a potential therapeutic BgEMU2007/000104

the treatnment of chronic inflamuatory pain. Several

patents and patent applications describe bradykinin Bl

receptor antagoni sts which3have different chem cal

structures. Such docunents are for instance the

%5%5%?%1%%0%9 %@g%@ﬁ% P O%Ié%p@i \H;c\%% ﬂ(())g 8ﬁta§or’1ist could be a

potentMDBBAPSRIDa geHit MARI eatin et chivviNTiflalimaiary\feithave found

ekl Sy SR RS LS SN S apeoni

which B46E dFEIK LB sthRARE. Wikh dﬁkﬁn&ﬁiseﬁblféf tidstdriee the following
particularly inportant as the undesired side effe

intemabualhe potmboURRIiCatiGnsy W 4200875 Fon O 696, ThaV 004054584,

woofBFREWORBBIF i 2 (1) 00 H 11 N NCR RS 11\ |
ORZ 24/ RR5 (I) wherein Rl is hydrogen atom or

Cl-C4 al kyl group; 20 R2 is selected from (1) hydrogen
atom with the proviso that Rl and R2 can not be

SUM@%&?%?&W@O&Q% atom (2) -(CH2)ri NRaRb, (3)

JIT A= orf RL and R2 together with the nitrogen
atomto which they are attached forma 4-7 menbered

het er ocycl ic ri i ni n het er o
aW& havh fownd geclass PE}@ Fn q%v&ﬂy%shw c%mhgve high affinity for

bradykinin B1 receptors and selectivity over bradykinin B2 receptors. The selectivity is

particularly important as the undesired side effects of the compounds are much less
pronounced.

The present invention relates to new sulfonamide derivatives of formula (I)

o (0]
i 1
I N~
RS o \,
R
Z
R4
RS
D

wherein

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

R? is selected from (1) hydrogen atom; with the proviso that R! and R? can not be
simultaneously hydrogen atom; (2) —~(CHp),~NR°R®, (3) (CHo)uX—Q, or

R! and R? together with the nitrogen atom to which they are attached form a 4-7 membered
heterocyclic ring containing 0-3 heteroatom (in addition to the nitrogen atom to which
R! and R? attached) selected from O, S and N; wherein said ring is optionally
substituted with C;-Cy alkyl, -(CH,)¢~Y—P, oxo, 4-(4,5-dihydro-1H-imidazol-2-yl)-
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Rl and R2 attached) selected fromO, S and N, wherein
said ring is optionally 25 substituted with C-C4
walboslosor6¢ CH2) g Y- P, oxo, PCT/HU2007/000104
4- (4, 5-di hydro-1Hi m dazol -2-yl) WO 2008/ 050168
PCT/ HU2007/ 000104 -4 benzyl,
4-(1,4,5, 6-tetrahydro- pyrlrrl4d|n 2-yl)-benzyl or
4-yl met hyl - benzam dine group; R3, R4 and R5 are
i brbaplen d%(’itA,S]',Gthrai@dk'o-pyﬂimidiﬂn-Qetrl)a’gﬁIzyht on $hgingeyl-benzamidine
at ogg’ cyano, am no, or amno substituted with one or
)l -C4 al kyl group, d-C4 al koxy, trifl uoromet hyl ,
RS, R451nHTH5fakéJfﬁH@§@1HE1ﬁlSy@f dadh %eﬁiﬁbgeﬂ%oﬁﬂo egl o, ammo or
al koxycar bonyl or -C(= group; gelected Y
anmns isHetisuted mdth ) orongrgeﬁn -Gt adhyl £roip, @2C geliogy, t(lﬂl)loromethyl

| S an | Nt héx : Ot %ﬁ\ﬁ?’?’ﬂ% dEf’(X6 Sga ﬁﬁ(g}‘yé?ﬁg(?wgﬁ 5945&%50% group;

Z tie sﬁlzcted@rdih (D siiplé BbeYaR) biwieh Qtdm; 6) dia, god F%é%@rc@ group; (5)
aq%ﬁ hydr o en atona? 2) straight or ’branched
y BLOYP; ;i () R e at om or Cl-C4 al kyl group:;

n )gslaﬁnﬁegcelr 1@@@ , -CO or -CO-NH or NHCO group;
Y is a single bond, -CO or -CONRa group; 15 Pis (1)

m  -iN0@r aCintegdrfiton®2 ¢ 6up; (2) - NH (CH2)-Het group; (3) a
sat ut ted 6i%lly unsaturated or aromatic 4-7

1 e A ﬁb aining 1-3 heteroatom sel ected from

Raand(Rbacée th Lep

., Subst ?{)utyg%og\;é\nﬁt% I{W&% )r(( %ﬁﬁﬂ%ft bpgrahé}kég%lg?o%p?w%ou% (1)

R™  dahydrageniatomenrtGiald slkylrweumyr at ed or aromatic 4-7

IR SO AR 1 o

Y subsingtehoad Ve Oh or 200080, o geH2) 11 Het, 1-piperidinyl,
&%ﬂm al kyl ) -4-pi peri ]):{ 4p|per|d|nl 2
P F}§/ I&«h;ﬂh alkyDy gEoiph (), I‘i };{@Hzﬁylﬂet group; (3) a saturated, partially

%ngﬁrhlt&i’éfl ff fﬂ'ﬁfn'aﬂ%f I4=-7 ﬁqeﬂﬁ)teﬁa\(ll rg%&?ﬁ télg%g ? l}etetrg%o d%é#cted from

group; group, op t
-Q.GH)IN; \Ivhdsrpm-s(aﬂ-ﬂig‘ is opﬁbhdﬂ@%bbbtrt&ﬂﬁ with oxo or C;-C; alkyl group;

i hydr o- 1H- j.mj dazol
Q lﬁ?lz? #LH?IOQTP%T'I% 3132@(5“%6% PogFgmatic 7 esmbrred dpeigining 1-3
| it @ e t
!(Hg;%'f'(%éonrg)@ﬁegtgé gﬂr"\éﬁﬂ ?J kgzagitdl Ilg % aﬁﬁzréfnss{% II%_I?S) cgeﬂéloﬁglg% SinHRred with
%&Q)(CthtHeta ( Glﬂipeﬂdmﬁ,c(l‘wﬁcd\mmﬂ-ﬂp&ﬁdlnyl 4-piperidinyl, 2-

L e R T P B R e
Ip@heﬂogmam &8 phehAdarbii® Bfionsily substltuted with —(CH,)—Het, —(CHy)—
NH-C(=NH)-NH,, 4,5-dihydro-1H-imidazol-2-yl or [1,4’Jbipiperidinyl-1>-yl group;
(3) Cs-C5 cycloalkyl group, optionally substituted with —(CH,),—Het group; (4) benzyl
group, optionally substituted with ~(CHy)y—Het, —(CHy),—NH-C(=NH)-NH, or 4,5-
dihydro-1H-imidazol-2-yl group; (5) —(CH,),—Het group;

Het is a 4-7 membered heterocyclic ring containing 1-3 heteroatom selected from O, S,
SO, and N, optionally substituted with (1) oxo; (2) one or more C;-Cy alkyl group;

and optical antipodes or racemates and/or salts and/or hydrates and/or solvates thereof,
The invention also relates to the pharmaceutical compositions containing the

compounds of formula (I) or optical antipodes or racemates or salts or hydrates or solvates

thereof as active ingredient.
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SO2 and N, optionally substituted with (1) oxo; (2)

one or nore Cl-C4 al kyl group; and optical antipodes
wonoosasersat es and/ or salts and/or hydrates andPOT/HU2007/000104

sol vates thereof. 30 The invention also relates to the

phar maceuti cal conpositions containing the conpounds

of formula (1) or optical aftipodes or racemates or

salts or hydrates or solvates thereof as active

| Fugthednerdt objéés 24F08e0pidddd iRehtioh/2410 7the 0hfisis- & compounds of

ol B S5 A kB consiong
s SRR, ANPLOLUSHLAF9) CORRMESI oS RUMATTALS s

administesiagrie re. mainnial tth s dreatadpoinchislingiimin refiiestive amount/amounts of

adm nisterj t.a a mammal to be treated -..including
compeff bt bl ot Bk RS SUER O & BediEttts of

formula (1) of the present invention as such or as

medi cament . DETAI LED DESCRI PTI ON OF THE | NVENTI ON The

present inveRild 8 DESCRIBITONOFy BB EINVIENHON

receptor antagoni st sul fonam de derivatives of

f Brenpiesent liveption kplptes toung@lbradykiGB1 reRBptOr AntRgonist sRlifonamide

oo | 0 R wherein R is hydrogen atomor Cl-C4

denvaéﬁ?ﬁf%%?%%é){ﬁm is selected from (1) hydrogen atom

with the proviso that Rl and R2 can mot be 15

si mul t aneousl y hydrogenﬁé_tl m 2R - )ri NRaRb, (3)

ey

-(CH2) m X-Q or ala's ANt h the nitrogen

atomto whi ch_ hf € attlach®d f4rm 8™4-7 menber ed
het er ocyclic RiAg t ai nithhg 0-3 hetergatom (in.
addition to the gen atomto which

wherein

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

R? is selected from (1) hydrogen atom; with the proviso that R' and R? can not be
simultaneously hydrogen atom; (2) -(CH,),~NR°R®, (3) (CH2)m—X-Q, or

R! and R? together with the nitrogen atom to which they are attached form a 4-7 membered
heterocyclic ring containing 0-3 heteroatom (in addition to the nitrogen atom to which
R! and R? attached) selected from O, S and N; wherein said ring is optionally
substituted with C;-C4 alkyl, ((CHj)q~Y-P, oxo, 4-(4,5-dihydro-1H-imidazol-2-yl)-
benzyl, 4-(1,4,5,6-tetrahydro-pyrimidin-2-yl)-benzyl or 4-ylmethyl-benzamidine
group;

R’, R* and R’ are independently of each other hydrogen atom, halogen atom, cyano, amino, or
amino substituted with one or more C;-C4 alkyl group, C;-C, alkoxy, trifluoromethyl,
trifluoromethoxy, C;-C; alkyl, hydroxy, C;-C4 alkoxycarbonyl or —C(=0)-NH, 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 ;
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Rl and R2 attached) selected fromO, S and N, wherein
said ring is optionally substituted wwth C1-C4 al kyl,
wo uldAsai6Y- P, oxo, 4-(4,5-dihydro-1H i m dazol - ReyiRU226¥/000104
benzyl, 4-(1,4,5,6-tetrahydro-pyrimdin-2-yl)-benzyl
or 4-yl met hyl - benzam di ne group; R3, R4 and R5 are
i ndependently of each other®hydrogen atom hal ogen
atom cyano, anmino, or anmno substituted with one or
n nis g iftégde4romh Ko 4gr oup, Cl-C4 al koxy, trifluoronmethyl,
trifluoronmethoxy, Cl-C4 al kyl, hydroxy, Cl-C4
m a‘FIQ&WEéWS%ﬁ)fFO%?t €(=0 -NH2 group; 25 Z is sel ected

q k%ﬁhﬁt& ersﬁcﬁ‘lgb? o Bond; (2) oxygen atom (3) CH2 group;
(4 roup; (5)° NR group; (6) S atom (7) SO2 group

R?and R :{D)dsycm@gbn@ﬁor@,@) $idgo of boaEhet Cr-6's aliyl groap;

¢ e rom is 0 or an integer from2 to
R A5 5OM o CoGH S DRPERL 0 4; Ra and Rb are (1)
X hié@rsﬁ%@@b@{dont:o@?&r —SI0-N1ghbr meC@ncg%&sb Cl-C6 al kyl

gr oup; Rc is hydrogen atom or Cl-C4 al kyl group; X
Y |1§a§1@1¢1@¢ré1 bRkt or - Ibrgrow NH or -NHCO group; Y

RN R 0 B 5, M,

aurssaturdted ofl aropddtici 4 Inyemhuﬁé‘dihﬂg abediniig a-Bo]iimérba:toﬂr selected from
merrber(gd ring.containing 1-3 heteroatom sel ected f

19, B an&N; jlnergin sd pag i Qtiogally shpstiwtedyity g pC1-Cs alkyl group;
Q SH k{ﬁ}r éd %%éfgl%@ed"’:pt Hal gné)drturged% aforiftc &W%&nb&ed ﬁn& Ldnining 1-3

sat y unsaturated or aromatic 4-
nixtdreatech salcwgedcﬁwmdi) § agd W; $hetein said aingis sptllcmailgdulbstmntﬁd with

g%; ?@%ﬁ'}ﬁer ?Il’lg%‘?nﬁ CLE‘)%}.CS ﬁ@%ﬁ)@?meﬁéﬁy&. dspiperidinyl, 2-
Dy glﬂfrl] ;‘Flﬁ}fy‘razgl?/};la?f’;%&"lld% n¥1metﬂylp2 pofid] Wnethdt-2-pyridyl or 4-

ByridohErouss ) PR st ppiEY biisyted ot (Gl ety HCH
BB 282 SRR ORROARR I S WiBb B D1 group;
435 Aidvydcalkiyit groug agmionaty Isulﬂﬁtuted with —(CH,),—Het group; (4) benzyl
) e sk oa v s UM or 45
i i PR

Het diisfwMomEiﬂbbnﬂdmZ@beyZ}iy ringr @mfxinif)1-3 Getd)atom Helected from O, S,
% BidiRoop onat it de TR D S50ald PR orest-th ficy grou;

and optical antipodes or racemates and/or salts and/or hydrates and/or solvates thereof.

The invention also relates to the pharmaceutical compositions containing the
compounds of formula (I) or optical antipodes or racemates or salts or hydrates or solvates
thereof as active ingredient.

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

The term “halogen” substituent denotes fluorine, chlorine, bromine or iodine atoms.

The term C;~C4 alkyl group used in the present description denotes methyl, ethyl, normal- and
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SO2 and N, optionally substituted with (1) oxo; (2)
one or nore Cl-C4 al kyl group; and optical antipodes
wonoesaserstt es and/ or salts and/ or hydrates andPOT/HU2007/000104
sol vates thereof. The invention also relates to the
phar maceuti cal conpositions containing the conpounds
of forrmula (1) or optical ahtipodes or racemates or
salts or hydrates or solvates 25 thereof as active
isopro#ﬁ%@%ﬁ&tent gﬁfu PRI EheRRiCe At SalRy] FoGpPEASBAn the C;-Cy alkoxy
nvent 1 on are synt hesi s of conpounds of formula
groups(an)icldﬁdalkdm/caﬂbeaylcgbumnd phar maceuti cal manufacture

?ﬁ?mﬁgt net'i%d %ﬁ%ﬁglﬁ he eese co#‘pounds&dmhl%aﬁsbe &8

piperidiB& F}§rroﬁ@ima Yipdresihé) mohmpq;emfﬁminotphome tthﬁ)atoephohne and the like.
i ncl udi ng human - effective, anount/anounts of

CBitpdlehdzroup gagr el @8 ( P )Peﬁfhnﬁh SYPPEdmR; PIRFIRNS, &P%@’lpefazme
bstit t
morphGHSEL borBfy SR, HBRe: prftfich s BlrasiBl Q@M ieDS . o
Thiee daturatedlpdrdaliyt in)dattgatecb pr arvethtic #-T enpeeslmg in the meaning of

P and g&s)%%g‘%é%?g g%%g 5 rret {ﬂl@%t Bﬁ)?i'qznor %pl%%%zme morpholine,

tmom@gﬁélﬂeeﬁﬁld%w&ayaﬁ%%d whase C -4 al kyl groups can

koxy groups and -

aTlkeoiny estidpomelatescplsnutosthe Fhits c’bmp@nbésf @ﬁfoml@r(&:f;o@m@ with acids

ring in the neaning of Rl and R2 can be e.g.

or bas ‘Eﬁ peridi ne, pyrrolidine, piperazine, honopiperazine,
nBétﬁhﬁ*kérﬁ@ and lﬂo@g'@ﬁcpﬁtﬂdid a@ tendket Her thieKermation Wfecidedddition salts.

oup can plperldlne pyrrolidine,
Sultab% OEIpEY a@dﬁ ecan hmghbydrﬁ@ Ot P@ﬁoﬁ WEBIG ﬁﬁég aaﬁrﬁm Hlémc acid.
dum t I h t id, ti id,
Veﬁdl cglkeunsatR’ glr%g? eoé a%};g(}rsjatclté{g Eg7gﬁeanﬁo)g¥l%d %r@1| ngaCe e
trlﬂuo’fdaeetmémdl JgogibnicRcal) dn@drffmerib butyrig.acpispeal emié amgls and capric acids.
yrrolidi

Repre@qgﬁaéweq Bf]gWP]r?g!‘ g;egrﬁxgﬁ:l ng(}secangf; _er Gfi | neidP ﬁréaﬁﬁ? i 3015161a1e1c acid,
fumarl-Ehfc d e Fﬁdc%ﬂg 'éflor meﬂ%r %&%191& é?;ldsr@nseﬁéd Be edS ROt RIroxy acids

Repre&a

or mu acids or bases. Both
e.g. clmogmd tartanid dcivh oy anoimtiachtexyimadids a.g dgnzaie agifer salicylic acid, as

jon.of acid diti salts e .
el sy SR A R P2 o M AP i AL AR Ggionie
acid. @'}‘)@&Qﬂ?%ﬁa}ﬁ@ Ipfbup O?Q]i)é 85 R atiby 88tsa$ inwhiek ahentid component itself
organic acids can be e.g. formc acid, acetic a

does ot havgothstapetiieal anfQﬁt ipribpiappiied desed o 4hdoes F’Pb&’éﬁ? un?avorable

I.d
ool LS 0 B GaPBIE 1AL AP BP B8 e pramaceialy
accepRbR defd &fditibn Sais OI\hereaﬁdanvhy‘Tﬁdlé laddigion dalts, Mlmﬂrda:nmdletbng to the

and succinic acid. O her anl ? aci dsh can al so ?
pharmageicaldy, @ﬁcqg;alq@ @gléxa}ddg&ndga belong to the present invenfion is, that in

given case they can be advantageous in the purification and isolation of the desired
compounds.

Among the salts formed with bases especially important are the salts formed with
alkali metals, e.g. sodium, potassium, alkaline-earth metals, e.g. calcium and magnesium, as
well as with ammonia or organic amines. The latter bases can have further substituents, e.g.
hydroxy or amino groups, which can influence e.g. the solubility and the handling of the

product. The salts formed with bases are pharmaceutically acceptable base addition salts.



e.g. citric acid, tartaric acid, or aromatic
carboxylic acids e.g. benzoic acid or salicylic acid,
wa008wsdi6s as al i phati ¢ and aromati c sul foni ¢ aeCUsIREy/000104
met hanesul foni ¢ acid and p-tol uenesul fonic 20 aci d.
Especi al |y val uabl e group of the acid addition salts
is in which the acid conponént itself does not have
therapeutical effect in the applied dose or it does
NREcIIENE t@nﬁlevlﬁvahioa th'e”cfdmiﬁﬂﬁ&s of fbﬁﬁul@fql)é‘eﬁn ®k dyhehesized by
active Ingredient. These acid addition salts are
reactingvar ansive deiicive pf forowdeflBbl e aci d addition salts. The
reason why acid addition s Its,m¥M|ch do not belong to
the pharmaceutically a \ pRebl e 2acid addition salts
bel ong to the presentRinye onis, that in 25 given
case they can be advant ape n the purification and
i solation of the desired conpfunds. Anong the salts
formed with bases especially iaportant are the salts
formed with alkali netals,, ¢ sodi um pot assi um
al kal i ne-earth netal s, e. d% um and nmagnesi um as
well as with amonia or organrg ani nes. The latter
bases can have further substituem®s, e.g. 30 hydroxy
or am no groups, which can j.nofluence e.g. the
solubility and the handlinélgf the product. The salts
5 - whelfe% RAnMHiR: PERER ‘AR Phak B aestHbed labyverfor SR AvhR1068E) — with
dition salts. WD 2008/ 050168 PCT/ HU2007/ 000104 -8
mﬂﬁm&bdﬁoﬂdm@ﬂbnnuhéHDnvent|on t he conpounds of fornula
(I') can be synthesized by reactdng an am ne
derivative of forrmula (J1) \ R3Z RA/ RS (I1)
5 - wherein the nmeani ngj of 4~apd RS are as
descri bed above for ct-hes a2 of (1) - with

O

sul fonyl chl oride of f%knu 11y 0 011 - OH ci-ll
(ren)
(1I0)
then the so obtained phenylsulfamoyl benzoic acid derivative of formula (IV)
0
0
i {
I OH
RS o}
Z
R4
5
10 R
Iv)
— wherein the meaning of R3, R* and R’ are as defined above — is reacted with an amine
derivative of formula (V)
R1
HN/
Rz
15

V)
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then the so obtai ned phenyl sul fanoyl benzoic acid

derivative of formula (I1V) OOHIL N- OH R3\ 0 Z
we&2008/05068 (1V) - wherein the neani ng of R3, RETAU0RH00104

are as defined above - is reacted with an am ne

derivative of formula (V) R HNCR2 15 ( ) WO

2008/ 050168 PCT/ HU2007/ 000104 -9 - wherein the

nmeaning of Rl and R2 are as defined above - and the

- Wher?ﬂlt @k %@fﬂ%@%l%ﬁfﬁ@é’ﬁs ddrmied apb e 8 ihédbtanedithenylsulfamoyl

ormula (1) in given case can. be transforned into an
benzamideeerivaimeafformwa (B ox givea cgse)cappe iransformed ¥aép aregsher compound

supstijtuent s, and/ £ Vi ' i.Sti . L
or RS S 85 S FREM AR o] AL, e hsising
ones, #1a/8R QM0 hrinaB6h 8dd/bSlibepatiipahs vdthpsuddatdmealtseact i on is

preferably carried out in _a proper solvent, preferabl

"The surplegige restion aPSEELY THEICASHE 1 BRSoRH SO FidaDly in
[ . Qar aph S y '
e gL L4 U PUBA SRR o SESEBLY choptlipiny. T
necess@firehetionatime é06-A0th. Aje vdirk-fuprofribe resttiormixtade cRhée carried out by
dif reactiqn mixture is concentrated and the product is
ifferentmethodst by crystallization or 10 extraction. If the

Czﬂuque BERRH ThixhiSe RUon Bt A Jhe %ﬂ)aﬁﬁ 1§ Rblakad by crystallization or
chromat ography can be used for the purification of

extraction. [Tthe aredapnodediionettovge ensivghi thee splumagchsemateptapby cihbe used
e SRRSO S35 0 R AR o e
using RG&eBlef 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.

The amide bond formation is preferably carried out by preparing an active derivative
from a carboxylic acid of formula (IV) which is reacted with an amine of formula (V)
preferably in the presence of a base.

The transformation of a carboxylic acid into an active derivative can be carried out in

situ during the amide bond formation in a proper solvent (e.g. dimethylformamide,

_acetonitrile, chlorinated hydrocarbons or hydrocarbons or the mixture thereof). The active

derivatives can be acid chlorides (e.g. prepared from carboxylic acid with thionyl chloride),
mixed anhydrides (e.g. prepared from carboxylic acid with isobutyl chloroformate in the
presence of a base, e.g. triethylamine), active esters (e.g. prepared from carboxylic acid with
hydroxybenztriazol (HOBt) and dicyclohexyl-carbodiimide (DCC) or O-benzotriazol-1-yl-
N,N,N’,N’-tetramethyluronium hexafluorophosphate (HBTU) in the presence of a base e.g.
triethylamine). The active derivatives can be prepared at a temperature in the range of 0 °C to

room temperature. A proper amine of formula (V) is added as a base or as a salt formed with
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chl or of or nf met hanol , di chl or onet hane/ et hyl acetate or

chl orof orm acetone as eluents, or on reversed phase
waesPME- Pack ODS- AQ type packi ngs ( pr oducedrPoy/HYNE)7/000104

and 15 acetonitrile/water/trifluoroacetic acid or

acetonitrile/water/acetic acid as eluent. b) The

reaction mixture is poured-l9tto ice-water and the

product is isolated by filtration or extraction. The

inorgagfd!géid Ptboﬂlﬂécslo bBtafed SSobltioh Z&dsiperdivn fn @k Byes&®eUdMa base, e.g.
chr omat 08 g}y as descri bed above, The structures of

tneth}tlzﬁ@lns{m r @@1@@%?@@ amgipe| Rhe copdrnsptign seasions are followed
{10

by thl%?e &g@{;gﬂﬁgrr ? ﬁgebgseagbg&gtrl{)rg élﬁgenis @-?P \ﬁllé The work-up of the

reactudﬂmxxta'elcmbe f:amml oat h}&ﬂiﬂﬁ@t@}/ﬂ: metheds.d of formula (I1V)

oIIRR TS 4h PRUIsr 8 8 GHEETP. OB LI ol ered off, washed with

water bh@88 Waf it bﬁgﬁnﬁf scvenRid i%l fhe pRFd grddﬂEto IPﬂleal‘éEﬁYo% mixture is a

derivative can be carrle out in Situ during t
Solutlmtdhe mﬁmf the amidei bond iformzmtipn ogetiosol vent (e. g.

AT ISP TOFCR i SeerBED R e g ey R ag) g extacted

with alp@pa€ bigaficd@lventlahd 86 Gan &Re Putiticd MyOédlﬁiﬁﬁ dheorflatography. The
prepare romcarboxyllc acid with thionyl chloride

columpy cRERMAAEIPERY theepried gut qﬂwaxabahaspmm@slw 69 ascadgorbent and
dlfferégfl‘%l églvbrlgtoﬁgtte%ﬂ ?hﬁ’):l e ﬁ@ﬁg%%&é&&s %Fo? 09 olaene/acetone, as

eluentpoe parre@brsgeﬂgihaeanhﬁg(wc Hac]kc) (d)(jm-tﬁk% typwbsaakmlge I@thdiu&ﬂdiy YMC)
and acel AL PH U IDROAPORP R RIOP 1 e eH AR o has st
hﬁ)x’ﬁlflé HAEQR Hﬁﬂlﬂ?é & cfﬂé'ét@%uhﬁe& B do%[lﬁﬁr? B®nttoda eé% described

triethylamne). The active rirvatives ca
abovepmmh}tbdpatemodlm#perature in the range of 0 Cto room

t rature. raoper amne of for i s added as
FERShRGICar e BlodBel s dtiod BBk obe e’ Shechrofiény
PEHd biaided heRihktide dedhtived bs dithfilAd) d ih@edeh@eril from the method
obt ai ned sol ution or suspension in the presence of
of prepgaidon ¢ ip givenyGase BN beritgesfomeesdiatp pagthereommnoyad of |f@mnu1a @ by
e re I owe
1ntrodgémé Wgﬁ%}lt‘g ?so'%na 193(%#98;9 .?.hcz/%?] ‘ié&%:rg(gxgig )sher eféxalét%ngoones and/or

formaﬁcbmef badtsGwidld abids Iﬁ@'oid\ﬁb&atmg the Behgamideaktivativendxforhiila (I) from
e carried out by different nethods. 5 Wen the

the Ol?tgigeg a5 misitian esalts by digaprensiwifh & Raseppedippithaxfise; gilfonamide
derivafild b€H&HuRI( 9 » calt e I?Ieclgsf‘(%rh inVPd &t l%n@éﬁ& ol &/ffi}h ?Ease
e pure Uct

organi ¢ solvent to give t
r Barcinstancarthet compasda ofs&)hnmlaqﬂi) adnthinénge frde difydidxg group can be

ond formati ction: The. reacti on m xt
transf?fglegdﬁg’e RTEANE Gy Tyt u‘@zﬂil s‘P @m& 46yl4tingop sulfonylating

agents€¥hé 8Gchbns Wl bk SurREPBEY fof 'éﬁﬁ‘ﬂ]{)l% it %hlb?ﬁ%teﬁ%df&aﬂioﬂ? Using acid
case purified by colum chro ography. The

chloride or acid anhydride as acylating agent in the presence of a base (e.g. triethylamine or

sodium carbonate). The sulfonamide derivatives of formula (I) containing a nitro group can be
transformed into amines by reduction and the amines can be further reacted to give acid
amides as described for the acylation of hydroxy groups or carbamate derivatives can be
synthesized. Ester groups can be hydrolyzed and the obtained free carboxylic acids can be
transformed into amides by reacting with proper amine derivatives. N-(fert-Butoxycarbonyl)

group can be cleaved by organic or inorganic acids (e.g. trifluoroacetic acid or hydrogen
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10 col um chromatography is carried out on nor nal
phase using Kieselgel 60 as adsorbent and different
weabosastiesyst ens, e.g. tol uene/ net hanol , PCT/HU2007/000104

chl or of or mf met hanol or tol uene/ acetone, as eluents or
on reversed phase using YI\/C- Pack ODS- AQ type packi ngs
(produced by YMO) and -1
acetonitrile/water/trifluoroacetic acid or

chloridg) e Cyaia gionpy gpit be travsfoinedainial amidee Naeytrox phmiise or different N-

t is directly purified by colum
contat E‘He{ lg%r%{lgs described 15 above to yield the
pret cpfrthei amtnes SR orfriul IO Hnd Sh@§ultAs1 Elﬂ@ﬁ'ﬁ@&isfoﬂﬁﬁla (I1I) are either

det er m n I R, NVR and mass spectronetry
COmmMEGY P’r‘?é(al ‘?’1%%‘@3 shathesized \bersilﬁcrenfolnmmam@m)ods The syntheses of

¢
some he¥ SRERG %@tﬁgr}hufl Er.ljg ﬁlsegﬁfr gn Fh(raet %ﬁgﬂﬂ lgg}p&)tbmg: ngpcedures

glven case can

the othepamiries of forminja (V)ra:’an aldu bk peephtsdt her substituents
and/ or nodi fying and/or renoving the existing ones,

and/or 20 formation of salts with acids and/or

| TH:be E:@ﬁlﬁ@lgld% her BeNpabdeimehlidnALhY €Ofve 105{'1(11115& S%lgximaceutlcally

e obtained acid addition salts
acceptw@ i$alis 9ndedeates/ or solvates cer teutifednamniutd oﬂ stitabdy iy @h®form of

pharmi B Botba T, PcreisPRpa it PTdathe o bonpbuinnd ersemiliquid
form afid phathmacéuticalcatib@innhiDadiRey MY c A RMIIER Ny TR ate \commonly

d .transformed into acyl oxy or” sul foxy derivatives Wt
used inypF3clicen$uch 3| ‘é%mﬁf(j §¥ciBightsoditients, rﬂgablﬁ&ragwcttmg oThs&nuls1fy1ng

agsents.l t LS, i oy .exanpl e
£ents, E@%I‘I nat esgﬂﬂ d 5%%6%@68@%9 g% N4 eh p{)rz;raglaggmg,c,aa well as
formuletmnypnonmmgsr ﬁnmuhitnong)r@@émg additivee presence of a base

m ne o sodi um carbonate). The

triethyl
?ﬁﬁ%&ﬁ%ﬁﬁ TR foveTtiag theranetioal icgfeey 9anc\@m aiithimgide limits and
will berfittddOtoGhe uidliidial R8quitdnftnRf ﬁr&gﬁi ?ur - patticd eaca?éddetpsndmg on the

reducti on and the am nes can
stage ofthgedisgapey theam@e@m&ldd&s bodpeeighiosf thhafieitlta bt eraell, as well as

tho s OR B 0HB3 B R T ol S imrionand mamber

of dailp ttt@ltrﬁefds f The acriab@¥¥d o€ tRE I MEvVE Qﬁ%r@&entt Edf"g o WellBdn safely be
am des by reacting with proper am ne derivatives

determlﬂp(i 8@ g@@mﬁw@m illegrin tie @ram the lolosdedzd dfithe patient to be
treated,Or gani ¢ or inorganic acids (e.g. trifluoroacetic acid
or hydrogen WO 2008/ 050168 PCT/ HU2007/ 000104 -11

&"hd: @haﬂm)ceut(@&hl@@m@bﬁti@x& Cafaiigt thaNietios MtediBhtOaBEdL to the

resent %gr 0X m di ne or different N- cont ai ni ng
present ity afly cgrigipe 01 n 490 sie efrstiseringsedient if arsmglad¢sdge unit,

It is, of 3\etsé B@ssﬂﬂ’é ek afﬂ?)luﬁ{ 6%?16 Qétnfe%gpéh%{l ol gaggcggy)%sftmns exceeds

conmmer ci al y aval can be®s

theuppﬁ'drﬂ@wgﬂtmﬂtsmﬁmedabmnjs The synt heses of 5 sone new
| es.

ﬁﬁ@rse@\ﬁl for E%‘/ém?re%scrlbeid in the Exa

o1 % &“%8 paitcal cppesiHens s Mese.of tablets, dragées,
capsuled, 9ﬂl§ﬂr&y&ﬁﬁh&§ﬂ)o%}d%9alﬁﬁmﬁése&%ﬁﬁ Bor the preparation of injections. Liquid
compositions are the injectable and infusable compositions, fluid medicines, packing fluids
and drops. Semiliquid compositions can be ointments, balsams, creams, shaking mixtures and
suppositories.

For the sake of a simple administration it is suitable if the pharmaceutical

compositions comprise dosage units containing the amount of the active ingredient to be
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are e. gg i{géblfe:tﬁ, dwl&ig

The conpounds of the present invention and as well as
their pharmaceutically acceptable salts or hydrates
wonrosobvias es can be used as such or suitably i RCTHRI2007/000104
formof 10 pharnmaceutical conpositions. These
conpositions (drugs) can be_in solid, liquid or
sem liquid formand phar nmacBt i cal adj uvant and
_auxiliary materials can be added, which are conmmonly
administesedl prcep ome féve multiplestorashatf thiteosfousth papitestést, Such dosage units
nts tabilizers, wetting or enmul sifying  agents,
Rostr be B RUSed i BB RGIOtinE FohAIHgE OF Quartering of
the tabd¢t@nBide? td\€kac adBinlist@She Qb e 1 i
f or.mul ati on- pr%vi di ng addiétaii %%&%ﬁ%@%&lgggﬁé&mﬁ

r E2plets san pe cested withhan adiémelpbletlayerl inafrderdd assume thar nelease of the
: L -0 ' La t L1l bedfitt to the. ..
cctive e Enpcfifent bifs 18 e MomacBsign' effs e e -gpated. A similar
effect caste, actizyed disa gy enicdpbelating digackfe inpdingease, the
cﬁ_gdi tion and the bodywei ght of the patient to be
¢ Hisphagmacgutical] gompositions foraeal plpinisirasiontdsa qeataiteate. lactose or

starch a8 dkEiplentsh Qodifitnl @ﬁi . 0 f | RN QR i
and ngr%es. r ° of de;a??dy tre tlﬁee@mos?.é’ #E@y%g{l@%@, g’é@éfl%?l pyrrolidine
or starglhpasie 84 bimdens gr etinalwting @ ghes. Bato seancls af gligto&gstalline cellulose is

ermned by th tt endi hysi ¢i an illed in the
e S oA R AN el S o o s
Talcund,h€olRfidicEGEkt hGdl steAMOSIILLANSr Clﬁagléﬁhf&hﬁ QtcafiEe 2GhH! & used as

_ ingredient according to the present invention usually
antiadhesiye apd lubrigantso 100 ng of active ingredient in a

SHAOEO5A0R: Wihineo) 40Pl BAPTRABESRBA RS ) ossin. e
mixed ectiyroinptedens axicaeiponts) as el 40kl cakO@PRE of tHY diSintegrants are

efi ned above. The sqalid forns of the pharnmaceuti cal
granul i i o5 GAYScsn AgeRicgor AgISHES glcokle Selstion exbebalers in an

bfel opfi, | 4 e : r..t .
soprois S kOO 4 SRS (RO e s
antiadhepizre iag¢nis arziziddeditudthi dfind abdnelatg rpd she mwisre if btéisskd to a tablet. In

sven IRREL 8RS S Bt it 5B !
e kbbletsdantBY 8dRBHectBOFSMPRR ShixBlk ©F- tpg%f;tfi\‘;{ﬁg?%&t and the

of a sinple admnistration it is suitab
proper gHxiliggiese by ipsessinge bgbysh tdasm she datpets san desageeduby tising additives

| Nj the ampunt .of the actiyve.ingredient to be

commegy’ 3%5‘*3@{?1@@“8&*}%2 g0 164 Sta-%h!*ze%d Ffidtes <Blpring agents,
such oaxce,sughir, @ beltlogel tidekiestivs a Meftyl- t ' d BiyldeMldsB  sodium

partg3 t hereof . Such dosage units are e.g. tablets,
carboxypetiRlceliplosse cfsdvirrlydaypYirolilonevesicipmophespliege, tdaksium carbonate,
food chlBhNE RGeMt r [ 1 abl in order to
°° cexac%l %eadmﬁ}r?iasft;dgérs’t en%r élé%rlng’el S}}ir?%%jiﬁt Pigpep eeé?ctq‘\}ge case of
capsules figr redkitenetof tkedetiet mgeaiierh and trtadilisibisailledGhid-a M e

ha(}/eé [ T order,.to assure the rel ease of the

1quid oral compositions, e.g. suspensions, syrups, elixirs can be made by using water,

glycols, oils, alcohols, coloring and flavoring agents.

For rectal administration the composition is formulated in suppositories or clysters.
The suppository can contain beside the active ingredient a carrier, so called adeps pro
suppository. Carriers can be vegetable oils, such as hydrogenated vegetable oils, triglycerides

of Co-Cyg fatty acids (preferably the carriers under the trade name Witepsol). The active
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5 active ingredient content after |eaving the stomach.
Such tablets are enteric-coated. A simlar effect can
woeomokiwsed al so by encapsul ating the active PCT/HU2007/000104
i ngredi ent. The pharmaceutical conpositions for ora
adm ni stration can contain e.g. lactose or starch as
exci pi ents, sodi um car boxyrmBthyl cel | ul ose,
] nmet hyl cel | ul ose, polyvinyl pyrrolidine or starch
ingredpas ti8 hembgertonsly omixgidamithathe gnelgan b8epsPRER RpSEsHOBN and the
af mcrocrystalline cellulose is 10 added as
SuPpoﬂ[oﬁeﬁ?@grP%‘%ﬁﬁfﬁ agents, but ultraamyl opectin or
f g RS . .
colr:%ilr%iﬁgngﬁlli cic aggllfﬁb Drios ?ﬁnqgg m%%?%rgy%%cﬁlggisﬁwmn‘ For
manufgeteang tlee tdectios whstbnathe aativé anfhediente apndiskolbed Gadissilled water
The..kabl ets can be manufactured. e.g. by wet .
and/org@a%l_uf?%{l }'e 8?%3111‘007(1?‘6%361 SBER B3 éis‘@f’l’?g‘.eg&r HR 8iYRnease dp ithe, presence of
solubilizegs, (k. pOLiGxybite1&xs6ibtafsinnoRirale L ool bdle, UrHEShSREfte (Tween
part of the disintegrants are 15 granulateé W ih an
20, Twegn 88 Eween $QnBhe injestion seluidenscanl alsshesinitain diffenérit anxitifries, such as

Lnde ' . [ i a equi n hen the
cons'er(g/{ﬁ ,?%“‘g?’ eé:gse'ﬂ?}'rl%{eaéﬁ'x?@ﬁ g&%ﬁﬁeﬁie’qﬁ[ Swﬁ?agsg;?(-gﬁtﬁjg’stmg agents and buffers
and in|giNeni @se towabarthesthstid, a@h#godaen. aBRAhRc@S s 0cdnBibile the active
inoreddr e@ gr.anul.ate, and éhe m xture is pressed to a -
1ngre ‘ceﬁt? {he ipyentign isfltered Befprrait {safllet intoypmperders and dtHs sterilized after
fillinghal ving groove to ease the admi nistration. The tablets
can be made directly fromthe mxture of the active
iThtheativaningseddent fschygp@scppiopthen Awxn bé stabitisedly Hos8Sizatbn.,
In given case, the tablets can be coated by using
additives comonly used in the pharnaceutica
practice, e.g. stabilizers, flavoring, coloring
....agents, such as sugar, cellul ose derivatives (nethyl-
Utilitieg et hyl cel | ul ose, sodi um carboxynethyl cel |l ul ose,
etc), polyvinyl pyrrolidone, calcium phosphate,
cal cium carbonate, food coloring agents, food | aces,
diheneoragremils , ofi theNpeyénd EinPrlich Nirs, bidllfninNrddBftof a%BioBhists, in
) fS ngpfiiu' ebi{ é}@g mxture of the active ingredient ang _
particuiag selgelive j bradyidning B j yecenton snteerisisuicersequendlyi dreopsgful in the
tr it : ' S IXirs cam be
S AR <D of o HRE Bl iRory o R3te, I o Wuld be
effectivegh dth meptaent ¢fl priroinchudinege gl, $hrohdy pdigQasbicularly inflammatory pain,
hvpera gmn stratdeonthe.cnt}éoswjpnlsfornulatedl_n ) '
YPera gt it0 291 0 MRk 4018 P@Py@é‘ pagthritish crepefpssmobey nety myofascial pain
musculd® Nindy ' | LT eQi.ent; L » I
s L agane Golgl, JRENE pali0| SEMcBy GRS Byl cystii,
uveitisly peéeneativediains (gesenshswgery gymegelogicel), patwgicedive paid @ostsurgical

. ' cerides of Cl2-Cl8 fatt cids referably. the )
pein syblloBlof s el (< crnii Sn Ry feoreiinabin olmetic
neural g2 @850 eH, Piahtdiv2b bﬁﬁ,oﬁgﬂoneu;@pﬂhﬁgbsﬂrhgtﬁgpétﬁy) dental pain,

honogeneously m xed with the nelted "adeps pr

and cancgrpain, Fusthermare fonthe Eeagpensiaf paireassacietedwithiegina, menstruation,

diabetic vasculopathy, post capillary resistance or diabetic symptoms associated with insulitis

(e.g. hyperglycemia, diuresis, proteinurea and increased nitrite and kallikrein urinary
excretion), diabethic hyperalgeisa. Moreover the compounds may be used for the treatment
angioedema, atherosclerosis, septic shock e.g. as anti-hypovolemic and/or anti-hypotensive
agents, and sepsis. They may be used as smooth muscle relaxants for the treatment of spasm

of the gastrointestinal tract or uterus. Further, the compounds of this invention can
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For parenteral administration the conposition is
formul ated as injection solution. For nmanufacturing
woOheosioagest i on sol uti on the active ingredi ent sPar@u2007/000104
dissolved in distilled water 5 and/or in different
organi ¢ solvents, such as glycolethers, in given case
in the presence of solubiliriers, e.g.
pol i oxyet hyl ensor bi t ane- nonol aur at e, -nonool eate, or
additidfRNY HeQREALS trtAWRAMMmARry TR s dRers, TMRR s §Bdriasikhd eczema, and
I njéction solution can also contain different
skin irgumtés meludmag busninghanksunbumésg (1 Virgrydkysna 2nd paig). The compounds may

be us%ii[ggc%lfrg 618?311%?;15 argcﬁ) tVaa%lg(él %%hnvéeé %ar?l 1?:%91 H&l&ﬁt@ rheumatic
dlseas@nt@ﬁ&yhﬁlhﬁ,,h\%r @isehiefl D€iddble bdwel synidasié, dnflanidtorpbowel disease,
containing the active 10 ingredient aof the invention

Crohn} s dispase.cpepliribif allepsic ehipyisy vasompter R bisitess ginghtiy)y allergies.
Such Félnﬁ&ﬁfd'slrhég qfsgﬁ rtherfaft)édgg%l% é& ];trtegg?rrffﬁgﬁé‘g%gy BgaN 8idkase e.g.

grosc en |
chroniki OWctl‘ZatpuhﬁonarStSdluﬁasél tids rédpgracoppdisinets syndrdee, bronchitis,
presen ntl on.are radyki ni n re(:%pt or _anta nhsts, it
pneunfajgie, S5hmec gy MEHNECIPY & EYHRNACHTR! B TOVPISE gy perteactivity

in asti@fh, aﬁo@éa‘f tlﬁtnnﬁe NYA0EMiY a@hBia Liﬁ&ﬁ&'llng' AMet A€ asthirRAGIBI or non-

or prevention of painful and inflamatory processes.
atOplcTh eccwnth o@ﬂml dirgdeop (bagtefialc ekgasrhated (ast athernpon-allergic

asthm?shf *l% N ?3351%] Bglil bmeh,yag eW‘g‘F rgg g?!xcrc s% 61%duc§g 3‘ioncﬂo€c>rns%1ctlon They

may BQ%fﬁ@ﬂ{/é highinktS JpnelirB&nidsisy einBRtingn amﬁhﬂosmy@x{tmﬁ;h@l asbestosis,
ain _(mnuscular injury, fibronyal gl a), visceral

challc()s;q;,dgrlg31$,\/s@dqg@qls,tsil gcos*gﬁ@p@ms, andst ys(gylgﬁlls{ Agditional 32 they may be
effectif¥Sh ts&fié netpr% o)g‘?c%? fd\é?s Q%’ Do 488 Qﬁ{l?% le S edSsis ’Alfhelmer s disease,
gynecol ogrcal f, postoper at pai n

ostsurg
epilepsy,naderebedl, eppasd,t rhaattmhaa Cqunhldmg eclgsters ph’eader&e,o rmigraine including
fracture neur opa ost herpetic 25
prophylagticng %fu teisPaAs Wﬁif ﬁsﬁf G#H% b pai n,

nononeur opt hy, polyneuropathy) dental pain, and
cancer pain. Furthernore for the treatnent of pain
Biologissl@valantish Wi t h angi na, nenstruation, diabetic
vascul opat hy, post capillary resistance or diabetic
synptons associated with insulitis (e.g
Funaﬁmgg&gkycenia diuresis, proteinurea and increased

r|te and kalllkreln urlnar excretlon) dlabethlc
etr of ap : ; v aceRtoxs vt Wi ¥ measurement of

th trat manto 30 nl)l(l)% ’lg{h : glclﬂ?l : %ﬂs exressm

reconﬂﬁﬁiﬁﬂmnﬂﬂﬂB&%@EBZSrecaiﬂBYS may be used as SnDOth nmuscl e

relaxants for the treatment of spasm of the
gastrointestinal tract or uterus. Further, the
Cell ¢ ounds of this invention can WD 2008/ 050168
~———g@#¥Huzoo7/0001o4 -14 additionally be used to treat
i nfl ammatory skin disorders, such as psoriasis and

OB S o S S UL, 208 1 it
B1, Euroscreen) or B2 (CHO-B2, Perkin-Elmer) receptors were cultured in Dulbecco’s
Modified Bagle’s Medium (DMEM) containing 10% Fetal Calf Serum (FCS), 100 U/ml
penicillin, 0.1 mg/ml streptomycin, 0.25 pg/ml amphotericin B, 1% Minimum Essential
Medium Eagle (MEM), non essential amino acid solution, 600 pg/ml G418, 1% pyruvate (for
the B2 cell line). Cells were kept at 37°C in a humidified incubator in an atmosphere of 5%
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be used to treat inflammatory pain of varied origins
(e.g. rheumatoid arthritis, rheumatic di sease,
woeonsgpoiesi tis, |iver disease, irritable bowel PCT/HU2007/000104

syndrone, inflammatory bowel disease, 5 Crohn's

di sease, nephritis, allergic rhinitis, vasonotor

rhinitis, uveitis, gingivitiss), allergies. Such

compounds may be used therapeutically to treat

k)f | t.or [ Y/ 4
C02/9r§%1 ﬁ%%?y&%}lx e gsa\g@é/ j:I1 déﬁfh?g : ggwgr g¥veekc rﬁdéﬂg &(%rggﬁgtéaj Gt 1¥%22.5x10
cell/wély neh oBRnd4rd 006 Kidll &mcrcnﬂa&blsrm measura@bﬁwa of Thgysaliey chkeium ion

used to control, restrict or reverse airways
concemfpea@pr(&é%t]u yWeRe captied out hriadaye after ek PLatiRg i nsi ¢ and

extrinsic asthma including allergic asthma (atopic or

non 10 atopic), occupational asthma, viral or
Fluoritvetdemeaurepxant of Havsdic aslichma compehteatiomon- al | er gi ¢

ast hmas, "wheezy-infant syndrone", as well as

exerci se-i nduced bronchoconstriction. They may be

el feBGirb¥iBnta G [THE | PRREITRAPRH Osiit Son [OMDBAI BEd CHO-B2 cells stably

al um nosis, antracosis, asbestosis, chalicosis,
expressinig lownan Béjadd Bk reseptefs) mspgqtléfelyt SlsHs weere geaven in standard 96-well

mlcroé)%%g gls?regqrsg?dd%{eésglﬁj%) l V}{ere ?(yadn'&)(&élgl: ns I‘e%g%ntt YZ%IH Lensitive dye,

fluo-45CME (D SINS): ez heInBRihg Stheli @ﬂlﬁﬁeﬁmeﬂﬁnﬁ [thé eysywasL ed@énlr & the cells
edema, headache including cluster headache,  mg %
B A8 a8, 10 mM

(dlssol"ﬁéllﬁéﬁsﬁg buybiesphis B NaChrmid el gsaM NGl
HEPEEU gﬁgnal ﬂlé:ééegﬁqﬂlx%@egé%indc #h ﬁggvlteg)a%rﬁ)%lls %getr% }]r%:c)lllbated at 37°C

in a hi#nidified ﬁa%ubﬁ@ﬁiﬁt @ BmioSpherd DDS%)C(D?QS%TWMOOKZO min. To stop dye
cytgsolic calciumion concentration with a plate
loadingecele ey waﬁhq#éw&e Vih @gsay dullen Ak e LaHBISFRApontrations of

the teﬁu i cﬁlndgr ea%rgfeflluizaé rﬁ%{l mC Hol b EDIAYAN&RRL solution, final

ovary s st y expressing
DMS® ect:mn’dmtraann \lwasmscﬂ 1%)I o Ghffer Bre Eddedlstr eadh) well &pending on the

experifaih ceiyps Al Qpabgﬁ&ﬁab B3FE Db A0 Pk s pponist-evoleed
chang%so ff’f ﬁgf/aﬁ;‘]l Gl BisHTH 51}9% n_Flei‘l vatth RE DA |11eé1d'br ﬂuonmeter

ﬁreMomwln anphotericin B,
(FluorvkkannAisnelis $ ebsyistems). l\bﬂhlmmnangd deteditoll) of cmmssms wsltcamiled out from

the bo?tgi n%ﬁtabgsgqpt%? i’ﬁl]:ttgsso{]seg q)rSFﬁ%glégi e%@ba[]ﬁogtfjléy at eel(mssmn filter —
8 niNTHH Whel MBERI &K 6Jr&:e§§‘ vk RefRhace a9f375n%a\ﬁ@ was controlled by
2008/ 050168 PCT/ HU2007/ 000104 ~ -15 C02/95% air and

custonwspﬁwpm dulijbidory: phterfeyenf the est campewids s hssessed by measuring the

reductﬁclingi}(lgg? ggogst-egé%%ﬁgﬂn?l g#hé%/ﬂﬁalglg)&ﬁsegc af?dj ﬁ{er tg Q \é\@ntratlons of
the coh@pi@as.M dlhd @Forﬁétsiaeeté IDysDABK o OFROLBAYItand t&a@amﬁn for CHO-B2

after cell atln%
cells. Agonists were apphed an ECgy concentration, the ECgo-values were derived from

daily determined dose-response curves. Fluorescence data were expressed as AF/F
(fluorescence change normalized to baseline). All treatments on a single plate were measured
in multiple wells. Data from all wells with the same treatment were averaged and the average
values were used for analysis. Inhibitory potency of a compound at a single concentration
point was expressed as percent inhibition of the control agonist response. Sigmoidal

concentration-inhibition curves were fitted to the data (derived from at least three independent
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5 Fluorinetric measurenment of cytosolic cal cium

concentration Measurenents of [Ca2+]i were carried out
wonoBkeies and CHO B2 cells stably expressi ngroumano®/000104

| and B2 receptors, respectively. Cells were grown in

standard 96-well mcroplates and before the

measur enent were | oaded w tts-a fl uorescent

Ca2+-sensitive dye, 10 fluo-4/AM (2 M: after renoving

experi ﬁts '#1& %e|‘}r%ﬁ%§ S‘&g@;é E@t}pxgﬁfiﬁed“@sc‘ gﬁ%&l@h‘bg ‘?hné;tﬂ%k@.lceszhalf of the

m%lmmﬁrﬁmmlan caisad/b i @mpbﬁnm/l HEPES 20 mM D-gl ucose,

ﬁﬁfg%%%%fnlﬁf telbreftens earoih eaared 5 HhgHon w0l BHE te%ﬁts are the

follo .C02/ 95% air for 40-120 mn. To stop dye | oading
cells were washed twice with assay buffer. After

D wash#+{g; [(&M@BYE@WW@T%%[%f@ﬁethﬂel-p@gtazmyl) carbonyl]-1-

v SRBRHIE S A B A BB YRR B4 s

899LKH8£&ME@@ mﬁﬁp[added to each well depending on the
i ment al setup After |ncubat|on at 37C for 20
2) RN

ddyirong-oxad- @gﬁwnglret@dbﬂ gopYidird bqslfw{h%@m? yll-N -{4-

[4-(4- Mjorﬁﬁg Eﬁ&&(“ﬁ’m}gr oSKan cen Q?)‘lsysk ﬁg@d%%)’ Ki

0.59 nMk dCtat.9 aM;and detection of en1SS|on was carrled out

3) L&&g (ff‘o'bt&lhg‘?f?dg‘%u ﬁﬁ\’ Pl(—”iéaz %ﬁ%ﬂ;é%-gig glgquylmhgpyl) 2-0x0-1-

propy15ﬁ§ lrlflberEB&a%iﬁh@ ﬂiﬁfédrﬁrm&i OHeRE %?20’@5 1863-194gyed at
was controlled by custom software. |nhibitory

Kj 13%)01\@&6;065#5% test conmpounds was assessed by

asyrin e eductlo N t t - evak
STECK A oo e BGRRE oyt i RETRIRE BORPri g in sood
agreen@nt wifhethé AR @unglSn thehaegeei sts were LysDABK for
CHO-B1, and bradykinin for CHO-B2 25 cells. Agonists
were applied at an EC80 concentration, the EC80-val ues
Vﬁr PaEN }h%dm%toéf‘fecﬁ%' %ﬂmggﬁrﬁfsr%f]ﬁﬁis ﬂ%gn&{eﬁ%g;lﬁ@d in functional
rves. uorescence a‘were expresse
a&myiéﬂmmdescence change nornalized to baseline). Al
treatnments on a single plate were neasured in
multiple wells. Data fromall wells with the sane
treatnment were averaged and the average values were
used for analysis. Inhibitory potency of a conpound at
a single concentration 30 point was expressed as
percent inhibition of the control agonist response.
Si gnoi dal  concentration-inhibition curves were fitted
to the data (derived fromat |east three independent
WO 2008/ 050168 PCT/ HU2007/ 000104 -16 experinents) and
| C50-val ues were determ ned as the concentration that
produces half of the naxinmal inhibition caused by the
conmpound. The exam ned reference conpounds neasured in
functional and binding tests are the




fol | ow ng:

4-{2-1(2, 2-
wepipasaws nyl ) - car bonyl ] - 1-

5 1)
di phenyl

-ethyl)-am no]-5-{4-[4-[(4-nethyl -
PCT/HU2007/000104

pi peridinyl]-sul fonyl}-benzoyl}-norfoline (NVP-SAA164,

Br. J.
33 nM 2)

(R -N-[ 2, 3-di hydr o- 2- oxo- 5- ( 2- phenyl

Phar macol

. 144 (200

5) 889- 899): Ki

-17 -

H 1, 4- benzodi azepi n-3-yl]-N -{4-

8 nM |C50:

-ethyl)-1-propyl -

[4-(4-pyridinyl)-I-piperazinyl]-phenyl}-urea (J. Md.
- Chem 46 (2003) 1803-1806); Ki 10 0.59 nM 1C50 1.9
nM 3) Table 1
N{A4-( 24 —=prprperidinm -t Fytphenyl - N~=[ (3R~ —dihyd
Nnmbgr ofi- nef hyl -Bhéund. ) - 2- :)xo Number of Bl func

Bro | -1H 1, 4- benzodi azep % ! yr ea (). Med. Chem

"F 03) 1803-1806); Ki 13 4 150 64 5 nM The Ki
and 1 C0 data neasured by|us for _the reference
CO.?OUﬂdS are jipn hr'\ d 15 :\gree“‘_“t wi-thlthe rl:#i-++
gigen int he [i te;a{ ure. |n Tabl gl the nost effeetive
conpounds pf thi's rnventi pn neasured I n junctional
asday are |istedWD 2008] 0501687€CT/ HUI2ZOO7/000TT4
-14 Tabl e [ Number, of Bl func. Ngwber of Bl fungy
exanpte exanpte I F++F+ o F++ 2 FFF+ 0p F+++ 3 FF++
765+++ 4 w+++ 87thh 5 +4++ 99 99+ 6 ++++ 10HHEH+ 7
++ +102 ++:r+ 8+_'t|-_|-_|-!- 105 et 91041++ 111 | ++++ 10 +++
I 14 T Tt T L1 'I"I"I' J_J_U T T rr pA4v) 'I"I"I' J_LJ_ 'I"I'

7 S 102 -t

8 +++ 105 At

9 - 111 bt

10 +HH 114 -

11 + 116 oot

20 +++ 121 -t

22 +H 127 -

23 ++ 129 +H

24 - 132 IR

28 HH 135 ++H

29 -t 137 -+

30 A 147 +H+

33 + 152 ek

36 HH 157 IRRaE

37 +H 159 -+

54 +H+ 166 AR

56 - 167 -+

58 - 169 e

62 - 170 IRy

+ ICso > 0.5 uM +++  ICsgis between 20 and 100 nM
++  ICsp is between 0.1 and 0.5 uM ++++ ICs0 <20 nM




22 ++++ 127 ++++ 23 ++ 129 +++ 24 ++++ 132 +++ 28
++++ 135 +++ 29 +++ 137 +++ 30 +++ 147 +++ 33 +++
wWoaRs050168 36 +++ 157 ++++ 37 +++ 159 +++ 54 PeT/HIA607/000104
+++ 56 +++ 167 +++ 58 ++++ 169 ++++ 62 ++++ 170
++++ + 1C50 > 0.5 M +++ |1 C50 i s between 20 and 100 nM
++ | C50 is between 0.1 and-8-5 M ++++ 1C50 < 20 nM 5
WO 2008/ 050168 PCT/ HU2007/ 000104 -18- Receptor
ReceptoBindth A58 Hurman reconbi nant bradyki nin Bl
-——J%mexntnéﬁ;éﬁé ng 5 Bi ndi ng assays were carried out on
human r econbi nant bradyk|n|n1 receptors (expressed in
Dat a

i ncubat ed W|th [3 4- prol yl - 3 4- SHN)] [ Des- Argl10]
KaI lidin as radioligand. Non specific binding was
5 deinding pesdys nwerkecguried entt eomf hub@ang edopsbintes - Weadgkininl receptors

oxorB A e e o TEY A e LG DR B oo s
091). PGlie pfRsindhde Was intibhted txﬁﬂegs nlgmyg.h 4Gﬁ(ﬁ)]f-ﬂ]jéseA1%1°] Kallidin as

presoaked for at |east
radioliggpyl. d¥en pRecifie hiadingevasr qiﬁtereranwm thqmresem af 110 |1aMi lays-des-Arg -

tg ciive und
Brady]glgﬁ'%? Hﬁg%ﬁ‘%\%ﬁ i’%ﬁ)ﬁﬁ\&g%%e Q%S HE& lgs %Vere ﬁnglﬁ)n‘g% #3835 min. at
10 25 °C theatvede rapdl? 08GRHANLES] Eﬁiﬂﬁgﬁﬁ@ﬂ? ﬁﬁ&@ l)@élsoakellgfor atleast 1 hin 0.5
% PEI Radioactivity was determined by liquid scintillation spectroscopy.
In Table 2 the most effective compounds of this invention measured in binding assay

are listed.



Tabl e 2 Nunber of Bi binding Nunber of Bl binding
exanpl e exanple 1 ++++ 64 +++ 2 ++++ 66 ++++ 3 ++++
w@@oos#50164 ++++ 87 ++ 5 ++++ 99 +++ 6 ++++ 1OCTAHI2007/000104

++++ 102
++++ 114
++++ 127
++++ 135
152 +++

+++ 8 ++++ 105 ++++ 9 ++++ 111 ++++ 10
++++ 11 +++ 116 ++++ 20 +++ 121 +++ 22
+++ 23 +++ 129 +#Hb- 24 ++++ 132 ++++ 28
++ 29 +++ 137 +++ 30 +++ 147 +++ 33 +++
36 ++++ 157 ++++ 37 +++ 159 +++ 54 +++ 166

+++ 56 ++++ 167 +++ 58 ++++ 169 ++++ 62 ++++ 170

++++ + Ki > 0.5 M +++ K1 Tgblbet ween 20 and 100 nM ++
K: is hetween 0.1 and 0.5 M=++++ K1 < 20 M5
Number of B1 binding Number of B1 binding
example example
1 A+ 64 +++
2 ++++ 66 ++++
3 -+ 76 +++
4 i 87 ++
5 +4++ 99 4+
6 -+ 101 -+
7 A4+ 102 -+
8 +4-+ | 105 ++++
9 A4+ 111 ++++
10 ++++ 114 A+
11 - 116 ++-+
20 +4+ 121 4+
22 4+ 127 +++
23 +++ 129 +4-+
24 4+ 132 -+
28 ++++ 135 4+
29 +4-+ 137 +++
30 +++ 147 +++
33 +++ 152 +++
36 +HHH 157 AR
37 +HH 159 -
54 HH 166 ot
56 -+ 167 A+
58 4 169 e
62 -+ 170 ot

+  K;>0.5pM

+++ K is between 20 and 100 nM

++ K;is between 0.1 and 0.5 uM ++++ K;<20nM

2. Human recombinant bradykinin B2 receptor binding
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2. Human reconbi nant bradyki nin B2 receptor binding WO

2008/ 050168 PCT/ HU2007/ 000104 -20 Bi ndi ng assays were
woansiosdiesut on human reconbi nant bradyki ni n2 PETAIROI7TH00104

(expressed in CHO cells) according to the Receptor

Bi ol ogy Technical Data Sheet (Cat.No.:RBHB2ZM w th

m nor nodifications. 8.4 g-¥rotei n/tube was i ncubat ed

with [2,3, 5 prolyl-3,4 3H(N)]-Bradykinin as

radi ol i gand. Non specific binding was determ ned in

the presence of 5 M bradykinin. The final incyhation
VBIning AESSYOVETP . CatHR| @Y G riwmat CeAgmbLRATt oaggaf receptor

+ e I t
el CHOPRANE) S 0 VBT B! NQUbADAR e
(Cat. Naaammwy ivith mimer deileficationd 8Bl pg prpieid/tele wtas iﬂcabat@hwﬂh [2,3,-

10 The .c s exhi ed t
oot A BRREPR 9 LB RAERR S SHE L i P ALARR i e
preserfa‘!eroftﬂ1 M“!ﬂ?dc}/ n! SRRl 1ReeMEH Reluhe Ba@tR00 ul. Samples were
functional and bindi ng assays. The synthesis of

mcubatcdnf@u%gman at m%?%h@uwmlram@wpwuﬂ%ﬁﬁe@écféfQ}llgthF/@ filters
presoqtkI ﬁ]f?r eﬁé g;ﬁg}n' b4 5 } gﬁe%%&rlg%gg%%x%% (fe%r%x%dr‘tg/ f‘(ﬁﬁd scintillation
spectras&é y.Pyridin-4-yl -pi peraZ| n- | -yI ) - et hyI an ne

2-

e cemprmeath, ovhipiiss Dt 2oty e FIOY (1 Befld) R e himan B1
receptk&xger Heidma 4B§ f& pﬁa)ﬂ Z{c&dﬁéglo l{o]ch Mtloﬁal ]agd b{HEI‘H@ assays.

bronDe
p’dihamuhmm ajfboasmp(mn(d@ 8fd ghaxfham;twab cnmpbsltlomotamdmm to the
| f or mam de (10
m"emi‘]‘E 153\]2%3&'&{68 %ﬁ' g’ﬂ? g’slo’?@“@‘?%ﬂmlgﬁg %Xa’inﬂ ' concentrat ed.
The residue was dissolved in water, extracted with
di chl or onet hane, the organic |ayer was dried over
Refergmeti Bpxnmapleflat e, filtered and concentrated. The crude
cohgnn chr omat ogr aphy usi ng
50 (Merck) as adsorbent,

.....

‘a) 2- mmpvﬂalﬁmﬂ%lﬁwﬁmawethvanmmdoﬂm1h_mram>e| de = 10 1:0.1

25 eluent to yield 1.52 74 %9 of th
cénmb?em@ ofd-pyridi- HI@mera@megB rg. 4 9 (2002% bt 730 1 (1.0 g, 6.12

mmolﬁﬁ]\%%%%o%h@l)—p%alﬂhﬁgr(ﬁ§ { 8 874 A& DOt ATRL b Satd (0% g, 6.12

mmol}, ﬂo?a('jsélﬁnnysﬂidé i(0:04 gy b-1gi o za:nd -djmyﬂrl]l)/l-felinir@dlﬂie (Ebmhg etae stirred at
I one 4. nmo, t

70 %?re P4 (3. @emwn%ﬁﬁ%rarﬁddr g li?éldh‘i st 12%)@16, Y dvagé;% ‘exiggeted with

4 Bm dul¥eRe, GR6le8hnaREncentrated.
dlcmog&fjute Wt ggm é’r%edtswg legf)sgdl . The prec:lepl t at encenrae

The cnrdpqtradlwt ms @uﬁﬁb(ﬂ by edlupfrf g:hmmstogdaphwmsmg Tiehgl el 10n(®;040-0.063

mm) merc i lag ra Soch and chloroform:methanol: ammonium hydroxide = 10:1:0.1 as

eluent to yield 1.52 g (74 %) of the title compound, as a white solid.

b) 2-(4-Pyridin-4-yl-piperazin-1-yl)-ethylamine

A stirred mixture of 2-[2-(4-pyridin-4-yl-piperazin-1-yl)-ethyl}-isoindole-1,3-dione “
(1.52 g, 4.52 mmol), ethanol (47.5 mL), water (2.5 mL) and hydrazine hydrate (98 %, 0.438
mL, 9.04 mmol) was refluxed for 3 h, then cooled and diluted with diethyl ether (100 mL).
The precipitated crystals were filtered off, washed with diethyl ether and filtrate was

concentrated. The residue was dissolved N sodium hydroxide (25 mL), extracted with
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concentrated. The residue was di ssolved N sodi um
hydroxide (25 nL), extracted with WO 2008/ 050168
wOeeHiskHEREee 7/ 000104 -21 di chl or omet hane (4x25PaHU2047¢000104

conbi ned organic |ayers were washed with brine (25

m.), dried over sodiumsulfate, filtered and

concentrated to yield O. 58'791'(62 %9 of the title

conmpound as a colorless oil. 5 Reference Exanple 2
dichlodnfiethdné, Bx2 h;ld; the Iddnibinedlaorghni2 1ayeys pheenyhshed twit brinen@5 mL),

. ., di hydrochl o
dried gqrpsqdfumy. igieo- ﬁite%eddmwpacqn%ﬁeﬂo*8| yisld Pp8 g {07 | %0 &fi fhe title
compd%ﬁiﬂtaﬁ hlcgloHReesil. argon, a sol ution of _
4- (2-hydroxy-ethyl)-benzonitrile [Helv. Chim Acta 64
(1981) 1688-1703] (4.49 g, 30.5 nmol), phthalim de

Refer 4. o 33.55 mmol ), 10 tri phenyl phosphine (8.8 g,
-—ﬂ&*—%—m and di et hyl f or mam de (100 nlL) was stirred
2-[4-(485- mh%fdnlﬂzanmmeﬂ)-ph&em dtherwmineanmﬂmambml ate
(7 59 m_, 8, mml) vv_as ad ropvvls at 0 C. The

QTIMRE at room

tgﬁ@&f (egxgl::tlgi’é%gf? g@roslg%ﬁ{?ﬂ‘)-bé@%uh 2%%\&. gtf"}}fifn. Acta 64

(1981)Na$61wlwat]h (Wetberg,a n?d)Sdlrmmdl) Tpl&tha:llmizﬂe peeducg, wWas55 mmol),

eSS £ 1SS B PRl ) e e -

for 20{112111{14:3 (tﬂen diethyl azodlcarboxylate (7.59 mL, 48.8 mmol) was added dropwise at 0
5-Di hydro- 1H i'm dazol - 2-y] )-phenyl]-ethyl }-isoi ndol e-1|

°C. Theasodcplnmeecbrepcmmm@gm Vs shirfed et mnmwmm @erightp then poured

an |ce ution.
into GEE (P By IR Sl i s B e i wter and
dried. The 82148, pr&&cﬁwﬁ%‘ffelciystdllh@mﬁb’iﬁm I{réﬁlﬁmm yield07.830g (B ) of the title
then the so obtained m xture was kept at 8 C
compeyipdragiagygowspkid.r eact i on mi xture was concentrated in
vacuo, the residue was dissolved in dry ethanol (400
m.), ethylenediamne (2.0 nL, 29.7 mmvol) was added
b) 2-{2:¢-(4.5Dihediot ]Iﬂ}{mmaxdslw-el)msmﬁl -ethyBdisaindoleeln3-dione

| B Biomen oblop 86 e aveind ot ttshedi B, S oLuion O 4-{2-(1.3-
dioxo q' %5 h%l%nf@&lﬂé&ez ngl?%%ﬂj-‘%erﬁeﬁim@l‘ég? {18ty aB @%ﬁ‘ﬁ[}q{i'eﬁﬁhol (400 mL)

hydr oxi de t'he phases wer e separated and
for 3 hhthemetieeso plbtamed wiistuex veakepicat\il Y@ osemightr Diveteaetinn mixture was

(2x200 nL). The onmbi ned or e dri ed N
concetfiased Yot fF% 0 W s S e e 0 Sl pigtencdiomine
(2.0 off, u%bﬁ nﬂﬁ@ﬁ’é&%G - 'i:B/eS I’&Hl(h; BxAfOPad sREEP AN %v(\)hn{ @emperature

yiel'd the title conpound as a
overnigbt. |The 80xture was concentrated in vacuo the residue was partltloned between

dlCthéOIH%th B‘@}QP )@E%{ A:lo:r_#l 'I{i:?%z Grpmon |n)1 IB/HFO%&J (éﬁ)toh%lL?n%he phases
were &pﬁ?ate{d4ax(d4th'é \thgxyﬁlid%e Wrhs Sitehdrdl with Miionldb@eiahe €420 mL). The

-i soi ndol e-1, 3-
combmed organic layers were dried over sodium sulfate, filtered and concentrated. The crude

product was recrystallized from 2-propanol to yield 5.58 g (62 %) of the title compound as a
white solid.

-ethylamine dihydrochloride
A mixture of 2-{2-[4-(4,5-dihydro-1H-imidazol-2-yl)-phenyl]-ethyl}-isoindole-1,3-
dione (5.58 g, 17.47 mmol), ethanol (140 mL) and hydrazine hydrate (98 %, 6.57 mL, 135.4
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di one (5.58 g, 17.47 mol), ethanol (140 nlL) and
hydrazi ne hydrate (98 % 6.57 nL, 135.4 WD 2008/050168
wOeeHuskeREee 7/ 000104 -22 nmmol) was stirred at PODMU2007/000104

tenperature for 2 h, then concentrated in vacuo. The

resi due was partitioned between dichl oronmethane (250

nm.) and N sodi um hydr oxi de‘2(2250 m.), the phases were

separated and the water phase was extracted with
mmol)dsimhésthradrzmrbaneer(lﬁerzﬁlﬁe folc)2. h, thére cowrhirated irovayani ‘The residue was

pursh TS, SRRt (5t G by m, e

phases{(gérg%eﬁirat@& ndde wh’@?p]ﬁ’i‘s‘e HastRBased WithadchBfoniidns (6€250 mL).

by addition of nethanolic solution of hydrogen
The casioed geganicHayers mesrarilsiedipeersadivat pelfasel fHteredoad concentrated. The

t d

crude pERCE s kol it bl (5 ot e o BlhebBY yaf3lited o 5 by
addltldnh@fhﬂlgﬂﬁhﬁﬁd @dlﬁtﬁbn: bflﬁjl(ﬁggenl\&ﬂd eridd, lthar &g mixtyrewesheigred at room

Wi t i et et her an ried to ield (90 %
temperghurg e | P AGeE BAFBBRING Mot T UgnLthe 9D pRaREetinred at
°C for@r(?’t:%la ﬁo&ﬁqlga?ed;érydtfﬂ Bl Rt d1¥ | washed WitPligiRyl &8 d dried to
yield 4(Bl-g11904%]) B thepitlei cdinpphindlas a/white sqdid. ) - car bam ¢ aci d

tert-butyl ester A m xture of 4-piperidinopiperidine

(Aldrich) (2.0 g, 11.88 nmol), (3-brono-propyl)- 15
Refer&ﬁ@,l)@‘r_mﬁ' 18gi d tert-butyl ester [Eur. J. Med. Chem

|co er. 37 (2002) 573 584] 3.96 g, 16.63 mmuol),
-[1.43 eyl dimy s ril HE e ; Moridd um car bonat e

2) (3- ri b 1%1p1r élllcilinYIrS'fi —Vq%r!n;vl) %ﬁaﬁ? a%{defért%tutﬁ%gf@r tenperature

OveT Nt grie, tnemrr concentratead 111 @ residue was

dA ssiture of 44piperidaiopipkbdingl Al drivh) (Zlotgetlil \88tn|nnol) (3-bromo-propyl)
di ch] or onet hane &3x150 @g) the conb ozrgg
carbanpigagidsterelyukyh epten d Buurnik Al Cﬁém( hen. n%er %|7r( 2b§%3r584] (3.96 g,
A
1663 e A R e B RBARE (L7 88 mmoD
was stisehgt Kpes ebgperatife ofernizti,- thef 6@ neer)tratdde irc Ixz«)caaus The residue was

dlssohze(cjisor be{]eﬁ (ﬁl@gﬂ@r {98 gé g{) W{ﬂgﬁlgﬁ@r%gtglmeg @J)Q%S i} ﬁ ¢ Combined

orgam&'lﬁi'e?s W@%ﬁe@%ﬂﬁ%ﬂe‘ fle) mL) dried over sodium sulfate, filtered and
4' ] Bi pi peridin-1'-yl-propylam ne trihydrochl oride
concergﬁttad g conde podduct was submitted to column chromatography usmg Kieselgel 60

(0.0401E9a3 g MBERER plBent it SRR SR T pgronice -
10:1:0ML9s ehikght & el 20 QUER) Ghﬂl@ftitl‘é%oh@odh@%saﬁﬁoﬂ 22 nL) was

stirred at roomtenperature overnight, then diluted
with diethyl ether and stirred at 0 C for 1 h. The
_rP4> ¢ of f, washed with
b) 3-[ 104964 nﬁ’ﬂeh%inﬁrg e SRR il %h&lki%&cgfogﬁs e e e
tAtrhﬁmre rep B, 48§|$1pﬁlpdﬁﬁu1@$-13-®l-pfbpyl) carbam1c acid tert-butyl ester (2.15

g, 6.6 mmol), dry dioxane (40 mL) and 6.5 N hydrogen chloride in dioxane (22 mL) was

stirred at 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 2.03
g (92 %) of the title compound as a beige solid.

Reference Example 4

Trans-4-(2-pyrrolidin-1-yl-ethyD)-cvclohexvlamine dihydrochloride
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30 Reference Exanple 4
Trans-4-(2-pyrrolidin-1-yl-ethyl)-cycl ohexyl am ne
wdizbnsdseiek| ori de WO 2008/ 050168 PCT/ HU2007/ 00020#/HU228/000104
a)
Trans-2-{1-[4-(N-tert-butoxycarbonyl)-am no]-cycl ohexy
| }-ethanol A solution of :23-
trans-2-{1-[4-(N-tert-butoxycarbonyl)-am no]-cycl ohexy
a) Traﬁslzawni(N-taeibatomarbuﬁvmsﬁlﬁmJca}cloh@d/n -Gheio]l 43 (2000)
1878-1885] &qﬂg 105 2 mol) in
t At sokwiar gf $r2( @Laeranlagowb@ayk)@m@o]@ycmmwlmpeﬂc acid
I ri 5 I 0/5303
methy|f;loer%£g ﬁvm js%gan@e('ﬁ 4§ 8@221&3?1&)3? red a%d 2 C fmmog in_ dry
tetrahyOrofut (500 h&ywmmm& tomZX’[],l ﬂl&umsalmnniuﬁdhﬂh‘ldel(ﬁ 4, d4@ mmol)

guenched w th acet ate .
was af4ef DaGMERE ARG (A BRI AR Sl RS i 18 QU IS, The reaction
mlxtuﬂ%r\ﬁgé Roi&i Bl 198 §nd"ﬁlﬁé?10ﬁéd {veth @fhyl 20etaeQ B el )Vthéh brine (43 ml)

acetate. The filtrate was concentrated 1 n vacua.
was sld'Why acbisd thuthewaisture atr § 8€ .alhe; rzre@ipﬁatgdrsaltqug itteyegl) ansywashed with

ot G5 b e P o M o
d11sop¥dp§'[‘§th@r((160 1Ay fo- eI Q8. T@td3 %? of the title compound as a white powder.

rbonyl am no- cycl ohexyl)-ethyl ester To a stirred
solution of trans-2-{

b) Meé;jtgh' é"shifl\hlp' %%gr fd'tpa%é-g-%gz@Ltjmﬁ%éﬁ%g%i%%&éﬁg%l:!-}ethyll ester
7Bo navstisred moﬁj’tl‘ysn doft trhms- Mt[hi(Nefe)(t-]tﬁﬁoxynhr)aonyl) afnino] c’yclohexyl}

T 0 MR 00 b 4 T egten 15
mL) rhithéesditd élry[ EiBrid0 (317 Bt e @thol?ln B R102@hsthinfN(2%881) was added

extracted three times With water. The organic
dropwise! at 0i°6n Afes stitring 30 ovievtes atd) %(En theisdlutien waglextracted three times with

water.; nqccgrg%r{}%glaﬁéﬁq w‘é%jl Hod overyso um sujléft arf éo%%en@até)c{ in J}guo to yield

13.0 g689%) deénd @i n-1-y1 - et hyl) - cycl ohexyl ] -car ban
acid tert-butyl ester 20 A mi xture of

nethanesulfonlc acid

0 Trab ERRP7 Biolidi R L A RAURAON! ARIe: S8 ARSI bt Y|
agbl er=to- 2 ¢, U Mot potassrunrcar bonate (1.4 g,

MADI)xtae b PN éthalesalifsiec Gdid 2fansd2-(4- t&ﬂ-bumty)canbnnylammo cyclohexyl)-
acetonitrile (40 nmL) was stlrr&d at 60 C_for

ethyl s (wﬂ,dp@%a lz%ﬂswan sasbonaiRhh-4 Snbmaah @WOE@H%& 25 mL,
15 mrh&? % X@Eﬁtﬂﬁggﬁ ‘fﬂf wag— E]t?x“r&!;]ﬁ?omd ﬁ&%%dﬁ{?é e %Mﬁfr@{vﬁs cooled to

ere and wa water to yield 1.
room gerﬁﬁétat%e afid tpoeretli intee watarp@06 dnLR 5The) prempltated whlte crystals were

filtereg; |°%€§ﬂd ﬁ%‘%’&é%&l ttr’] Wflql‘i 2 cgn‘gé L) A0 %ﬁ% 9@ ?%181 rom

trans-[4-(2-pyrrolidin-1-yl-ethyl)- cyclohexyl]-

d) Trans-4-(2-pyrrolidin-1-yl-ethyl)-cyclohexylamine dihydrochloride

The title compound was prepared from trans-[4-(2-pyrrolidin-1-yl-ethyl)-cyclohexyl]-

carbamic acid tert-butyl ester according to the method described in Reference Example 3/b.

Reference Example 5

(4-Methyl-piperazin-1-yl)-piperidin-4-yl-methanone hydrochloride

a) 4-(4-Methvl-piperazine-1-carbonyl)-piperidine-1-carboxylic acid tert-butyl ester
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carbamic acid tert-butyl ester according to the nethod

described in Reference Exanple 3/b. 30 Reference
WeResse168 PCT/HU2007/000104

(4- Met hyl - pi perazi n-1-yl) - pi peri di n-4-yl - met hanone

hydr ochl ori de

a4- (4- Met hyl - pi per azi ne- 1- 4rbonyl ) - pi peri di ne- 1- car bo

xylic acid tert-butyl ester WO 2008/ 050168

PGy MHZtQQF(’)f)@Qik%uto;%&afﬁbﬁyls-@l—pipenixi‘inﬁfarboxyhc acid (Aldnch) (21.88

&, 95§ e eDINERe (g3 08is RG] oA 0 fepsoazol-1-y1-

i t 1
NN P BB T PhAgRAC, f pla ctl, Teeh) (536 &
101.0 fn@@m;iﬁn: dely dlmsathylfﬁemhm)de (188.186) yas stiﬂetd et moni Jemperatpse for five

mmutqs g i or rﬁp@%@\‘p@%& E}r&knv%; %%rlfor \gas ac{dedof’he pH of the reaction
mlxtuljél‘ vy%t E?Usteﬁ't@@ﬁ@&h@&‘dcﬁtl&l 8¢ tofethyieniRe, TH®L0 ob"dal%e@ﬁﬁﬂdre was stirred

of the reaction mxture was adjusted to 8
at roonhtenmmttmeowemlghtr |thqnh9or@nntrﬁed ETheaes. %waﬁeﬁléae 38t %ﬁaéed with

saturat\é\g |§8§ é}ugag sgﬂﬁggﬁ ?%%q %szgﬁt&c lttﬁ gﬁ%l a%etate (3x250

mL), Setdohissd 51%@111@"[11 QW@ Wﬁa@h@bmesa&ﬁhﬂeﬂlsod1u¢r35§)dnm1g§:ncarbonate
extracted with et acetate (3x2

solutiogs qauprcanklines ded BVeR MU e AtEred B coBghriped. 1he residue
was SM 12980 CALRARN &natgg%?byhblﬁg’m@%ﬁ% | GAN@.JabL06s3 ﬂ}ﬁﬂ)e‘(@derck) as

ver sodium sulftate, ere ncentr at ed.
adsorHeﬁsmﬁldechlmfommnaihamdd—tQJl cas| elrentctor piekd 858apHP7 U6) e the title
Ki esel gel, 60 (0.040-0. 063 nm (Merck) as adsorbent,
compoyrg a8 Al 8tof or m met hanol 9:1 as eluent to yield 25.8
g(87% of the title conpound as an oil. 15 b)
- Met hyI pi pera2| n- 1 yI) p| perl d| n- 4 yl - met hanone
My pleta A4 4~ ? heidroghlepide ed from

41@%?%‘9 w%{wefng%%?@”ﬁe dé%é:r%r“b@s%eﬁwﬂa% gl ooy piperidine-

1- carb@ﬁ%r 1 dcif 8841HuBe Gsted allhréihg e Qh&iﬁéﬂ’ﬂidedes%lbed ROReference Example
erence Exanple 6

3/b. 2-(4-Pyridin-2-yl-piperazin-1-yl)-ethyl an ne
t et rahydrochl ori de
a) 2- (4-Pyridin-2-yl-pi perazin 1-yl) - et hanol
Referbiide Wehimaplgloor i de A stirred mxture of

1- 2pyr|dyl) plerazme (Al dri 6.0, 30 nmol),
'm Zrdzpiperazn-1-yh-ethylanine ety tllg’é‘-g%um car bonat e
a) 2- 4{ Byvdifa2- I@Eﬁﬁlﬁ_{ﬂm aBHf@fBQhro(:ﬁlQnd35 m) was
rnig en rurther anount of
2Abstmredthiamot ¢ 152yridgBh-pipaiinedd1dride d(4eh ankhd0 mmol), 2-

o] B350 T B ST SR PR s gm0
mL) WRSEaGkW wamﬁgmy IheR TelRdramaRalt bhe-bibrhbéBi] (@S mL, 35 mmol) was

concentrat ed.
added and the mixture was refluxed for 24 h. After cooling to room temperature the

precipitated salts were filtered off, washed with ethyl acetate and the filtrate was concentrated.
The residue was dissolved in ethyl acetate (150 mL) and extracted with water (150 mL). The
organic layer was dried over sodium sulfate, filtered and concentrated. The residue was
dissolved in diethyl ether (100 mL), the pH of the solution was adjusted to 5 by addition of a
solution of hydrogen chloride in ethyl acetate, then the mixture was stirred at room

temperature for 1 h. After addition of diethyl ether (150 mL) the suspension was stirred at 0
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The residue was dissolved in ethyl acetate (150 nl)
and extracted with water (150 nL). The organic |ayer
woaesostsiwsl over sodium sulfate, filtered and PCT/HU2007/000104
concentrated. The residue was 30 di ssolved in diethyl
ether (100 nL), the pH of the solution was adjusted to
5 by addition of a solutie-of hydrogen chloride in
ethyl acetate, then the m xture was stirred at room
o | : :
C for SRR L] cpalle i LR g Rt Eh8nd dried o
yield £8@&5050) 1 ddhdABTe ¢du2@@nd 000104 -25 "C for 2 h, the
precipitated crystals were filtered off, washed with
di ethyl ether and dried to vyield 4.8 g (50 % of the
b) 2- rz-tzt ben&lﬁrmw&%era% Ryl 2ty ¥inkelent, Zdidnepi per azin- 1-yl
)-ethyl'T-Tsoindole-1,3-dione 5 The title conpound was
pr@atptb;d chmpaynd was prepared from 2- (4-pyr1d1n—2-y1—p1peraz1n— -yl)-ethanol

(iverdied SoRANTPRTR!ST PAEFLERD % Sed o SUPRE: solbd il frea win

dichlos&théthar@) agdvddia) te &@tr@dhdd dd%cnlﬁbd:lthnfemmermrmiple 2/a.
according to the nmethod described in Reference Exanple
2/a. c) 2-(4-Pyridin-2-yl-piiperazin-1-yl -ethylam ne

c) 2-( 4-?%&’1‘}1@&10& EQbinde s %ﬂlWrrm'hb &ét&hg&@ﬂ%ﬂge was prepared
FTom 2= Z-(&4-pyridin-2-y n-L-yl)-ethyl]-
| $he nidlel eorhp@mdi wae ;mpamddfmgl 26 2t e ymeithdgl-ggscazit gl)-ethyl]-

ference Ref er enc ample 7 15

isoindfe T AR GER T B D hePiiog AT arE BATAPSCFITBRE 46 a)
(4- (NN -Ditert-but oxycarbonyl - guani di nonet hyl - benzyl))
-carbamic acid tert-butyl ester A m xture of
(4 am nonet hyl - benzyl)-carbami c acid tert-butyl ester

ich 47 g, 2 mmol),
Referfid 670elrt but oxy-thiourea [J. Og.” Chem 52

N-(4-Aﬁ&&7ﬁ1etLWQeﬂ,z7v®)3§uzﬁﬁdﬁemh ide HgC12 (0.56 g, 2
and dlmsthylformam 10rTL was stlrred at

‘,'uu ifey+butpxyearbond-gugp

S&l LB’ of 4 'a{nﬁrﬁin? uﬁfﬁe?ﬁ%lﬁj céﬁmfd Aéui ?eﬁ'tlem&glsesae (Al drich) (047 g,

concentra I N vac remal ni ng I SSO
2 mmlot), ahhahyf-dwm—bﬂtoxmtbmmmaﬁeorgm Chomuid €LOXTINA00HTP3] (0.6 g, 2

mmol)y féggb {(}3%6 %O ;! t ipgaﬁgyéﬁ%g%ﬁg{ ' @‘té)ed ho Isesltlrred at room

tempe%t&ﬁlz £ ho '"H%tupoJ ’ﬁ?engi/éc} 11%‘5&@” beq{sn%eﬁ! Wt@feﬁc Bffosddenel Mtrate was

|'e conpound re are from
conce(lmtédxlm\lliacdtot ‘Eh¢ remaiming ot Mmsrdigsolved in chloroform (70 mL), washed with

e 400 S0 RSN AT SR o a0 of

title cémépomide 3/ b. 30 Reference Exanple 8

b) N-(4-Aminomethyl-benzyl)-guanidine dihydrochloride
The title compound was prepared from (4-(V,N'-ditert-butoxycarbonyl-

guanidinomethyl-benzyl))-carbamic acid tert-butyl ester according to the method described in

Reference Example 3/b.

Reference Example 8
4-14-(4.5-Dihvdro-1H-imidazol-2-yD)-benzyl]-piperidine
a) (4-Cyano-benzyl)-phosphonic acid diethyl ester
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4-f

4-(4,5-D hydro-1H i m dazol - 2-yl ) - benzyl ] - pi peri di ne
waRosds@pano- benzyl ) - phosphoni ¢ aci d di et hyl eBCEMHUMD7/000104

2008/ 050168 PCT/ HU2007/ 000104 -26 A m xture of

4- cyano- benzyl brom de (41.8 g, 0.213 nol) and

triethyl phosphite (42 nl;260.244 nol) was stirred in

a flask equi pped with a Dean-Stark trap at 150 C for 6

t.h e e a S 42
dA‘ Jqix f % r?y{élﬁo 5% Cgrf]b{g'rﬁihé' gfl d@gzo%ﬁ@'ﬂe&%%ﬂd ﬁ?:th% é)hosphlte (
mL, 0.244 k1) \Oﬁm@teﬂdn alaol equlpped with a Dean—Stark trap at 150 °C for 6 h, then
the reafrgﬁéé m%galg%{yasp %@)%ttg{l rt](; ﬁgﬁ I%a}?g%{] %ﬁ\g}cg tg ‘f({] 59, QI : (d%’ﬁ of the title
enzyl - 4- pi peridone (Aldrich) (26.0 g, 0.137 nol)
compoNflg. (4- cyano- benzyl ) - phosphoni c acid di ethyl ester

(36.6 g, 0.1445 nol) in dinethylformam de (260 )
/ . 0,195 nmol) was added at 0O

CNZoNn1rl

irred at room

t@ﬁﬂh@ ra@édhr % @Vﬁhréﬂgﬁixturb MIN Béhnalpifetliont YAWaih) @ileg, 0.137
dropwi se, the so obtained m xture was poured intaq

mol) \aad ef4- eymg -henyyD)-ahespasie ageidd GiFtEY cdFet QP10 ehh&l445 mol) in
cmca AR o] IR KER By SIS0V RIPRES Mg 0 .
The reaolictmiiifeowad siirabityroom teghpératarel ayetniglit, (HenGiigno] ()lfiBmL) was

Mer ck) .as adsqrbent, and hexa a .
added drgpwiSeu et iEing rrw@{'fdwgw%ecgme%fw iy (G0 Yo Rhfetea with

diethyt bt{'\%‘le(gi%@ dTRSo 'ljlyer @as dried over sodium sulfate and concentrated
enzy | peri din-4-ylidenenethyl)-benzim di

id
The restduglwasspuzified by sdlume thtomatography using Kieselgel 60 (0. 040 O 063 mm)

(Merc]()létslgcp e]ﬁ)g}% aﬁh%rel;éxgﬁ%ﬁtﬁgly ga? rﬁyﬂl ;uegfa gf@@fﬁt M 6£ g (87 %) of

the titl3¥efpeaR sHnagil.de in et hanol (300 m.) was stirred at
room 20 tenperature for 48 hours. The sol ution was
concentrat ed in vacuo, the remaining solid was

hé/nee%elt 1 BQ‘&

t At thlﬁ(tlﬁe;ﬁf%ﬂ%enﬂ&l-@?em@a—%ﬂaﬁnemeh&é “reexdnisile (st g, 48.6 mmol),
t t rt r t
chlorogorgy Efmmﬂmdf Laerozse shioride by b G b iyt iredt room

iy trated the remaining solid was
tempe%(l}lir% %{e}:ﬁgy Oa%l g@?.sgl‘mon Wﬁs ‘ g%eenngte ylln)vagg%m ?T]rdl c1 aé d
repeatedlyydissebediin ehénd (00 ﬂr&)&nd’rmhc)enltmteétlh anclo '(02Jderi1L6)4 g (92.4 %)
ethylened| 6 . Mo
of the g CHPRPHIG WG GEY VPR i e eSO St B P Re S aRn,
The precipitated solid was filtered off, and the
f| Itrate vvas‘ concentrat ed in vacuo1 The reS| due was

b@g}&f g(tgr tne %If I4n(1 ae%lzj}(r)l-plper?dl 4u§q1deﬁélggtﬂ§f)-b\é@2°inﬁd’i'é' dci gthyl ester
(6.8 g, 18.3 mmol) in ethanol (250 mL) ethylenediamine (2.45 mL, 36.6 mmol) was added

and the mixture was stirred at room temperature overnight. The precipitated solid was filtered
off, and the filtrate was concentrated in vacuo. The residue was repeatedly dissolved in
ethanol (100 mL) and concentrated in vacuo. The crude product was purified by flash
chromatography, using chloroform:methanol:ammonium hydroxide =9:2:0.1 as eluent to yield
2.7 g (44.6%) of the title compound.
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30 chromat ogr aphy, using chl orof or m net hanol : ammoni um
hydroxide =9:2:0.1 as eluent to yield 2.7 g (44.6%
wofhodshsotsst | e conpound. WO 2008/ 050168 PCT/HU2007/000104
PCT/ HU2007/ 000104 -27 e) 414-(4
5- Di hydro-1Hi m dazol - 2-yl ) -benzyl ] -pi peridine To a
stirred sol ution of -27 -
1- benzyl - 4-[ 4- (4, 5-di hydro-1H i m dazol - 2-yl ) - benzyl i de
] . b 4. den ethanol (20 ),
) 4-[414 .?G]R?‘Jﬁ?":)?%é?ﬁda&& 52 M bl j b "0 P (26
it avmmdasw&d)na@lf Hbenmladt—[u#(d Shdﬁlydmf-lﬁﬂxmcdazdﬂ-gl -benzylidene]-

oo D S e b A R 0, g ot a1

% Pd/@g g%Fef ddabd W@theRHixhdrt 6Rs Bofluxe@ farBhdihs. ametcatlyypis filtered
I ng basi ¢ al um num oxi de (150 nmesh, Aldrich)  as

off, anddha)ﬁb@m was conceirapsdrist weeriol Thawestimns padamaterial ywag purified by

col ]a%fﬂel d }?t@rn% éﬂgﬁ@f aqu{nHl? toxﬁci%(}ﬁ_aﬁ%s;{g%kgmﬁzfag la8&tBent and
10 % rﬁétﬂm&ﬁmmuowmﬁf aschlitend toy Vi ieg B (935 obida rideicampeunthe

title conpound was prepared from

4- (1-benzyl - pi peri di n-4-ylidenenmet hyl)- benzimdic

aci ester and nethanolic ammoni a according to
Refer¢nt %X% l:9descr| bed in Reference Exanple 8/d. 15 b)
4-Pipetidihpeylntbithvidentamidine - benzami di ne The title conpound

was prepared from . g
a) 4-(yBendvigpetid Lﬁﬁ?&ﬂaﬂ&%@f&é@ﬁ@ﬁ%&hw)

benzam di ne

PRl e %@g obilE WAt lfﬁéi)a%s QFdrR ed-(1 beBBf Qe -Eyiideiemethyl)-
rence Exanpl e

benzumd(mmd eyl @ster dads mettanolic phmna acoprding to dhe methedglesgribed in

Refere@c%x?rﬁ}glgézazyl pi per i di n- 4-yl i denenet hyl) - phenyl ]-1 4
5 6-tetrahydro-pyrimdine The title conpound was
repared from 4-(1-benzyl - pi peridin-4-ylidenenethyl)-
b) 4-P ndinﬁwlmﬂiﬂrbenm%ster and 1, 2-di am no- propane

tdcien g:})%ﬁf)o%?c? Z\U%st I})glgbpagc%f &Hegg} : n%a J)Ei%rﬁ'ir? Ei-cﬁid«.enemethyl)

benzal'élcﬁné ﬁcbﬁiﬁﬂgifoah@weﬂmddiemb'éﬂ én RJefeIrcmce dxpmpled/eas
prepared from

2-[4-(1-benzyl - pi peridi n-4-ylidenenet hyl) -
- 5, 6-tetrahydro-pyrimdine according to the
Referm%%} edo i bed in Reference 30 Exanple 8/e.

2-(4-Piperidin-4- lmeth l-phenvl)-1.4.5.6-tetrahydro-pyrimidine

a) 2-[4-(1-Benzyl-piperidin-4-ylidenemethyl)-phenyl]-1.4.5.6-tetrahydro -pyrimidine

The title compound was prepared from 4-(1-benzyl-piperidin-4-ylidenemethyl)-
benzimidic acid ethyl ester and 1,2-diamino-propane according to the method described in

Reference Example 8/d.

b) 2-(4-Piperidin-4-ylmethyl-phenyl)-1.4,5.6-tetrahydro-pyrimidine

The title compound was prepared from 2-[4-(1-benzyl-piperidin-4-ylidenemethyl)-
phenyl]-1,4,5,6-tetrahydro-pyrimidine according to the method described in Reference
Example 8/e.

Reference Example 11
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Ref erence Exanple 11 WD 2008/ 050168 PCT/ HU2007/ 000104
-28 2-(4-Pyridin-4-yl-piperazin-1-yl)-Propylam ne a)

wa-2p@/06d6®yr i di n-4-yl - pi perazin- 1-yl PCT/HU2007/000104
-propyl]-isoindole-1 3-dione The title conpound was
prepared from 1-pyridin-4-yl-piperazine [Org. Lett. 4
(2002) 737-740] and N-(2- genopropyl)-phthal i m de
according to the nmethod described in 5 Reference

=2 lamlllc-51 yl)-propyl am ne The

a) 2- [Z-d@Pﬁqdiﬂ-ﬂPﬂLﬂiﬁbrMﬁ-1pvl§3ﬁﬁiwﬂ-1§6mm1e-1 3-dione

T p@nﬁ@ﬂw&%‘%'&@?fa DBty PRt Oer Aty 2002)
737- 74d] Eﬁimf\@dg- oot g 1imk&e Rféc@fcﬁ"{% SoEXRIh6thdd described in

eridi ne- carboxyllc acid
Referdnee Exfplell/mst er a)
4- ( 3- Met hanesul f onyl oxy_propyl ) - pi peri di ne- 1- car boxyl i
c acid tert-butyl ester To a solution of
b) 2- (AP(rﬁdlhyﬂ{l%&raﬁiﬁyl )/h%kdiﬁilérﬂﬂnee | - car bOXV' ic acid
t-butyl ester 15 (2.12 g,
orrhmmp mﬁmeawb Was(prepayed iioat ﬁ;[iza(mmedm‘*'zkpwerazgl-1371)-Pr°P>’1]-

0 4-c ac SRS A ARNY qGRHBEd BR irbhete Blample 36,

stirred at this tenperature for 1 h. After quenchi ng
the reaction by the addition of nethanol (1 nlL), the
Referencetiiyammgd2ashed with water, saturated sodi um

4-(4- AN OG0 AP AR RIE- 1- SR W A LB estlf | €d Over

sSour ot surtate, firrtered and concentrated to yield

a) 4-(RMehanesidftifylox2drafyl}-bipetidine-d -cadomxylia dcid8yri-butyl ester

t’gé a Oéﬁ@lgn pgif gl(gnggré)ggéx‘:og% é)llpe&%n{e@?x%lboxylfacc Iagld tert-butyl ester
.12 & 83 ﬁ@ﬁ&lﬁﬁ@%&ﬂhﬁ&sﬁ%@éﬂe pr(p g) m@tmmlﬂe 138 -1BBJ bGTythinol) and

C acid tert- butyl ester nmol) in

methadesmﬁohyll dhborideniOdd 0BO9. ﬁl;mp@ib a@s‘? edﬂeéylaﬁ. éar(ddhe geagtion mixture

d,. a the react onm S,dditi
was sBirF hisy GG 050 e At b i SO B 8 ugition of
methahbﬁ‘ 1r £:3) 0He ifuré rvs,%@tv@déhéd tWithWwodter, sameht&x Ed@ﬁh&@dﬁg@hcarbonate

y acetat e (3x50nmL). The conbi ned organic la

solutmmam;i Watsheltiediovr sasium selifgtefiliored angt paageriased @dﬂ?lér% 73 g (97%)
£ih @Ifate %l | tered and concentrated to yield 0.919 ¢

° e?t PU%e title compound. 30

cL(4 Ami no- butyl ) - pi peridine-|-carboxylic acid

tert- butyl 1ester To a sti rred S?I ution of
im AL s iy CAL ] D

=

isoind

tghts %ﬁﬁﬂ)n of 4- (3-methanesulfonyloxy—propyl)-p1per1d1ne-1 -carboxylic acid fert-
butyl ester (1.35 g, 4.2 mmol) in dimethylformamide (30 mL) potassium cyanide (0.33 g, 5.1
mmol) was added and the reaction mixture was stirred at 80 °C for 20 h. After concentration
in vacuo the residue was treated with water and extracted with ethyl acetate (3x50mL). The
combined organic layers were washed with water and brine, dried over sodium sulfate,

filtered and concentrated to yield 0.919 g (87%) of the title compound.

¢) 4-(4-Amino-butyl)-piperidine-1-carboxylic acid teri-butyl ester

To a stirred solution of 4-(3-cyano-propyl)-piperidine-1-carboxylic acid tert-butyl
ester (0.896 g, 3.55 mmol) and lithium hydroxide hydrate (0.447 g, 10.65 mmol) in a mixture
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ester (0.896 g, 3.55 mmol) and [ithium hydroxide

hydrate (0.447 g, 10.65 mmol) in a m xture WD
waQos/8eee 68 PCT/ HU2007/ 000104 -29 of di oxaneP(CH@IUIY)7/000104

and water (14 nlL) 10% Pd/C (90 ng) and Raney N (0.42

g) were added. The reaction m xture was hydrogenat ed

at 50 Cfor 3 h, then the catalysts were filtered off

and the filtrate was concentrated. The residue was

of dlo)F Ié%(%m%) 6%% %vol%# ﬂ(yﬁ}gﬁé E?@;lgcg gg@a%%@ Q{angr RE ?(Lgf g \ggre added.
The reamnmbmﬂ& sObstdl@zeriated al 60 PCafor 611y dinn the Oﬁtadaysds ®ertGitered off
and thgg tgq?tf:@ REs %%-(c:;g%pttgl tl"hl(fe rcecs)1dug lxjvvr;lg pulviswcg Ely co umn ghr rl}/lle;lt-'-o)graphy using
Kleselgel(é%)' @rﬁt 139, 6’403191\(111)) @f@r&%rds%@@rbéntc M PREMah S AghEnium hydroxide =

ester
10:1 adel@@natAa lyrédﬂ PAODEI(54 bh) oé thedittrecompoand.AMP| (BB 287i2(MH).
tert-butyl ester 10 To a solution of
4- ( 3- met hanesul f onyl oxy- propyl ) - pi peri di ne-1| - car boxyl i
Referén@¥xAniifié i3 butyl ester (Reference Exanple 13/a)
—TI?W@Z._Z mml) in di rrethylformam de (30 ni)
4-(3-Aguigiotnnopyl(hipe ag-1 : ieraeid texrbufd @8€r and t he

20 h. After
%u IE&& eated with

WBd @r sohiittbresf 146(6hﬁdhaMetsmﬁﬁtywdy-prapﬁ)-ptpcen(iﬁmﬂ@cdrboxyﬁh eacid tert-
conmbi_ ned organi c | ayers were shed .W

butyl BitpinRelerene EGYBPle 1L Dot T D i MiRab fofmide (0 mL)
sod1urf(i %?5‘38 g% %?geg (1 Eﬂﬁ)l)%& é’ddggaﬂd &%(Srea@tloﬁfmitxﬁﬁe tak ls@rredVit 80 °C for

20 h. Aftér3eofinertriipn m)y&c)uo phemesidde mas treatad ydthywiater ang ektracted with ethyl

est To a so
acetat, CpOmS) R BRRTL SEF 1P GLgee PR yith otge i bine, dried over
sodiuth @ifateUfittre@ $h8cohdentrdfed t8Qridld 16084 g (9694)) of Meditle. MS (EI) 291.3
tetrahydrofuran (50 nL) water (0.49 ni) and triphenyl
(M+Nphosphi ne (3.4 g, 12.96 mmol) were added. The
reaction mxture was stirred at roomtenperature
overnight, then concentrated. The residue was

b) 4- (ﬁ%&ﬁlﬁb%ﬁ)@%-ﬁ%mmﬁe@fﬁammigﬁ@@ lhatt-bistiyhestdsi esel gel 60
(0.015-0.040 mm ck). as adsorbent, ?nd nmet %nol:
aﬁﬁmpmﬁpw@ 4:(%1%@0:prmylkpa>§nélneén'farb?’%y iag1dcferi-baga egfer (1.738

g, 6. 4&%?110% r111£ g&&&%&&@r%@%ﬂﬂﬁm%ﬁ )g? =) }nl%‘]a}ldztng)ﬁéﬁﬁ phdsphine (3.4

g, 12.96 finkdd) pieppeadddd.rijie sagtion-reixiyrk aras r$arred at room temperature overnight,
tri -trlfl roac tate

then conpgaai. 156 2BV LPIA Y SO dERYPipEERPY Fing Kieselzel 60
(. 01?6 QQO B‘Eﬁ)t (l\@éf&lﬁ%%ﬁgcﬁﬁeﬂfoaxﬁ ﬁ&h%dl%&n@émﬁrﬁ'k@ﬂfbﬁtﬁm D@1 as eluent

dry et hanol NH%
to y1e](d2—4ﬂ8@(95d%hef’®6t1ﬂeycbmeom}d MS:éEIbafﬁa( 3 tert-butyl
ester [Bioorg. Med. Chem Lett.; 11 (2001) 2325-2330]

Reference Example 14
2-(1'-Methyl-[1.4']bipiperidinyl-4-yl)-ethylamine tri-trifluoroacetate
a) [2-(1'-Methyl-[1.4'Tbipiperidinyl-4-yl)-ethyl]-carbamic acid ferz-butyl ester

To a solution of triethylamine (44 mg, 0.44 mmol ) in dry ethanol (5 mL) (2-piperidin-
4-yl-ethyl)-carbamic acid tert-butyl ester [Bioorg. Med. Chem. Lett.; 11 (2001) 2325-2330]
(300 mg, 0.44 mmol), titanium(IV)isoproproxide (125 mg, 0.44 mmol), and N-methyl-

piperidone (50 mg, 0.44 mmol) were added. The reaction mixture was stirred at 25 °C for 20
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(300 ng, 0.44 mmol ), titanium(lV)isoproproxide (125

ng, 0.44 mmol), and N-nethyl- piperidone (50 ng, O0.44
wonuwisjosews e added. The reaction m xture was st PCTEIU267/000104

25 C for 20 WD 2008/ 050168 PCT/ HU2007/ 000104 -30 h,

t hen sodi um borohydride (17 ng, 0.44 ninol) was added

and the resulted m xture was- further stirred at 25 C

for 20 h. The reaction was then quenched by pouring

h, then E(fdu[ﬁ]n)%a)%lﬁldhﬁ& 31’? pé\l A R %’S‘D{Hd@d (28d GRe Fdslilted Hﬁxture was

orga eC|p|tat was filtered off and
furtherweisdeé dt 25\¥Q for ao dhThe oxmetidrawes than quedvhed iy eowing the nristuege into 2

N oand oSG i B BB BUPARre R PIB A vt

with d?é?ﬂ@r@ﬂféﬂﬁh@ daﬂdnth‘éa&;ﬁﬁous-r HBiraté GfdsdeBraoRd Withi ditlderomethane. The
col umm chr omat ogr ap usi ng Kiesel gel 60 (0.040-0.063

combnmd) extaptsredy diedaied p@@nm sulfate, filtered and concentrated in vacuo. The

f .
S N T Y
(Merc @s'a@.%rﬁéht%ﬂd chh(ﬁofdﬁh)maﬁﬁldi aﬁMrUrhum]@dhije =10:1:0.1 as eluent to

yield 1775 (3470 e sk cameonst Byl b Mo [ e SPEE S

[2-(1" -nethyl -[1, 4" ] Dbipiperidinyl-4-yl)-ethyl]-carbam
c acid tert-butyl ester (77 ng, 0.236 mmol) in
b) 2-(16Midthyi+[ 0 A bipireei dirfyl-#l)-tthiyTainine watrdivoroagetate (0. 15 i)

CBh gt i€ S o FEC i L et Sl shitge acta
terz‘-bv%ﬂéleésgar a1 rﬁ@ d.2% Bmas it 'ﬂ%hldrbﬂn@th@ﬁmm triffofdakdtic acid (0.15

15 Reference Exanple
mL) v@ts(aﬂdébj/ randhthe Zeaptmlemyturqa ivgpe rsdizicd- at -ryor)n temippraiiee ryernight, then

B T L A T R

(EMKA- Chenie) (309 ng, 1.69 20 mmol) in ethanol (10
m.) chl oro-acetonitrile (306 ng, 4.06 mmol) and sodi um
Referencedfixample 13718 ny, 6.77 mol) were added and the
f

midl€ Precipitated

' d off, washed with
a) (4- %ﬂ&n@lvlr&étﬁvltmaexﬁmhﬂul)facammmlencentrat ed in vacuo to

th?lpgm%gz}? cg%péngc%é/% ér me‘c%y{)kh%gga%meggﬂﬁig%hemle) (309 mg, 1.69
mmol)LZJm( émhydl @b By m%&%konﬁ’thﬂ’@ (% Rl aYe) oy hibd#um carbonate

der argon at’nos re to a suspension of [ithium
(718 a6 7 urmmgdwrdadaadz@nd:ghe Bigtmre mm|r¢ﬂmx¢ddfoy 4 h. The precipitated

moreap . 8 VBt WS RS0 Bt St g rpocntted i
vacuo Q@’%ld@m r;i? 553 pgyetiheitilelBhipphnd aof yEIRIWiEH BILNS (BBL17.2 (MHY).

added and the reaction mxture was stirred at room
tenperature for 3 h. The reaction was then guenched by

b) 2-( f—ggrli'i(tiiin%vlmethvl-piperazin- 1-yvD)-ethylamine

Under argon atmosphere to a suspension of lithium aluminum hydride (125 mg, 3.37

mmol) in dry tetrahydrofuran (15 mL) a solution of (4-pyridin-2-ylmethyl-piperazin-1-yl)-
acetonitrile (340 mg, 1.57 mmol) in tetrahydrofuran (15 mL) was added and the reaction
mixture was stirred at room temperature for 3 h. The reaction was then quenched by addition
of 10 % sodium hydroxide solution (0.2 mL) and water (0.75 mL) and the mixture was stirred

at room temperature overnight. The insoluble material was filtered off, washed with
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30 of 10 % sodi um hydroxi de solution (0.2 nmL) and
water (0.75 nL) and the m xture was stirred at room
woOeopasalssir e over ni ght. The i nsol ubl e mat eri al PaRSIU2007/000104

filtered off, washed with WO 2008/ 050168

PCT/ HU2007/ 000104 -31 tetrahydrofuran and the

filtrate was concentrated i-#-vacuo to yield 338 ng (98

% of the title conpound as a yellow sh solid. M5
tetrah}(cﬁbfura%z&ldzthé Wrtkdte vB@fCSﬁ&Bﬁﬁte@iﬁ WRhe t68/iéld 338 mg (98 %) of the title

2-(2,3,5, 6-Tetrahydr o- razinyl -4-yl)-ethylamn

compavad aaa(yEH@WEh@OHdatM&I@ 1'281{2](1\@? Dbip yl)-acetonitrile

The title conpound was prepared from

1- (2- pyrazi nyl net hyl ) pi perazi ne (EMKA-- Chem e)
Referate®Exinigletle t he nmet hod described in Reference Exanple

a. 204. 2 Ll\/H+). 10 b) .
2:2.35.6-Tetra ' @lyi,_ﬂ;}_ﬁlb,ﬂ%ﬂﬁnyl)-ethylarﬁne
2) (231861 531B cheﬁﬂut]i‘ﬂ
ZI nyI 4-yl) -

ATkt ditliet corhlmlmdcwasj |pm@ar@1 tﬁimm rte@hpotaziegorilybpijerazine (EMKA-
Chemﬁgltaz;{xg fp% @%}ngth%él gescr%%d( ke%e?gnc% E)gamplz: 117§a MS (EI) 204.2

(MHY- (4- Am nonet hyl - benzyl ) - pi peri di ne-1-car boxylic acid
tert-butyl ester a)
4- Pi peri di n-4-vyl rrethyl benzonitrile To a stirred
f . .

I) benzonitrile
2@hé Imfeeéﬁﬁp@nﬁxﬂ/ﬁw eliyréﬂ) ffoht . (4, 395 6-6&rdhi§fdﬂo}[lu'l]b1pyraz1nyl 4-yl)-
nmet hanol (100 m.) 10 % Pd/C (1.7 added_and
acetom@é@:ﬁmﬁdlﬁg e (he methodrdes P’é‘@f‘é‘nﬁ‘t R efeélﬁe ﬁxawke 1¥/heM$ ﬁ%l) 208.2
fatalyst was filtered off and the filtrate was
concentrated. The residue was purified by col um
chr omat ogr aphy using Kieselgel 60 (0.015-0.040 mm)
(Merck) as ?dsorbent and chl or of onn: et hanol :

..__ﬁb‘.ﬁfwefer MLﬂydrOX|de:4101as eluent to yield 3.6 g
4-(4- i
MMMMMQSOI ution of

| peri 4- rret hy| nitr

T84 e i o i utiopy %d%%%eeﬂ%’ép‘ﬁ{‘ﬁn‘g ﬁ’tdSP?mm)"enz"mmle
(Refe&h@@EJ@ﬁﬁﬁeQ;/&)‘i(1441 £, 6 EmMaTP in medEnard®ed @ny 1086 Pd/C (1.7 g) was
added and the reaction mixture was hydrogenated for 3 days, then the catalyst was filtered off
and the filtrate was concentrated. The residue was purified by column chromatography using

Kieselgel 60 (0.015-0.040 mm) (Merck) as adsorbent, and chloroform:methanol:ammonium
hydroxide = 4:1:0.1 as eluent to yield 3.6 g (30 %) of the title compound.

b) 4-(4-Cvano-benzyl)-piperidine-1-carboxvlic acid tert-butyl ester

To a solution of 4-piperidin-4-ylmethyl-benzonitrile (3.6 g, 18 mmol) in dioxane (105
mL) and water (52 mL) di-tert-butyl dicarbonate (5.44 g, 25 mmol) was added and the
reaction mixture was stirred overnight at room temperature. After concentration the residue
was partitioned between water and chloroform, the organic layer was dried over sodium
sulfate, filtered and concentrated in vacuo to yield 4.0 g (74 %) of the title compound as a
yellowish oil, which solidifies on standing. MS (EI) 323.1 (M+Na").
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reaction m xture was stirred overnight at room

tenperature. After concentration the residue 30 was
weoaondasiosiiesned bet ween wat er and chl or of orm t hePoT@aRdEZ/000104

| ayer was dried over sodium sulfate, filtered and

concentrated in vacuo to yield 4.0 g (74 %9 of the

title conpound as a vyellowsh oil, which solidifies

on standing. M5 (ElI) 323.1 (MtNa+). WD 2008/ 050168

PCT/ HU2007/ 000104 -32 c)

4- (4- Ami nonet hyl - benzyl ) - ppi per| di ne- 1 car boxyl ic acid

¢) 4-(4Amtindmethryl-tentd)-pifesdinet 1-en i g

b Y J01 b
I T T e A
acid te%&ﬁylleés@? deseraRigiotBé enethdd ddsbibedSindVeferRnédVEhtample 13/c. MS (EI)
anpl e

305.3 QMHD). ( 2, 4- Di chl or o- phenoxy) - phenyl sul f amoyl ] - N- d2- [ 4- p
yridi n-4-yl - pi perazin-1-yl)- ethyl]-benzam de
di hydrochl oride 10 a)

Exampledt- Di chl or o- 1- (2- ni tro- phenoxy) - benzene A m xture of
1f| .uor o- 2- nltrobenzene (40 45,

LdDichlor el {2r[4:p I lvl—biperazin-l-vl)—
34 I (8.16 g, 50 06 nnDI) in dry

ethyl eﬁz &lﬁdﬂ)‘é H)Q m.) was stirred at 100 C for 2

a)24-ﬂDic1meioi—H62 m'ﬂlroepHeian‘éF‘thf and the filtrate was

RSB oA g 1SS A4, R0 DO GG gorvonat
(13.8 Qr(gfiﬂﬂof) andPef- d&ﬁ&r&@ﬁé}ﬁﬂl (8M 6 B, 30\ aehdiyinhird daxdtEE formamide (70

wat er and brlne dried over sodium sulfate, filtered
mL) vas dtirehatel®Or°gt fod 2in Sehduwerediligres| off, 1and gloe ﬁltl(agalw% C@Pentrated in

ey e ST i 0 S ) B, i,
orgamrc wideledRaYeith INCestehn HyBRatide, Wa&Sind) bride, ((Rd Dver sodium

6-1358] 20 b) 2-(2,4-Di chl oro-phenox phen | am ne
sulfate[ @htsmd andsoncengated i payuo ®AFUd ]l Ofog £ ¥4) of dhp tls campaynd as a

stofls 3 S b AR IS PR PRI i e

ComdeEle d?ardlﬁl/ﬂ(l@ﬂﬁ) (%B&Mg 61.6 mmol ) was added and
m xture was refluxed for 2 h before it was
quenched W th saturated sodi um hydrogencarbonate

2IBIENBR-(edgx Hlahon TR E90)¢ 1B (16%)5RA3 1R °d and

imes w't
eThylstimed seolution dH2 4ahdﬂomeﬂ(2&ntt1roa1dteaoxt\ﬁrlmnd¢nee(d So8,6i2.32 mmol)

in eth)leoag;:tgm n@ﬂt(sé@n;élls L 0{1 %gﬂgﬁ gen@g ;ﬁ?{ﬁajkj% v%elljsoadtded and the
m1xtu13ée|\lv£é""' 2AuLdd : M5 2( Bl ) betere 4t ( MHE) -quenched Wlth saturated sodium

cLr2-(2, 4-Di chl or o- phenoxy) - phenyl suI fanoyl ] - benzoi c
hydrogenicarbonate solution (192 mL). The organic phase was separated and the aqueous

phase was washed several times with ethyl acetate. The combined extracts were dried over
sodium sulfate, filtered and concentrated in vacuo to yield 3.1 g (99 %) of the title compound
as a yellowish oil: MS (EI) 255.2 (MH").

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

Under an atmosphere of argon to an ice cooled solution of 2~(2,4-dichloro-phenoxy)-
phenylamine (0.5 g, 1.97 mmol) in dry pyridine (5 mL) 4-chlorosulfonyl benzoic acid (0.45 g,

1.97 mmol) was added portion-wise. The reaction mixture was stirred at room temperature
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30 Under an atnosphere of argon to an ice cool ed
sol ution of 2-(2,4-dichloro-phenoxy)- phenylamne (0.5

W@, 2008/080168m0l ) in dry pyridine (5 nlL) 4-chl or oairfmnyd7/000104
benzoic acid (0.45 g, 1.97 mmol) was added
portion-w se. The reaction mxture was stirred at room
t enper at ure WD 2008/ 050168 -BCT/ HU2007/ 000104 - 33
overnight. The m xture was evaporated in vacuo, the

overm%ﬁs9 | e MBRurE T Bal Slapbiattally Jaeds oeht QEdiGudAGidd ﬁ%@ced with IN

and extracted wth ethyl acetate (3x50 ni).
hydrocdordi amed (20mb)iand ekfamtthﬂe ethylvecstasel (3x50 mIPNThe Comblned organic

layers %%% gzs?agke?(f #vctpalg\ﬁ glgdrg 01(‘:18 ﬁig nb:agqqgaad%agﬂgf {)Xﬁs{os%ldlum sulfate,
filtered €&hd UontBstraieth nint twdud.o 'IfHeaSIBSIQIQI Wi Ssubliitetat 109 RN column
usi ng_Ki esel gel 0.015-0. 040 nm) as adsor bent

chrompigigrapky #pige éﬁp@l oph ﬁ%@h%ﬁ(ﬂ“oaé@tl) capcidforbepo(Mergk) and
chloro?g' hﬁléﬁlgﬁcflta%et:fi %Ll‘(gi] @ﬁg:i C% \;\%ugﬂt]; FJ Efeall{ll(?.é % (‘ff(? gﬁ)%@ Ghe title
compdilndtd'syd hglithﬁnk pelid, okiguhnveds heystallikdd frEin) dié91 8theivpetjoleum ether.

to d
MS (B &5 C%AM phenoxy) phenyl sul famoyl ] - N-{2-[4-pyridin-4

-yl - pi perazin-1-yl) ethyl] -benzam de di hydrochl oride

The sol ution of
d) 4-41-22—(244)ich10m-viteo0 Phex 305 10) Feyizmpe

cid mml) trlethylamne(o 07 m., 0.5
ethﬂ]%qg@)r&%é P enzotr| azol -1-yl-N, NN, N -

tﬂlé a,aﬁhbﬂldfm[a mm@m&qﬁ&%ﬁ@%ﬂ mlfaﬁwya]nmo@m 02 g

)] (0. 19% }YI di net hyl formam de

0.45 m@omwem&nsme ¢.84 oy, Or%@mqllamfb Bkt E:,Ofosnzortma,@l -1-yl-N,N,N’,N’-

tetram@}hsrﬂ% uﬁﬂ{ﬁ%;\ﬁugroé}}oasglllaﬁw iAdYa)nc c% ﬁh?m Tech. )3 0.5 mmol) in dry

am ne e ence
dlmetlﬁiﬁimbmlcﬂe) (A LY Iwgs, stitréal anmlom Vmﬁperadréeﬂ)r ﬁRleemnrHtcsf before 2-(4-

the reaction mxture was adjuste ition
pyridig-Y)-PBera hyheethylggines (Relbreass, %&&mpﬁq 33’ e(%ags &5 0i5r pagol) was
addeda’f“hé gﬁrgf qt xRN AN iste ttB%r'th}pﬁ%Caﬁﬂftfoﬁto?%étﬁylamme the

residue was tre sat urated sodium
SO obﬂa;mbd aglannawas istitred sb oo mmeiﬂ:umLt)vermghtt; dwnecbngéntugtadhin vacuo.

The reRE " RE Y S CR T AR TGRSO SO ST extracted

with UbdePdle (VREFIIANGLD 'E:bﬁiﬁmed rdr8&hiOM8Yers Grtirtl v Hbd adith saturated
filtered and concentrated. The residue was subnitted

sodlumdiyﬂtmncac@natmsqlmmaéﬁjr@dWﬂn@sdlngi syassefliyal s|tpte, filtered and

0..015-0. 04 b -
concenie ot st e Qo EASEl By b s Mlfoegaphy vping Kieselgel 60
(0.01%0. oe(mtmnﬂ he ﬁdﬁ%léfﬁr%\/ﬁ!ﬂ cl) Candi &m&bmhi méﬂhd@oISa&hhoﬁlﬁmnh)tdi)omde =

yield 0.078 g (25 % of the 25 title conpound
95:5:]] ﬁngﬂtleryeﬁh%\ﬁp%\’ﬁr@ﬁﬁ@ sEssocnride salyorngty 0@7@»&@5 %) of the
title C@@fﬁ%ﬁ %G?ISW;% b amorphous solid, MH FD-S2713 (W{)Z- f

4- (4, 5-di hydro-1Hi m dazol -2-yl ) -

Example 2
4-[2-(2.4-Dichloro-phenoxy)-phenylsulfamoyl]-N-{2-[4-(4,5-dihydroe-1H-imidazol-2-yl)-

phenvl]-ethvl}-benzamide trifluoroacetate

A solution of 4-[2-(2,4-dichloro-phenoxy)-phenylsulfamoyl]-benzoic acid (Example
1/¢) (0.35 g, 0.8 mmol), triethylamine (0.36 mL, 2.56 mmol) and HBTU (0.34 g, 0.88 mmol)

in dry dimethylformamide (8 mL) was stirred at room temperature for five minutes before 2-
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phenyl ] - et hyl - benzam de trifl uoroacetate 30 A sol ution
of

wWo-2)@B/06@164- di chl or o- phenoxy) - phenyl sul f anoyl | - bemaxi2607/000104
acid (Exanple 1/c) (0.35 g, 0.8 mmol ), triethylam ne
(0.36 nL, 2.56 Mol ) and HBTU (0.34 g, 0.88 nmol) in
dry dinethyl formam de (8 nt¢-was stirred at room
tenperature for five mnutes before 2 WO 2008/ 050168

2 . )
s i e R o Lo b svlanips dindioqiontd (hefspence Brample
2) (0.23i g';ijStbnhhaﬂ) wae addRel é’\he MboEﬂarrpdlcEioanux(lﬁe 2&s gdjuetedgo 8 by the
e hereactl n m xtur S .
saditiqfuch ety 5q Aaelg Grehh VB SErTERTP A RE g overight,
then cSfceRhRH B2 tadfloX THE Resitis wilsisib@ettedtto TORMIPHRASY BPLCsing YMC-
overnight, then concentrated in vacuo. The residue

Pack QRS-AQ ttmm padkings (prodeessicbly YRMCSE amba@tmtrﬂ@fwwh@w@%eﬂc acid
as ot PP AL PP Rei RS ol AXi A es pingpped with ether

ﬁltered\ﬁﬁ@ﬂn&DmC}Qélﬂroafﬂgqm o) dfftke it pexhpdundCisiaontsite dolierphous solid. MS
|duqvvastr|turated with ether, filtered and dried
(EI)6¥%5§M@I 0.33g (57 % of the title conpound as a white
anmor phous solid. M5 (El) 610.5 (M#). 10 Exanple 3
N-(3-11, 4" 1Bi pi peridinyl -1' -yl -propyl )-4-[2-(2, 4-di chl
Example® phenoxy) - phenyl sul f anoyl ] - benzami de The title
) { .

benzaﬁ‘fﬂléI (Exarml e 1/ C) and
4' ] bi pi peridinyl-1'-yl -propyl ani ne

T hy dtidehl wnpmm@Ref\@fSendéeIB‘(‘ | fom) aéc&o€2d4 flighlogo-phenoxy)-

phenyﬁxffg;%?gl]i) %Oé%laglsdgl(% a?m xy /(:gd;ﬁy?s[ ﬁ%%rxﬁmm}- syl-propylamine

trihydfothlofid® (Idéibtéﬁb@Eidlhplm3gi aZeokdids Yo Example 1/d. MS (EI) 646.5 (MH").
phenyl | -ethyl }-benzam de 20 a)
4-[2- (3, 4-Di chl or o- phenoxy) - pphenyl sul f anoyl ] - benzoi c
Fxam! fe‘ To a stirred solution of
, 4- di chl or o- phenoxy) - phenyl am ne [ Chem Pharm
4-[2-(:Bullblchloi>‘6-p(lﬂaﬁ_&;_51))_@4ﬁﬂsdnﬂhbvﬂ-W—IZ-M -(4)5-ashy drnosll H-imid aols2-yl)-

ridine (5 n 4-chl orosul fonyl benzoic acid (0.2 g,
Lh@lgﬁgiﬂﬁi}&%“—(zﬂ&@dded The reaction mxture was stirred
2) 4- rzats 4-2R8016:@0RRL 8k Hhen A¥AFh G -bedzBRMRPUr €d i nto

ce-water (50 niL). The precipitated crystals were

fTb taesteredosfoﬂutlon.z@f S Hralichiprorpheaee) -phenlylaminsd] Ghemy iRkagm. Bull.

33 (19%'5%4%915?%@?_]@ Qggf} t i Co ound be) (54 ﬁl&jﬁgc%lorosulfonyl benzoic

acid (62[ 8-6.9. rﬁmgl)h‘)(fdi @dcﬂéd‘ fI'Bibd%Z&ioanﬁitl)re Whesikdd attidoy tdmperature
-b enz ami de
overmght then poured into ice-water (50 mL). The precipitated crystals were filtered off,

washed with water and dried to yield 0.3 g (87%) of the title compound.

b) 4-[2-(3.4-Dichloro-phenoxv)-phenylsulfamoyl]-N-{2-[4-(4.5-dihydro-1H-imidazol-2-y1)-

phenyll-ethyl}-benzamide

The solution of 4-[2-(3,4-dichloro-phenoxy)-phenylsulfamoyl]-benzoic acid (0.11 g,
0.25 mmol), triethylamine (0.07 mL, 0.5 mmol) and HBTU (0.11 g, 0.29 mmol) in dry
dimethylformamide (5 mL) was stirred at room temperature for five minutes before 2-[4-(4,5-

dihydro-1H-imidazol-2-yl)-phenyl]-ethylamine dihydrochloride (Reference Example 2) (0.11
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The sol ution of
4-[ 2- (3, 4-di chl or o- phenoxy) - phenyl sul f anoyl ] - benzoi ¢
waeim/os0etl g, 30 0.25 mmol ), triethylam ne (OCOHUI7/000104

0.5 nmmol ) and HBTU (0.11 g, 0.29 mmol) in dry

di met hyl formam de (5 nlL) was stirred at room

tenperature for five m nuté%- before 2-[4-(4,5-

di hydro-1H i m dazol - 2-yl ) - phenyl ] - et hyl am ne

BARRlre wak alflsttd t9'\@b the addition of

g 05 Rl LRCHIEA it mTSE BicBagiob RIS g, fagikd 1 ) wa
triethylaniitel. thd se ptbiamfedtmemure aets @hrrnd at LIoemy eI TSt ewmlaht then

concenfipl2h e bt Bufle whd S 2 M 0Bt canbonace
solutioh '(rfmmLs QA6 BriclpiaA dristilasite ﬁl'fé”ted bEfSwakthed weith Watelaareﬁdned The

saturated sodi um hydrogencar bonat
crude pmgiqct wae ppm‘éeql bytcahl@m @119@@%@% ﬂlémgﬂ‘ﬁtﬂ@f%fbj %@f@ 8488563 rmm)
gﬂlﬁﬂ JXRILCY: 1 0aS as eluent.
(Mercﬁgfﬁs efqd%r 5 agolcgﬁnoﬁ cgm %g)rla yélblglhn Kiesel gel 50"
The prédicP44s @ry@@ﬁuﬁﬁ’)wﬂh(d&@ihyll@thaﬁo kb 0.166 (42 Lo the title compound.
chl or of or m net hanol : anmoni um hydroxide = 9:1:0.1 as
eluent. The product was crystallized with diethyl
er toyield 0.65 g (42 % of the title conpound.
-m“—‘@i-lagrn-p le 5 10 N (3
N-(3-[1.4'|Bipipexidingl-il &y y1)-4 bdid : APlay ‘
henoxy) - phenyl sul fam)yl ]- benzam de The title conpound
benzamide r epared” from 4-[ 2- (3, 4- di chl or o- phenoxy) -

PRRNY | i faémﬂdun@enmvsc pedpdrddEx afigthe  4/4[@)(3aRdichloro-phenoxy)-
3[14]b|p|per|d|nl- -yl -pro Iamr{) 1
phenylsulifdgail bbérizord geid ( E?k‘éﬁ‘él'[é Aibipiperidinylny-ygropylamine

dex@{Bi6n Bx4mple 1/d.
winyap oS SRR ks @Eﬁ%ﬁ%ﬁ%ﬁoﬁ% AT Bare
vdro- 1H i mi dazol - 2-yl)- phenyl]-ethyl }-benzam de a)
4-j 2- (4- Chl or o- phenoxy) - phenyl sul f anoyl ] - benzoi ¢ aci d
_z.mpl?_ﬁThe title conpound vvas prepared from
4] L u a

JUL g
phenvmleéthou liéﬁssntﬁdlaed in Exanpl e 4/a. b) 412 (4

a)4- Crlll hﬁ_‘nox he%its%mugl il;j-%g@l ca 01&2 [4-(4
Phghylié csﬁﬁ%hﬁd KRB ZA-A8 TbR 2t cRloeephaisng)-pheylamine [Collect.

prepared from

CrechACham | Gomhiuor 65 §H0)593-38Abasaording antip pethpd dsesribed in fxample
and
4/a.

2-[4- (4, 5-di hydro-1H i m dazol - 2-yl ) - phenyl ] - et hyl am ne
di hydr ochl ori de

b) 4-[2-(4-Chloro-phenoxy)-phenylsulfamoyl]-N-{2-[4-(4.5 -dihvdro-1H-imidazol-2-yl)-

phenyl]-ethyl}-benzamide

The title compound was prepared from 4-[2-(4-chloro-phenoxy)-phenylsulfamoyl]-
benzoic acid and 2-[4-(4,5-dihydro-1H-imidazol-2-yl)-phenyl]-ethylamine dihydrochloride
(Reference Example 2) according to the method described in Example 4/b.

Example 7
4-[2-(4-Bromo-phenoxy)-phenylsulfamoyl]-/V-{ 2-[4-(4,5-dihydro-1H-imidazol-2-yl)-

phenvl_]-ethvl}-benzamide
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(Reference Exanple 2) according to the nethod
described in Exanple 4/b. 30 Exanple 7
wo218(0460188 onD- phenoxy) - phenyl sul f anoyl ] - N- { 2- f PCT/HU2007/000104
4- (4, 5-di hydro-1Hi m dazol - 2-yl) -
phenyl ] - et hyl } - benzam de WD 2008/ 050168
PCT/ HU2007/ 000104 -36 a ) -%- 2- (4- Br onp- phenoxy
- phenyl sul fanoyl ] -benzoic acid The title conpound was
a) 4- [$f£BﬁfrﬁﬂpﬁéMﬂtﬁ«ﬂwl§uﬁﬁﬁopmeﬁm acﬁﬂlenyl am' ne [J.
Soc. (1930) 1202, 1206% accor to th?
n“éh%ae BIERRUIHRS Preparadniiom & br%n%p wqxz -phensiagpige [J. Chem..

oo, O ot B e Py 71 ¢

conmpound was prepared from
b) gn%.-%Z %1 Btchgrgcr)T-%h hoexrx]f Kgn\ffsu?tn ov -N %E‘? X ( 11 5- cP ﬁsrl]cﬁ' 1m1dazol 2-y1)-

phenvB=difiyl{ Hezadlily dr o- 1H-i m dazol - 2-yl ) - phenyl | - et hyl| am ne
di hydrochloride (Reference Exanﬁl e 2) accordin

t ke fitle esshngpasd rwasepreparefxi@om| €1 24(4bron-phanepy)ep nylsulfamoyl]

benzot 1?1(2‘1151] ) piZb[élF(ft&-cll,]1>}/1VQrf.-l_H 1mb aé%l % Yl) Lth%yll Ethxlagnn%ldé}r%d_rochlonde
(RefeREEORFIMHO 2Nydeptdihatsayie }neﬂhﬁrmaamm iAEsehpleidin of
4-[2-(2, 4-di chl or o- phenoxy) - phenyl sul f anoyl ] - benzoi ¢
acid (Exanple 15 1/c) (0.3 g, 0.68 nmol), HOBt
fs giydr oxybenzotriazol] (0.093 g, 0.68 mmol) and EDC
Exa ochl ori de
N-(4-[1 ¢’ [Bipipenieinpit 12+vil-pden gyt [2- (. 4-dichlora-grhien dxv) ey Isulfamoyl]-
50,. 132 g, 0.68 mml) in dry dinethylformam de (5 nli)
benz £stirred at 0 C for ten minutes before 4-
[ L Bﬁlfﬁlﬁo enfei® Bbid4@xample
(%O%oéﬂltliﬁlngggﬂ [% Wﬁl@l:]iordlbhéﬁlaﬁﬁ)\é%%y v\i/gz-‘B added anzk(E P
l/c) (DBRegr @é&tmm@l)mH@E'f éhlwérosylvqnzemaml] r(@@ﬁﬁtgarﬁa@ﬁ apmpel and EDC

BB A P 20 o
diﬁﬁﬂ@ﬁeﬁﬁaamfd@n@s enfd§| wdsontifrdd &L)0 mwdfoeanaqhmdtem bbfore 4-
chlorof orm (3x10 nL). The conbined or 8y

[1 4']bA@pen@nYleldy Bendayaingrly/s ierla Chems A1 @P I%Q«’rdl 06] (0.178 g, 0.68

el ARG B0 B SRS UL . T

mixtueo pasu ﬂdnceﬂ’&at}tél Irowaammr feoussidual ivchs kdSatedl yvitb86atbrated sodium

VHt) . 25 Exanmp
hydrog(gencagbonate solut1on (18 mL), and extracted with chloroform (3x10 mL). The

combined organic layers were dried over sodium sulfate, filtered, and concentrated in vacuo.
The residue was recrystallized from chloroform to yield 0.115 g (25 %) of the title compound
as yellow amorphous solid. MS (EI) 680.6 (MH").

Example 9
trans-4-[2-(2.4-Dichloro-phenoxy)-phenylsulfamoyl]-/N-[4-(2-pyrrolidin-1-vlethyl)-

cyclohexyl]-benzamide
The title compound was prepared from  4-[2-(2,4-dichloro-phenoxy)-

phenylsulfamoyl]-benzoic acid (Example 1/c) and trans-4-(2-pyrrolidin-1-ylethyl)-
cyclohexylamine dihydrochloride (Reference Example 4) according to the method described
in Example 4/b. MS (EI) 617.6 (MH").
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trans-4-[2-(2, 4-Di chl or o- phenoxy) - phenyl sul fanoyl ] - N- [
4-(2-pyrrolidin-1-ylethyl)- cycl ohexyl]-benzam de The
woibds@seiespound was prepared from PCT/HU2007/000104

4-[2-(2, 4-di chl or o- phenoxy) - 30

phenyl sul f anoyl ] - benzoi c acid (Exanple 1/c) and

trans-4-(2-pyrrolidin-1-yléThyl)- cycl ohexyl am ne

di hydrochl ori de (Reference Exanple 4) according to the

nmet hod described in Exanple 4/b. M5 (El) 617.6 (MH).

WO 2008/ 050168 PCT/ HU2007/ 000104 - 37- Exan'pl e 10
Exam@éI&Z 4-Di chl or o- phenoxy) phenyl sul f anoyl | -

JhllNYrb)(a-p%Mh \tl%iﬁéxfﬁzﬂﬁl-vl)-

D i 1/ b) and
grhscr@% %gﬁ&km@hap %5&;&1 Fohd 29(%‘210&1@1)16&) bRl SRR exampl

1/b) and 3-¢hl§dsvl fonyl benzo1c acid accordlng to the method descnbed in Exampl)e 1/c. MS

di chl orophenoxy) - phenyl sul f amoyl - N-{ 2- [ 4- pyri di ne- 4-yl

(ED) 439p"§,@éﬁa)z| ne-1-yl)- ethyl]-benzam de hydrochl ori de The
title conpound was prepared from

3-[2- (2 4-di chI oro phenolxyl)- phen Isulfarmyl

6&5 ) p g ar

-b i
enzol ¢ o1-v1)-

thvl Ref er en £ : e 1) accordi ng to the nmet hod
—YJ—MM{EW’ e 1/d. M5 (EI) 627.5 (MH). 15
EP‘}ﬁJTmtﬂ:lell compound was prepared from  3-[2-(2,4- dichloro-phenoxy)—

4-12-(2,4-Dichloro henoxy) phenvl sul f a 2- pi pe
phenylslgmoyt) pq:r@pwyw; Uil kN S VAR T 512111(:2(&6%%“6
27.5 (MH"
s b B RORIALSIREAs Erampc 10 S 20 637504
20 car boxyl ic acid tert-butyl est The title conpound

was prepared from 4-[2-(2, 4-di chl or o- phenoxy) -
_&“lﬂlﬁétlyl sul fanoyl ] - benzoi c acid (Exanple 1/c) and

trnﬂu«ﬁﬂuﬁ@et:i’ﬂa?Z] according to the net hod descri bed in

a) 4-3?” i ?2 3' bdlchlc'yr% 1; enzxs%? %envl(swal}lﬁos)ﬂ-bé%ovlam1no} ethyl)-piperidine-1-

carboxvlic acid tert-butyl ester

The title compound was prepared from 4-[2-(2,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 1/c) and 4-(2-amino-ethyl)-piperidine-1-carboxylic
acid tert-butyl ester [Bioorg. Med. Chem. Lett. 13 (2003) 2167-2172] according to the method
described in Example 1/d. MS (EI) 672.6 (M+Na").

b) 4-12-(2.4-Dichloro-phenoxy)-phenylsulfamoyl]-N-( 2-piperidin-4-ylethyl)-benzamide

trifluoroacetate

To an ice cold solution of 4-(2-{4-[2-(2,4-dichloro-phenoxy)-phenylsulfamoyl]-
benzoylamino}-ethyl)-piperidine-1-carboxylic acid terz-butyl ester (0.26 g, 0.4 mmol) in
dichloromethane (2 mL) trifluoroacetic acid (0.4 mL) was added and the reaction mixture was

stirred at room temperature overnight, then concentrated. The residue was triturated with
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b) 4 (2 (2 4-Dichl oro-phenoxy
- phenyl sul f anoyl ] - N- ( 2- pi peri di n-4-yl et hyl ) - benzam de
wonidsiodorseacet ate To an ice cold solution of PCT/HU2007/000104
4-(2-{4-[2-(2, 4-dichl oro-phenoxy) - phenyl sul f anoyl | -
benzoyl am no} - et hyl ) - pi peri di ne-|-carboxylic acid
tert-butyl ester (0.26 g, 884 mmol) in 30
di chl oronmet hane (2 nmL) trifluoroacetic acid (0.4 nl)
dlethylv@cﬁe@@ﬁt%fkdam tR& G 3R @RATEXBYIG) WAh title Idehpatnd @sm white
enpérat ure overni ght, then concentrated. The residue
mnmpmmmsohdﬂuSéEBd49Hﬂhﬁ%@ 2008/ 050168 PCT/ HUJ2007/ 000104
-38 diethyl ether, filtered and dried to yield 0.22 g
(83 % of the title conmpound as a white anorphous
Exanq%@hgd MS (El) 549.4 (MH#+). Exanple 12 5

2 4- chI or phenoxy) -lhenvlsul f anoyl I - - qllzgﬁude

p%h%par f% &’))ﬂ%{l% 7 ( %vaé d fé@ : 0- FRSAOXUI[2-(2,4- d1chloro-phenoxy)

enyl’'s enzol c (Exanple 1/c
phenylkdnfmbyipbmbmt il gE@etnplei h/e) @ndl dY,Nedijnet wﬁququgamme (Aldrich)

accordiqgl(_et@;tr}?et 1?}8%83 gﬁ%b{i% ]lixamE)ig [fo ﬁ/IS’L {]ﬂ) 5&@ 4 QI@}%’L) 509.

-12- (2, 4-Di chl or o- phenoxy) - phenvl sul fanmovl | -N-14- (4,5
- di hydr o- 1H- i m dazol - 2-yl ) - benzyl]-N net hyl - benzam de
ExampleilB| uor oacetate a)[2-(2
h

4-12-(3 Do - Ol - . ;
gﬂrm&hil%e(n%aﬂudié ﬁmlmrea@moxy) 15

’ ’anny. en20|%‘a0|d )
(”1111983)‘:1'(?’6(1)/9 déo%%%ouﬁﬁcowsng p'i'é:ba}é?le n@&ﬁ‘)d 4d|93@r4 @i%ﬂlokdlphenoxy)
phenyléul[féiné}a]-%crﬂoﬁhh@d GEpdimple Xiyd)- andeNynhethylf4 ryghd-bensylangine [J. Med.

Chem (36, PR DR ARG R T B Rle e

bubbl ed through an ice cold solution of 4-[2-(2,4-

di chl or o- phenox henyl sul f anoyl N- (4-cyan- benzyl)
b) Mﬁﬁl4b%m%@&m%ﬂwﬁ_myﬂgﬁﬁ 4((4 A-diydreq] ﬁémy gazol -2-y1)-

b I or an.h %@gn(;he SO obtalned n1xture was
CNZYhLme reacti on m xture was

CORE 8{droaée dhlofdy aé@y cvvastmmreasmleuughwaﬁ 1dé| sid Isvlaton of 4-[2-(2,4-
dry ethanol 15 et hyl enedi ani ne

dlchlomfphénowa)splaﬁw lfamy}ﬂﬂé(‘ﬁ-@@@?m?ﬁzm %TE}P gef%é‘%“dge (0.51 g 0.9
mmoli%llnélré/ﬁ%pac&oé é? € ﬁnl\{)eégg {r &hQY Bl I Bhtaintl Sni¥hut 3% % chl@ PP at 8 °C

resi due was s
ovemlrgﬁﬁ’ qhe §6adBidA TixtiRd Gral %bﬁ@nffMéd QﬁQKcz@ﬁreﬁ@sﬁy@ &vas dlssolved in dry
packi ngs
ethanol (15 ml%]), ethylenediamine (67 uL, 0.99 mmol) was added and the reaction mixture

was stirred at room temperature overnight. The mixture was concentrated in vacuo, the
residue was subjected to reversed phase HPLC using YMC-Pack ODS-AQ type packings
(produced by YMC) and acetonitrile/water/trifluoroacetic acid as eluent. After concentration
of the proper fractions, the residue was triturated with ether, filtered and dried to yield 0.347g
(53 %) of the title compound as a white solid. MS (EI) 610.5 (MH").

Example 14
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(produced by YMC) and

acetonitrile/water/trifluoroacetic acid as el uent.
wahomrosewacentrati on of the proper fractions, PCEU2007/000104

residue was triturated with ether, filtered and dried

to yield 0.347g (53 % of the title conpound as a

white solid. M5 (EI) 610.5-vH+). 30 Exanple 14 WO

2008/ 050168 PCT/ HU2007/ 000104 -39

4-[2-(?,4@&1(;&6‘-?9& heRSRRAMbYI cPidlid-ADRile} hPahidd
= 111007 oacetate a
trlﬂuai'o(a__; atle?2- (2

a@%@%&%@ SILAON iRl dine-1-

carboM% abidttleﬁb%ﬁmé%f‘d vas prepared from
Z2-(2, 4-dichl oro- phenoxy) - phenyl sul f anp Q/J hen
a ¢l (@gnpp@nﬂm@}i args  prepared  from (2,4-dic oro-phenoxy)

R L T

acid tdexBifgl estet/(Blukh) ackofd2ng 12) the method described in Example 4/b.
4- Di chl or o- phenoxy) - phenyl sul f anoyl ] - N- pi peri di n-4-yl m
et hyl - benzam de 10 trifluoroacetate The title

b)___ COMROUNE RS- HREBRHeRSk ) Bk yIsulfamoyl]-N-piperidin-4-ylmethyl-benzamide
4=({4-12Z-(Z, 4- di chl or 0- phenoxy) -

trifluopdeentatesul f anoyl ] - benzoyl ami no} - et hyl ) - pi peri di ne-1-ca

yl acid tert-butyl este ggeor
b pitre BRI - L R, FORe SR MRplgpphenoxy)-
phenyis%lf@ﬁagﬂjb@nﬁo@lammo}-methyl)-p1per1d1ne—1 carboxyhc acid tert-butyl ester
4- Di chl or o- pheno

nyl sul f anoy
accor@ngmt%e anethadr desaribed, nn&sa@pzezf y-MS §ER ﬁ?ﬁtflé/}h‘ dmi de
aL[2-(2
4- Di chl or o- phenoxy) - phenyl sul fanmoyl ] -N- (propionitrile-
Exa 13 - benzam de The title conpound was prepared from
4 2 2, 4-di chI Qr o- phenoxy)

4 - S ..s ! ' ‘ - A
ethlill%%&g&{ Opl oni t rile (FI uka) accordl ng to the met hod

in Exarrple 1/d I\/B491 4 (EI).(I\/H-Ir.
plenb nglsol{y s 101t

?‘F 2y ﬁﬁpégﬁ@n glr‘@f)sar g}g]\‘) pq,rgﬁanhy lﬁ]o eng ?fn(fj 2 d2 c%loro $henoxy)-
phcnﬂsuﬁf%m@?b]"oeﬂkdi@ |a@1'dﬁ_f&&%ﬁ¥bxb’/¥) and 3- ammopropmmtnle (Fluka) according to
phenyl sdl f anoy!

5/%02*? onitrile-3 gll ) - benzam de
the metboddeficriped in mpie Selet (B2 MEN). Exanpl e 13/ b.

b) 4-12-(2.4-Dichloro-phenoxy)-phenylsulfamoyl]-N-[2-(4,5-dihydro-1 H-imidazole-2-yl)-

ethyl]-benzamide

The title compound was prepared from  4-[2-(2,4-dichloro-phenoxy)-
phenylsulfamoyl]-N-(propionitrile-3-yl)-benzamide according to the method described in
Example 13/b.

Example 16
4-[2-(2.4-Dichloro-phenoxy)-phenylsulfamoyl]-N-piperidin-4-yl-benzamide

trifluoroacetate
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Exanpl e 16 30
44242, 4- Di chl or o- phenoxy) - phenyl sul f anoyl | - N- pi peri din
wo2eoslosteszam de trifluoroacetate WO 2008/ 050268/HU2007/000104
PCT/ HU2007/ 000104 -40 a) 4-144242 4
Di chl or o- phenoxy) - phenyl sul f anoyl ] - benzoyl am no] - pi per
i dine-1-carboxylic acid te¢t-butyl ester The title
conmpound was prepared from
L& A i SoShl i iperBAE Picarboxylic
) 4'{43%2["32’% Gty $ §1H no-pi pe§| lCu:cmne- -carboxylic
acid rer@Giuthlegtet - 5 butyl ester hydrochl oride (Fl uka)

aTSé%) ' %%12% Ef,:?)}(n}gge ) t\f)]vg%:l dgrse%)erujeged ﬁirorr]n EXQ—TE—'(EAﬂiaﬂoM%henoxy)-

(

- A Bknkhie Qhﬂr@xﬁﬂ@w)m af Y agiihd-pived dipe V- @irixerylidianid zert-
phenyl@zﬁaéfofy@enzanli d trifl uo_roa)cet ate 10 The tjtle corirg%)ng/[ B
butyl esteshytregdondt (Fluke) acdondipg tq theqnethodhfescabghdrisapple 4/b. MS (ED)

sul f amoyl ] - benzoyl am no} - pi peri di ne- 1- carboxylic
643.5 (gjgﬁ@%ert-butyl ester according to the nethod
described in Exanple 11/b. Exanple 17 15

/ ‘.

b) _ bhenzam Dighlarozphenes enyisulfamoyl |- A-piperid
. 4-12-(2, 4-di chl or o- phenoxy) - phenyl sul fanoyl ] - benzoi c

tnﬂuorg%‘lgeiat%Exanpl e 1/c) and nmethylamne (1.61 Msolution in

XEHeeneijle acmsaiindg twas t hereparehodiraos c f{4dd-2f-dighigg-phenoxy)-

phenyléél%a@%ﬁbﬂe%%b%m&%c?}—éi%/ggaihe-%pcar%&gﬁé eaci%lstewt-{)&yl( Sstdr according to
the me%%%%-}b‘e@%ﬂ%hh%l@'lh%.( 4- met hyl - pi per azi n- 1- car bonyl ) -
eri

plp I n-1- carbonyl ]-benzenesul fonam de The title

conmpound was prepared from

4-[2-(2, 4-di chl or o- phenoxy) - phenyl sul f anoyl ] - benzoi c
Exampled{ (xanple 1/¢) and

4-[2-(X 4-DIBAIGYd-pRé hBnylsylfameyl l-iné't beuramitte et haﬂone
rochloride (Reference Exanple 5) according to,ihe _
ehodtitte s cPampRYNA N WBRamPrePaigdy PFEHGS .'@'@ﬁ'élcmyhemxw

% - ic_4ci thylamijne (1.61 M solution in xylene)

pheny@@%ﬂ@m%% g’h{)%g %%ﬁagnng’/l Fslé?)faa{lr?orgf] Ylgl-m(lrée- gli met hyl am no- Y

accord@igyl thd\mietold ytesibeb émEaarnple 1/d. MS 452.3 (EI) (MH).

Example 18
N—|2-(2,4-Dichloro-phenoxv)-phenvll-4-[4-(4-methvl-piperazin—1-carbonvl)-piperidin—1-

carbonyl]-benzenesulfonamide

The title compound was prepared from 4-[2-(2,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 1/c) and (4-methyl-piperazin-1-yl)-piperidin-4-yl-
methanone hydrochloride (Reference Example 5) according to the method described in

Example 1/d. MS 632.5 (EI) (MH").

Example 19
2.4-Dichloro-

benzamide

2-dimethylamino- -N-methyl-
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WD 2008/ 050168 PCT/ HU2007/ 000104 -41 The title
conpound was prepared from
wWo-2)@B/06@164- di chl or o- phenoxy) - phenyl sul f anoyl | POBMRDET/000104
acid (Exanple 1/c) and
N, N, N -trinethyl-ethyl enediam ne (Al drich) according
to the nethod described in-4xanple 1/d. M5 523.3 (H)
(MH). 5 Exanple 20 4-f
gl‘lfez Aitd chdopik fbuﬁbenW) P@MdSU|ﬁ&ﬁDy|4]-[2L\('2f4 dlchloro-phenoxy)

yridin-

Eeram n-1-yl)- ethyl]-benzam de
phenylsullfefrn%d} -berzeicat @clcthé xample ddepondd W%prl’ép%th@deth}’lsmdlmm
(iari bsipd 1A BREARKY I ERRRRY 1 MR lEPaREe).©

2-(4-pyridin-2-yl-piperazin-1-yl)- 10 ethyl am ne
(Ref erence Exanple 6) according to the nethod
Example2dr i bed in Exarrpl e 2. Exarrpl e 21

ethﬂ]-lﬁni:tmdmttifhoemd was prepared from

2- (2 4-di chl or q- phenoxy yksul f Vin] ' )
S (R B e P&?‘%e 1P RHRUHBRAGR Bhonoy)
phenyfsﬂﬁmﬁl!lggnzoﬁes i be@xbmpfexamel e aﬁd Bx@nprRliz2- ﬂ%lperazm- -yl)-
- ("4- Br onp- 2- chl or o- pheno
ethylamm&:fﬁrermtﬂﬂa]npl@ Gypcparding, tg 1%@ myded desqribad ipBxmple 2.
2-yl)-phenyl]-ethyl}-benzam de a)
4- Br ono- 2- chl or o- 1- (2- ni tr o- phenoxy -benzene The title
Examﬁmmound was prepared from 4-brono-2-chl or o- phenol
accordin tlo t he met hod descrl bed |hn Exanpl e

bo

sulfonandide Br omo- 2- chl or o- phenoxy) phenyl anmi ne The title
und was prepared from
4TIy omitl@ - cbdrapannk- ( 3vasi t rpyegpiieth oxfrym be4at2e(2e4 dlchloro-phenoxy)

pheny]gg]c or d Extlz(%”%_gc% ?E%at}&? e:dl"?cs)Cr \ béF 9 -blplpengng accordmg t'c\)/[%he method

descrified id- Ogo- 2- chl or o- phenoxy) - phenyl sul f anoyl ] - benzo
ic acid The title conpound was prepared from
2- (4- brono- 2- chl or o- phenoxy) - phenyl ami ne according to

ExamtEa:i_TEt hod described in Exanple 1/c. M5 (ElI) 483.4

WO 2008/ 050168 PCT/ HU2007/ 000104
4-[2-(4-Bromo-2-chloro-phenoxy)-phenylsulfamoyl]-N-{2-[4-(4.5-dihydro-1H-imidazol-

2-vD)-phenyl]-ethyl}-benzamide

a) 4-Bromo-2-chloro-1-(2-nitro-phenoxy)-benzene

The title compound was prepared from 4-bromo-2-chloro-phenol according to the
method described in Example 1/a. MS (EI) 329.3 (MH").

b) 2-(4-Bromo-2-chloro-phenoxy)-phenylamine

The title compound was prepared from 4-bromo-2-chloro-1-(2-nitro-phenoxy)-
benzene according to the method described in Example 1/b. MS (EI) 300.2 (MH").

¢) 4-[2-(4-Bromo-2-chloro-phenoxy)-phenylsulfamovyl]-benzoic acid

The title compound was prepared from 2-(4-bromo-2-chloro-phenoxy)-phenylamine
according to the method described in Example 1/c. MS (EI) 483.4 (MHH.
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-42 d) 4-[2-(4-Brono-2-chl oro-phenoxy
- phenyl sul fanmoyl ] -N-{2-[4-(4 5-di hydro-1H i m dazol - 2-
wehdosphersy! | - et hyl } -benzam de The title conporat/HA2807/000104
prepared from 4-[ 2-(4-brono-2-chl oro- phenoxy)- 5
phenyl sul f anoyl ] - benzoi ¢ acid and
2-[4-(4,5-di hydro-1Hi i dazdt-2-yl)-phenyl ] -et hyl ani ne
di hydrochl ori de (Reference Exanple 2) according to the
nmet hod described in Exanple 2. M5 655 (El) (M#H).
Exanple 23 10 )
%U(4-B

1 hrre hyl - %nz I -genzam de hydrochl ori de The t|t| e
- pared from
4pfe2- fitde brcoMoBitE N@ey) - fbeayd S donanoly|2-(4-trenwel-chlas phenoxy)-

L T [ T
d1hydr§5'§%r?¥e2@geﬁgr?ﬁ Want %Qfac%ﬁ & the ﬂeﬁqm&d%ﬂ Example 2. MS

phenoxy) - phenyl sul f anoyl | -
655 (EZy (ME et hyl - [ 1, 4' ] bi pi peri d| nyl -4-yl) -
et hyl ] -benzam de The title conpound was prepared from
4-[2-(2, 4-di chl or o- phenoxy) - 20
Examfl yl sul f anoyl ] - benzoi c aci d (Exanple 1/c) and
methyl [1, 4 ]b| p| perldl nyI - .I) teth | am ne

t.he nethodAae;crfbed“ln Exénp{ealld NB (EI) 646V3
£ Exanple 25 25
Nrife?tiflé o%frgﬂﬁ?d) Ressopieparpd efysh [4-E2-(4dbrorof phehoxly) ptenplsdifimoyl]-
-y

-i m dazol

benzoigi geidi ¢Example ca@oﬁ'ﬁ }L{’ﬂéﬁ%ﬁ%ﬁW@W}a wuagifine; idjlygdrochloride
ReferG R Frackb BBl 6t bod dexribed I FRomBle 2, ¢ i o
(Exarrpl e 7/a) and
[4- (4, 5-di hydro-1Hi m dazol - 2-yl ) -benzyl ] - pi peri di ne
E&Emgkékbrence Exanpl e 8) according to the nethod

4-[2-(%%?/?{ ngfﬁphgnmeﬁvﬁulfmom €1'3he M- A0D flipRRR Han yl-4-yD)-

20077000 1uU4" -

ethyl]-benzamide
The title compound was prepared from  4-[2-(2,4-dichloro-phenoxy)-

h dro

phenylsulfamoyl]-benzoic acid (Example 1/c) and 2-(1'-methyl-[1,4'Tbipiperidinyl-4-yl)-
ethylamine tri-trifluoroacetate (Reference Example 14) according to the method described in
Example 1/d. MS (EI) 646.3 (MH").

Example 25
N-[2-(4-Bromo-phenoxy)-phenyl]-4-{ 4-[4-(4.5-dihydro-1H-imidazol-2-y])-benzyl]-

piperidine-1-carbonyl}-benzenesulfonamide

The title compound was prepared from 4-[2-(4-bromo-phenoxy)-phenylsulfamoyl]-
benzoic acid (Example 7/a) and 4-[4-(4,5-dihydro-1H-imidazol-2-yl)-benzyl]-piperidine

(Reference Example 8) according to the method described in Example 2.

Example 26
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4-(1- f4-f

2- (4- Chl or o- phenoxy) - phenyl sul f anoyl ] - benzoyl } - pi peri d
wOneos/0p0188t hyl ) - benzam di ne The title conpoun#Cwar2007/000104

prepared from

4-[2-(4-chl oro- phenoxy) - phenyl sul f anoyl ] - benzoic acid
(Exanpl e 6/a) and 4-pi peri €éBn-4-yl net hyl - benzam di ne
(Ref erence Exanple 9) 5 according to the nethod

4-(1- {‘E PZS&{ chftoigh m&%lfen%lsuﬁ?’iﬁﬁﬂi[-ebe%zoﬂ?:fgiperidinA-xlmethyl)—
4=Cnt or O- pNenoxy) - p = - -
enzaﬂa;«_i_ﬁg4 5, 6- tetrahydro pyrimdin-2-yl)-benzyll -
ﬁ"l%eé lg I&ﬁﬁ)@é r bo n%lF!%aﬁS(f g%o%] ?42 tg-{49&35'1]0%%en379y):gﬁ%nylsulfamoyl]-
benzmé ab%r 6%&1@1@06/@) PREAPIperdphe At ethlyf-Berytin] dibe (Referenec Edample 9)

accordmgm m@ﬂipddﬁscmbyqln@EWplsﬁenyl) 1, 4,5, 6-tetrahydro-
pyri m di ne (Reference Exanple 10) according to the
met hod described in Exanple 2. Exanple 28 15 4-f

Examgle(zz,‘/ 4- Di chl or o- phenoxy) phenvl sul famovl I -N- f 2- f

N-[2-(4 . . 1I-d I .—'s‘g;.. : elr d | _k{r(le'pnzuadn -Q-vl) Benzvl]-

plpenﬁu{ezll %éb%ngh%?_é&sﬁﬁ@ﬂ%ﬁe phenyl sul fanoyl | - benzoi c
2Tlel tifly rdotipourd ywaspprsparsd i fiem -4-{2-(4-phleteyphenpre-phenylsulfamoyl]-

benzof E saf@}e b&g(%m%fegxngﬂ% 1132 3—3%—% digiﬁ,ﬁ}-é-o &ttgctlﬁquﬁ%erﬂgﬂ-l 4,5,6-tetrahydro-

iR Rt &Re FxamipRON) lak€ordiaigdo the method described in Example 2.
ynm(2 {4-[2-(2, 4-di chl or o- phenoxy) - phenyl sul f amoyl | -
benzoylan1no} et hyl )-am de hydrochloride a) (2-

Xy i
Exampl 82hI or o- phenoxy) - phenyl sul f anoyl ] - benzoyl am no} - et h

4-[2-(¥.4)DichloB&-phen heRPlstifxine 2 ridiihé-vi-piperazin-1-yl)-
conpound was prepared from
propvil-benzamide g chi or o- phenoxy) - phenyl sul f anoyl ] - benzoi ¢

2- t .
ag}, bg%iyl ESin }9(46 ; angh 2-amHes et Ryh) - Qﬁ¥?€2ﬂ-@1o’hﬁir5 phenoxy)-

ter (Aldric according t he net

phenytﬁﬁmmbplq:d)enzméx amrll e(Blgathplevi L{cEl )and0R-¢4-pywidia-Ayyl-mperpzin-1-yl)-
propvhinine PR AR5 1 onca e od et fp Bxamle2

hydr ochl ori de WD 2008/ 050168 PCT/HU2007/000104 -44 To
a stirred solution of

Example 291- [ 2- ( 2, 4- di chl or o- phenoxy) - phenyl sul f anoyl ] -
Piperidine-4-carboxylic acid (2-{4-]2-(2,4-dichloro-phenoxy)-phenylsulfamoyl]-

benzoylamino}-ethy])-amide hydrochloride

a) (2-{4-[2-(2.4-Dichloro-phenoxy)-phenylsulfamoyl]-benzoylamino}-ethyl)-carbamic acid

tert-butyl ester

The title compound was prepared from 4-[2-(2,4-dichloro-phenoxy)-
phenylsulfamoyl}-benzoic acid (Example 1/c) and (2-amino-ethyl)-carbamic acid tert-butyl
ester (Aldrich) according to the method described in Example 1/d. MS (EI) 603.2 (M+Na").

hydrochloride
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benzoyl am no}-ethyl)-carbam c acid tert-butyl ester
(0.41 g, 0.71 mmol) in dichloronethane (5 nlL) 9M
woydispgerss chl ori de in ethanol (0.4 nL) was addedTaruto07/000104
the reaction mxture was allowed to stand at room
tenperature for 2 h. Then the m xture was diluted with
diethyl ether 5 (20 nlL), tie-precipitated product was
filtered, washed with di ethyl ether and dried to yield
Org8 g @ﬁﬁe(% sefutfolie M tlz{g Q’Ufflﬁclﬁ& Hebk hi/lgulfamoyl
M5 (El) 481.2 (MH). ﬁ ¢ Tgnﬁ% o $-plhy -
benzoylamingii+asikyd)- pﬁbmmmcbre@hwtyhp & yﬂl] & Ktz ey ohhinngcllpramethane
r
5 mLigﬁ/g ?y%%% 8h1?%1?$ td G 3;0 %%Eg pr sladdét Eh% rtea&fﬂ)tnyﬂuxture was

e compoun epar e

alloweli-t6 2tadtianfoodt teyiperatude Zof 2 h4Thkrcthk (im&’fure was d11uted with diethyl ether

henox hen Is | fanp nza
(20 mb], GB¢ PR B PO e AErRerig. eyl ghesand diied to yield

0.28 g%x’f o lo@ﬁ%@ﬁ&!&%@?)@ 'é% % g&&fk?oﬁ&' GMggEBQf@l geamrhbed in

Pi perldl ne- 4- carboxylic acid (2 {4- [2 (2
he 15

llpencﬁﬁé'fﬁ? %Af’%x‘(’ﬁé aﬁﬂ @é}@-’oﬁ@l Esftéim
4-12-{4-T2-(2,4-dichloro- pheno y) -

pRamytidel eompsunl- beasz ayenanechofrom: HYH(Zaminaretyl-4pi2p@s4-gichloro-

pens Dk SR BT L oS, iy

ester (AMriich) aé’dércﬁiiglt”(ﬂhe n@%hod described in Example 1/d. MS (EI) 692.1 (MH").
4-[ 2- (4- Brono- 2- chl or o- phenoxy) - phenyl sul f anoyl ] - N- ( 3-
plperldln 4 yl - propyl) benzam de hydrochl oride To a

d eEl

-p y y
benzovlamml}mihﬂ[-xan_ltﬂ leyd2&bddride41 ng, 0.085 nmol) in a
tur of di cl or onet hane

et SORROUA (vbasz Wir%d m'fzom ang (22 1:54 -[2-(2,4-dichloro-phenoxy)-

phenyféuif%na JBemsay%aﬁha)}Ret hR R )3 1§@d(ﬁﬂé£l/1daﬁbo§<}lhéj ac1d tert-butyl
tert-bu ester féerence e 13@(
ester agpiling tmmajn(:ﬂned dgscnbedlm Fxephple gg/b Th$A él )- ( 60

L, 0.4 mmol) were added. The m xture was stlrred at
roomterrperature for 24 h, then purified by colum

Examply3grat ogr aphy usi ng Ki esel gel 60 (0.015-0.040 m) as
adsor bent  (Merck) and gradlent elutlon startlng mnth
4-[2-(4-Boma-Z-rhloke-pher ERY gyl $

benzathiA€ &doc for ) m nut es (eI uent A n- hexane el uent B:

. The purified conpound was dissol ved .
| To et hj/rkeda&ﬂtﬁ(bre of @-[B-@#ihroRo- bhlbgodp}mgemy)qlﬂenyllsuﬂéammyl]-benzom

et hyl _acet at .added and t m xtuye S
acid GRPPPIEEE) (HoM e%@r_ 53 it TRe oFfEpgethae B mL) and

0 . -
dlmeﬂég%g{ng?@%cg@ 2? &F? EHé ik g’ﬁ%gfﬁ V\flpéédlﬁée ?ﬁd;%&?%g rgmg r’gert butyl ester
(Referdn¢ecBxample dSh (24 mg,)@ﬂehnincﬂ}a HBTU (46 mg, 0.12 mmol) and triethylamine

(60 pL, 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 100% B eluent
over a period of 20 minutes (eluent A: n-hexane; eluent B: ethyl acetate). The purified
compound was dissolved in ethyl acetate (0.5 mL) 2.5 M hydrogen chloride in ethyl acetate

(2.0 mL) was added and the mixture was stirred at room temperature for 24 h. The
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ng (64 %9 of the title conpound. M5 (El) 608.1 (MH).
Exanple 31 5

woOR(08/05d164" | Bi pi peri di nyl -1' -yl - phenyl) - 4- ( 2- phenarU26q7000104
enyl sul f anoyl ) - benzam de a)
4- ( 2- Phenoxy- phenyl sul f anoyl ) - benzoic acid The title
conpound was prepared from2-phenoxy-phenyl am ne
(Al drich) according to the nmethod described in

pre01p1%}<ﬁ%§}oguc%/ S fli‘f%rédElv}asﬁT?cpwﬁt (d%'fﬁj)l etHd Al dNeli4n vhduum to ?rleld 35

pI peri -4 (2- phenoxv- phenyl su
mg (64f%ayehthy t1ﬂenz1apmﬂhd ™S (3‘3155608 iéMI'ém ut i on of
4- ( 2- phenoxy- phenyl sul f anmoyl ) - benzoic acid (31 ng,
0.085 mml) in a mxture of dicloronmethane (2 nL) and

Exam]?% gt hyl f or mami de (0.2 ni) 4-
] bi p| perl di nyl -1"' -yl - phenyl am ne [i]f l\/bd Chem
4 6' BiinsS b i - ]

e (30 L, 0.2 nnDI) mere )
AT x1 Hredatroomtemmrﬂure
f"FHe tﬁlfé oBmpbﬁﬁd‘wﬁsl a@d ﬂfmyn 2 @hemox yefittenyintuiug @tsich) according to

< ebel qel 60 (0. 015, dsor bent
the mefieichoraan Grermpiects Ms(FOA GOAV g wi h 10096 A

el uent and processing to a mixture of 70% A and 30% B
el uent over a period of 15 mnutes (eluent A
b) N-(4 1l O1Ripiveritling]-lieyltphenylrt (Rephehoxsaphesivisufamayh-benzamide

SPTROABIAERSY 2 ety gl . 0

mmol){ 4 [a2 rmxﬂ.lre of d1cloromethane (2 mL) and dlmethglformamlde (0.2 mL) 4-
| or o- phenoxv) - phenvl sul f anovl | -

1 4']b1p]lpemim§4daybplanmmla@|[d Ned hemes 4 2B NSRRITSOGTAER e, 0.1
mmol)a%-lj}ﬁgﬁgg Y %Cm M Icﬂf anngi qh}ﬁgxln}nea(%o u]i . £ %ll{lgl) 4vere added. The

mlxtuIQ%os)ﬁYl?edpﬁ ?chﬁlstb‘ﬂn hamire koreng ombh poiified belicokmdr claohatography
ltc acid é ester The title conp

using K[esplgﬁleﬁl) ¢0r(H:5r0101} D), a§- a@s@hp@r(Me‘gﬂ@ra@;@)g}radlentm?utlon starting with

100% &g‘}}% S uISI g{)né ili@ g;% %%cﬁlgeggg ?Odfﬁ @(Q{H)B@”{ %iueﬁﬂgvé?tar})@nod of 15
mmut%e(%I[ifehtbﬁd chl%‘dﬂﬁl?ﬁfpélﬁenl/m métﬁax(oEb@ntSﬁ&gZS%Mﬂ-ﬂ)nm&ﬁuﬂ) hytiroxide)
chl oro phenox

(2
to yield gA&rmg 648 %éﬁ’ﬁﬂ’reltltké‘ﬁ’ipr}ld AYIB £ED 6dil dMH dar boxylic
acid To a stirred solution of
1-{4-[2-(2, 4-di chl or o- phenoxy) - phenyl sul f anoyl ] - benzoy
ExanlleS [ peridine 4-carboxylic acid ethyl ester (0.24 g,
h V\D

arboxylic acid

(plpelg&m%?-vﬂ%th@ﬂ %n%@&g{e/ﬂ@drgéﬂ%}le |n'uk5ld b'-ﬂt hydr oxi de

TOTTOMTYyUT at © .
a) 1-{4-[2-(2.4- chhloro-phenoxv)—nhenvlsulfamovﬂ-benzovl}-mpend1ne-4 -carboxylic _acid

ethyl ester
The title compound was prepared from 4-[2-(2,4-dichloro-phenoxy)-

phenylsulfamoyl]-benzoic acid (Example 1/c) and ethyl isonipecotate (Aldrich) according to
the method described in Example 1/d. MS (EI) 578.2 (MH").

b) 1-{4-12-( 2,4-Dichloro-phenoxv)-nhenvlsulfamovl]-benzovl}-piperidine-4—carboxvlic acid

To a stirred solution of 1-{4-[2-(2,4-dichloro-phenoxy)-phenylsulfamoyl]-benzoyl}-
piperidine-4-carboxylic acid ethyl ester (0.24 g, 0.42 mmol) in a mixture of tetrahydrofuran
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1.0 mol ) was added and the reaction m xture was
stirred at roomtenperature for 2 h. The mxture was
woaonsast1eat ed, the residue was dissol ved i n waPer/HU2007/000104
acidified with 1M hydrochloric acid, the precipitated
solid was filtered off, washed wth water and dried to
yield 0.18 g (79 5 % of #he title conpound. M (El)
550.2 (MH). c¢) 4- {[(2-{4-[2-(2
& i@¥ konBhpdthied0.044 g,
(25 mi, By P R e B o A LR O o nte-044 &
1.0 mn&sl) oraé eddedmmﬁythe esatcaon Tirture tae swmmammppta@pa ferg2 h. The

f | -{4-[2- hI
mixturg e geRE by ISP e FTRE AR Ry 1M ygrgettoric
acid, ﬂ?eg& ﬁgﬁaaa BONE LAY RlteRACR wahbd v witbl atdodriciceoyieldrm18 g (79
nmet hod described i'n Exarrple 2. M5 (ElI') 746.2

%) of thiviily condpoundj M (EIY 35012 VMER)-or o: : phenoxy
- phenyl sul f anoyl ] - benzoyl -plperldlne 4- car boxylic
acid (piperidin-4- 1yl)-am de acetate/hydrochloride
Q) 4 'z'n(m A-[330 4-3ioh{bRe phérioxe)-plamytutfamosly-boneyyhy-pidefidinmd-carbonyl)-

(I-{4-]2- (2 4- di chl or.0- phenoxy)
annno é&ﬂ%iéiégﬂﬂﬁﬁﬁ§-4 car bonyl ) - ani no

di | )
er accor Iﬁ)%? I%S &J}QJV fr6m aq,ch [QE(QM &lb‘ﬁ]ﬁ{o phenoxy)-

o the od descri be
phenylglﬂf@noymberrzbyl(}l @1perrﬁﬂmn:4 -carb@3ylsaidmd am@ﬁ(mmpw&ryé)eaoc-plpendme

(Ftoka] e (6 ol eaiibeA R FORTOR Y MM FAegV i aci ¢

as eluent to yleldthetltle conpound. Ms (ElI) 20
646.2 (IVHt). Exanple 33 4-f
A- ichhvirg AL

naesdlpipesidine-4-carboxylic acid

gpipené_@( gayl P@ hg&Baamlde,ace%te%\%};c}}loﬁéeh%i)!ed Sgﬁenzam de acetate
4T Ci T orRbmax Wasphseydredil frafpy4 ]{[(be{nz[dy@ahdmh])orq}pbenoxy)
pionic acid ethyl  ester The title co S i
phenylpu]éq;g%éhbﬁp@m}4p1Pg1412e-i1; qgmg)ﬁy Taan %ﬂ-plpen ne-1-carboxylic

acid té/ofgg a%#!ﬁr;a%g{))% %h%f gshfqor | gpﬁfar%ﬂgz%@ @he crude product

was subgdfediogvémed iﬁl&smﬁm usiag AfvIBeRhck rOIﬁ-&’r@ Itﬁ)elpagzkmgs (produced
538.2

0 b) 3-1
by YNICOhed pestonie B ROHLAG SaIUEIb R it ieoie PRB ek S D
6462@/@? j.C acid WD 2008/ 050168 PCT/ HU2007/ 000104 -47 The
e conpound was prepared from
3-{4-[2-(2, 4-di chl or o- phenoxy) -

phenyl sul f anoyl ] - benzoyl am no} - propi oni ¢ aci d et hyl
E——-Blétﬁxam according to the method

4-[2-(2.4-Dichloro-phenoxy)-phenylsulfamoyl]-/V- [2-(piperidin-4-ylcarbamoyl)-ethyl]-

benzamide acetate

a) 3-{ 4-[2-(2,4-Dichloro-phenoxv)-phenvlsulfamovl]-benzovlamino}-nropiom'c acid ethyl

ester

The title compound was prepared from 4-[2-(2,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 1/c) and B-alanine ethyl ester hydrochloride
(Aldrich) according to the method described in Example 1/d. MS (EI) 538.2 (MH").

b) 3-{4-[2-(2.4-Dichloro-phenoxy)-phenylsulfamoyl]-benzoylamino} -propionic acid




10

15

20

25

30

descri bed in Exanple 32/b. M5 (EI') 510.1 (M#). 5 c)
4-(3 {4 [2(2
Wa-28080168 0- phenoxy) - phenyl sul f anoyl ] - benzoyl arCTEG2p07¢000104

pi onyl am no) - pi peridi ne-1-carboxylic acid tert-butyl

ester The title conpound was prepared from

3-{4-[2-(2, 4-di chl or o- phendXky) - '

phenyl sul f anoyl ] - benzoyl am no} - propi oni ¢ acid and

5 Pi e ar. C d 3iregb-(Dutdithieststenox

Aré?uka acég)glgﬂ ?‘Eg t%aét:he&?rﬁg%dod %ﬁgcrlgeg |(n Exanpl e lﬁ{ >

phenylélﬂfbmayﬁ “feizdyle@o-prapiotivH)acidd ethyl [ gster> agcording to the method

Di,chl.or o-p 0 yl1-N[2-(piperidin-4-yl
described i1, mﬂf@%’nw fﬁ]‘ggmi acetate The title
conmpound was prepared from
4 (3- {4 [2 (2 4- dlchloro phenoxy) 15

! R/ RO Hfamne henz

ne | - car ' 3 ' t- butyl ester accord| ng to
iperidingzl- % 9 cid for é anpl e 29/b. The crude
pl"lféd Uﬁtle Wa&rﬁpthﬂidt t e/ds t opreparedr seainphasig- [BIF(ZG dlghlpg)-phenoxy)

K duced Db
phenylgl el bropey B AEBOPE ACH G TEIENP R yIoE fupptic acid

ter t—bu}%ltésﬁe {ERRay RbordiR: (File RRE0A dd¥bHbed %OE}Eazﬁ@pmlm.Ms (EI) 692.2

(MH"2- ( 2, 4- Di chl or o- phenoxy) - phenyl sul f anoyl | - benzoyl ] - pyr
rolidine-2-carboxylic acid
(pi peridin-4-ylmethyl)-am de hydrochl oride a) (S)

d) ]4' 1A 2Didhloro-phenoxy)-phenylsulfamoyl]-N-[2- (p1ner1d1n—4—vlcarbamovl) ethyl]-

- Drchl oro- phenoxy) - phenyl sul f anoyl ] - benzovl ) - pyrrolid
bwmmr boxylic acid benzyl ester 25 The title

d vva f -

4f itgotjg gpﬁo&r o%g rgé%n_ed phfreonm | s4u(l {a4 [2- ﬁ2 4- d1é:2120(r)c|) ghenoxy)

phenyl@ﬁlﬁ”ﬂnéﬁ?%éﬁﬂo@laﬁlﬁd} ﬁﬂwldnytum’lho hplphmadmy-ll Qaé:toayhc acid tert-butyl
roch

oride_ (Aldr ccor.di
ester agipdmiie the metbed Acubel h Exgery Ve e Shrpriohyas gbpitied to
- - s (produced by YMC) and
mvers%f1 Bﬁa% IE)Hr)%C %SI%YI\SIC gﬁglﬁy ]g%lAf% r%o yci fackl)%nngz (p ()E pg’ gl n )
acetonithite/ Ratesndeticykidcas eB@ntivi eldthoidatasmued. MS (BI) 592.2 (MH).
PCT/ HU2007/ 000104 -48 The title conpound was prepared
from (5)-1-{4-[2-(2, 4-dichl oro- phenoxy) -
Examgfée:{lﬁ” sul famoyl ] - benzoyl } - pyrrolidi ne-2-carboxylic

benzyl ester accordlng to the nethod described
jfamg enzoyihypyrrolidine-2-carboxylic

a1 LA} 2- (2 ] i
M&%@M@%@mel ] - benzoy} - pyrrolidi

a)  (S)er-24-[2¢0 havhibraphdhek yRticnylshifahogi-betizogh} dpweolitiney2-icarboxylic
acid tent-butyl ester
acid benzyl ester

The title compound was prepared from 4-[2~(2,4-dichloro-phenoxy)-
phenylsulfamoylj-benzoic acid (Example 1/c) and L-proline benzyl ester hydrochloride
(Aldrich) according to the method described in Example 1/d. MS (EI) 626.3 (MH.

b)  (S)-1-{4-[2-(2.4-Dichloro-phenoxy)-phenylsulfamoyl]-benzoyl} -pyrrolidine-2-carboxylic

acid
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The title conpound was prepared from
(S)-1-{4-[2-(2, 4-di chl oro- phenoxy) -
woheosysewss f anoyl | - benzoyl } - pyrrol i di ne-2- car borgTimu2007/000104
acid and 4-am nonet hyl - pi peri di ne-1- carboxylic acid
tert-butyl ester (Fluka) according to the nethod
described in Exanple 1/d. -480 MS (El) 754.2 (MtNa ).
d) (S)1-{4-[2-(2
i CHUOT Qo Wv%vagh SRpa fﬁ&ﬁ)" 9{{42[9% 4'-@1)61‘11'2)?5 -pBenoxy)-

I ne-2-carboxylic acid plperldln

phenylsylfmoay]-benzowl } finardlididee?-cahpiylied awaig hgn@ﬂap@qr facecmimg to the

memoégé%g;ﬁg%ﬁ]@?@lf?%n%ﬁ@j% Qﬁp‘@?oxy) c;rsbonyl)-am'n

o] - net hyl } - pi peri di ne-1 carboxyllc acid tert- butyl

ester accord| ng to the met hod descrl bed i n Exanp
-1 £4-12 Dichlpngephenexsarphienylsslfa vl]-benzovl}-nvrrohdme 2-

T'Hﬁa tt1tld: e comm'm‘mh dW\a&s ppafpa;m]r efitotr o(nﬁ) -1-{4- [2 -(2,4- d1chloro-phenoxy)
pheny](sg& éheg%)zggd}phe o‘i’&yﬁe-ﬁ’ rt%x;hcl faglréogml 4-%&%%e%1y? p1per1d1ne-1-

/d.
cubogik BRI o ey S lnghotsasian bl iyl

MS (Bf)o7342(MeNaOd described in Exanple 31/b. 25 M5 (El)
651.2 (MH). Exanple 36 4-f
2-(2,4-D chl or o- phenoxy) - phenyl sul fanmoyl ] -N-{2-f4-(6-m

d) (Ssllhyzi FRY.4-Biéhl SroyphenoRy)Rstiea sl fan W1 ]-b&tzovl} ipeeihidare Hearboxylic
O The ti t e corrpound vvas paepar ed from
a g i MALOSORI0C

phenyl sul f anoyl ] - benzoi c

aﬁ% tEt%x %H%S?Jdpﬁa}sg?gep I om 4 %&5{) -1- {14 %)(2 4-dichloro-phenoxy)-

pheny&ﬁﬂ&h@ﬁ@-bG%Wgﬁkﬂﬁﬁﬂd-%%ﬁﬂyl)-aﬁﬂnog])ﬂ&@thglt}Ifypmdlmfel -carboxylic
neim Forsg ac i ng 1.0
acid tfnﬁ@unitqs@a eerEsisqthe lﬁeféseérf%ﬁ i Ws}‘:’f%’lllj SO ED 6321

(MH+)( Exanple 37 5
4- [2 (2 4- Di chl or o- phenoxy) - phenyl sul f amoyl | - N- 12-f ( pi
peridi n-4-yl met hy- car bamoyl | - et hyl } - benzam de

Examafeisat e/ hydrochl oride mxed salt a) 4-[(3-{4-[2-(2

hl or o- phenoxy - phenyl sul f anoyl ] - benzoyl am no

4-[2-(443@91 BQMF@E&@HMJWDMEM%%“&VPEVﬁGWQW -Fipekhzin-1-

vl}~ethyl}-benzamide

The title compound was prepared from 4-[2-(4-bromo-phenoxy)-phenylsulfamoyl]-
benzoic acid (Example 7/a) and 2-[4-(6-methyl-pyridin-2-yl)-piperazin-1-ylj-ethylamine
[Arzneim. Forsch.; 24 (1974) 1964-1970] according to the method described in Example 31/b.
MS (EI) 651.2 (MH).

Example 36
4-[2-(2.4-Dichloro-phenoxy)-phenylsulfamoyl]-/N-{2-[4-(6-methyl-pyridin-2-yI)-

piperazin-1-yl]-ethyl}-benzamide

The title compound was prepared from  4-[2-(2,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 1/c) and 2-[4-(6-methyl-pyridin-2-yl)-piperazin-1-
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The title conpound was prepared from
3-{4-[2-(2, 4-di chl or o- phenoxy) - 10
wohensysewss f anoyl | - benzoyl am no} - propi oni ¢ aci dpCEBIZPI7600104
33/ b) and 4-(am nonet hyl)-Boc- piperidine (Fluka)
according to the nethod described in Exanple 1/d. M5
(El) 706.2 (MH). Db) 4-[2-492 4-Di chl oro-phenox )y
phenyl sul famoyl ] - N-{2-[ (pi peri di n-4-yl net hyl ) - car banoy
yl]- eﬂ{ifldmmg TX)'Z}L e WfﬂhdeZ@@@W@} eIy t570G Qh&frﬂﬁg t51tK& eheBRdt described

The ‘title conpound was ‘prepared”from

in Exaay{l¢ 8-§18(ED- 6(42,24(-1\lec)hI or o- phenoxy) -
phenyl sul f anoyl ] - benzoyl am no} - pr opi onyl am no) - net hyl ]
-pi peridine-l-carboxylic acid tert- butyl ester

Exam@pgywding to the nmethod described in Exanple 29/ b. The

crude roduct was submtted to reversed phase HPLC
ich 0 )€ A0 W iy 41 17" G diny4~ylx el D-caybamo 1]-

4 , pxephey yhenylsulfamoylAY-{2-Hpiperidind-yz

igio g:@@hﬁgfggc d as eluent to yleld
ethyl}-i#e%z?l apceute)h d ‘ﬂ&_ﬁ_@é@iﬂz 20 (MH+). Exanple
a)  ABR3N4E[2-(02-BichlarbHpheimxyhehenyisul }Hendovlamino } -propionylamino)-
4- (3 pi. oerldln- -yl - \ -g|oera2|ne 1-

§-1108 - am 8. The title conpound was

epartﬁfé f g&'ﬁyéur[dz (v?as4 dtphtear OﬁBﬁlen@X:YLAf f2- (2 4 d1chloro-phenoxy)

enylsu f -benzoic acid

phenylsu(fanpylg}@emymlny} -pmpmcpw peidi @an@gfm@/bx MA (@mmme;hyl) -Boc-
piperi IEF ?IE lg%%%fc?rmqg) 0 tﬁlag gg’%blbgcggn ]éxamE)i T}H ﬁ/IS'3 8]%15) 7061\.@ (MH .

N-[2-(2, 4-Di chl oro- phenoxy) phenyl]-4-[4-(3-pyrrolidin

-1-yl - | 1
hL;%Ehﬂ%ﬁﬁghﬁpéh%ﬁglperéztheu-nﬂ WeNoPald pipsridiggt-ylmethyl)-carbamoyl]-
ethvl}?%{zléill%lg%?é\tgtgq 4 enlonfde HiRed Lid & compound was prepar ed

CHl Or 0O- pNenoxy) -
pireay kisle| foampylhd bevezoigemted frEnﬁrm-I[éi 14-6)- (2a4+d1chloro-phenoxy)-

phens oli3rG) inyere RnAERBo BL D b B D -BReING BB Nheid ter-
butyl %‘E&% la@é’o@dlﬁ (e mgﬁeny (I:r?oeﬂoin’\Ef(agmglg #/b. The crude product was

or o- p enoxy) 4-[4-(3-dinet hyl am no- prope)
submlttpd ;bnenrmrseé -phasa:HPb@ngduhg Ybé(ﬁ-i’@nle I3 hyngeparkings i(prioduced by

d ared f
YMCY adbaqenifi v el per SRR S uenh eI L e il sprpopag 245 ED 6062
(MH }im d (Exanple 1/c) and
di met hyl ( 3- pi perazin-1-yl-propyl)-amne 10
(EMKA- Chenmi e) according to the nethod described in

ExanEX 34! € 31/b. M5 (El) 592.2 (M.

N-]2-(2.4-Dichloro-phenoxy)-phenyl]-4-[4-(3-piperidin-1-yl-propyl)-piperazine-1-

meth

carbonvl]-benzenesulfonamide

The title compound was prepared from  4-[2~(2,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 1/c) and 1-(3-piperidin-1-yl-propyl)-piperazine
(EMKA-Chemie) according to the method described in Example 31/b. MS (EI) 632.2 (MHM.

Example 39
N-]2-(2.4-Dichloro-phenoxy)-phenyl]-4-[4-(3-pyrrolidin-1-yl-propyl)-piperazine-1-~

carbonvl]-benzenesulfonamide
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Exanple 41 N 12 (2,4 Dichloro
phenoxy) - phenvl | - 4-f 4- (1- met hyl - pi peri di n- 3-yl net hyl ) -
woipmroiagicsie- 1- car bonyl | - benzenesul f onam de 15PTha1U2007/000104
title conpound was prepared from
4-[2-(2, 4-di chl or o- phenoxy) - phenyl sul fanoyl ] - benzoi c
acid (Exanple 1/c) and -50 -
1- (1- nmet hyl - pi peri di n-3-yl met hyl ) - pi perazine
em r t heqnetghad degzi2 Betichloro-phenoxy)-
@Wﬁ@@m/eg)npﬁg&&ﬁwag iz) MH) . 20 A Ie 42 1\I—p
phenyl@fathodl]Benhbdior asig r@x@my)e Bre ngnd] 143 pyprplidipr }-31-penpyD piperazine

di f
(EMTCﬁqegy %‘iﬁ%@ﬁ{é 10 6 %F%Bé 519%?1}6!:& H}PE%EM@% Wh! RESETTE STHEME™.
4-12- (2, 4-di chl or o- phenoxy) - phenyl sul f anoyl | - benzoi c
acid (Exanple 1/c) and

Ezaguégﬂﬂ pyrrolldlne 1-yl - ethyl) plperldln 25 -
: Bl BRI ApRdpviPsidet d2ine-1-

V). EXanmple 45 N 12

carbm{?E-Henzenesulfonamlde
or o- phenox %%phen

pibser dlene-cPmPRPRdny 1725 eﬁﬁe@ﬁ@gul f ' di gziayél.rc}%gﬂl?w %henoxy)

phenyl%ﬁWbé‘iﬁ%mp&&@QEﬁzﬁnﬁl%oﬂb) and d1methy1(3-p1peraz1n— -yl-propyl)-amine
- di chl or o- phenoxy)- phenyl sul farmyll\JI benzoi g
(EMK AeClebnfiExanopidinglfodhe method described in Example 31/b. MS (EI) 592. (MH).

1-(2-pyridine-2-yl-ethyl)-piperazine (EMA-Chem e)
according to the nethod described in Exanple 31/b. M

Examf 1E|4>1 612.2 (M#). WO 2008/ 050168 PCT/ HU2007/ 000104
Exanpl e 44 Nf2 (2,4 ]
N-[2- 5‘0“ chlonoien nhenxH-A-f4-

carbm%hlL%P£EQMﬁﬁ%Bﬁﬂﬁe car bonyl ] - benzenesulfonan1de 5
was prepared from

4T1{e2 (t2le?- déczipamnd- plwensox prepapdienyfrem| falﬁﬁiyﬂ2}4-é@h1?®¢'@hen0x}’)

d (Ex le 1/¢ h | 4-
B KRR RS O
plpera%?(lg %%\/ﬁ@%glﬁngg)a%ﬂ%ﬁhggl&p ’che'\'ﬁeth()gI des@bd dn (Bdmple 30/b. MS (E)

618.2 QUER).or 0- phenoxy) - phenvl | - 4- 14- (2- di net hyl ani no- et hyl )
- pi perazi ne-1- carbonyl]-benzenesul f onam de

Example 42
N-[2-(2.4-Dichloro-phenoxy)-phenyl] -4-[4-(2-pyrrolidin-1-yl-ethyl)-piperidine-1-

carbonyl]-benzenesulfonamide

The title compound was prepared from 4-[2-(2,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 1/c) and 4-(2-pyrrolidine-1-yl-ethyl)-piperidine
(EMKA-Chemie) according to the method described in Example 31/b. MS (EI) 603.2 (MH").

Example 43

I-ethyD)-piperazine-1-carbonyl]-

benzenesulfonamide

The title compound was prepared from 4-[2-(2,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 1/c) and 1-(2-pyridine-2-yl-ethyl)-piperazine
(EMKA-Chemie) according to the method described in Example 31/b. MS (EI) 612.2 (MH").
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The title conpound was prepared from
4-12-(2, 4-di chl or o- phenoxy) - phenyl sul f anoyl ] - benzoi c
wacha/sEsanpl e 1/c) and PCT/HU2007/000104

di met hyl - (2- pi perazi n-1-yl -ethyl)-am ne 15

(EMKA- Chemi e) according to the nethod described in

Example 31/b. M5 (ElI) 578.-2-MH+). Exanple 46 N f2

(2,4 Dichloro

phenoxy) - phenyl ] - 4-[ 4- (2- ox0- 2-pi peridin-1-yl-ethyl)-p

I perazine-1 carbonyl]-benzenesul fonam de 20 The title
Examplodpound was prepared from

N2 DGttt PRI m G Bith S VR I A fames 1

carbon¢l] B N@ERG ulfodamidepi 8_3“ dlt n'tl;])” - e: Eagoge _ _
-Chem e) according to the_ netho ribed.in
Eeanplide3| cpmppEd £ Wa$32PiPktly) fomey a%%?‘éi’g‘fg%‘“ﬂ' Rhgnoxy)-
4 ; i -(3-morpholin-4-yl-propyl)-
phenyl%%i@mog}]ab_ep %lﬁoxff1 id phca(IF:])\{/?IflPlz- ( Alf/c yr |aréi(|1 n- 12(§/Imr?e hyl - plygg PY)
homopipeiziie- (EMKRALONhik) abendiegés e metheildesaitedtintiigmple 31/b. MS
conmpound was prepared from
(ED 64§2[T(E’ﬂ(12; 4- di chl or o- phenoxy) - phenyl sul f anoyl ] - benzoi ¢
acid (Exanple 1/c) and 1-pyridin-2-yl nethyl-piperazine
(EMKA- Chem e) according to the nethod described in
Exampgixdfpl e 31/b. M5 (El) 598.2 (M#). 30 Exanple 48 WO
2008/ 050168 PCT/ H /,000304 - . .

carbo%l]%—ﬁé&%ﬁ@sﬂlﬁﬁaﬁﬁ&@r bonyl ) OIb;enzenesul fonam de The
€ conpound was prepare rom .
JLhie2- (titled- cHosHiognd- pREhox PiePatshenyifany| f 4rkdyPr-dighiots-phenoxy)-
agi-d | .8) - 6l Ngid iR RIS -amine
pheny R EPIR0R, 258 Eagle DAY ol Mty B Ol g el P-ami
(EMK Exctigptie) &tbfiings thEmettod Slegoribioiiti) ExEnpledlld. 38 (ED) $78.2 (MH).
2-(2,4-Di chl oro- phenoxy) - phenyl | - 4-[ 4- ( 2- di et hyl am no-
et hyl ) - pi perazi ne-1- carbonyl]-benzenesul f onam de 10
Exam Qg title conpound was prepared from
——&l—[—g- - (2, 4-di chl or o- phenoxy) - phenyl sul f anoyl ] - benzoi c,
N-[2-(24iDichoreqblenosiy)ephenyt-4-[4-(2-oxo-2-piperidin-1-yl-ethyl)-piperazine-1-
di et hyl - (2-pi er,gzi n-1-yl -ethyl)-amne (EMKA-Chem e)
sul t hod described in Exanple 31/b. M
(flo 68% 2 éMpound EXaRP! @r&fdred from  4-[2-(2,4-dichloro-phenoxy)-

phenylsulfamoyl]-benzoic acid (Example 1/c) and 2-piperazin-1-yl-piperidin-1-yl-ethanone
(EMKA-Chemie) according to the method described in Example 31/b. MS (EI) 632.0 (MH").

carbo

Example 47
N-|2-(2..4-Dichloro-phenoxv)-phenvl]-4-(4-pvridin—&-vlmethvl—piperazine-1-carbonvl)-

benzenesulfonamide

The title compound was prepared from 4-[2-(2,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 1/c) and 1-pyridin-2-ylmethyl-piperazine (EMKA-
Chemie) according to the method described in Example 3 1/b. MS (EI) 598.2 (MH").

Example 48



10

15

20

25

30

15
N-f2-(2, 4-Di chl oro- phenoxy) - phenyl ] -4-[4-(2-pyridin-4-

W@ hewstonyiey - pi per azi ne- 1- carbonyl ] - benzenesul f saamute07/000104
The title conpound was prepared from
4-[2-(2, 4-di chl or o- phenoxy) - phenyl sul f anoyl ] - benzoi c
acid (Exanple 1/c¢) and -52-
1-(2-pyridin-4-yl-ethyl)-piperazine (EMKA-Cheni e)

N-[2-(24cDicHiorg-phenbie)-pladnyiicd-¢Bperidinedtyimethybpineeaziné-ib-cabonyl)-

(El) 612, 2 (M) . 20 Exanple 51 N-f
__p_écﬁi_nqubenze ESUI0 | or o- phenoxy) - phenyl 1- 4- (4-pyridin-4-yl meth

y’fﬁefi Peiezi &ﬁn;jﬂoiﬁlﬁr bomy! ) gr@ﬁ?&ﬁneﬁbﬁﬁ onRM-@e4-dRBloro-phenoxy)-
title conpound was prepared from .
phenylgulfam¢l]-bemtiotchacid dEpdreploxlyy)- am@s1 -pyridin-3-ylmethyl-piperazine (EMKA-

N R T ST TR

according to the nethod described in Exanple 31/b. M
(EIE 598.2 (M#). Exanple 52 2-(4-{4-f
Exam 4- Di chl or o- phenoxy) - phenyl sul f anoyl ] - benzoyl } - pi p

NGBl kot R, bl AU A dGie 1. ©

carboﬂvl]-g)eﬁ(i’anésﬂifcﬁiﬂn/ﬁﬂ)e- phgnoxy) - phenyl sul f anoyl ] - benzoi c
acl Exanple 1/c) an ,
NTBt he N SATBRRANG, - ST9ser BFRared y) o 2dbE-@stdishloro-phenoxy)-

phenygéégc%:}i%%lﬁ-@z&%@@ 1M (FRAmpRCEIS ML dﬁ&ﬁ@g%ﬁgg)ﬂ 16¥1-e';c/}§/1)-amine

g to the nmethod described in N
(EMKAEChemB dcc@rdivgite) the Exetihgl desedbegl in Example 31/b. MS (EI) 606.2 (MH").
2-(4-{4-[2-(2, 4- D chl or o- phenoxy) - phenyl sul f anoyl ] - ben

zoyl }- pi perazin-1-yl)-Npyridin- 3-vl-acetam de The

Exambldd¢e conmpound was prepared from
g-| Z2- (2, 4-di chl oro- phenole) - phenyl sul f anoyl | - benzoi c
N-[2-@Q-Bichiorerplienoxy)-phenylj-4-[4-(2-pyridin-4-yl-ethyl)-piperazine-1-carbonyl]-
2-phperazin-1-yl - N-pyridi n-2-yl -acetam de
benze 2 d e) according to the nmethod described in
Exiaerp| 61181/ ompundE! )wad 1. prefiavdt) . frohO Ef¥(d, 4 divhlotefphenoxy)-
2-(2,4-Di chl oro- phenoxy) - phenyl sul fa []- - f . .
phenylsn gmﬁglﬂﬁﬂlzowr p& n_(EX%/I)p fé 1(3:/) and {T—?!-pllm!i“fniéiz-yl-ethyl)-pmerazme
(EMK-BREAT) Bachrdihl 1@t ¥heth REOERIDfin Example 31/b. MS (EI) 612.2 (MH").

Example 51
N-[2-(2.4-Dichloro-phenoxy)-phenyl]-4-(4-pyridin-4-ylmethyl-piperazine-1-carbonyl)-

benzenesulfonamide

The title compound was prepared from  4-[2-(2,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 1/c) and 1-pyridin-4-ylmethyl-piperazine (EMKA-
Chemie) according to the method described in Example 31/b. MS (EI) 598.2 (MH™M.

Example 52
2-(4-{4-]2-(2.4-Dichloro-phenoxy)-phenylsulfamoyl]-benzoyl}-piperazin-1-yl)-N-methyl-

N-phenyl-acetamide

The title compound was prepared from  4-[2-(2,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 1/c) and N-methyl-N-phenyl-2-piperazin-1-yl-
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The title conpound was prepared from
4-[2-(2, 4-di chl or o- phenoxy) - 15
wohesylsewss f anoyl | - benzoi c acid (Exanpl e 1/c) ardT/HU2007/000104

2-[4-(4-nethyl - pyridin-2-yl)-piperazin-1-
yl]-ethylam ne [Arzneim Forsch.; 24 (1974) 1964-1970]
according to the nethod des®ribed in Exanple 8. M
(El') 641.2 (M#). Exanple 55 20

acetanM¢ ¢ENAK A-(Nefilié)O4RoRINe X the- DBEBY | desditled -if el @ 3P MS (EI)
olidin-1-yl-ethyl)-piperazi ne-1-

654.2 @dHobnyl ] - benzenesul fonani de The title conpound was
prepared from 4-[2-(2, 4-di chl or o- phenoxy) -
phenyl sul f anoyl ] - benzoi c acid (Exanple 1/c) and

ExamgleB3per azi n- 1-yl -pyrrolidin-1-yl -ethanone
( EMKA- Ch e) according tlo t he tbhod esprl bed i

=y DEO-PUEN QXY ln,'fg- oy~ 1
3- l-a@& ﬂagd -Di chl oro- phenoxv) - phenyl sul fam)yl ] N- f
peridin-4-yl-ethyl carbampyl) ethyll-benzam de
h'i]hh' octlﬂ@r i denpoind) 4vgs2- (IgegadLeq 2- from -[2-(2,4-dichloro-phenoxy)-

phen B R B BB bl DS P A R Sotamice
(EMIGL\eChel’ﬁﬂ:? ¥écoRSihg fo O e ARG &%@A&% iRERatYRODI7H. QA8 18T 641 BAMH).

he title conmpound was prepared from
3-{4-[2-(2, 4-di chl or o- phenoxy) -
| sul famoyl ] - benzoyl am no} - propi oni c acid (Exanple
and 4-(2-am no-ethyl)- piperidine-1-carboxylic
4-[2-(244Dich®i b-phehyry)qitieaylsiBamo vl N-IB - (FChmithyltetridin-2L A)-
. %2003) 2167- 2172., according to the nmethod descri bed
P_lpe_w&-ézﬂ]nsl 1 El) 742.1 (M¢Na+). 5 b) 4-[2-(2
ﬁ% Chhﬂ%o ngkﬁﬁm\ﬂ Rpfsnylg &@defr])mN‘ [&2r4 @Z@Jd%[drgip'ﬂenoxy)
yl carbano

benzam de hydradchlorid
pheny]EhHamDylﬂ benznip audc(Exampln’ &jox rae«ﬂ 2t Mehrmethyl-pyridin-2 -yl)-p1perazm— 1-

4-12-(3- 4- 2-(2, 4-dj ro- - . .
sil-etisiisnp S atoy Tl (GAT AL P esring o aphag described
mEXd%Iﬂgglldj!Sl’tgﬂ ggqmm ic acid tert- 10 butyl ester

according to the nmethod described in Exanple 29/b. M

(El) 620.1 (MH). Exanple 57 4
Exam! § §§4 Br ono- phenoxy) - phenyl sul f anoyl ] - N- ( 3- pi peri di n-4

ropyl)-benzam de trifluoracetate
N-[2-(2.4-Dichloro-phenoxy)-phenyl]-4-[4-(2-0x0-2-pyrrolidin-1-yl-ethyl)-piperazine-1-

ulaxr'b—N-nvridin-

Exa

carbonyl]-benzenesulfonamide

The title compound was prepared from  4-[2-(2,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 1/c) and 2-piperazin-1-yl-pyrrolidin-1-yl-ethanone
(EMKA-Chemie) according to the method described in Example 31/b. MS (EI) 618.2 (MHM.

Example 56
4-12-(2.4-Dichloro-phenoxy)-phenylsulfamoyl]-/V-[2-(2-piperidin-4-yl-ethylcarbamoyl)-

ethyl]-benzamide hydrochloride

a) 4-[2-(3-{4-[2-(2.4-Dichloro-phenoxy)-phenylsulfamoyl]-benzoylamino }-propionylamino)-

ethyll-piperidine-1-carboxylic acid tert-butyl ester
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15 a) 4-(3-{4-[2-(4-Brono-phenoxy

- phenyl sul f anoyl | - benzoyl am no} - propyl ) - pi peri di ne- 1-
woanismsyies c acid tert-butyl ester The title coRpomU007/000104

was prepared from

4-1 2- (4- br ono- phenoxy) - phenylsulfannyl]- benzoic acid

(Exanple 7/a) and )

4- (3-am no- propyl ) - pi peridi ne-|-carboxylic acid

t Ehe - Wittey| compoend ( Redser preparefix aﬁ'pire B4j4- @:m-dichtprb-@henoxy)-

pheny]:sNﬁﬁggqlT %%?zdozl %ung pépgq%Ec):( S%E(L 4 lelv§3;b'§l 249 (26z?rgin%) -ethyl)-

piperidiRég reakisoxyfianiid kerNbhi3t RERETBBDoRs. 4n¥l - @%émm)zftbqw@@o@) 2167-
e trifluoracetate Thé title compound was prepared

2172, }racgording 19 eympthod essribrdinFesmeply ) Ad. S (BI) 742.1 (MH+Na).
phenyl sul f anoyl ] - benzoyl am no} - propyl ) - pi peri di ne-1-ca
rboxylic acid tert-butyl ester according to the

b)  492-(md-Dielslotd-piehok 1)-FhoanBhiarddylP-N- 195 2(diheridin-3- v -diiitarbamoyl)-
anpl.e 58 N-(4 1, 4" 1Bi pi peri di nyl -1'" -yl - phenyl) - 4-
ethyl 1 y) 5-fl uoro- 30

PSR! AR S SRl R AR g
pheny]l@ﬂfm&bﬂq}bm&hﬁno}-pﬁn@ldﬂlythmma)qethylﬂmmhldn& btarboxydic toid ters-

N I A T

594; Chem Abstr.; 67 (1967) 73282] (0.43 g, 1.52
mml) in dry pyridine (10 i) 4-chlorosul fonyl benzoic
Exam (O 34 g, 1.52 nmml) was added portion-w se. The

trifluorgcdtahee was treat ed W|th 1IN hydrochl oric aC| d (15

and extracted with ethyl acetate (3x20 nl). The
4.Brgmerphenoxy)nhenyisil famoeid hbenzoylap mingy-propyl)-piperidine-1-

‘carbox@}igﬁéiﬁf}éﬁ‘hhﬁd@&bld vvater and brine, dried over sodium

fate, Tr1ltered and concentrated in vacuo. The
r"ﬁm titie caapotnd twasaprephred tﬂond|4emMmemephenﬁxy)tlﬂfeﬁylsulfamoyl]

shed_ wi t th her, anddledto
benzme ﬁlcfXE)iﬂml{iﬁ ?/qe) @J{d]e4-§%marogg )d)l}])qrjdllxﬂey %ﬁ;{ﬂp(c acid tert-butyl
ester (R@fe!réﬁce"ﬁ d 14)6ch8@1111\%# thebﬁllﬂ}{'ﬂbﬁ ‘h’eEcnbed in Exarnﬁle 1/d. MS (EI)
4' ] Bi pi peri di nyl phenyl ) - 442- ( 4- br onb- phenoxy
696.1 (-M;*—'Nﬂdor o- phenyl sul fam)y] benzami de The title
conmpound was prepared from
4-[2- (4-bronmo- phenoxy) - 5-fl uoro- 15
b) phem'i $4-BraBhEn BEN-pAESy1Affach 3IN-(3-piperidin-4-yl-propyl)-benzamide
. [1,4"]bipiperidinyl-1"-yl-phenylamne [J. Med. Chem
mm

The title compound was prepared from 4-(3-{4-[2-(4-bromo-phenoxy)-

phenylsulfamoyl]-benzoylamino}-propyl)-piperidine-1-carboxylic  acid tert-butyl ester |
according to the method described in Example 11/b. MS (EI) 573.2 (MH").

Example 58
N-(4-[1.4'1Bipiperidinyl-1'-yl-phenyl)-4-[2-(4-bromo-phenoxy)-5-fluoro-

phenyvlsulfamovl]-benzamide

a) 4-[2-(4-Bromo-phenoxy)-5-fluoro-phenylsulfamovl]-benzoic acid
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(2003) 1803-1806] according to the nmethod described in

Exanple 31/b. M5 (El) 707.7 (MH) Exanple 59 20 N f
wa-20@/040168 chl or o- phenoxy) - phenyl ] - 4- (4- pyri di nPBTHUIBG7000104

yl - pi perazi ne-1-carbonyl)- benzenesul fonam de The

title conpound was prepared from

4-[2-(3, 4-di chl or o- phenoxy) 5'phenyl sul fanoyl ] - benzoi c

acid (Exanple 4/a) and 1-pyridin-3-yl methyl - pi perazi ne

(Ehiek-anCiitersphlera of arghnnig dnoick lveoledtdohdi o asf2-(4Brbmaoiphenoxy)-5-

ﬂuorogk(egﬁlg;% . a@%@gygggrg%ﬁ%@ﬁ @engghrﬂ 97255;;{7) 73282]

t . I
(0.43 gi mﬁg)rgrgrﬁggrjnﬁgrynmg@%gggg? giéL)]zﬁ g%er&eﬁeéﬁ BeRn&e fe (184 g, 1.52

mmol} -Was- ngled phrtibh-ovise. phem osagiion 3ﬁ1xture Was stirred at room temperature

) | sul fano benzoi c Cld and
overm%qu ol %/ i yw% cgp?]%ﬁ)at Bzer %‘f ﬁ%éi Kavi tgaated with 1IN
hydro @tﬁ@x@é ﬁh@ Gl & Iﬁmhﬁd RRirhaed Q’ﬁﬁ @th @&tdté‘ fﬁ&@ 'HQL?)E T84 cbmbived organic

WO 2008/ 050168 PCT/ HU2007/ 000104
layers _vy‘,qgc vggb WéthGI hydmchloric acid, water and brine, dried over sodium sulfate,

filtered ?b:né %Bhgéﬁtr%é?f RS, Y ey +&J] was (‘gtec@(#l hohieﬂ{aﬁ' e%ihe\fl filtered,
pi perazi ne-1- carbon benzenesul T onam
washetliwitle dietiyb ethed and siripd ep gichd 0531 a1(43 %) of the title compound as a light

Pmksmiﬁ\g} z@ﬁgkéﬁ\?éﬁeﬁggrgxgél d5(ExarrpI e 4/a) and

1-(2-pyrrolidin-1 -et hyl) - pi perazine (EMKA- Cheni e)

according to the nethod descri bed in Exanple 31/b. M
b) N-(44£1 ¥ [Bipdpeidingihl - yl-phenyht4[Z504-biomo-phenoxy)-5-fluoro-phenylsul famoyl]-
3:[1,4"]Bipi peridinyl-1"-yl-3-o0xo-propel)-4-12-(2, 4-d
pgggé%Q%oro-phenoxy) 10" phenvl sul f anovl | - benzani de

tThé | lﬂrﬂéog&ﬁﬁ a ﬁlTh@agl kspaﬁanpﬁumd W3- (AbeRas-pHeddx§y5-fluoro-
I C oro
phenylgsﬁfaf P%mrqld p%éd@ﬂd@mpdwbbrﬂmmnﬂwe( [Ex e €hem. 46

(2003ﬁ%é6§cr1 %@jo&%gﬂrg vias ﬁﬁ &f d:gi? 0 revers MP@ 7077

(MH" Jsi ng YI\/C- Pack ODS- AQ type packi ngs (produced by YMO)
and acetonitrile/water/trifluoroacetic 15 acid as
eluent to yield the title conmpound.

Example 59
N-[2-(3.4-Dichloro-phenoxy)-phenyl]-4-(4-pyridin-3-ylmethyl-piperazine-1-carbonyl)-

benzenesulfonamide

The title compound was prepared from  4-[2-(3,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 4/a) and 1-pyridin-3-ylmethyl-piperazine (EMKA-
Chemie) according to the method described in Example 31/b. MS (EI) 598.1 (MH").

Example 60
N-]2-(3.4~Dichloro-phenoxy)-phenyl]-4-[4-(2-pyridin-4-yl-ethyl)-piperazine-1-carbonyl]-

benzenesulfonamide

The title compound was prepared from  4-[2-(3,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 4/a) and 1-(2-pyridin-4-yl-ethyl)-piperazine
(EMKA-Chemie) according to the method described in Example 31/b. MS (EI) 612.0 (MH™).
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Exanpl e 63 N

(4-[1,4"]Bipiperidinyl-1'"-yl-phenyl)-4-12-(3, 4-di chl or
wo-2pis@iosy ) - phenyl sul f anoyl ] - benzam de 20 ThePCTmHR2007/000104

conmpound was prepared from

4-[2-(3, 4-di chl or o- phenoxy) - phenyl sul fanoyl ] - benzoi c

acid (Exanple 4/a) and -56 -

4-11,4" ] bipiperidinyl-1'"-yl-phenylamne [J. Med.
Exanlggg 46 (2003) 1803-1806] according to the nethod
ribed in Exanple 31/ b. M5 Sll) 680.2 (MH). 25

1]-4-[4-(2-pyrrolidin-1-yl-ethyl)-piperazine-1-
2-(3,4-D chl oro: henoxy) phenyl sul f anoyl ] - N- 14- ( 2- pyrr
ERESILO - cycl ohexyl ] - benzani de The title
B’F’Olﬂi@l@ V\@‘ém%b@xﬂi&f ewas r Optepared ﬁom 4-[2- (3 4-dichloro-phenoxy)-
4- } di chl or o- phenagxy) - phen ul famn 1 E) 818
phenylaid a@ilo(}’ﬁxlzﬂ%Plé agig) lg’F?élﬂPle 4/a) "and -pyrrolidin-1-yl-gthyl)-piperazine

(EMK%{(ﬁln f)e}%ﬁoﬂa}’ 1Bt @m%a%sc%@a h) Exaﬂ@ple}s@}bowmmmm (MH").

erence Exanple 4) according to the
nmet hod descri bed |n Exanpl e 31/b. I\/IS (El') 617.2

E (I\/Ig-zl-) . VWO 2008/ 050168 PCT/ HU2007/ 000104 -57 Exanple
xample

N—(3-[f1?4{]§ éﬁ«é{‘iﬂj& LAl RoRSBR 4 . ehIb P RH e 2-(4-p
=yt - 2|n- -y1 )~ ethylT-benzani de The
5 Py ided E0a0 €

bl 341%%%8(9 f%??p‘%%arg?( o, 34725 dgetlono-phenory)
phenylgulfeﬂn@bl]’ bﬁizﬁf' Gmho}Ppiopionzd Beid - (Bxhmpket BIS//b)imI:mrdlng to the method

t et rahydrochl ori de (Ref erence
descritedleinnigamede de Jbiei produet Wag FE‘QDI%%FE to Ry ﬁ%) q@ﬁ% PQPLC using
YMC- g%‘ﬁz'_é)l()§%6%%a%ﬁl oduced b YMC) and acetomtnle/water/trlﬂuoroacetlc

or o- nox henvl'sul famovl I -N-[ 3-(4-p
acid asyﬂhéiitmﬁleldthetlﬂebampmuﬁﬂ- yI) propyl ] - benzam de The
title conpound was prepared from
4-[2-(3, 4-di chl or o- phenoxy) - phenyl sul fanoyl ] - benzoi c

Exam@ig (Exanpl e 4/a) and

-(4-pyridin-4-yl -piperazin-1-yl)- propyl ani ne
N-(4-[1 R Bépiperidinsi-d rpl-pheyl)-4d2-63.didiehloro-ph -B
hgy@g§§§%:2e37ln Exanple 31/b. 15 Ms (El) 641 2 (N+H)

The title compound was prepared from 4-[2-(3,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 4/a) and 4-[1,4'Tbipiperidinyl-1'-yl-phenylamine [J.
Med. Chem. 46 (2003) 1803-1806] according to the method described in Example 31/b. MS
(EI) 680.2 (MH").

Example 64
trans-4-[2-(3,4-Dichloro-phenoxv)—phenvlsulfamovl]-N-[4-(2-pvrrolidin—l-vl-ethvl)-

cvclohexvl]-benzamide

The title compound was prepared from 4-[2-(3,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 4/a) and trans-4-(2-pyrrolidin-1-yl-ethyl)-
cyclohexylamine dihydrochloride (Reference Example 4) according to the method described
in Example 31/b. MS (EI) 617.2 (MH").
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2-(4-{4-
[ 2- (3, 4- Di chl or o- phenoxy) - phenvl sul fanovl | - benzovl }-p
woet@dasoed - yl ) - N-pyri di n- 2-vl -acetani de 20 Thecrinu2e07/000104
conmpound was prepared from
4-[2-(3, 4-di chl or o- phenoxy) - phenyl sul f anoyl ] - benzoi c
acid (Exanple 4/a) and -57-
2- pi perazin-1-yl-N-pyridin-2-yl -acet am de
ExampleldSA- Cheni e) according to the nethod described in

Exan'ple 31/ b. M5 EI) 641. 2 (VHH) . Exa_n‘ple 68 25,
L,'A' arg h ROXA RIS = "',.!‘I.I\A A-{4 BHACL

ethyl1 4% gmmeperam n-1- yI ) - N pyridi n- 3y| acet amde The
—_leTT#E—CUhp und was prepared from
ATHhe2- (1R]el- dcqmlbmmd phveasox yprepapdie nyfreml f #aidy(3}4-Bishlood-phenoxy)-

pheny@uig%&ﬁi%%oic Fc%_ p@%lmalp],e 34/)?} &E%t %4d%yndm— -yl-piperazin-1-yl)-
ethy1a1§1§1\4%tr ﬁﬂoﬁ(fec férBfkel Exéi(&ﬂe tab&ﬁ‘dﬁi 6rthé3ﬁﬂ:thdal described in

e 31/b. M5 641. 2 an‘pl e 69 WO
Example@%omﬁ) 62512 kMiB%)?/ 000104 - 58

N-[ 2- (3, 4- Di chl or o- phenoxy) - phenyl ] -4- (4-pyridin-4-ylm
et hyl - pi perazi ne-1-carbonyl - benzenesul f onam de The
l'etdﬁe conpound was prepared from

pheny -,S“l,“ fanpyl ] benzoi_c

Ell)\ggé m§ Chem e) accord| ng tot he net hod described in
/b. M5 (El) 598.2 (M#). Exanple 70 4-
[ Phe 3, éitldDi cbdmpamndhenvmsy) -peensd s ufrémno\d-[2-(4-dichloro-phenoxy)-

4- ( 6- hyl - idi n-2-yl) - . 4 : .
pheny SHiSRaRTheRi T} atith, Exeielt atee 6 Prd-pyridintdmiksaiin-1-9)-
propyl%n@fl@éf@t‘eﬁ@je Exaapr-113 a@@mﬂn’% ohthe meetRAtE BE8¢¥ibed in Example 31/b.

phenyl sul f amoyl ] - -benzoi ¢ aci (Exanpl e 4/a) and

MS (ER) 642 MHE). hyl - pyri di n- 2-yl ) - pi per azi n- 1-
yl]-ethylam ne [Arzneim Forsch.; 24 (1974) 1964-1970]
according to the nethod described in Exanple 31/b. M

Examplle7 641.2 (MH). 15 Exanple 71

4- - Di chl or o- phenoxv) phenyl sul f amoyl | - {12
4 Dichloro-phenoxyv)-phenylsulfamoyl|-benzoyl}-piperazin-1-yl)-N-pyridin-

l-aPAtQEﬁ@ez' n-1-yl]-ethyl}- benzam de The title conpound

—y—wa's—pre ared from4-[2-(3, 4-di chl oro- phenoxy) -

The title compound was prepared from  4-[2-(3,4-dichloro-phenoxy)-

phenylsulfamoyl]-benzoic acid (Example 4/a) and 2-piperazin-1-yl-N-pyridin-2-yl-acetamide
(EMKA-Chemie) according to the method described in Example 31/b. MS (EI) 641.2 (MH").

Example 68
2-(4-{4-]2-(3.4-Dichloro-phenoxy)-phenylsulfamoyll-benzoyl}-piperazin-1-y1)-/N-pyridin-

3-vyl-acetamide

The title compound was prepared from  4-[2-(3,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 4/a) and 2-piperazin-1-yl-N-pyridin-3-yl-acetamide
(EMKA-Chemie) according to the method described in Example 31/b. MS (EI) 641.2 (MH").

Example 69
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phenyl sul f anoyl ] - benzoi ¢ acid (Exanple 4/a) and
2-[4-(4-nethyl -pyridin-2-yl)-piperazin-1- 20

we@hposasomgt ani ne [ Arzneim Forsch.; 24 (1974) 1964A1127@%]000104
according to the nethod described in Exanple 31/b. M
(El') 641.2 (MH). Exanple 72_4-
[ 2- (3, 4-Di chl or o- phenoxv) - pﬂ;enylsulfarmyl N-[2-(4-pyri
m di n- 2-yl - pi pera2| n-1-yl)- 25 ethyl]-benzam de The

N-12-Bi4Dich (4gyfidind-yimethyl-piperazine-1-carbonyl)-

3, 4- dlchloro phenoxy) - phenylsulfannyl]-ben20|c
heﬂgﬂ%é@%l e 4/a) and

é- pitld M impAmdl - Rider | fromet
fglﬁoof%i vei Ehem N5 (Tha hbek07of AbbRilerophenony)-
phenylsplfarpeylirbenzeiss avil KBdarhple 42)aamd) bpgidip-4-NB1etiilipipaszite (EMKA-

chenthy 0 AR R0 R A0 CORER T HE0400R
4- (3 nmor phol i n-4-yl -propvl )-[1, 4] di azepane- 1-

i onyl ] - benzenesul f onam de The title conpound was
Example redfrom4[2(34d|chloro phenoxy)

4-[2- ?hl-fm&ﬂléw R

to the met hod descrlbed |n

e e b EI 648. 2 Exanple 74 N
Eflt%np U5 ¢ nfogpRe ﬂen&%@? ﬁﬂf(ﬂwﬁ‘? ?QP D Fﬂngcmqrqrppenoxy) ‘
phenyl'sulﬁilﬂ@q DeroReAAE | (BRarhple1f)a and 2-[4- (6-methy1 rpalndm-Z \RQ 5plperazm-l-

car bonyl | - benzenesul f onam de The title co
yil-ethyleating Zﬂ¢zmn1F¢rqcﬁ-, (33, A9%)cH63r 19 70hecranding to the method described

V. |c acid (Exanple 4/a) and
mExaﬁﬁf%é’pl per glﬂnéﬁ Zb@’?% r'opyl ) - nor phol i ne  (EMKA- Cheni e)
according to the nethod described in Exanple 31/b. M
El) 634.2 (M#). 15 Exanple 75 N-f
__é_@iExam £¢3, 4- Di chl or o- phenoxy) - phenvl | - 4- [ 4- (2- di net hyl ami no
4 [2-(3;?-%&111&@0%198{(6Q-gﬁe#suﬁﬂﬁ}?@l}é}\igzb@ NESREAN LOPRAT 95T e

iperazin- thelnkzamidephenoxy) - phenyl sul f anoyl | - benzoi c
and

npl e 4/ a
3]|Chﬁ‘et &ﬁ( ( fog}P,?BP zi ag. yﬂﬁreepfiﬁﬁ ) L5 1y e 4-[2-(3,4-dichloro-phenoxy)-

phenylsulfamoyl]-benzoic acid (Example 4/a) and 2-[4-(4-methyl-pyridin-2-yl)-piperazin-1-
yl]-ethylamine [4rzneim. Forsch.; 24 (1974) 1964-1970] according to the method described
in Example 31/b. MS (EI) 641.2 (MH™.

Example 72
4-[2-(3.4-Dichloro-phenoxy)-phenylsulfamoyl]-/N- [2-(4-pyrimidin-2-yl-piperazin-1-yl)-

ethyl]-benzamide

The title compound was prepared from  4-[2-(3,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 4/a) and 2-(4-pyrimidin-2-yl-piperazin-1-yl)-
ethylamine [Bioorg. Med. Chem.; 12 (2004) 3965-3970] according to the method described in
Example 31/b. MS (EI) 628.2 (MH™).

Example 73
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20 (EMKA-Chem e) according to the nethod described in
Exanple 31/b. M5 (ElI) 578.2 (M#). Exanple 76 4-f
wa-20@/030168 chl or o- phenoxy) - phenyl sul f anoyl ] - N- ( BEpiaR0a7¢h00104

in-1-vl-propvl)-benzanm de The title conpound was -

prepared from 4-[2-(2, 4-di chl or o- phenoxy) - 25

phenyl sul f anoyl ] - benzoi ¢ aci® (Exanple 1/c) and

3- pi peridin-1-yl-propyl am ne (EMKA Chenie) according
N-12-(33-DRaIdreipiRHo ol H4- {2 (Eidephelindd-y-profyii-F .3 didkdpine-1-

) anpl e
carbonvlﬂ-i’enzjn_ﬂ!i[@ﬁﬂﬂﬂenoxy) phenyl ] - 4-[ 4- (2-pyrrolidin-1-

yne 3 )
Car 41% beén ‘ﬁésul 8 BP0 5P iR 34 dichloro-phenoxy)-
phenyEG[fdrhbﬁ POEn£NO 1 0atid - 6(EXEhDId | t4/e) c aaydou rid(3wmsrphobipa-gebropyl)-

f.rom 4- di ¢chl or o- phenox
homorah%rﬁvpg kﬁ%@?ﬁ% r?fs?féP%YOdth% Ecthod deseripyd i fxample 31/b. MS
ED 648 4 gM@y rolidin-1-yl-ethyl)-piperazine (EMA-Chem e)
(ED accord %g to the nethod described in Exanple 31/b. M

(El) 604.2 (MH). 5 Exanple 78 N-f

(.2¢ 4- Di chl or o- phenoxy) - phenyl ] - 4-[ 4- (3- nor phol i n-4-y

Eﬁ@mﬂkéé%pyl) plpera2|ne 1 car bonyl | - benzenesul f onani de
“1: oh VP 3 )-piperazine-1-
- benzoi c

| - I hok | .

"“E&m"%ﬁ% % s oTHEPY AREETEAER® | AR i ioromhenony-
phenyEﬁHgmgyi%;B&ﬁimC MBidﬁ] HE))aIﬁ{SiB 4ga)( Mlﬂi‘l-)él (3-fiparapinel -yBpidpfl)-morpholine
c r o- phenox en - ri
(EMKA-Eherpie) ﬂ?ﬁ%‘gfléi‘?pﬁé nieﬁ\ll%da‘ﬁ)%%%/ﬁdi éé‘%%’@if‘e%‘ud’*ﬁﬂﬁéﬂbc@%l%(MH )-

The title conpound was prepared from

4-[2-(2, 4-di chl or o- phenoxy) - phenyl sul f anoyl ] - benzoi c
mgln‘lb' (Exanpl e 1/ c) and

J 1 4‘ Yo 2
carboﬁﬁ]-)beﬁ%&e?}ul%‘ﬂﬁﬁlde Exanpl e 80 20
2, 4-Dr chl or o-

- or o- phenoxy) - phenyl | - 4-f 4- ( 2- nor phol i n-
4qu etitiy | ) cmhpriingz i rieas] - p,rawa@@;hyl oBe n & f-dishlprp dphenoxy)-

phns b SRR U AE o0 Ry i -amie

(EMKa¢CHethfe) ambﬁf@ngfcd:ﬁheaﬁdhod descnbed in Example 31/b. MS (EI) 578 2 (MH").
4- (2- pi perazin-1-yl -ethyl)-norpholine

Example 76
4-[2-(2.4-Dichloro-phenoxy)-phenylsulfamoyl]-N-(3-piperidin-1-yl-propyl)-benzamide

The title compound was prepared from 4-[2-(2,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 1/c) and 3-piperidin-1-yl-propylamine (EMKA-
Chemie) according to the method described in Example 31/b. MS (EI) 563.1 (MHH.

Example 77
N-[2-(2.4-Dichloro-phenoxy)-phenyl]-4-[4-(2-pyrrolidin-1-yl-ethyl)-piperazine-1-

carbonvl]-benzenesulfonamide
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(EMKA- Chenmi e) according to the nethod described in
Exanple 31/b. M5 (EI) 620.2 (MH). 25 Exanple 81 N-f
wa-20@/040168 chl or o- phenoxy) - phenyl | - 4- f PCT/HU2007/000104
4-(3-pyrrolidin-1-yl-propyl)-f 1,41 di azepane- 1-
car bonyl | - benzenesul fonam de The title conpound was
prepared from4-[2-(2,4-di -or o- phenoxy) - 30
phenyl sul f anoyl ] - benzoic acid (Exanple 1/c) and
ITHe3- piytie ol eathpouhdy| wisopyprgparddonofpbrper azj2r@,4-dichloro-phenoxy)-
ENKA- Chem e) accordin o.the nethod described in )
phenyl(@%lé%wé]%iw?w Sid ((EW%B{S‘QMC)( )1-(%@@@%%@%6531%@0-@136%%
-6 . +
(EMKngE(FééT‘lii%ngch{?chg% %ﬁg rﬁr%%%d%el‘ﬁ]l_ﬁ %;%lrniole 31/b. MS (EI) 604.2 (MH").
4- (2- mor phol i n- 4-yl - 2- oxo- et hyl ) - pi per azi ne- 1-

E caronyl ] - benzenesul fonam de 5 The title conpound was
-—B@e@axam red from4-[2-(2, 4-di chl oro- phenoxy) -

N-[2-(RASDich oI FHER B kY )- MR L£ [R(3-fhot BEATRA S/ 1-br 6pyIRBiberazine-1-
1-norpholin-4-yl-2-piperazin-1-yl- ethanone
rding to the nethod described in

1fon

I 1/ El 63 ) 0 Ex | g - )
2 A0 cnmiSistn ) - Rl o) oo, R B phenory)
phenylstfdmyyl]-pensyd Jacide (Bxamplde 1/dhend i4-{3epipamapiatlrgl-p@pyl)-morpholine
prepared from 4-[2-(3,.4-di chl orq- phenoxy).-
<EMKé\n€ﬁW§h PESRFEYE 1O %\éﬁféﬁl@ desprepedan iﬁ%ﬁm@feﬁl&l} MS 4ED 633.3 (MH).
3- pi peridin-1-yl-propyl am ne (EMKA- Chem e) according
to the nmethod described in Exanple 31/b. M5 (El) 563.3

carbo

Examplet?9) . 15 Exanple 84 N f
N-2- A BichingoSheda 2P iEnd il):piperazine-1-

carboR@[bRRANI HIfsiAmhide The title conpound was prepared
from4-T2-(3, 4-di chl or o- phenoxy) - 20 )
pHeny | 18ilg f aeaspPpquobenzisc aeenirqdeEx afipine 4B (2sthdichloro-phenoxy)-

AT 1oy <2 T 1™, LSRG i

(EMKAECherfikY actotdi Jo the mettigd deséfbed in Example 31/b. MS (EI) 618.2 (MHY).

Example 80
N-]2-(2.4-Dichloro-phenoxy)-phenyl]-4-[4-(2-morpholin-4-yl-ethyl)-piperazine-1-

carbonyl]-benzenesulfonamide

The title compound was prepared from  4-[2-(2,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 1/c) and 4-(2-piperazin-1-yl-ethyl)-morpholine
(EMKA-Chemie) according to the method described in Example 31/b. MS (EI) 620.2 (MH").

Example 81
N-]2-(2.4-Dichloro-phenoxy)-phenyl]-4-{4-(3-pyrrolidin-1-vl-propyl)-[1.4]diazepane-1-

carbonyvl]-benzenesulfonamide

The title compound was prepared from  4-[2-(2,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 1/c) and 1-(3-pyrrolidin-1-yl-propyl)-
homopiperazine (EMKA-Chemie) according to the method described in Example 31/b. MS
(EI) 632.1 (MH").
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N- f 2-(3, 4-Di chl oro- phenoxy) - phenvl |
-4-(4-pyridin-2-yl nmethyl - pi perazi ne-1-carbonyl)- 25
woenm@iess| f onam de The title conpound was preparam2007/000104
from 4-[2-(3, 4-di chl or o- phenoxy) -
phenyl sul f anoyl ] - benzoi ¢ acid (Exanple 4/a) and
1- pyridi n-2-yl net hyl - pi per#%¢i ne (EMKA- Chenie) -
according to the nmethod described in Exanple 31/b. M
(EI) 598.1 (M#). 30 Exanple 86 N-f
2- (3, 4-Di chl or o- phenoxy) - phenyl | - 4- f
Example 82- di et hyl am no- et hyI ) p| pera2| ne- 1-
0

9184 ?9 §(§ ethyl)-piperazine-1-

carboﬁ 1 Béxﬂzeh@mﬂﬁmanﬂa@hl or o- phengxzf)EX e
en Su ano enzoi ¢ aci e n

d%t zynﬂe( 2- w%auaél nWesy| PEPATAD) - dFiRe 4(@@-&M%yhenoxy)~

phenyl?@?a?ﬂ%gggirfz?ﬁ fcl(fre a;qgs‘ﬁcgb%ﬂd' N -5 Bl 433 pipMazin-1-yl-

ethanohle [(BMIRA4CHeinmib) accordihgrio >ﬂyE) nyettendy Agscribedy i Bxpinpler 3 HbnMS (ED

l.- propyl ) - pi perazi ne-1-

b)onyl | - benzenesul fonam de The title conpound was
prepared from 4-[2-(3, 4-di chl or o- phenoxy) -
phenyl sul f anoyl ] -benzoic acid (Exanple 4/a) and
Examﬁle(83- p| peridin-1-yl-propyl)- p| pera2| ne 10

634.1

. fBenzamide

21"}(03 411‘@ ChJ: d@tmﬁenms) r;iﬁepmyéd] -flom 4-[2-(3,4-dichloro-phenoxy)-

4- (3-pyrrolidin-1 pr.opyl.) per.azi ne-1- .
phenylsulfiraey] ﬁl bengeit afids G%@f f14 &@i PrRipending %‘d?fBBY}ﬁla“ﬂﬁaéEMKA“

' H"

Chemi%f,ﬁé’c% d%l!# gﬁnﬁﬂ&%fe %e;églfi%é&ég .%Z‘Q‘PES%%] MY }(‘gl) 563.3 (MID).

1 (3- pyrrol i di n-1-yl -propyl)-pi perazi ne (EI\/KA Chem e)

according to the nethod described in Exanple 31/b. M
Exampla84 6191 (M) . Exarrple 89 20
N-[2- - Rl enid kO O SIVENAY2-BPAAM-b Ve i I Bipdi i d1)carbonyl]-
-benzenesul T onam de
benzeihmltonhhnde:onpound was prepared from

'd;t %1(% rrg IF%QIB;J%% phenox y})rep ROENYESH T aﬂ?)’-@ﬂ-*&%f(ﬁb%henoxy)-

phenyﬁhﬁﬁlhb%li “beszdik Pasidzi (Eth e- pY/OPYyind al"r-i(fn-pyndm-z-yl-e_:thyl)-piperazine
em e) accordin o the nethod SC/{)I bg kn +
(EMKEx@hpm@) aqqdesdmg@ tlﬂrsletg@ﬂédefmmdrﬂ}l Example 31/b. MS (EI) 612.2 (MH").

Example 85

iperazine-1-carbonyl)-

benzenesulfonamide

The title compound was prepared from 4-[2-(3,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 4/a) and 1-pyridin-2-ylmethyl-piperazine (EMKA-
Chemie) according to the method described in Example 31/b. MS (EI) 598.1 (MH").

Example 86
N-]2-(3.4-Dichloro-phenoxy)-phenyl]-4-[4-(2-diethylamino-ethyl)-piperazine-1-

carbonyl]-benzenesulfonamide
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25 Exanple 90
N-[ 2- (3, 4- D chl or o- phenoxy) - phenvl | - 4-[4- (1- et hyl - pi p
wenrhioseissyl net hyl ) - pi perazi ne- 1- PCT/HU2007/000104
car bonyl | - benzenesul f onam de The title conpound was
prepared from 4-[ 2- (3, 4-di chl or o- phenoxy) - 30
phenyl sul f anmoyl ] - benzoi ¢ acfd (Exanpl e 4/a) and
1- (1- nmet hyl - pi peri di n-3-yl met hyl ) - pi perazine
(HM<A tihe M @mpaadr divig t@réﬁaﬁadmstﬁmﬂ desrBhedichloro-phenoxy)-
npl e_ 31/ b, El) 618. 008
phenybéﬁxp@bbwzgm fg:,gi( (Eggnplgxg/ﬁ-b| gndg §1ethW]) (E-pgperazm ]I-y -ethyl)-amine
I
(EMK_N‘l d;l%?xglg ?; cﬁp g%tgf g&%{b%&l AR A Bkadiples 102 N2¥ (8608 V™).
car bonyl | - benzenesul fonam de 5 The title conpound was

D red from4-[2-(3, 4-di chl oro- phenoxy) -
Exam‘“{eg tyl sul f anoyl ] - benzoi c acid (Exanple 4/a) and

N—[2-(§,ﬁ(ﬁtcﬁﬂrb£ﬁﬂeﬁb%ﬂ}pﬁ@nﬁgﬂIﬁ?-QS-ﬂpEﬁElhﬂl rb i@ e -
accordrng to e _metho escriped in anple .
Mﬂlﬂmumgﬂ& Exanpl e 92 10
(344- pR&eAoX nyl p |ogd- ;
: ﬁz 't%% )~ %’Fﬂp"gl?‘gz. %agl >£’)reaﬁgg‘:‘ginylé rgienze&z{a3 4 ? lg:hja??ié ghenoxw
phennyhEathbilﬁ-Beﬂ‘z@m) Qisfad (Elﬁanpleepab eshdf re@+piperidin-1-yl-propyl)-piperazine
4- di chl or o- phenox phenﬁxsul famoyl ] -benzoic

(EMKéC{:He éwr@n& oagle g}ﬁghod escnbed in Example 31/8. MS (EI) 633.2 (MH).

1-(2-pi peridin-1-yl-ethyl)-piperazine (EMA-Chem e)
according to the nethod described in Exanple 31/b. M
xam{gElgﬁ 618.0 (M+#+). 15 Exanple 93 N

enly | Ldl4li-{ 5] DI eE‘)ernrleq-H

carbo Jp,@ﬁyén]eg,hm%ﬁa‘sul fonam de The title conpound was
- p:reparea from 4-]2- (3, 4-di chl oro- phenoxﬁ
pReny | dtld f am@qundenmsc 61115¢R§lrf(dEx afipine Ea?)-(3a4"rd10h10r0-Phen0XY)
o BB EARlE Yo R o B0 oy ppesin
(EMKEx@hghie) adoolin thEkﬁeﬂﬁithe@cxﬁme)l Exalﬁpwmma M8 (EI) 619.1 (MH™).
N-[ 2- (3, 4- Di chl or o- phenoxy) - phenyl ] - 4-[ 4- ( 2- nor phol i n-
4-yl - et hy- pi perazi ne-1-

Example 89

N-]2-(3.4-Dichloro-phenoxy)-phenyl]-4-[4-(3-dimethylamino- D-piperazine-1-

carbonyvl]-benzenesulfonamide

The title compound was prepared from  4-[2-(3,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 4/a) and dimethyl-(3-piperazin-1-yl-propyl)-amine
(EMKA-Chemie) according to the method described in Example 31/b. MS (EI) 593.1 (MH").

Example 90
N-[2-(3.4-Dichloro-phenoxy)-phenyl]-4-[4-(1-methyl-piperidin-3-ylmethyl)-piperazine-1-

carbonyvll-benzenesulfonamide

The title compound was prepared from  4-[2-(3,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 4/a) and 1-(1-methyl-piperidin-3-ylmethyl)-
piperazine (EMKA-Chemie) according to the method described in Example 31/b. MS (EI)
618.0 (MH™M.
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25 carbonvl | -benzenesul fonam de The title conmpound was
prepared from 4-[ 2-(3, 4-di chl or o- phenoxy) -
woheosysewss f anoyl | - benzoi ¢ acid (Exanpl e 4/a) ardT/HU2007/000104

4- (2- pi perazin-1-yl-ethyl)-norpholine (EWMKA-Chem e)

according to the nmethod described in Exanple 31/b. M

(ElI') 620.0 (MH). 30 ExanpBe 95 N

[ 2- (3, 4- Di chl or o- phenoxy) - phenyl | - 4-

[ 4- (2- ox0- 2- pi peridin-1-yl -ethyl)-pi perazi ne- 1-

car bonvl | - benzenesul f onam de WO 2008/ 050168
Examﬂ_@%HUZOO?/ 000104 -64 The title conpound was prepared

]&&(%aém phe 2D ;
carbo%‘l%b@ﬁie%éélﬂfdlra)’rhdé pi perl dl n-1- yl et hanone
€m e) according to the net hod descrl begrgi-nﬂ)ro shenoxy)-

Bizenp title3 1/ ¢pmpggng E| Wag 32 poeperad+) | fr
pnenyiguididilopos scif Esmopies i, 2 |?§%8Wf11%n' T pipeidie

(EMK ar@Hémie] agtoyding teethl )&iethdﬁ-dmlsmheld-mﬁammecﬁd /6L AS (ED)1663.0 (MH).
conmpound was prepared from
4-[2-(3, 4-di chl or o- phenoxy) - phenyl sul f anoyl ] - benzoi c

ﬁgl (Exanpl e 4/ a) and
Exam ﬁ hyl - N- phenyl 2 p| pera2| n- | -yI 10 acet am de_
N-[2-(8 A\NBihldres 5 mivHes X-hipenidinyd eyt neyazine-1-

Ie 31/ I\/S EI) 6540(I\/H+) Exanple 97
- phenoxy) - phenyl ] - 4-[ 4-[ 2- nor phol i n-
4TH - 2t1ﬂ’é(° SdydundPi RRIsazZigi€pated 15from  4-[2- (3 4 dlchloro-phenoxy)
car bonyl | - benzenesul fonam de The title co

phenybukfgaoﬁla* PRADHG 4aq1 - (Bamplyy cHrlboradpHetoripyd in-] -yl -othyl)-piperazine
h

EMKR! ﬁgg F&%@% gl%egféogda%%g 1efdy mhﬁgﬁ% 12%6. M8YED 618.0 (ME™).
(EI\/KA Chemi e) according to the nethod described in

Exanple 31/b. M5 (EI) 634.0 (M#). 20 Exanple 98 4-f
Miﬂné?&orm phenoxv) phenvl sul f anovl | -N-12 (4 (4- et hyI

carboﬂvﬂébeﬁﬁe MOxy) phenyl suI f amoyl ] -
The title compound was prepared from  4-[2-(3,4-dichloro-phenoxy)-

iperidine-1-

carbo

phenylsulfamoyl]-benzoic acid (Example 4/a) and 2-piperazin-1-yl-pyrrolidin-1-yl-ethanone
(EMKA-Chemie) according to the method described in Example 31/b. MS (EI) 618.0 (MHH.

Example 94
N-[2-(3.4-Dichloro-phenoxy)-phenyl]-4-[4-(2-morpholin-4-yl-ethyl)-piperazine-1-

carbohvl]-benzenesulfonamide

The title compound was prepared from  4-[2-(3,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 4/a) and 4-(2-piperazin-1-yl-ethyl)-morpholine
(EMKA-Chemie) according to the method described in Example 31/b. MS (EI) 620.0 (MH).

Example 95
N-[2-(3.4-Dichloro-phenoxy)-phenyl]-4-[4-(2-0x0-2-piperidin-1-yl-ethyl)-piperazine-1-

carbonyl]-benzenesulfonamide
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25 benzoic acid (Exanple 7/a) and
2-[4-(4-nmet hyl -pyridin-2-yl)-piperazin-1-yl]-ethylamn
we 20(fsAsaisei rn. Forsch.; 24 (1974) 1964-1970] aecomii2nag/000104
to the nethod described in Exanple 31/b. M (El)
651.2 (MH). Exanple 99 30
4-12- (4- Br onp- phenoxv) - pherf#-sul f anovl | - N-f 2- (4- pyri di
n- 2-yl met hyl - pi perazin-1-vlIE ethyll-benzam de WO
288/ %68%&9&&@20@74500%6& 65frdhie t4-1)-@,4aithlunghenoxy)-
are rom

phenylaulffazn@df beuneis phié (B3amrlp ¥a wnd rrineraging L-ylbripsridingk-yhethanone
(El\/ﬂ(%sEf(iIil a%!o?élﬁg d’Lhe tr%et}iloders%r%baegllﬁ Ei(ampse 3 1{?‘1 IY[S r%E]R 632.0 (MHY).

(Reference Exan'pl e 15) according to the net hod

described in Exanple 31/b. M5 (EI) 651.2 (MH). 5
Example 365 ¢ 100 4-

2-(4- i-_ 2 4 4-_%1 N A %ﬁ@ﬂ&% RPN RS AL Y- ﬁﬁ)eg‘ﬁ]zni’-}{lwlm]\dhlethvl-

erazZtn- 1=yl )-_ etnylT-penzam de Ihe tlhe
N-pheu@hbcnmm&ms pr epar ed from

PLZ (45 br om) gqtghpoxy pheng | syl fagoyl | '4-Ez(z(ff-ﬁizc%iogo-phenoxy)-

pheny%u(fén@%ﬂ%@hﬂh@ gcuy | ('E?daﬁ%[@ﬂ/d’o) bnd | V-@btyl-Bphegyl-2-piperazin-1-yl-
[ Bi oorg 20 4&393965 3970] accordin %
acetamide (Emel%wrm tq themnathr clesaribed iygxample 31/b. MS (EI)
(M+). Exanple 101 15
6540@%)2(4 Br ono- phenoxy) - phenyl sul fanoyl | - N- (4- pi peridin
-4-yl -butyl)-benzam de hydrochloride The title

conmpound was prepared from
.E.’@ELE[@ (4- br ono- phenoxy) - phenyl sul famoyl ] - benzoi ¢ acid

y
carbohel]-tbehumelsulfmstmlde( Ref er ence Exarrpl e 12) according to

(Jﬂﬁﬁ) ti ogn.gc?tggc& eﬂl_x%gs EE(p_% from (AF H -(3, g glc?foro-phenoxy)

phenylsglfﬂﬂnBﬂ']Jb@hiB{é lxcuiV'(ERﬁﬁBDé' )4'/% afnd 1-morpholin-4-yl-2-piperazin-1-yl-
2- (4- br ono- phenoxy) - 5-f | uor o-

ethanmeﬁmm Cherig) |acm;dmsnﬁod@e asetlpd desaribed daipsaie #ad. MS (ED
634,0?1(/§Pired from 4- [ 2- (4- br omp- phenoxy) - 5- f | uor o-

Example 98
4-[2-(4-Bromo-phenoxy)-phenylsulfamoyl]-N-{2-[4-(4-methyl-pyridin-2-yD)-piperazin-1-

vl]-ethvl}-benzamide

The title compound was prepared from 4-[2-(4-bromo-phenoxy)-phenylsulfamoyl}-
benzoic acid (Example 7/a) and 2-[4-(4-methyl-pyridin-2-yl)-piperazin-1-yl]-ethylamine
[Arzneim. Forsch.; 24 (1974) 1964-1970] according to the method described in Example 31/b.
MS (ED) 651.2 (MH").

Example 99
4-[2-(4-Bromo-phenoxy)-phenylsulfamoyl]-N-[2-(4-pyridin-2-ylmethyl-piperazin-1-yl)-

ethyl]-benzamide
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phenyl sul f anoyl ] - benzoi ¢ acid (Exanple 58/ a) and
3-[1,4"]bipiperidinyl-1"-yl-propyl am ne

wonrdsydeieshl ori de (Ref erence Exanpl e 3) accor drPag/HU2007/000104
the nmet hod described in Exanple 31/b. M (El) 674.2
(M#). 30 Exanple 103
t rans- 4-[ 2- (4- Br onpb- phenoxy$--5- f | uor o- phenyl sul f anoy! |
-N-[4-(2-pyrrolidin-1-yl-ethyl)- cycl ohexyll-benzam de

Vithe G018/ ddaipbeBd Real pldged / fasih 10 -(4-bfomidiphdnioky)ephenylsulfamoyl]-
conmpound epared from
benzoig. [ gcid 4 (Ef(@ﬁgl% Abx yd 5.2 (4gpyriglin-2-ylmethyl-piperazin-1-yl)-ethylamine

(Refereﬂ&”ﬁk@%(lg%wérc]gr&i{gg %@g&ylﬁ&hg% ﬁ%&ﬁ 1%1 Eﬁ&@le g?nﬂon Ms (BD) 651.2

(MH"Yi hydr ochl ori de (Reference Exanple 4) according to the

met hod described in Exanple 31/b. M5 (El) 645.2
(M+). 5 Exanple 104 4-
Exambks {0 Br ono- phenoxv) 5-fl uoro- phenvl sul fanmovl | -N f

- (4-pyridin-2- yI p| perazin-1-yl)- ethyll-benzam de
4-12-(HBaromotpleenoayin dfamovileAr[@e(4fnvasimidin-2-yl-piperazin-1-yl)-

th llé !2 E4!brom) penoxy) 5-fl uoro- 10
£ £ fanoyl ] - benzoi c acid (Exanpl e 58/ a) and
2Thé B dohpduid Yadd] g};@m@dl fidorh - 442~ (4-demd-pl‘iem&y)-phenylsulfamoyl]

tetrahydrochl ori de ( Reference Exanp t% i.ng_t.o
benzowrﬁsl Xpplefdakandrstf-pyrimding i @112?1%“-110@% yiamgug| Bioorg. Med.

I
e N B AL ru) 6.4 PSPeing dsurbef f Bagppled i/ MS
638.2 (MEPY.r i di n- 4- yI pi perazin-1-yl)- propyll-benzam de The
title conpound was prepared from
4-[2-(4-brono-phenoxy) - 5-fl uoro-
Exampe{vl sul farmyl ] -benzoic acid (Exanple 58/ a) and
‘—%TTZF-"pyrl di n- yI p| pera2| n- 1 yl) - propyl am ne
4-[2-(4-Byurcepleen oRx ) 5 4 ; bnfylbenzamide

bed in Exanple 31/b. 20 NS (EI) 569. 2 (ML) .

thrchf'or ’ e,

LAQAITY C 106

43‘1&8 k- &;nﬁpmna hsemsg inebg&df frovar Dl bronsarbhensay)-phddy{sRifamoyl]-
-ne rirain -
benzom p@da(zﬂmmp %e@lﬁklﬂ{@ﬁ@ﬁlz%rhvﬁ’@'mBm‘h’ée -1 ioprhoxgliensgigh tprt-butyl

ester &&%er@ﬁ@&%&ﬁﬁplérﬁ%&&&u&%%@ RetRAE A0¥baP id IE%%‘BIe 30. MS (E))
587.2 (MH).

Example 102
N—(3-I1,4']Bipiperidinvl-l'-vl-propvl)-4-[2—(4-bromo-phenoxv)-S-ﬂuoi‘o—

phenvlsulfamovll-benzamide

The title compound was prepared from 4-[2-(4-bromo-phenoxy)-5-fluoro-
phenylsulfamoyl]-benzoic acid (Example 58/a) and 3-[1,4’]bipiperidinyl-1’-yl-propylamine
trihydrochloride (Reference Example 3) according to the method described in Example 31/b.
MS (EI) 674.2 (MH™.

Example 103

cyclohexyl]-benzamide
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phenyl sul f anoyl ] - benzoi ¢ acid (Exanple 58/ a) and
2-[4-(6-net hyl -pyridin-2-yl)-piperazin-I-

weRhos@somgB am ne [ Arzneirn. Forsch.; 24 (1974) PCT/HU2007/000104
1964-1970] according to the nmethod described in
Exanple 31/b. M5 (El) 669.2 (MH). 30 Exanple 107
4-[ 2- (4- Br onp- phenoxv) - 5- f I"U0r o- phenvl sul fanmovl | - N-{ 2-
[4-(4-met hyl -pyridin-2-vl)-
pTher ditien- torxpdundt hyhy - pespaeedi dfoiD 242EA-OBEGRGPhenoxy)-5-fluoro-

phenyrsggﬁglélzl[? z%%qg?ggg pq%é(ﬁm% %é/lfqeugq(g‘p %lél.rrllsd4\29 E)Fgl%[ qy -ethyl)-

cyclolfé&?ﬁ}ﬂlﬁél Hifh AR¥¢hioriBE (R Sfefendé Edatpeadilc8ordBigdth B8 dnethod described
yl) - plpera2|n | -

ri
lnExa}mqleéS/ﬁbeﬁﬁ%)a@%@@wéﬂn Forsch.; 24 (1974) 1964-1970]
according to the nethod descri bed in Exanple 31/ b. M
(El') 669.2 (M#). 5 Exanple 108 4-
Exampld #04Br ono- phenoxv) - 5- f | uor o- phenyl sul f anoyl | - N-[ 2- (4-
pyr | |n2y1rrethl- perazml-Y_&' et hyl | - benzam de
B v ] hey a1y [A-(4-pyridin-2-vl-piperazin-1-yl)-

4 r ono- phenoxy) 5-fluoro- 10
Sa‘tmilé!ﬁéla'l&rrfyl!mﬁd fanoyl ] - benzoi c acid (Exanpl e 58/ a) and

2Thd- piflei deambupmewhy | ppégamdaz fnm - ${P-(4 i bryb pivemexy)-5-fluoro-

pheny&;REtf g]gg)eep;%%xng | g]?% ﬁeo R%/e{} Eqn% %84 clﬁp%-yl-mperazm- -yD)-

ethylaﬁii%h@.h%ﬂ@cﬂ@nde (Reference Example 6) according to the method described in
henoxv) - 5- f | uor o- phenyl sul f anoyl | - N-[ 2-

Examplﬁ%{h M$6E1r)6§49|@/ﬁi perazin-1- yl)-ethvll-benzam de
The title conpound was prepared from
4-[2-(4-brono-phenoxy) - 5-fl uoro-

Example sul fanmoyl ] - benzoi ¢ acid (Exanpl e 58/ a) and

2 I 4 pyrlllm di n- 2 yI p| perla2| n-1- et hyl am ne

7 DY rid -~V H o,g;‘i -1- 1)-

N t described in 20 Exanpl e 31/b. M5 (EI)
mn%g@eﬂ? 3/ Q). Exanpl e 110

4The- (tALeBr comp@indnowey - prdparedr ofipine nyﬂ[ﬁt(lﬁlfbamnﬁphhhc(;@r)-ﬁ -fluoro-

phenyk${e iy )ﬁﬁ;ﬁa%qjﬂb\%télél kﬁébenf’;d %8?% hagcjir OZC -8{/1!1 1n-42 %—plperazm- 1-yD)-

propyfindige (HefbFepB0 ERIGPRY YD) aebldiy & the method described in Example 31/b.
MS (EI) 669.2 (MH).

Example 106
4-[2-(4-Bromo-phenoxy)-5-fluoro-phenylsulfamoyl]-N-{2-[4-(6-methyl-pyridin-2-yl)-

piperazin-1-yl]-ethyl}-benzamide

The title compound was prepared from 4-[2-(4-bromo-phenoxy)-5-fluoro-
phenylsulfamoyl]-benzoic acid (Example 58/a) and 2-[4-(6-methyl-pyridin-2-yl)-piperazin-1-
yl]-ethylamine [Arzneim. Forsch., 24 (1974) 1964-1970] according to the method described
in Example 31/b. MS (EI) 669.2 (MH").

Example 107

piperazin-1-yl]-ethyl}-benzamide
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phenyl sul f anoyl ] - benzoi ¢ acid (Exanple 58/ a) and
4- (4-am no-butyl)-pi peridine-|-carboxylic acid
woeods/butcyl ester (Reference Exanpl e 12) accor #8Cmgiue07/000104
t he met hod described in Exanple 30. M5 (El) 605.2
(MH). 30 Exanple 111 N-(3-
[1,4"]Bipiperidinyl-1"-yl- p?' pyl ) - 4-[ 2- (4- br onp- phenox
v) - phenyl sul f anmoyl | - benzani de WD 2008/ 050168
POW HUZ607¢dap10d w&S F@alte'dt | fromo g 2Hié-bveso-pheqmaiypa-fluoro-

, pheny%gﬁ%m?)éli ﬁﬁ;éz?bécp EyggtzEg nlO)g)é 3 BYH gdl- ! e}ﬁnlyl)]ﬁdirgapﬁ)qli)i%erazin-l-

yl]-eth¥tdnding T4 Rinpink ezrdrsiém,yM (197%) )%zt- psmd] &0td}8ing to the method described
tri hydr ochl or| de Ref erence Exanple 3) according to

in Example H)h Exanple 31/b. MS (El) 656.2
(MH). 5 Exarrple 112 trans-4-
[ 2- (4- Brono- phenoxy) - phenyl sul f amoyl ] - N-
xambl@-](OB- pyrrolidin-1-yl-ethyl ) cycl ohexyl | - benzam de
f

i er%q - Ll?en%élﬂﬁd@nd -

rans-4-( 2- I n-1-yl -ethyl)-cycl ohexyl am ne
dTltg/dltldehI @mrd)em(l Re&fvar epepaited anfrom 44 [2{4-branngh¢mxtye-fluoro-

pheny! Od IEESM ; ge%iéﬁi%mfa)lnpéﬁa) alnlde (4—pyr1 1%'- ylmeth}%-plperazm-l-yl)-

ethylalﬁlr{e&ﬂeferamrmcaﬂm@ QZ)&’écc&ﬂﬁ{g?’tb&Hé ol desdided-ih ‘E)dﬁﬁﬁ)léjfk 1/b. MS
-2-yl - gl perazin-1-yl)-eth benzam de The tit

(EI)GQ%W% was prepar ed from

4-[ 2- (4- br ono- phenoxy) - phenyl sul f anoyl ] - benzoi c aci d
(Exanpl e 7/a) and

Example(1499pyri di n- 2-yl - pi perazin-1-yl)-ethyl am ne
etrahydrochl orlde (Reference E>ia pl e 6) according to
Z " d H "{ ': 2.

4 g Aol 24Dy ringidin v{l-plperazm-l-
1)-et Zbc?anMiﬁa Exan‘pl e 114
no- phenoxy) - phenyl sul f anoyl ] - N- 13- (4- pyri di
nThb yt1t1p| pc@mmund 1-was) - prepgrgll ] - frdwan z4ui2-¢e-bRInd-peertoixy)-8-fluoro-

d f
phenylﬁg?lF%n H?B gﬂ O(Eg; lle?e |§§4a%u1”?dan?oﬁ ])ynm1d1n-2-y1-p1perazm- -yD-
ethylamine [Bioorg. Med. Chem., 12 (2004) 3965-3970] according to the method described in
Example 31/b. MS (EI) 656.2 (MH").

Example 110
4-[2-(4-Bromo-phenoxy)-5-fluoro-phenylsulfamovl]-N-(4-piperidin-4-yl-butyl)-

benzamide hvdrochloride

The title compound was prepared from 4-[2-(4-bromo-phenoxy)-5-fluoro-
phenylsulfamoyl]-benzoic acid (Example 58/a) and 4-(4-amino-butyl)-piperidine-1-carboxylic
acid tert-butyl ester (Reference Example 12) according to the method described in Example
30. MS (EI) 605.2 (MH").

Example 111
N-(3-[1.4'|Bipiperidinyl-1'-yl-propyl)-4-[2-(4-bromo-phenoxy)-phenylsulfamoyl]-

benzamide
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benzoic acid (Exanple 7/a) and
2-(4-pyridin-4-yl-piperazin-1-yl)-propyl am ne

wORefs@serse Exanple 11) according to the nmet hedT/HU2007/000104
described in Exanple 31/b. M5 (EI) 651.2 (M#H).
Exanpl e 115 30
N-[2-(3, 4-Di chl oro- phenoxy)68phenyl] 4-14-(3-pyrrolidin
-1-yl-propyl)-[1, 4] di azepane- 1-
c 8 bitly | Gonipenne neasuprepmadi fden \FHZZ (BBro0BONIER0Xy)-phenylsulfamoyl]-

benzo#gf:gé}? L‘@)O?/ gaog}ag 89[& 4%&? Lh nﬁﬂ%%ggr%pgl\faamn?e ayrd?gchlonde

(ReferBﬁkfﬁlEkfﬁlhﬁlé 3YR¥tdrdidg 16 & nRfiod defxiaalif Fampl@BWb. MS (ED) 656.2
1-(3-pyrrolidin-I-yl-propyl)- honopiperazine
(MHY EMKA- Cheni e) according to the method described in
Exanpl e 31/b. M5 (El) 633.1 (M#). 5 Exanple 116
N-(3-f
Exampledl12Bi pi peri di nyl -1' -yl - propyl ) -4-12-(2-chl oro-4-fl uo
phen Ilsiul flar{oyl | - benzam de a ..

lﬂek]_q,ﬁ&{mﬂénd was preparedfrom S

0TS !‘I‘g‘rm?rl uor o- phenol according to the nethod
dﬂ&ﬁﬂbmn‘imuﬁd( a?vqsl prepdrad fym 4-[2- (4-bromo-phenoxy)~phenylsulfamoyl]

benzo1é: o & d&ﬁggﬁ bei, eéz Er'uf %a%g 49&%%0?@1 ?y-lr t%y) cycleohexylamlne

dihydrdcilbae Q{éferfehé@EﬁaIﬂplé 2 Rbdor@nphe AR YbtHBE Qlé@diﬂ)ed 115 Example 31/b.
accordi n%h)to t he nmet hod described in Exanple . C)

MS (ED-¢27.2 @4Bh). or o- 4- f | uor o- phenoxy) - phenyl sul farmyl | - benz
oic acid The title conpound was prepared from
2- (2-chl oro-4-fl uoro- phenoxy) - phenyl am ne accordi ng
Example 1#1Be net hod described in Exanple 4/a. M5 (El) 422.1

v D () I 3 ¥ € H
benzam@&@noxy) phenyl sul fam)yl | - benzam de The t| tI e

conpound was prepared from

411[62 title ~cohriponnd ANa‘SI prepaye Hemo )4y|)2—(4-bromo-phenoxy) -phenylsulfamoyl]-

benzmgh uI fp%faﬁlé?l}t di %OI Carglfl d BW% Jy¥l-piperazin-1-yl)-ethylamine -
tetrah;’d?édhl/dii"fd%c{ﬁe@érbl‘i’& ExamplBe) ee[c%@x‘aﬁl%El‘@Eﬁé ﬁlea‘)o ag&ONtiING Example

hod, descri bed i'n Exa
31/b. I\(IM(Ey) 6372(MH)

31/b. MS (El) 629.

Example 114
4-]2-(4-Bromo-phenoxy)-phenylsulfamoyl]-N-[3-(4-pyridin-4-yl-piperazin-1-yl)-propyl]-

benzamide

The title compound was prepared from 4-[2-(4-bromo-phenoxy)-phenylsulfamoyl]-
benzoic acid (Example 7/a) and 2-(4-pyridin-4-yl-piperazin-1-yl)-propylamine (Reference
Example 11) according to the method described in Example 31/b. MS (EI) 651.2 (MH").

Example 115
N-]2-(3.4-Dichloro-phenoxy)-phenyl}-4-[4-(3-pyrrolidin-1-yl-propyl)-[1.4]diazepane-1-

carbonyll-benzenesulfonamide
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Exanpl e 117 4-
[ 2- (2- Chl oro-4-f | uoro- phenoxy) - phenyl sul f anoyl |
woRegdspicper i di n-1 -yl -propyl)- 30 benzam de WOPCT/HU2007/000104
2008/ 050168 PCT/ HUJ2007/ 000104 -70 The title conpound
was prepared from 4-[2-(2-chl oro-4-fl uoro-phenoxy) -
phenyl sul f anoyl ] - benzoi c actd (Exanple 116/c) and
3- pi peridin-1-yl-propyl am ne (EMKA- Chemie) according
E Dhd hetlﬂé@tE)iz@@inﬁgtﬁ_ﬁlqr | bed | prépaasp| efrdd/ b.4-I5(3(Ed)chibéé phenoxy)-
: a
PhenyléulfaIPleﬂ}bPW 4- 4q1@or Exsroxyabhetdf sul {3mpyelidingcg-propyl)-
g
bomorghBREhG MK AcHhRY! dogolp il AN andiify kcerBef ATERMELe 31/ Ms
GH)6$hEONM§MIfanDyI] benzoi c acid (Exanple 116/c) and
2-pi peridin-1-yl-ethylam ne (EMKA- 10 Chem e)
according to the nmethod described in Exanple 31/b. M
Exam @ﬂ16532 1 (MH#+). Exanple 119
2-Chl oro-4-f| uoro phenoxy) - phenyl sul f anoyl |
4 1Bipiptridi ' ' -4432-62-chloro-d-fluoro-phenoxy)-
h | Yzeth - benz&m de 15 The title conmpound was
£n = 2- (2- chl or o- 4- f | uor o- phenoxy) -
a) 2- canﬁ&mﬁwrsamayﬂdro%eﬂ@dvt;-baﬁede( Examol e 116/c) and

rimdin-2-yl- plpera2|n g}@ et hyl am ne
lé cqmpund:h\éﬁﬁ preparedoisom) 2-ghlgte é@imro-ab@&l dichepding to the

oo GRS 1 2 1 /0 e () i

Blplperldlnyl 1 yI phenyl ) -4-12-(2-chl oro-4-fl uoro-ph
yl |- benzam de The title conpound
’ PR 22eHl or o- 4-f | uor o- phenoxy) -
p@ﬁ@ M{1§ H&B |vlrasli§€t1¥a§’é@ﬁ&%' ﬂclﬁ@ﬁ@lh@rolﬂ- -ﬁ)tr@ﬁl‘i’enoxy) -benzene
4-11 peridinyl-1"-yl-phenyl am ne 51[J.
accordth@m thﬂﬁle(tlzﬁm?ﬁ)?crl@dfsn&@l@})lealdbordl ng to the met hod
described in Exanple 31/b. M (El) 663.2 (MH).
Exanpl e 121
c) 4- rz (AChtoAo-42Aioto-PheI) 6hédmmnmﬂmxam pkigny! sul f anoy!
[-N-14-(2-pyrrolidin-T-yl -ethylz
cyhe ditlexsampayad Muas prepared from 2-(2- chloro-4 fluoro-phenoxy)-phenylamine

according to the method described in Example 4/a. MS (EI) 422.1 (MHD.

d) N-(3-[1.4"1Bipiperidinyl-1'-yl-propyl)-4-[2-(2-chloro-4-fluoro-phenoxy)-phenylsulfamoyl]-

benzamide

The title compound was prepared from 4-[2-(2-chloro-4-fluoro-phenoxy)-
phenylsulfamoyl]-benzoic acid and 3-[1,4’bipiperidinyl-1’-yl)-propylamine trihydrochloride
(Reference Example 3) according to the method described in Example 31/b. MS (EI) 629.2
(MH".

Example 117
4-[2-(2-Chloro-4-fluoro-phenoxy)-phenylsulfamoyl]-N-(3-piperidin-1-yl-propyl)-

benzamide
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The title conpound was prepared from

4-[ 2-(2-chl oro-4-fl uoro-phenoxy) -
woheosyselss f anoyl | - benzoi ¢ acid (Exanpl e 116/ c) pamaiu2007/000104

trans-4-(2-pyrrolidin-1-yl-ethyl) WO 2008/ 050168

PCT/ HU2007/ 000104 -71 cyclohexylan1ne di hydrochl ori de

(Reference Exanple 4) accordi- ng to the nethod

described in Exanple 31/b. M5 (ElI) 600.2 (MH).

ERsarplide 126npound was prepared from 4-[2-(2-chloro-4- ﬂuoro-phenoxy)

phenylﬁp]%gn&ﬂ)gh@%gq]o aq:zld;}r%t no V| l)pl%?oggy)&é) ﬁgr%)usl -propgi amine (EMKA-
Chemi®) &écofaﬂégfooma IR MR IR X amBlREN Y. A% (ET) 56, 11 (MITS.

conmpound was prepared from
4-chl or o- 2- met hoxy-1 - (2-ni tro-phenoxy)- benzene [J.

E Soc. (1934) 867] according to the nethod
———%3@"3’“ i bed in Exanple 1/b. 10 b)
4-[2-(Adhforo4-fib FJ-ph en ¥R -PREYYIRNERRNN)-NPREpIpe Sidid- 2R tHyTR e N

ZzoiCc acid The title conpound was prepared from
benzamide|- ch| or o- 2- net hoxy- phenoxy) - phenyl am ne according

(R S AR ° R plsBah“TRDR g onlokd b noxy)-

phenylenldiambylpbemz;ohcs atida(Bxphipld\d ( &e) iapeé ra-pliperidinyll-yled¢thylamine (EMKA-
benzan.de The title co nd was_ pr r r
Chemig) ?%O?JAng:m the @e}hq@qgg%ggﬁ gﬁmse% l?bp ?\/Ig ?Elf) 585” 1 (MHY).
phenylsulfanoyl] benzoi c acid and
2-pi peridin-1-yl-ethyl am ne (EMKA-Chenie) according
Example 118e net hod described in Exanple 31/b. M5 (ElI) 544.2
/ .ExanRIels . e

e -

envisulfamoyl]-NV-12-(4-} piperazin-1-

Vl)-eﬂ(@rpémﬁhdé n-1-yl-pr opyl ) - benzam de The t| tI e
conpound was prepared from
AThep. tifle c iosrpeund newqtﬁoxyre‘gh@ﬁoxgtym 24-[2-(2-chloro-4-fluoro-phenoxy)-

phenyRISMOTRELRRY i REESh e SFH G0 BRI Epddidi 28 biperezin- 1-31)-
ethylaininet [I%ogx@t M|@d WHD%@O?)}’.’, ?533‘@0@ albrding bSthemhgth&bBeseribed in
Examglp o1 Gk 14 OB L phenyl ) - -

[ 2- (4-chl or o- 2- met hoxv- phenoxy) - 30
phenvl sul f anovl | - benzam de
Example 120

N-(4-]1.4'1Bipiperidinyl-1'-yl-phenyl)-4-]2-(2-chloro-4-fluoro-phenoxy)-

phenylsulfamoyl]-benzamide

The title compound was prepared from 4-[2-(2-chloro-4-fluoro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 116/c) and 4-[1,4'lbipiperidinyl-1'-yl-phenylamine
[J. Med. Chem. 46 (2003) 1803-1806] according to the method described in Example 31/b.
MS (EI) 663.2 (MH").

Example 121
trans-4-[2-(2-Chloro-4-fluoro-phenoxy)-phenvisulfamoyl]-V-[4-(2-pyrrolidin-1-yl-ethyl)-

cyclohexvl]-benzamide

The title compound was prepared from 4-[2-(2-chloro-4-fluoro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 116/c) and trans-4-(2-pyrrolidin-1-yl-ethyl)-
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The title conpound was prepared from
4-[ 2- (4-chl or o- 2- net hoxy- phenoxy) -
woheosysewss f anoyl | - benzoi ¢ acid (Exanpl e 122/ b) pamnaiu2007/000104
4-[1,4']bipiperidinyl-1"-yl-phenyl am ne WO 2008/ 050168
PCT/ HU2007/ 000104 -72 [J N%d Chem 46 (2003)
1803 1806] according to thé nethod described in
ample 31/b. M (EI) 675.2 (M{). Exanple 125 5
cyclomxxlmn@ @hydrochloride (Refrsenph Enample-4) heoytingl tb aho yrdethod- described

1nExa.?[rW(l %p/tg]r @Ppwf?n% Iﬁn)og:zégp-ed f%/cl)Zn et hyl | - benzani de

4-[ 2- (4-chl or o- 2- net hoxy- phenoxy) -

phen Isulfanoyl] benzoi c acid (Exanple 122/ b) and
Ex—arﬂﬂl‘?"lépyrl m di n-2-yl -pi perazin-1-yl)- ethylamne
- Bl O ] ;

benzaf@de 2 (MH+). Exanple 126
¥l2(443h%gy - or o- 2 net.h X% henoxy)-phenylsulfanoylI-N

["J?he2 tﬁl@' &Mﬁﬁ&inﬂy kad- ﬂi%%ar@d hydih - BRAFREDAGethdmy- T8 ritkd-bRenoxy)-

npound was prepar ed
benzem;_[[lzdgm Gi¢pdr183®.86§ﬂ heneydipg emibik yethod described in Example 1/b.
phenyl sul f anoyl ] - benzoi ¢ acid (Exanple 122/b) and
2-(2,3,5,6-tetrahydro-[1, 2' ] bi pyrazi nyl -
b) 4-r2464ydllloﬁi-nyﬂ1ammﬂeﬁsiﬁtﬁﬁﬁasﬂmmww&bi@&ﬁpr ding to

t nethod described in Exanple 31/b. M5 (El) 623.2
)t e ‘23@11'9(13134’9‘{3@‘ p1<;p;arq¢f(qm [21(4zchloro-2-methoxy-phenoxy)-phenylamine

accordlr%' ?'ﬂ&’&&lb@ﬁbﬁﬂks&lbe ngﬁig)lilc;'MS (ED) 434.2 (MH").

uor omet
phenylsulfanoylI-benzan1de
f

| sul fampyl | - be
yﬂ]’NrQ-mpendm-l Vl ethyl)-

bmmmﬁmg4 trlfluoronethyl phenoxy) phenylanlne [J. 25
em Soc. Perkin Trans. 1. (1976) 1279-1285]

ddeortiflengcanspauind reashoptephred r ifbed  #442-(Schlnpd-2-méthoxyMehenoxy)-

phenylbindlPEndhabAols et 2bibeHinstshetniumine ENK Ar Gheeind efpording
to the nbthph dexexpid peawkmebfammd (e Senzavide 30 The title
conpound was prepared from
4-12-(4-trifl uornethyl -phenoxy) -
| sul fanoyl ] - benzoic acid and
Exam Q 3/4 ] bi pi peridinyl-I"-yl-phenylamne [J. Med. Chem
4-[2-(446Ghloro-2-methoxy-phenoxy)-phenylsulfamoyl}-N-(3-piperidin-1-yl-propyl)-

benzamide

The title compound was prepared from 4-[2-(4-chloro-2-methoxy-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 122/b) and 3-piperidin-1-yl-propylamine (EMKA-
Chemie) according to the method described in Example 31/b. MS (EI) 558.2 (MH").

Example 124
N-(4-[1.4'|Bipiperidinyl-1'-yl-phenyl)-4-[2-(4-chloro-2-methoxy-phenoxy)-

phenylsulfamoyl]-benzamide

The title compound was prepared from 4-[2-(4-chloro-2-methoxy-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 122/b) and 4-[1,4"bipiperidinyl-1'-yl-phenylamine
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WD 2008/ 050168 PCT/ HU2007/ 000104 -73 (2003)
1803-1806] according to the nethod described in
waxeosphel681/ b. M5 (ElI) 680.2 (MH). Exanpl e 1P8TAIU2007/000104

N-(3-Piperidin-1-yl-propyl)-4-[2-(4-trifluoronethvl-ph
enoxy) - phenyl sul fanoyl | - benzam de The title conpound
was prepared from4-[2-(4- tF4f | uor met hyl - phenoxy) -
phenyl sul f anoyl ] - benzoi ¢ acid (Exanple 127/a) and

[J. Med: aihpex 4di(R603)ViIROp+18P§] astbrding tVikd-méhedridelcrived dn dixagple 31/b.

od described in Exanple 31/b. M5 (ElI) 562.2
MS (E%W;fiﬁ’téiam e 129 N-(3-f

"1Bi pi peridinyl-1"-yl-propyl)-4-12-(4-trifluoroneth
I phenoxy) phenyl sul f anoyl | - benzam de The title

_m_mo_lnﬂéund was prepared from
e 0 (51}

hiperazin-

1-y1)- ahmmnmmeperudu oyl -1' -yl ) - pr opyl ani ne
tri hydrochl oride (Reference Exanple 3) according to
t ‘Hee niitleogompewnd pwas | areE%@ﬁp@n:s 1 A0 2-(4rablqret2-mg i x p-phenoxy)-

phenylclfhono BRI, 1ot Shramele, 129, opd, 3-(pupimidinearyl-pjpgrazin-1 -
ethylafdind [iHiddrgoMedeChan.; P @004y 3965-3970] according to the method described in
henyl - am de The title conpound was
Examﬁpgﬁé g)gé Eﬁggﬁt& flgligit ri f1uornet hyl - phenoxy) -
phenyl sul f anoyl ] - benzoi c acid (Exanple 127/a) and

trans-4-(2-pyrrolidin-1-yl-ethyl)- cyclohexyl am ne
_Bm_mnlgl:M&rochl oride (Reference Exanple 4) according to the

() -henvqsr{H}amov:H R’ [2_(N2,3(.§ k )tetralclsv(;ro-

[1. 2'][3]){(1‘&2. wl.lmw.bfhvﬂ-yénzam azin-1-yl)-ethyll -4-
tritluoronethvl-phenoxy)

pﬁléfhytlﬂm campyund pway amea@reéo fiore ¢ri2HE- Gdnrpumgthpgy-phenoxy)-
shens BRI O PR Tty LAY PR AN BN oy iy

4-yl)-Zhyldmner (Rufelieice? ExhmpliepBs) agdcordingy kg tMOm2EHOY O&Qibél in Example
31/b. NS (D 3% (A0

Example 127
N-(4-[1.4'Bipiperidinyl-1'-yl-phenyl)-4-[2-(4-trifluoromethyl-phenoxy)-

phenylsulfamoyl]-benzamide

a) 4-[2-(4-Trifluormethyl-phenoxvy)-phenylsulfamovyl]-benzoic acid

The title compound was prepared from 2-(4-trifluoromethyl-phenoxy)-phenylamine [J.
Chem. Soc. Perkin Trans. 1. (1976) 1279-1285] according to the method described in
Example 4/a. MS (EI) 438.0 (MH™).

b) _N-(4-[1.4"Bipiperidinyl-1'-yl-phenyl)-4-[2-(4-trifluoromethyl-phenoxy)-phenylsulfamovl]-

benzamide
The title compound was prepared from 4-[2-(4-trifluormethyl-phenoxy)-
phenylsulfamoyl]-benzoic acid and 4-[1,4"]bipiperidinyl-1'-yl-phenylamine [J. Med. Chem. 46
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-74 ethylam ne [Bioorg. Med. Chem; 12 (2004)
3965-3970] according to the nethod described in
waxeosphel681/ b. M5 (El ) 627.2 (MH). Exanpl e 13PCHHU2007/000104
N-(3-f1,4" 1Bi pi peridinyl-1'-vl -propyl)-4-f2-(4-chl oro-
2- met hoxv- phenoxy) - phenyl sul f anoyl | - benzam de The
title conpound was prepar ed3from
4-[ 2- (4-chl or o- 2- net hoxy- phenoxy) -
(2003)ph830@+ll&(lﬁ]fm1;dliﬂg lbee izeo ireetleoddi descikedrin Exbapld B1AnMS (EI) 680.2
ME" [1,4"]bipiperidinyl-1'"-yl)-propylam ne
( )trl hydr ochl ori de (Reference Exanple 3) according to
the net hod described in Exanple 31/b. 10 Ms (El)
641.2 (M#). Exanple 133 trans-4- f
EXJMM_CN or o- 2- net hoxv phenoxy) phenvl sulfarmvll -N- f
l - h I \

Iohexxll- 1de 15
phe v)-p env s amovl]-

benza gez (4- chI oro 2- mat hoxy phenoxy)
phenyl sul fanmoyl ] - benzoi c acid (Exanple 122/ bﬁ and

t Fhgns tille ( 2cqippqusKdi dwvas 1-Brepasechy |fjam cy4Hl weingthyl-phenoxy)-

I ordi .t h
phent oA AL Ol REL R 1o B A ol BRI v
ChemigPaderaiing ® th8hethodfdescribed in Example 31/b. MS (EI) 562.2 (MH").
2- (4- Chl or o- 2- net hoxv- phenoxy) - phenvl sul f anovl |
-N-(4-piperidin-4-yl-butyl)- benzam de hydrochl ori de

EXaméll@ngltl e conmpound was prepared from
T(4 chI or o- 2eret hoxy phenoxy)

{ [} ] LLali! at4-t eithe o)
-(4- am o-but pi peri di ne-| - 25 carboxyllc acid
heny[s # T e)(Reference Exanpl e 12) according to

t’lfhﬁ WﬁtlBOdcc?iﬁﬁ‘it%gbjd’ast N prépedd®P! Grol). MB-(Finfhifetyl-phenoxy)-
e -

phenylgulfazn@ﬂ B?r@ow o) Gixgmpire hbX§) andrie b4 dipipgrigiay]-1’-yl)-propylamine
tnhydrg&#]&ﬁd %ﬂgﬂ&#ﬁ%ﬂ%@? ?Ztaé@o}dmg % B%%th)&i Qescri geﬁl in Example 31/b.

roc or| nd was prepare

MS (EI@ G432 AEHL or o- 4- f | uor o- phenoxy)
phenyl sul f anoyl ] - benzoi ¢ acid (Exanple 116/c) and
4- (4-am no-butyl)-pi peridine-1 WO 2008/ 050168

Example156U2007/ 000104 -75

trans-N-[4-(2-Pyrrolidin-1-yl-ethyl)-cyclohexyl]-4-[2-(4-trifluoromethyl-phenoxy)-

phenylsulfamovl]-benzamide

The title compound was prepared from 4-[2-(4-trifluormethyl-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 127/a) and trans-4-(2-pyrrolidin-1-yl-ethyl)-
cyclohexylamine dihydrochloride (Reference Example 4) according to the method described
in Example 31/b. MS (EI) 616.2 (MH").

Example 131
N-[2-(4-Pyrimidin-2-yl-piperazin-1-yl)-ethyl]-4-]2-(4-trifluoromethyl-phenoxy)-

phenyvlsulfamovl]-benzamide

The title compound was prepared from 4-[2-(4-trifluormethyl-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 127/a) and 2-(4-pyrimidin-2-yl-piperazin-1-yl)-
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carboxylic acid tert-butyl ester (Reference Exanple
12) according to the nethod described in Exanple 30.

wOBgEE)16860. 2 (M+H). Exanple 136 5 PCT/HU2007/000104
N-(4- Pi peridin-4-yl-butyl)-4-f2-(4-trifluoronethyl-phe
noxy) - phenyl sul f anoyl | - benzam de hydrochl ori de The

title conpound was prepared’®rom

4-12-(4-trifluornethyl -phenoxy) -
ethylaptienfRisaref MedyCherbe b2 @@4)&69@-3%%&(&&?@% e rgétﬁod described in

1) eridine-1- carboxylic aci

Exm@@&ﬁ%&§&ﬁgéi? Q"%ﬁerence Exanpl e 12) according to

the nethod described in 10 Exanple 30. Ms (El) 576.1

(M) . Exanple 137
_Xa_mﬂ§2_3@24 Di chl or o- phenoxy) - phenyl sul fanoyl | - N- ( 3- pi peri

=4- ) I

LA ko

1'0—

Lenwmﬁwdﬂubémaﬁaé benzoyl am no} propyl) - pi peri di ne-| -
car bOXé| Ic acid tert-but |y ester The title conpound

whke pHEp acappevnsin wag 2 prepaigd difeam o rdol2pedhdorgy2-methoxy-phenoxy)-
prns AGHL A LRIR L NS 25K o AT N ot propamin

trihydtoehloride (R bfessice Exaiplesd) eiccardimgaophe mbiodatsaritdidrig Bxample 31/b.

MS (E%ﬁﬁgﬂgg}descri bed in 20 Exanple 1/d. M5 (El) 685.2

4-[2-(2, 4-Di chl or o- phenoxy) - phenyl sul famoyl | - N- (3-piip
eridin-4-yl-propyl)-benzam de trifluoracetate The
E{a_m_nlg_l,ﬁ corrpound was prepared from

trans-

O O .- )= 0 ’ P 1] l w: id3
ethy])rﬁ@p@nbj(%]-geﬁﬂ,ﬁlqm butyl ester accordl ng to
nmet ho escribed in Exanple 11/b. Ms (EI) 563.2 (MH).
él}laﬁrpp’@e 1ggm151p1{rgl. fwas prepared from 4-[2-(4-chloro-2-me oxy-phenoxy)

pheny%glé’e_u%ﬁggﬁ-o )Q(l%oll(g 'Sgé{% h nya?ﬁ'l 5181 ?E’ZA)? é%({ 2tr£1f' -4 Q-H/ﬁ!& cﬁﬂﬁt-}r/]-ethyl)-

ul f anoy enzam
cyclolmkflﬁm@rfb dihiycﬂﬂouldbﬁéé (Refiience Example 4) according to the method described

phen h sul farrp 'l -benzoic acid WD 2008/ 050168

in Ex %/EOM%/@% I716)yThe title compound was prepared
from2-(4-trifl uororret hoxy- phenoxy) - phenyl am ne [J.
Med. Chem 13 (1970) 295-297] according to nethod

Examplesi3di bed i n Exanple 4. M5 (El)
4-]12-(4-Chloro-2-methoxy-phenoxy)-phenylsulfamoyl]-V-(4-piperidin-4-yl-butyl)-

benzamide hyvdrochloride

The title compound was prepared from 4-[2-(4-chloro-2-methoxy-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 122/b) and 4-(4-amino-butyl)-piperidine-1-
carboxylic acid tert-butyl ester (Reference Example 12) according to the method described in
Example 30. MS (EI) 572.2 (MH).

Example 135
4-]2-(2-Chloro-4-fluoro-phenoxy)-phenylsulfamoyl]-/N-(4-piperidin-4-yl-butyl-

benzamide hydrochloride

The title compound was prepared from 4-[2-(2-chloro-4-fluoro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 116/c) and 4-(4-amino-butyl)-piperidine-1-
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454.1 (M#). 5 b)

N-(3-114" 1Bi pi peridinyl-1"-yl-propyl)-4-[2-(4-trifluor
woneislisxs phenoxy) - phenyl sul f anoyl | - benzamnm dePTha1U2007/000104

title conpound was prepared from :

4-[2-(4-trifluormethoxy-phepoxy)-

phenylsulfannyl] ben20|c acid and

3-11, 4] bipiperidinyl- I-prop am ne

carboxylic egigh te s icgher (R Qﬁ@ﬁ@@ 1He 4 P@Os}m&&q;@lﬁdmﬁ@oci described in
d n Exanple 31/b. El) 661.2
Examﬁfgg?%@%ﬁ%sf{ 39I N- ( 4- i Ve (ED)
1, 4" 1Bi pi peridinyl-1"'-yl-phenyl)-4-12-(4-trifluorometh

oxy-phenoxy phenyl sul fanoyl ] -benzam de 15 The title
E’E‘ﬂg&kﬁund was prepared from
N-(4-Fipbrhainda-yi-b iy iRi- TR Aot Htvna }‘1¥l)j)henoxv)-phenvlsulfang)vl]-

phenyt sul T anoyl |- benzoi c _act d ( exanpt € 138/ a) an
benzamnidld h¥didehlerigter i di nyl - 1' y' Dheny| amne [J. 'VE‘d

(2003 803- 1806 I ng
q;]%cr It@]gd | &431/ 6 82 él‘j?lﬂﬁ]}a I’mf yl-phenoxy)-
phenyﬁiiﬂ‘ﬁ’ﬁbﬁ] M&ON: f acid (Example 127/a) and 4-(4- szno-?myl)_plpendme-1-

rimdin-2-yl |pera2|n1¥ ) - et hvl
carbmghegc@tpﬁhyﬁﬂ SHteT i—/&f;fp p@@ﬁ@@g 12) according to the method described in
Examxgggaymgtabag%yll zam de The title conpound was

epare rom 4= (4 trifl uornet hoxy- phenoxy) -
phenylsulfanoyl] benzoic acid (Exanple 138/a) and
(4-pyrimdin-2-yl-piperazin-l-yl)- 25 ethyl am ne

M{l’éﬂé&rg Med. Chem; 12 (2004) 3965-3970] according to

4-[2-(3 S Q);'[rﬁﬂ)p@ ghg@&'} Lﬁ%@ﬂvlﬁﬁ‘lfalﬁﬁﬂm 8- BildePididVB-11 Hrbp i Bezamide

rlﬂutﬁag@ag 5, 6- Tetrahydro [1, 2" | bi pyrazi nyl - 4- yI) ethyl]-4
i 30

-'d1ne—1-

carboMSanHQ&@baﬂﬂEgt@Im 4- [2 (4- tr| fI uormst hoxy phenoxy)
phenyl sul f anoyl | - benzoi ¢ acid (Exanple 138/ a) and

2Thep | 3title 6- eamipaamddr svgs1, Promsrgsl r afomy| ANEG-Cobdichboa-pBenoxy)-

01 | t f T
s AL s, S 43 TR BB i
carboxiykia apideert-bhtylh est(K dftren &Bxanil&Mi3) adosating & thé2nethod described in
Example 1/d. MS (EI) 685.2 (M+Na").

b) 4-[2-(2.,4-Dichloro-phenoxv)-phenvlsulfamoyll-N-(3-piperidin-4-yl-propvl)-benzamide

trifluoracetate

The title compound was prepared from 4-(3-{4-[2-(2,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoylamino} -propyl)-piperidine-1-carboxylic ~ acid tert-butyl ester
according to the method described in Example 11/b. MS (EI) 563.2 (MH").

Example 138
N-(3-]1,4"I1Bipiperidinyl-1'-yl-propyl)-4-]2-(4-trifluoromethoxy-phenoxy)-

phenylsulfamoyl]-benzamide

a) 4-[2-(4-Trifluormethoxy-phenoxy)-phenylsulfamovyl]l-benzoic acid
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5

X2- (2- Chl or o- 4- et hoxv- phenoxy) - phenyl sul f amoyl ] - N- ( 3-
woi2pmrosdics- 1- yl - propyD- benzam de a) PCT/HU2007/000104

2- Chl or 0- 4- met hoxv-1-( 2-ni tro- phenoxy) - benzene The

title conpound was prepared from

2-chl or o- 4- net hoxy- phenol 3Ecord|ng to the nethod

described in Exanple 1/a. 10 b)

Z“h(e Zﬁﬁl‘k&dimipbuﬂd s imeparqsmﬁrnmx}m -prifaroydmethoxy-Phenoxly}-peenylamine
ound. was

. Megh-Gharer 6t W8] RoRRY - Rosoitias b pREGApsritsd o dpgrmle 4. MS (2D
454.1 @})Eﬁfardl ng to the nmethod described in Exanple 1/b. 15

4-[2- (2- Chl or o- 4- met hoxy- phenoxy) - phenyl sul f anoyl | - ben
b zoic acid TB; t!|q1 L e cogﬁg:#n% was Qrﬁﬁgffgiﬂxfo%ﬁetho _phenoxy)-
Dh@yﬂhgﬁhmgqﬁgﬁﬁgguﬁescr|bed in Exanple 4/a. M5 (El) 434.1
. d) 4-(2-(2-Chloro-4- rrethoxy phen
wnyu@uwpamymd NP6 3-FP3sed i daR 1 %[2-&%159P51n%oxy-phenoxy)
phenylil?l?ag&g}é ?{; &'aﬁg [}pﬁmgw\éﬁ&)@f ERALGHpI1EAMe trihydrochloride

(Referéite BAagiflé aﬁﬁwo}&lbgmdiemnaﬂnbdl daswtibed in Example 31/b. MS (EI) 661.2
3-pi peridin-1-yl-propyl am ne (EMKA- Chem e) accordi ng
(MH" o the nmethod described in Exanple 31/b. M5 (ElI) 558.2
(I\/H+) 25 Exanple 143
4-[2-(2-Chl oro- 4- net hoxv- phenoxy) - phenyl sul f amoyl | - N- (
Examgled3feri di n-4-yl - butyl )- benzam de hydrochl ori de The

N-(4-] E,4E|§e]% Cgo i D“Ti ;Tﬁ!é&ﬂﬂé |g—_ﬁ&-Eﬁ%’i!gmgllomethoxx-phenoxz)-
hen Llﬁéﬂigiﬂ,&e- benzoi c acid (Exanple 142/c) and

-(4-am no-butyl) - pi peridine-1- 30 carbox
t Blpet - btlt:yl compoand ( Refser pigpeetx digine 43 (”agftfiilroalinﬁ@"%l’henoxw

s B BT B D B0 LS i

[J Meli4€’hléh1( 46 F?B(DIB)H@OBH&E)@]I adootdig todthefmethod described in Example 31/b.
trlfluoronethoxy phenoxy) - phenyl sul f anoyl | -
MS (Eé "hydrochl oride The title conpound was
pr epar ed from 4-[2-(4-trifluormethoxy-phenoxy)- 5
phenyl sul f anoyl ] - benzoi ¢ acid (Exanple 138/ a) and
Examgfile( 0am no- but yl ) - pi peri di ne-1- carboxylic acid

tert- butyl es,e efe en SOJPRIVAR:Tolelo] MeIMcTo MR Ko

o 4

phenylsulfamovl] -benzamide

The title compound was prepared from 4-[2-(4-trifluormethoxy-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 138/a) and 2-(4-pyrimidin-2-yl-piperazin-1-yl)-
ethylamine [Bioorg. Med. Chem.; 12 (2004) 3965-3970] according to the method described in
Example 31/b. MS (EI) 643.2 (MH).

Example 141
N-[2-(2.3.5.6-Tetrahydro-[1,2'|bipyrazinyl-4-yl)-ethyl]-4- [2-(4-trifluoromethoxy-

phenoxy)-phenylsulfamoyl]-benzamide

The title compound was prepared from 4-[2-(4-trifluormethoxy-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 138/a) and 2-(2,3,5,6-tetrahydro-[1,2"Tbipyrazinyl-
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Exanple 30. M5 (EI') 592.2 (M#). Exanple 145 10
N-(4-[1,4"]Bipiperidinyl-1"-yl-phenyl)-4-[2-(2-chl oro-
wa-20mt08e6y - phenoxv) - phenyl sul f anoyl | - benzam deCcThra2007/000104

title conpound was prepared from

4-[2-(2-chl oro- 4- net hoxy- phenoxy) -

phenyl sul f anoyl ] - benzoi ¢ acld (Exanpl e 142/c) and

4-11,4" ] bipiperidinyl-1'"-yl-phenylamne [J. Med.
4-yl)-Ehgeminks (RaR8e EROBpIESIH] amoniinglitmdhd mettoel deschibetl in Example

31m.@§a®€&%4é\qﬂanpl e 31/b. 15 MB (El) 675.2 (MH).

[ 2- (2- Chl or 0- 4- met hoxv- phenoxy) - phenyl sul f anoyl |
B -N-(2-pip eridin-1-yl-ethyl)- benzam de 20 The title
Exampleyt#ind was prepared from

4-12- f‘ 'dh%é 24 Che':tﬁtrn? '-41'1 ”f&xrs}gﬁélgvﬁse 1 QMQI:N-(S-nipﬂridin-;—%progyl)-

= JCITZ0T CaCT U (CAAITpPT© IHZT C7
benzazigé per i di n-1-yl -et hyl am ne (EMKA- Chenie) according
0 the nethod descriped in Exanple 31/b. M5 (El) 544.2
a) 2-C -m 12 enoxy)-benzene

Al TRV el ) el f 2l 2 ]
ATRS G compRll RS A from 3P el Sco b Bidin to he
methotlideb@ibed mpBymdpledsa. pr epar ed from
4-[ 2- (2- chl or o- 4- net hoxy- phenoxy) -
phenyl sul f anoyl ] - benzoi ¢ acid (Exanple 142/c) and
b) 2-(Bchiord-4lRkRbREpheioryl-plenyinlin®r opyl ani ne _
trihydrochloride (Reterence Exanple 3) according to
t Hee rtitten sompewnst ias dpiepaes afrpine 23-hlayo-4-methgy-(1 HRynitro-phenoxy)-

e ST
trans-4-[ 2-(2-Chl oro-4- met hoxv- phenoxy) - phenyl sul f anov
| ] - rroljdin-1-yl- ethyl)-cycl ohexyll

4 2-(2=6 X -4 y beavilsalfame ‘,.o;_né_;g. o8P r om

oheng e Reat Yo ek nOu L Bl t-nlyggheny) phenytamine
accordingtosthd nfePhqolydesaibiediin Examyipleet/hWIF (ED 484.d|(MiERy | anmi ne

di hydrochl ori de (Reference Exanple 4) according to the
met hod described in Exanple 31/b. M5 (ElI) 612.2

d) (Mt (Eearmpd-8-méfoxy-phenoxy)-phenylsulfamoyl]-N-(3-piperidin-1-yl-propyl)-

benzamide

The title compound was prepared from 4-[2-(2-chloro-4-methoxy-phenoxy)-
phenylsulfamoyl]-benzoic acid and 3-piperidin-1-yl-propylamine (EMKA-Chemie) according
to the method described in Example 31/b. MS (EI) 558.2 (MH").

Example 143
4-[2-(2-Chloro-4-methoxy-phenoxy)-phenvlsulfamovl]-N-(4-piperidin-4-yl-butyl)-

benzamide hvdrochloride

The title compound was prepared from 4-[2-(2-chloro-4-methoxy-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 142/c) and 4-(4-amino-butyl)-piperidine-1-
carboxylic acid tert-butyl ester (Reference Example 12) according to the method described in
Example 30. MS (EI) 572.2 (MH").
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4- [ 2-(2-Cnhloro-4-net hoxv- phenoxy) - phenyl sul f anovl |
-N- f 2-(4-pyrimdin-2-vl-piperazin- 10

wa-2yisjosetshyl | - benzam de The title conpound WaSPpT/&nan(Hd)OOlM
from 4-[ 2-(2-chl or o- 4- net hoxy- phenoxy) -
phenyl sul f anoyl ] - benzoi c aCJl,gd (Exanpl e 142/c) and
2-(4-pyrimdin-2-yl-piperaz 1-yl)- ethylam ne

i oor g. em ; - according to
[ B Med. Ch 12 (2004) 3965- 3970] di
Examplel4det hod described in Exanple 31/b. M5 (ElI) 623.2

benzgmdg ﬁxgdihﬁ)ﬂcm r ahydr o- f

|bJ razi 4-yl ethII-benzamde The title
py Iﬁ%@ ar%’%ﬁ) f p@ﬁ%{re from 4-[2-(4- tnﬂuormethoxy—phenoxy)

phenyfku[fgxh()ﬁjﬁbgﬁﬂ@ ﬁcﬁEt(ﬁﬁéﬁﬁ R0 e% an%]o 4.(L Elflégo-butal)-plpendlne-l-

phenyl sul f amoyl | - benzol ¢ aci
carboxplicacRl Bredbutdiesteh (Rieferchde EX@Ihplp)lQ;lacomydhng to the method described in

Examfiﬁ%ggﬁ@ﬁ %ﬁ?ééﬁv%@ﬁf T Banpl o 31/ NB (B 633, 3
M+ Exanpl e 151 25

4- ( 2- Phenoxy- phenyl sul f anoyl ) - N- ( 2- pi peri di n-1-yl - et hy
EXﬂlzlﬂ.ﬁ!énzam de The title conpound was prepared from

N-g4-[g;4('ﬁ- o

p_ﬂsmﬁmiwﬂqumﬂ@e mat ho descrlbed |n Exanpl 31/ b S
Jé?% 302 I\/H+ 30 Exanpl e 152 N-(Sré
] Bes i a?rﬁw -Yyps pr@Bwsl Aty 4rie ;sikﬂqsﬁénw@exy-ah@noxy)
phenyﬁﬁiﬁmgﬁ?lg@ﬂﬂo?cea %Q%f)l@r L Zc? %@TA EPZ %E{pgxq&)ﬂl% 1 -ﬂ-%ﬂenylamme

he tit oun
[J. Med. @erphéﬁé&(gmpﬁéawgwf mdmg toethe ahethad descrip&k anfikample 31/b.

3[14]b|p|per|d|nyl 1'-yl)-propyl am ne
MS (E?lrléﬁy?d or| de (Reference Exanple 3) according to
the nmet hod described in Exanple 31/b. M5 (ElI) 577.2

(M#). 5 Exanmpl e 153
_m_mp_lsddé 4- (2- Phenoxv- phenyl sul farmyl) N-

benza 4& phenoxy phenyl sul farmyl) ben20| c acid (Exanple

/ &)

st (901519‘?‘1“@! i Wi - rreparedt fipm - dyR+(3tebloyp-drmethoxy-phenoxy)-
phenyﬁhl@éi%ﬂf’ﬂé&()icd ficid (Example 142/c) and 2-piperidin-1-yl-ethylamine (EMKA-

Chemie) according to the method described in Example 31/b. MS (EI) 544.2 (MH").

Example 147
N-(3-[1.4'|Bipiperidinyl-1'-yl-propyl)-4-[2-(2-chloro-4-methoxy-phenoxy)-

phenyvlsulfamovl]-benzamide

The title compound was prepared from 4-[2-(2-chloro-4-methoxy-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 142/c) and 3-[1,4’ Jbipiperidinyl-1’-yl)-propylamine
trihydrochloride (Reference Example 3) according to the method described in Example 31/b.
MS (EI) 641.2 (MH").

Example 148
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10 (Reference Exanple 4) according to the nethod
described in Exanple 31/b. M5 (El) 548.3 (MH)
waxensphelcd 54 PCT/HU2007/000104

4- (2- Phenoxv- phenyl sul famoyl )-N-[ 2- (4-pyrimdin-2-yl-p - -

I perazin-1-yl)- ethyll-benzan1de 15 The title conmpound

was prepared from 72~

4- ( 2- phenoxy- phenyl sul f amoyl ) - benzoi ¢ acid (Exanpl e
trans-312-42-Ghlolro-4-methoxy-phenoxy)-phenylsulfamoyl]-N-[4-(2-pyrrolidin-1-yl-

2-(4-pyri m di n-2-yl - pi perazi n-1-yl)-ethyl am ne
ethyDcpclohexyll-benramide, - 12  (2004) 3965-3970] accor di ng

t('ﬁlet )hﬁtlére E&ﬁ]?’olﬁlﬁs C\flésb ekeh el X R € 432L(D-chMPo-UBhtheRRpRenoxy)-

phenylaulialmsdhbmzomweawd S (E?faami?/l J43e) danst plaptiset-R-pyryolidinl yyl-ethyl)-

cyclo}%pg&tg}xgga fq}"gﬂqglﬂo?‘%’ gﬁ g < c):/e p%aenﬁélietshe go(% n%‘{g gléérl:%sethod described
in Exaﬁ@leis 1/6 BvanEnes 13 @IHand

4- (4-am no-butyl)-pi peridine-1-carboxylic acid
tert-butyl ester (Reference Exanple 12) according to

Examsga!)g_et hod described in Exanple 30. M5 (ElI) 508.2

. 25 Exanple 156 4- f

4-[2-(2Chdoridr 4 netRoxyhp lenox plhpheanyig] fainerWi- AR £ (drpyyrithidin-2-yl-piperazin-
-N-(3-pi peridin-l-yl-propyl)- benzam de The title

1-yD)- prepared from

4ri?- fitle DE ou?ndC ¢ opﬂéﬁﬁ@@x)f)o'm 3Q- [I2 -(2-chloro-4-methoxy-phenoxy)-
phenyl sul f anbyl | - benzoi c” aci d rrép e 22/c) and

phenyBulfarpeyl]-tenroic yacidp (Bxamplei h@/@Ewd\ -Chewiisidiedodrmipesepin-1-yl)-

o o5 0 PR S o el

Exampl® 3 1/: 85 (Bl ¢231Bwaipypr i di nyl -1' - vl - propyl ) - 4-

f 2- (4- br ono- 2- chl or o- phenoxy)

phenylsulfannylI-benzan1de N-(3-[1

pi peridinyl-I"-ml-prop, 11-4-[2(4-brono-2-chl oro-

Eéﬂgiaﬁgagx ) - phenyl sul fanoyl | - 5 benzam de The title
4-12-(Z-0hidexondt nvstoxyr pipemoa o) -phamlsulfamoyl]-N-[2-(2.3.5.6-tetrahydro-
4 [2 (4-bronD 2- chloro;ohenoxy)

LAl M2 LTS Lapide . (Exanpl e 22/c) and

b di yl4al@&hloro-4-methoxy-ph
e L

phenylshameylhrbanzdés ecid k(EaampleE}@i@I @d3217(2;3 5 &v@tr@&r@ro%gg']b_lpyrazmyl-
4-yl)-e(thy1a1)mne (Reference Example 16) according to the method described in Example
31/b. MS (EI) 623.3 (MH).

Example 151
4-(2-Phenoxvy-phenylsulfamovl)-N-(2-piperidin-1-yl-ethyl)-benzamide

The title compound was prepared from 4-(2-phenoxy-phenylsulfamoyl)-benzoic acid
(Example 31/a) and 2-piperidin-1-yl-ethylamine (EMKA-Chemie) according to the method
described in Example 31/b. MS (EI) 480.2 (MH").

Example 152
N-(3-[1.4"1Bipiperidinyl-1'-yl-propyl)-4-(2-phenoxy-phenylsulfamovyl)-benzamide
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10 Exanple 158 4- f

2- (4- Brono- 2- chl or o- phenoxy) - phenyl sul fanoyl | - N
wa-2008/09¢168 m di n- 2-yl - pi perazin- |- vl)-ethyl| - benaana®o0104

The title conpound was prepared from

4-[2-(4-brono-2-chl oro-phenoxy)- 15

phenyl sul f anoyl ] - benzoi c adPd (Exanple 22/c) and

2-(4-pyrimdin-2-yl-piperazin-1-yl)- ethylam ne

[T@ectﬁlegcorxzﬁﬁmd@h&np al@d ﬁ%@49(2%&%@%&hyhﬂﬁ%@lhbe@1c acid

t he et ho descrrbe le 31/h.
(ExamplgH3}/a) Bpgnﬁr[é mlwdmyl -1’ -yIiSppropylamme tr1hyc{E ochlom?e (Reference

Examp?ezi)zafgédg{ ity aﬂl grdgs_o?r?@@ R¥x a8 BY s M afTPyY1 .2 MH").

1, 2' | bi pyrazinyl -4-yl)-ethyl|-benzam de The title
0 gund was prepared from
Exa—“‘é—@—ﬂ br onp- 2- chl or o- phenoxy) -
uif

y I pyrazi nyl-
benzamide et hyI am ne (Reference Exanpl e 16) according to the

%@9 descr @exg%éoﬁ‘rg%@mo% 311(& ki)hen&ar ﬁ@n@rﬁ[@fmﬁgﬁ) Benzoic acid

(Examgl'de( 331|I2h)e|t ind atthiido4- plipmrxl)dln-nhﬁmﬂhﬂ)}bflcﬂmbflanﬁhe{ 3djhiygmrchloride
1din-1-y

(Referencp) Feraﬁmleaﬂ) ﬁ‘%PDFJIFQI% BeiBad ﬁlsmbeﬁéﬁf-éﬁepﬁ%%“? MiSe(ED 548.3
(MH )conpound was prepared from 3-di et hyl am no- pheno

according to the nethod described in Exanple 1/a. M

(EI) 287.1 (MH). WD 2008/ 050168 PCT/ HUJ2007/ 000104

b) 2-(3-Di et hyl am no- phenoxy) phenyl am ne The
—EEEBELﬁé conpound was prepared from

ghexvyll-

313113 ot 9¢ram>mwd— wasemnwd ﬁmmﬁr@rpma%yplrenw@ﬁkf@meylé@%mw acid

(Examg t/!ﬁlt @%F%%b%g%l eel?ffﬁrg g J{l larmne [:Bzoo Med. Chem.; 1

(2004t m%mrr)goacd@@ﬁrg bethe fheEi()ﬂlT@ésenﬁéd? in maﬁ@le 34%1 MS (EI) 559.2

(MH")4- f 2- (3- Di et hyl am no- phenoxy) - phenyl sul f anoy! ] - N- ( 3- pi
peri di n-1-yl - propyl ) - benzam de

Example 155
4-(2-Phenoxy-phenylsulfamoyl)-N-(4-piperidin-4-yl-butyl)-benzamide hydrochloride

The title compound was prepared from 4-(2-phenoxy-phenylsulfamoyl)-benzoic acid
(Example 31/a) and 4-(4-amino-butyl)-piperidine-1-carboxylic acid tert-butyl ester (Reference
Example 12) according to the method described in Example 30. MS (EI) 508.2 (MHY.

Example 156
4-[2-(4-Bromo-2-chloro-phenoxy)-phenylsulfamoyl]-/N-(3-piperidin-1-yl-propyl)-

benzamide

The title compound was prepared from 4-[2-(4-bromo-2-chloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 22/c) and 3-piperidin-1-yl-propylamine (EMKA-
Chemie) according to the method described in Example 31/b. MS (EI) 608.1 (MH.
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The title conpound was prepared from
4-[ 2- (3-di et hyl am no- phenoxy) -
wohesysenss f anoyl | - benzoi ¢ aci d and PCT/HU2007/000104

3- pi peridin-1-yl-propyl am ne (EMKA- Cheni e) according
to the nmethod described in Exanple 31/b. M5 (El) 565.3
(MH). 15 Exanple 161 -81-
N-(3-[1,4"]Bipiperidinvl-1"-vl-propel)-4- f

Examﬁj;e(lgﬂji et hyl am no- phenoxv) - nhenyl sul f anoyl | - benzam de

itle conpound was prepared from
N-(3-[1.4[|Biffiferddintyh§ 1-elnpropyhie s (ybromo-2-chloro-phenoxy)-
tn | syl .fanoyl] - benzoic acid (Exanple 160/c) and
! ' dinyl -1' -yl )-propyl anine 20

N-=(3-[ 1.8 Bipseoiailyan i diepro e ar pracr&na mRtid o) plag 6 0y)ditikaylkel famoyl]-
the nethod described in Exanple 31/b. M (El) 648.3

benzamidel) . Exanpl e 162 trans-4-f

~( 3- Di;et 1.00- phenoxy) - phe ul = Nk A4 = .
s e oRLRE RS SR CHO Y 4 FLREbenlA Sl Penosy)
phenylzﬁlfzizmo}gpdhﬁmdi o L&;?%iﬁrgalgﬁlg ngf(h)fdrﬂrﬂ-[l ,4’Tbipiperidinyl-1’-yl)-propylamine
trihydreﬁﬁlﬁgiﬁ% (Referents Fxampis o) éc%i){i)&g (teshampeibod desiped jpy Example 31/b.
- -pyrrolidin-1-yl.-ethyl)- cycl ohexyl am ne
MS (ngjgglré\gﬁlﬂ)éri de (Reference Exanple 4) according to the
nmet hod described in Exanple 31/b. M5 (EI) 619.3

§ Igisk 30 Exanpl e 163 WO 2008/ 050168 PCT/ HU2007/ 000104

hen r1]1

Exam

4-[2-(4-Blr émb3- ER16¥ 41y h &0 xR pRBAIONTAmOVIE-N [ 25 (4-p riiydih -y K piprazin-1-
-pyrim di n-2-yT-pi perazin-1- yl)-ethyl]-benzam de The
yDh-ethvilk-benzamideund was prepared from
[ 2- (.3-di i No-ph - ) ;
?J-Eeenyflﬁﬁl fcasr}gié}u?@nb ggazsgi g&g@% (fgggrrp?-éz-.(ﬁégrlogo-za-ﬁglom phenoxy)
phenyl[étéxféln@ﬂ]-bﬁ/ﬂggﬁm -éaﬁicyl (Em?xgpl’eg ggz:y)) land )sz-ggpgﬁmjdim-m%g)iperetlzin-l-yl)—
i o0rg. : em ; - 0] .accordjn 0. ..
ety lafs | RUAHEVaRSCHT 12 TION RS OF i fopyefPddscribed in
, f
Examlg%)-bawg%l?gﬁ%gﬁgﬁ%noxy) - phenyl sul f anoyl ] - N- ( 3- pi per

i di n-4-yl-propyl)- 10 benzam de hydrochl oride The
t]t conmpound was prepared from
Exampl S( 3-di et hyl ani no- phenoxy) -
4-[2-(4-Bromo-2-chloro-phenoxy)-phenylsulfamoyl]-N-[2-(2.3.5.6-tetrahydro-

[1.2']1bipvrazinyl-4-v)-ethyl]-benzamide

The title compound was prepared from 4-[2-(4-bromo-2-chloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 22/c) and 2-(2,3,5,6-tetrahydro-[1,2]bipyrazinyl-4-
yl)-ethylamine (Reference Example 16) according to the method described in Example 31/b.
MS (EI) 673.0 (MH").

Example 160
4-]2-(3-Diethylamino-phenoxy)-phenylsulfamoyl]-N-(3-piperidin-1-yl-propyl)-

benzamide

a) 3-Diethylamino-1-(2-nitro-phenoxy)-benzene
The title compound was prepared from 3-diethylamino-phenol according to the
method described in Example 1/a. MS (EI) 287.1 (MH").
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phenyl sul f anoyl ] - benzoi c acid (Exanple 160/c) and
4- ( 3- am no- propyl ) - pi peri di ne-1- carboxylic acid
woeodas/bultcyl ester (Reference Exanpl e 13) accor #8Cmgiue07/000104
t he nmet hod described in Exanple 30. M5 (El) 565.3
(M+). 15 Exanple 165 4-
[ 2- (3- Di et hyl ani no- phenoxy)y&pheny! sul f anoy! |
- N- (4- pi peri din-4-yl net hyl - benzyl) - benzam de
hydrochl oride The title conpound was prepared from
\ ohenoxy) 20
‘-’- OARGIPAY IS : i d (Exanpl e 160/c) and
4T1€e4t1ﬁénc | CRFRAXN! |
tert- but Sﬁggﬁ&é#vap ef ere)éinggﬁ e llmm%%o 16lgcor |¢1h;en$’§;)goenz ene
accordingstorthe mﬂwdelsmbbém Emamﬁndﬂpl e 30. Ms (EI) 627.3
(MH). Exanple 166 25
4-12- (4- Brono- 2- chl or o- phenoxy) - phenyl sul f anoyl | - N- (4-
©) 4-[2pi3eBtetiedilamihoyphemiiyyphbenatanoyNenzascdsidhy dr ochl or i de
The t|t| e conpound was preparéd from
4L l'[ez tl(c - erepayngd - WRS drrenasere rtpny ) 2-(3-diethylamino-phenoxy)-phenylamine

w0 S TR R Sk i, MR AR LD, T i o

tert-butyl ester (Reference Exanple 17) according to
O

thod de crlb Exanpl e 30. I\/IS(EI) 670. 2
— el-(Priperidin | nopybdbenzamide

B sitle d - ]
4-[2-(4-Br ono: 2-chl or o- p%reﬁ%r%l/) %ﬂrgnvld's L dleth?’lfmﬁlo phenoxy)-

phenylgilfeneyd]-benzoig| actsliand 3-pipesdinalvybipropytinind (EVMKde Chbaic) according

o e LS ROV DS TRARIGAT 823 e

phenyl sul fanoyl ] - benzoi c acid (Exanple 22/c) and
4-am no-butyl)-pi peridine-l-carboxylic 5 acid
-Emﬂ-!ér_&butyl ester (Reference Exanpl e 12) according to

benza ge4 [1 4 1B| pi perl di nyl -1' -yl - phenyl ) -4-[ 2- ( 3- di et hyl
henoxy) u%genvl sul fanmovl | - 10 benzam de The

th | e Bn‘p‘iﬂm S Wl%paprégprp(ﬂ orffom  4-[2-(3-diethylamino-phenoxy)-
phenyléulfagndyBrBtng bR ML AR mBREN Y and 3-[1 4’ Ibipiperidinyl-1’-yl)-propylamine
trihydrochloride (Reference Example 3) according to the method described in Example 31/b.
MS (EI) 648.3 (MH").

Example 162
trans-4-|2-g3-Diethylamino-ghenoxv)-phenvlsulfamovl]-N-[4-(2-pvrrolidin—l-vl-ethvl)-

cyclohexvl]-benzamide

The title compound was prepared from 4-[2-(3-diethylamino-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 160/c) and trans-4-(2-pyrrolidin-1-yl-ethyl)-
cyclohexylamine dihydrochloride (Reference Example 4) according to the method described
in Example 31/b. MS (EI) 619.3 (MH").

Example 163
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phenyl sul f anoyl ] - benzoi c acid (Exanple 160/c) and
4-11,4" ] bi pi peridinyl-1'"-yl-phenylamne [J. Med.
wGChersosdes (2003) 1803-1806] according to the nmecheri2007/000104
described in Exanple 31/b. M (El) 682.3 (M#). 15
Exanpl e 169 N-(4-(1, 4
] Bi pi peridinyl-1'-yl -phenyl-§3-4-[ 2- (4- br ono- 2- chl or o- ph
enoxy) - phenyl sul fanoyl ] -benzam de The title conpound
4-[2-(me@mgeiﬁehﬁm)%ﬁeﬁvlsﬁlﬁﬁm-]9—IE-WI-%WmﬁHﬁ{lWblpeZ'sz-l-
phenylsulfannyl] benzoic acid (Exanple 22/c) an
D)- iperidinyl-1"-yl-phenyl am ne

N TR —

phenylsnkfanggl]-bemzoics acid (Example 160/c) and 2-(4-pyrimidin-2~yl-piperazin-1-yl)-

el e B B S S S b o et

Examgie ey NS 63’03@1@1![—13 from
ﬂ.[ 2-(2, 4m%?chloro pﬂenoxy) phenyl sul f anoyl ] - benzoi c

acid (Exanple 1/c) and .
BxamBle (650, )1 SSE b (Ref ar ence. Exampl 2"% | iccé‘f'd.dng to
e Exal 171 VD 3008/ 050158

yl - phenyl) - 4-
L@?}é 2 r’]cglseglef ou Buréif Yl Rr OBY@J};)&I@Q' p%roﬁlzl . EIZ' @aﬂlgf?lwa!nlmo-phenoxy)

phenyhukf&n@jdﬂrbelgdmcp hand | éEvta‘rmﬁe)y 156/bpnami c4-63+ ladurilfhpropylo-lpq:)endlne- 1-

npo pre d m_no- ben enone

carbor B o Yo Ty RGO igh o kBALE b e A S B eetet described in
ExamM630545 (882563 1 MiH)). b) |

N ( 2- Benzoyl pheny)-4-[4-(3-piperidin-1-yl-propyl)-pip

per azi n- 1- carbonyl ] - benzenesul fonam de The title
Exam&R und was prepared from

=benzoyl - phenyl sul f anoyl ) - benzoic acid 10 and

4-[2-(3Dichplapfinb-ihendxyphih ORMIAmB yIPV-eE-phifer {dEAMAV L eI Denzyl)-

according to the method described in Exanple 1I7d.” M5
benzamide hydnychloride) |

benza

The title compound was prepared from 4-[2-(3-diethylamino-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 160/c) and 4-(4-aminomethyl-benzyl)-piperidine-1-
carboxylic acid tert-butyl ester (Reference Example 17) according to the method described in
Example 30. MS (EI) 627.3 (MH). |

Example 166
4-]2-(4-Bromo-2-chloro-phenoxy)-phenylsulfamoyl]-NV-(4-piperidin-4-ylmethyl-benzyl)-

benzamide hydrochloride

The title compound was prepared from 4-[2-(4-bromo-2-chloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 160/c) and 4~(4-aminomethyl-benzyl)-piperidine-1-
carboxylic acid tert-butyl ester (Reference Example 17) according to the method described in
Example 30. MS (EI) 670.2 (MH").

Example 167
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Exanpl e 172

N-(2-(2, 4-Di chl oro- phenoxy) - phenyl | - 4-[ 4- ( 3- pi peri di n-
wa-2yis/p01epy| ) - pi peri di ne-1- 15 PCT/HU2007/000104

car bonyl | - benzenesul f onam de The title conpound was

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

phenyl sul f anoyl ] - benzoi ¢ ac¥4d (Exanple 1/c) and

4,4 -trinmet hyI ened| p| peridine (AI dr| ch) according to

ki L NNE & 2 ¢

: - Benzoy -p
LOrIae n- 1-y| - propyl ) - pi per azi ne- 1- car bonyl ] -

from il‘a% {)%ﬁ \ge ny%’}eh}“% I?u ngl : }:)Po;ngcﬁ I &fbro-phenoxy)-

phenylshifamnpylp-birzbi@gcid (lEixample 22/c) and 4 (4- amlno-butyl)-plpendlne-l -carboxylic

rro |n 1-yl - | ) - pi perazi ne
acid t%r&ﬁwﬁ? 4 ersiage Btk gk aerOuding o dhe WG‘EQNK%?C@%S@% Example
30. Mé’féalg%bi 15(%-1*% (M) . Exanple 174
N[ 2, 4-Di chl oro-benzoyf) - phenyl | - 4-[4-(3-pyrrolidin
-1-yl - propyl) pi per azi ne- 1-
ExamSH nyl | - benzenesul f onam de 30 a)
xam 2, 4- Di chl or o- Benzoyl ) - phenyl sul f anoyl ] - benzoi c
N-(4-[3a"1BiNPeAdRRN Q291 pRePL 4T 28T th Pl hfido-phBRoxk)Hheh{ls@lfamoyl]-
conmpound was prepared from
hﬂ&@&ﬂﬂﬁn1no phenyl ) - (2, 4-di chl or o- phenyl ) - net hanone

:: 2 rﬁi(;%ls 3 ECP&#g‘?rp% e S)g Z | S%a%)a%'aac co F%j I Ng [2t Q ?ﬁthylaml?% 8 geHOXY)

phenyﬂe&mojdwemu&admmmpte 160@%)( &dd) 4452 Thipperidinyb ) '-yl-phenylamine
-(2 ) . .
. Mey. ﬁe«% 86 §2900 28081 ppleprrrrding tortheamphad dessrifed iy Fxgmgle 31/b.

NS(Eﬂ@éZ?g gfpzi ne-1- carbonyl | - benzenesul f onam de The
titl onpound was prepared from
4-12-(2, 4-di chl or o- benzoyl ) - phenyl sul fanoyl ] - benzoi c

Examaf and 1-(3-pyrrolidin-1-yl-propyl)-piperazine
-3@£¥4§$%2-Chen1e) according to the nethod described in
N-(4- A Ebnl 44ﬁ$ﬁ%éz&ﬂoﬁ¥ﬁﬂahﬁwi75

E@EMMH;JMM-yI propyl) ppl per_a2| ne-| -
g?léﬂgg:ﬁglla %ﬁiﬁﬁ& S LUV&SO nﬁfgng%d-rhﬁoﬁl' t J1-?2-‘E@-‘Sicl)(i’rlfcp-9-cﬂ'ﬁ)‘?‘o-phenoxy)-

phenyl%u[fé’m(;ﬁ}-%eldzm‘m lacido¢Hxean#pdey 2/ nmdy4-§ L sipipytidinyl-1'-yl-phenylamine
[J. Med. Chem. 46 (2003) 1803-1806] according to the method described in Example 31/b.
MS (EI) 725.1 (MH).

Example 170

hvdrochloride

The title compound was prepared from  4-[2-(2,4-dichloro-phenoxy)-
phenylsulfamoyl]-benzoic acid (Example 1/c) and 4-(4-amino-butyl)-piperidine-1-carboxylic
acid tert-butyl ester (Reference Example 12) according to the method described in Example
30. MS (EI) 576.2 (MH.

Example 171
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15 benzoic acid (Exanple 174/ a) and

1-(3-pyrrolidin-1-yl-propyl)-piperazi ne (EMKA- Chem e)
wacoemsrodirwg to t he nmet hod described i n Exanpl e BCTAIU20d3/000104

(El') 644.3 (MH). Exanple 176 trans-4-

[2-(2, 4-Di chl oro-benzoyl ) - phenyl sul f anoyl | - N-

E4- (2-pyrrolidin-I-yl-ethyl-$5- 20 cycl ohexyl | - benzam de

The title conpound was prepared from

N-(2-Bedz6vL-Bhdrvl-414-05- DG RERVLYI: Lpipérlagfiy chrb RGNZ O C
acl anpl e a) an
benzenesmifonanyide pyrrol i di n- 1-yl et hyl ) - cycl ohexyl ami ne

2 4-E BN LERLRL B L TRNELE0E Soifxampl e 4) ?g;rglzggzto the

(Mr&)tlﬂeZEorﬁyS@ﬁﬂ &ad prefared from 2- amlno-benzo?henone according to the
- Di chl or o- ben zoz‘?ﬁéghenvl sul f anovl

methofifile%%lbﬁ‘} i Hxaopleyyc M, 22(MHY- propyl | - benzani de
The title conpound was prepared from
4-[2-(2, 4-di chl oro- benzoyl ) - phenyl sul fanmnoyl ]- 30
b) benzoi c_AeReBézrulnptienyl) Z474a(3-pipetidin-1-yl-propyl)-piperazin-1-carbonyl]-

b 2- (4- pyr.i.di n-4-yl - pi perazi n-1-yl)-propyl am ne
——Fﬁéﬁ%ﬁ)@@wﬂm Exanpl e 11) according to the method
deRE Kit1 R\mipBuske B! ga}écpfroﬁﬁ4 f—'b)enﬁy'éf- Eer{yllﬂﬁlﬂamo benzoic acid
2008/ 05016§6PCT/ HUéﬁ /000104 !(- 87 grrpl e

and 1-f3-piperidin: khil-propyh-piperazine (EMKA-Chemie) accordmg to the method

o A SR e "t TEY pound

was prepared from
4- [2 (2, 4-di chl or o- benzoyl ) - phenyl sul fanmoyl ]- 5
—X@!B&Jz.& c acid (Exanpl e 174/ a) and

carbo ' nzdﬁe maniide
4-(2-B |- ph | sul f [)-N .
LRRTS 306 2o rnpsing. DIWEY | Hisoab! ofiamy | 4206 4dicblarp-ghenoxy)-

phenyiE'ilH‘arhb&lh-%el%ﬁ@ Qifad (M¥een 16 elp@r il t4r43ffhme’chylened1 pendme (Aldrich)
4- (2- benzoyl - phenyl sulfam)f/ ) - benzoi ¢ acid Ex ampl e
accordifpg jogthe mq:{;hod escnbed in Example 31/b. MS (EI) 631.2 (MH ).

trans-4-(2-pyrrolidin-1-ylethyl)-cycl ohexyl am ne
di hydrochl oride (Reference Exanple 4) according to

Examfhs,elmet hod described in Exanple 31/b. M5 (El) 560.5
N-(2- enzo{rl-phenvl)-4-[4-(3-pvrrolidin-l-vl-propvl)-piperazine-l-carbonvl]-

benzenesulfonamide

The title compound was prepared from 4-(2-benzoyl-phenylsulfamoyl)-benzoic acid
(Example 171/a) and 1-(3-pyrrolidin-1-yl-propyl)-piperazine (EMKA-Chemie) according to
the method described in Example 31/b. MS (EI) 575.2 (MH").

Example 174
IN-[2-(2.4-Dichloro-benzoyl)-phenyl]|-4-[4-(3-pyrrolidin-1-yl-propyl)-piperazine-1-

carbonyl]-benzenesulfonamide

a) 4-[2-(2.4-Dichloro-benzovl)-phenylsulfamovl]-benzoic acid




10

15

20

25

30

15 Exanpl e 180

4- (2- Benzovl - phenyl sul fanmoyl ) - N-13-(4-pyridin-4-yl-pip
wenemingeitsyl ) - propyl ] - benzam de The titl e conpoumi 20800104

prepared from 4-(2-benzoyl - phenyl sul fanoyl ) - benzoi c

acid (Exanple 171 /a) and i

2- (4-pyri di n-4-yl - pi perazi n- q yl) - propyl am ne

(Reference Exanple 11) 20 according to the nethod

d €8 rtithe gompopnd et P3apased NI H2rars@e-phenyhi(3,4-dichloro-phenyl)-

methalSORSBIEE, (9P STHE8 o ShismmLionysbengoip a4 axcgrijae to the
methodid@ismribedydEmrnpiyll)(e.m@ﬁ)mla(l\dhmjrochI oride 25 The
title conpound was prepared from
4-[2-(2, 4-di chl or o- benzoyl ) - phenyl sul fanoyl ] - benzoic
b)  aci dv{Exammiehidrfb@lzo @ Dhenyl]-4-[4-(3-pyrrolidin-1 -vl-propvl)—mperazme—1-
4- (3-am no- propyl)-pl perirdrne-T-carboxyl1c acl
carbonydl-berizenepilfonamide ( Ref er ence Exanpl e 13) accord| ng to

(fﬁﬁ_ﬁﬁé gﬂggﬁl%ﬁ;\{/%sbp%g@red E)émnlp tf (23 49 dlcli‘/lFOI‘S %ehzoy%-&enylsulfamoyl]_

benzofla- 4c2d Bad20@ +pyphidid-$ aogs&m platifie RENBA Citlnde)Y hccBHiiYg to th
) - benzam de hydroch%jrl)l V% 2001 /850168 Vace &1 He

methOﬁéwqrmz@mlﬁmeélfb B’SSGE‘I)EGW{*I(MH:&)Wpound was prepar ed
from4-[2-(2,4-di chl oro-benzoyl) - phenyl sul f anoyl ] -
benzoi c acid (Exanple 171/a) and

Examglg( 'Sam no- butyl) - p| peri di ne-|-carboxylic acid
- I ence  Exanpl e 12) according to

3701 n;c.__.‘_..n opyl)-pipexazine-1-

a chlorh-benz \ A-dw(
carboﬁ%ﬂ]%nze’ieﬁﬂmlnﬁdéss N- ( 2- Benzoyl phenyl) - 4-
prpertar n-4-yl - propyl ) - pi peri di ne-1-car bony] -
b Bz éiteampanngd v asepraased frDlIne4 E%fﬁa‘bdwhlumbemoe'b)ap}mdylsulfamoyl]
f | sul b
senro ) A0 A ST B0 el chemio
accordir§ Wdrthemrthoa desdibed it BxihislePRINOM (Ki§644.5 RGN

Exanpl e 31/b. M5 (El') 574.2 (M#+). Exanple 184
Preparation of pharmaceutical conpositions: 15 a)

Exam I%bllﬁt S
trans-4- [2-(2,4-Dichloro-benzovl)-phenvlsulfambvl]-N-[4-(g-pvrrolidin-1-vl-ethvl)-

cyclohexyl]l-benzamide

The title compound was prepared from 4-[2-(2,4-dichloro-benzoyl)-phenylsulfamoyl]-
benzoic acid (Example 174/a) and trans-4-(2-pyrrolidin-1-ylethyl)-cyclohexylamine
dihydrochloride (Reference Example 4) according to the method described in Example 31/b.
MS (EI) 629.2 (MH").

Example 177
4-]2-(2,4-Dichloro-benzoyl)-phenylsulfamoyl]-N-[3-(4-pyridin-4-yl-piperazin-1-yI)-

propyl]-benzamide

The title compound was prepared from 4-[2-(2,4-dichloro-benzoyl)-phenylsulfamoyl]-
benzoic acid (Example 174/a) and 2-(4-pyridin-4-yl-piperazin-1-yl)-propylamine (Reference
Example 11) according to the method described in Example 31/b. MS (EI) 653.2 (MH").
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0.01-50 % of active ingredient of formula (I), 15-50 %

of lactose, 15-50 % of potato starch, 5-15 % of
woabogwiseng8 pyrrolidone, 1-5 %of talc, 0.01-3 P€OHU2007/000104

magnesi um stearate, 1-3 % of colloid silicon dioxide

and 2-7 % of ul traanyl opectin were m xed, then

granul ated by wet granul atfon and pressed to tablets.

20 b) Dragees, filntoated tablets: The tablets nade

, Y L ) DIRELIdIN-Goy s PLOJ BLDET A >
carbogh%luﬁﬁe ulBeesw@e and carnuba wax. c) Capsules: 25

- T of active ingredient of formula (1), 1-5 %

ofhe ¢ apmpeindyvassprepased fronsd-50-(24-dighlerpdreonqy - pheiylswdfamoyl]-

o BTERRTpe 70 £ B PSR TR B s o 0o
methodhiesabetl i Exmaplesass 4 (HY 64ub ®Esheve and filled in

hard gelatin capsules. d) Suspensions: 30
I ngredients: 0.01-15 % of active ingredient of formula

Examgle_)179o' 1-2 % of sodium hydroxide, 0.1-3 %of citric

.. 0.05-0.2 % of nipagin (sodium nethyl
trans-4-@yBlengeybphenydsulfiamoyd)- Vi 8-(@-pd2rdidin-1ayipah o) ~cy loBdxyl]- 5

b %.qf carbopol (polyacrilic acid), 0.1-5 %of 96 %
—wﬁenza inol , WD 2008/ 050168 PCT/ HU2007/ 000104 -89 0.1-1 %

ofhé kifl¥ Qotdpdurd KRk gyr%,@a’rg(p ﬁ%?nof&(@-‘%ﬁ’i&y@{phér?ﬁsu%aﬁﬂ)‘r'&ﬁ%zoic acid
solution) and 30-50 % of distilled water.” To solution
(Examgfle nil pH@) nangh dtrenst4-(2paeolidin -dothyl)-aytloiexsylamined dihydrochloride

d i Ll _port
RetelEEhAE 9 30bnt5S AURE el ST RN KRG Mg e 5005
(MH".or 10-12 h. Then 5 the sodium hydroxide in 1 m of

distilled water, the aqueous solution of sorbitol and
finally the ethanolic raspberry flavor were added with

Examgjﬁ{g? ng. To this carrier the active ingredient was

in small portions and suspended with an
4-(2-Benveylgphenyisolfame gl) 264 344-plridil-1ywl-piserasivsb e propylvdenzamide

fill to t desi red, fi nal | ith distil|led )
whks Bl dmofiend S anare hof ¢l Rty kehen piibiagh enoic acid
(Exanfp® 1 91/8) sd iJ(ngyﬁ%iﬂlbﬁﬁ%ﬁg}era%ﬁ-ﬁ 1_)-%1'6}8@&&1&9?(1@?&61?:@ 'Example 11)

each suppository O. o of active ingredient o

according touthemethodatescribed 08 Eatmpled o MS () § 8¢ HAMELGh! v
m xed, then 50-95% of adeps pro suppository (for
exanpl e Wtepsol

Example 181
4-[2-(2.4-Dichloro-benzoyl)-phenylsulfamoyl]-N-(3-piperidin-4-yl-propyl)-benzamide
hydrochloride

The title compound was prepared from 4-[2-(2,4-dichloro-benzoyl)-phenylsulfamoyl]-

benzoic acid (Example 174/a) and 4-(3-amino-propyl)-piperidine-1-carboxylic acid tert-butyl
ester (Reference Example 13) according to the method described in Example 30. MS (EI)
575.3 (MH").

Example 182
4-(2-Benzoyl-phenylsulfamoyl)-/N-(4-piperidin-4-yl-butyl)-benzamide hydrochloride
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4) was nelted, cooled to 35 C and the m xture of

active ingredient and | actose was mxed in it with
waansganicg at or . The obt ai ned m xture was noul dPCIHU2007/000104

cooled fornms. 15 f) Lyophilized powder anpoul e

conpositions: A5 %solution of mannitol or | actose

was made with bidistilled Witer for i njection use,

and the solution was filtered so as to have sterile

SHieutitleocompbufd Oas prépasxil fiirh eir[202,4-diehloawbenzeyl)-phenylsulfamoyl]-

benzoig el Y4V 8] Ao - it Pof et oyt acid tert-bus

ester (Refeyéﬂce Ex4aDId 10) S6RBEiE tdthd MellRMedcttmbdd B BRIni1E 30 MS (EI)
hese two soOl uti'ons weré m xed under 20 aseptic

52046‘6Hd)t| ons, filled in 1 nl portions into anmpoul es, the
content of the anpoules was |yophilized, and the
anpoul es were seal ed under nitrogen. The contents of

Exam%téqsgnpoul es were dissolved in sterile water or 0.9 %

physi ol ogi cal sterile agueous SOdI um. chI or| de
N- :\.L, D) 1 3 4q : & : Pk l D

benzelSSht %&gﬂﬁ/ 000104 -90. Caims L. NewbradyklnlnBl

tagoni st sul fonam de derivatives of fornula
(The tif® @)Iﬂpd)ﬂndl\kvhkiﬁrep%d%mM -4bénzoyRphenFlsplfmoyl)-benzoic acid

Examnple” R ko8 A Ry S tpes i (AT RO f fre method

descrifiddah ?Pe%ﬁ? MQ'@EIRI@WQ%/H%*)WHWGOUS'V hydr ogen
atom (3) -(CH2)m X-Q or 10 R1
and R2 together with the nitrogen atomto which they
ttached forma 4-7 nenbered

Exampafeelsg
Preparation of pharmaceutical compositions:

a) Tablets:
0.01-50 % of active ingredient of formula (I), 15-50 % of lactose, 15-50 % of potato

starch, 5-15 % of polyvinyl pyrrolidone, 1-5 % of talc, 0.01-3 % of magnesium stearate, 1-3
% of colloid silicon dioxide and 2-7 % of ultraamylopectin were mixed, then granulated by
wet granulation and pressed to tablets.

b) Dragées, filmcoated tablets:

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), 0.1-5 % of 96 % ethanol,
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het erocyclic ring containing 0-3 heteroatom (in
addition to the nitrogen atomto which Rl and R2
wabti@okedy sel ected fromO, S and N, wherei n SaCT/HU20EF/000104
is optionally substituted with C1-C4 alkyl, -(CH2)q
Y-P 0x0, 4-(4,5-di hydro-1Hgd m dazol -2-yl)- benzyl,
,4,5,6-tetrahydro-pyri mdin-2-yl)-benzyl or

01-1 %‘s&%méw P S0 e AR AT GBrRIAF S SOEIRL8A 30-50 % of

distilléd @Her.CYanNo, am no, or am no substituted W|th one or
nmore C -C4 al kyl group, Cl-C4 al koxy, trifluoronethyl,
t Tofsplution v€ nipagin, andlcii aidkin 20 hy of disyilleCiaet, carbopol was added

in sm?h?&rﬁ Xiﬁsg{ngcpesgrﬁro%sg%% égﬁ%lﬁ%wp%\)/asc%gﬁg lﬁeg%é %or i{; ?.’Enh Then

the so@ﬁing hodipxidedn 1 B0 oNRsaed Patet,bthe sqaédamsomﬁbn %@%omtep Bhd finally
is anlnteger from1lto 4; mis or anlnteger

the ethangli¢ gasphersy flagor wergradded é@@r striggn ”o‘o s garrip thinebtivg ingredient
1
was a@{iﬁi {n errl%l% gfn‘i’ﬁgg a%& %H&H?ﬁé%dogé%adr?%ﬁrﬁagﬁan%l%%ﬂ%ﬁo .Cﬁmally the

suspempiaupas Klled up ts |t1msgﬂesnbd: ohal vél@meovith QIkNEd water -abiHt&kuspension
g}roug; 2008/ 0 101 1@%’ HU2007/ 000104 91 Y is a
SYTUp ¥iaR grsch Biepeh acgs! oyt MUERE RAUBNSH; P is (1) -N(O -C4

e) Su@dﬁﬁbﬁi@s-grOUp (2) -NH(CH2),, Het group; (3) a
saturated, partially wunsaturated or aromatic 4-7
n’émeacédsupmgtomy)rﬁ@l hﬁ%gOﬂaGIWenngmfsbhnulaeﬂ) fandnh-20% of
n wher S [jn t ona
tactosg et AP Shughi e 8 S ledspa G RBofs oy prempaly Witepsol
4) wagmehéd)cadled to PRPCiaal e thidgatefaterk PigralifBhd fcfbsd was mixed in
menbered ri ng contai ni n)gml 3 heteroatom sel ect ed from

it withghompegpigatqr. inedsmivdutieiwag manld i cavhed

)ri Het, 1- plper|d|nyl
L 'ﬁ H le O os{ itl}gf, 4-pi peridinyl, 2-
p)91r5 Pré sblngtd)n o {Iﬂlylnﬂ(le orylactofe pys Im:hylb with bidistilled Water for injection

6- dyl
use, a@c} g%pso)ﬁ(t%n %ﬁ%ﬁgpreg 8 Lpggtg g%yf: SteHi qr épl%/tgmg trA plﬁl% ‘szq;lﬁtlon of the

active 1&%‘6@%1#)/0&5 F%{mula % ?loso %d@kblﬁ{ G Gater for i injection use, and this

solutidnl was Filteysid por atsdtonlyave]Stetylb sghmmp, Thés’é)m@Sso@many ovealrkixkd under

bstituted
B T R e T AT
lyophitieéd, and Hd%mp oﬂﬁs@m@k&d%&f nftrozen. The contents of the ampoules were

di hydro- 1H-i m dazol - K qr oup, % -(CH2) I
dlssohquomrﬁtenle water or 0.9 % (physiological) sterile aqueous sodlum chloride solution

before administration.
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Het is a 4-7 nmenbered heterocyclic ring containing 1-3
het eroatom sel ected fromO, S, 15 SO2 and N,
wopbisgaale8y substituted with (1) oxo; (2) one 8CTHIREN7/000104

A -C4 al kyl group; and optical antipodes or racemates

and/ or salts and/or hydrate0 and/ or sol vates thereof.

2. A conpound of Claim1l selected fromthe group of

4-[2- (2, 4-di chl or o- phenoxy) - phenyl sul famoyl ] - N
Claim§2- [ 4- pyri di n- 4-yl - pi perazi n-1-yl)-et hyl ] -benzani de

di hydr ochl ori de,

4-[ 2-(2, 4-di chl or o- phenoxy) - phenyl sul fanmoyl ] - N-{2-[ 4-(
1.  Newbedadkili®B2Qeceptor antagonist sulfonamide derivatives of formula (T)

1H—|w1dazol 2- ylf phenyl ] - et hyl } - benzami de

trifluoroacetate, N-(3-[1,4']Dbipi i nyl -
1' -yl -propyl)-4-[ 2- (2 4Hd||¢hl 0 pheqoxy) - phenyl sul f am
oyl ] - benzani de, [ N—R

di chl or o- phengs

et hyl } - benzam de,
1,4']bipiperidinyl-1"-
enoxy) - phenyl sul f ampy
4-[2-(4-chl oro- pheR.-,

benzam de,

enyl sul fanmoyl ]-N- {2-[4-(4,5
25 di hydro-1H i m dazorc2<Yy! ) - phenyl ] - et hyl } - benzam de,
4-[ 2- (4- br ono- phenoxy) - pkrényl sul f amoyl ] -
{2-[4-(4,5-dihydro-lkkinidazol-2-y|)-pheny|]-ethy|}-be
nzam de, N-(4- [ 1,4 ]bipDperidinyl-

| - phenyl)-4-[2-(2, 4-di chl oro- phenoxy) phenyl sul f anoy
WhmﬁV{ benzam de,
R! tlrs g&mgexﬁatoﬁ%rdeldcmkwgao@ﬁbenoxy) phenylsulfarmyl] N[
rroI|d|n eth cyclohexyl] benqam

R’ 315[@qc dyg @Imcﬂl)&wrcpﬁ?@n@iseyl) th He e srvisenthal ) N dRAgan not be

ﬁw%%%%h@xﬁyﬁog%9‘?99@”4%% Bt o

R! anpRé megesher pHthnthe m&é@ﬁmmﬂi-tw}ﬁe}pﬂmgrara httached foret h k) sdembered
enzanm de trifl uorqac

(BEterogycliR rme SopREHpK 5)3%@99%11@? afdjtion to\the utrogen Atqry .to which

P- 6
XA FEARIRIAeSh, ) SRR s oot

4sqb2tit(1tbdbwtthtG12C4: blkyt, o-(ChRNeXy-P5 phe,nﬂr—l(%,ﬁlrd‘i}aydw-l1]H~mndazol-2-y1)
(Bl 5 4o S demain-uTmidia 257y bphy o - kR ppzpmidine

m?g - 4-[2-(4-brono-
phe gxy phenyl sul f a guani di nonet hyl - benzyl)
R g @éepﬁpdcmbmﬁﬁapé gther hydrogen atom halogen atom, cyano, amino, or

[azlnflg (Suti)‘rseltt'% ﬁ? WI%O%fpﬂqupuxyéel %f gc‘rk% B2, leoyl}l] trifluoromethyl,

yhlh@idﬂﬂdtﬂw)@?@maﬂ@l hydroxy, 01 C4 alkox?/carbonyl or —C(=0)-NH, group;
4-1 2- - di chl or o- phenoxy) - phenyl sul f ano

Z ﬁ{ehecﬁdrfr@nr{l) single bondet: zwgep gipm; Q)&,Igh gmﬁan@arﬁ% group; (5)

d (2-{4-[2-(2, 4-
cﬁ%%ggﬂgzgﬁ%ﬁ%gﬁzﬁbhérﬁﬁhfa%nyf]-%engoylanino}-ethyl
n )1sarri1mieger4‘roﬁn’21¢<ﬂ4,br ono- 2-
hi h | sul f []-N-(3-pi idin-4-yl-
m T P R RO B ochl or 1 de, N ([t o P

q gsﬁnhgb rq@&&@&@xl-l -yl - phenyl ) - 4- ( 2- phenoxy- phenyl su
| fanoyl)- 10 benzanmi de,

and4R‘[ @e (12) e geh atmo-(Bhetrmgiyt)or preskedsd-Cantiyl grodp] 2- (pi p
rR° 55 lhydro gen atom or C;-Cy alkyl group;
X is a single bond, -CO— or -CO-NH- or -NH-CO- group;

R} R'ap
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Het

yl car banoyl ) - et hyl ] - benzam de acet at e,
4-[2-(2, 4-di chl or o- phenoxy) - phenyl sul fanmoyl]- N {2-

wp2e(sBsme8 hyl - pyridi n-2-yl)-piperazin- 1 -yl] Perhyi2p07/000104

-benzam de, 4-[2-(2,4-di chI or o-
phenoxy) - phenyl sul f anoyl | -
{2-[ (piperidin-4-ylnethyl)- ?:1arbarmyl] -ethyl }
benzam de hydrochl ori de,
4is[aifgle Bort, Ghjk)aldi—pjmmm"kgrbuphenyl sul fanmoyl ]-N-{2-[4-(

4@&&?3&%@2 L&l%/}é)ggéguécﬁ\é% I’TN%I( B aéhg’s(gqup (:1;) a satu>r/a|ltéd partially
PAEANEA b BRI Zadeodbd Bhi Sobeihiald 18 hRHeORP WKred from

b
104S ]abd N pglgrzgm said rihg a;/d?limngﬁ;;/mbsﬂm[cez}wnh bx@onCphiealiyl group;
h | f b i de, . L
Nistal ¢ $piqd BRmADS stnc SR o AR E SR % rmermibared; ring coptaiping 1-3
h&é@ﬁﬂoﬁ{ m&%&mefm)o pd aﬁsz Wlfe?éﬁ‘i’ ¥hill ﬂﬁgng 8piisiRlly substituted with

trifluoroacetate, 4-[2-(3,4-dichloro 2

pemox(OHPmSHs) slupipardipyl - N(%C@ 2llg)r4-pineddinyl.- Wpipetdinyl, 2-

L
B A b sl P (CRefe R o +
Py ﬂd’“l”ﬁl(?ﬁ??f’g“ grups hliondtly Wb3itaraARim | d@cH”“ Het, (Cla)-
yN%ordG =HH)NHy 4, p Hglrn)lp bé;bfl]‘)fb ﬁm)l@@ifgmyll -yl group;

A %‘ﬁﬁ"%?%é“% PR T gy b

egmapa olgtjondHy 2upLitdtedivatl (@5 Het, (CHz)n—NH—C(—NH)—NHz or 4,5-

e

pﬁeﬁ@)%’r)neﬂﬂb@féﬁ' Hetdhodytit 3 6&&&1&&1@ 13 ﬂete@éé?&ﬁ's)etdéteﬂeﬁé}n o, S,
zi ne-1-carbonyl]- bénzenesul f onam de,

4SP2afdNpepsramalby suhstittedomih {(l )saxiof @)@yb pr Mofe2C(-@4 plkyl gioup;

and opﬁi:c‘f%gar%ilgn@%sg&%é%hp Ee%%%}isl%ﬁ ﬁaﬁ/s %n ﬁqr?xg tqs an&/%r L§lGates thereof,

2.

ﬁ %%&n]mlﬁﬂr bfliQ1aifr VI sédletité’d )ﬁ‘d&?ﬁf ftlii@l'gr&ip @Ydﬁf [y, 9-didiro-phenoxy)-
i pi peridin
&subfamoylgi\( ?12 B%dlﬁﬁ‘eﬂ(ﬁé??ragnfll vinetuypnesagamider anoy

by BEBABINGS 4 - 0it-ichloro-phenowy)-phenylsulfamQyll V- (3:[4-(4,5-diydro-
mdmmaxe},cz-yetpnehm{emphm@de hifhmacdcdiate, N-(3-[1,4’ ]blplperldlnyl-

h{’wé}?ﬂ?ﬁo& (944 S DSESE P ETRDO0 FPOTEIHS, - o F-(2-B.4-

ﬁbﬂ%fc(ﬁgﬁéglpéﬁoﬁ%englﬁg%éﬁ%lﬁ)?lﬂé%?o_@f% -dihydro-1H-imidazol-2-yl)-phenyl]-
«pthglmuesmmdnpy INFENEL A Tbpipenidinlyll-41-proply)e4r[2-pedichhrirophenoxy)-

| ori

e REuRbul Benghda: 4 Crbpyrheop - nuempls R pAG L4 (45

dih me%iéamw&b pheRARBINGB-benzamide, 4- §2 (4- bromo henoxy)-
(4- br ono- phenoxy) - phenyl sul f anp a}iﬂ
phemywlfgnpjelﬂ-éé{%[‘&(@g ﬂllwdm-éﬂyarqldagehi -phenyl]- ethyli/ benzalmde

N RN G T aq%%% 3ich e RSt Pimoyi)-

ReR
Het{z&m{d'é C lfd-0- [ﬁ-{i H@ﬁﬁoﬂ@t}ﬂféﬁ C}:»henylsulfamoyl] -N-[4- (2 pyrrohdm 1-

phenylsulfarm []-N-[ 2yrroll I ethﬁ cl oh
&y ggcﬂglaqqqyﬁé)enp@r{l@e 3- F (2,4-dichloro- phenoxy) -p enylsu famoyl]-N-[2-

(4 pyridin-4-yl-piperazin-1-yl)-ethyl]-benzamide dihydrochloride, 4-[2-(2,4-dichloro-
phenoxy)-phenylsulfamoyl]-N-(2-piperidin-4-yl-ethyl)-benzamide trifluoroacetate. 4-[2-
(2,4-dichloro-phenoxy)-phenylsulfamoyl]-N-[2-(4-pyridin-2-yl-piperazin-1-yl)-ethyl]-
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[ 1,4 ]bipiperidinyl-1"-yl-propyl)-4-
[2-(4-trifluoronethyl-phenoxy)-phenyl sul fanmoyl] -

WO enmAsIde, PCT/HU2007/000104

N-(3-[1,4"]bipiperidinyl-1"-yl-propyl)-4-[2-(4-chloro-
2- met hoxy- phenoxy) 10 phenyl sul f anoyl ] - benzam de,
4-[2-(2-chl oro-4-fl uoro-phebxy) - phenyl sul fanoyl ] - N-
(4- pi peridin-4-yl-butyl)-benzam de hydrochl oride,

Bbr(zﬂm[ldel tﬁlﬂﬁ&bwem i mJ[zlycLbﬂomst chloro-phenox phenylsulfamoyl]-N- {2-
(4- trlfluoronethy phenoxy) - phenyl sul

h
Bﬂ en%—éﬁgygpﬁ HH imjdgzpl-goy4phenyl]-ethyl}-benzamide, 4 [2 (4-bromo-

gfleqélxa @ﬁggﬁﬂﬁ é&lﬁ’-ﬁggﬁgl? %Jl%}gé(twl' %n&%l)l%'egfarlﬂlgé n h%rdyochlonde,

pr Op nzam
M2-82, E1Eldldﬂ@ﬂfgnﬂieﬁexy)ebhenylsﬂfan?ldy‘l}ﬁ%\fqm(ll ?'ljnéfgl&zf](ﬁ Tuipipextidinyl-4-
X nyl sul f ano en
}QJ{%DF]O Rengaiiich; et é“r@qﬂi%-menemp@%wm@zmyl] -N-{2-[4-pyridin-
@@%%Yaﬂﬁh? d}?{‘ﬁy?ﬁ-@ﬂa}nﬁ@nﬁ%r%e-ﬁcfrﬁo{cyhc acid (2-{4-[2-(2,4-

47 1'bi E peri pro
@pblm—a IKY)- phmmmpylﬂ-lbemﬂywhmah@my])-Mz,am 4H2-(4-bromo-2-

GRS R R G MR B L

RydzodHibnge, aZNJ@‘(J[i 4‘]Vlb)peﬁﬂﬂmﬂ I= 1tiﬂx’éﬁﬁmCtQfphenox%-illlel{ll_yl(shﬂfamoyl)

4-[ 2- (4- br ono- 2- chl or 0- phenoxy) - phenyl sul f

pengamide, n- 4 20 ﬁr[ﬁd@ﬁﬂlclﬂmghe}mmr@mm@lfmoyu- _[2-(piperidin-4-
2‘%%“83@%% %P‘f}ﬂk@ ‘ﬁf’ °?%gérrﬁ$% & y‘FHIBg‘% W@X%@nlghe&,‘/d*ulfmoyﬂ

Ny@r—[(4€(I6I-meﬂh§ibpyﬁﬂlﬁ&—ylb-plperazm- -yl]- ethyl}—benzamlde 4-[2~(2,4-dichloro-

SRR st B et iy e ) carbamop eyl

Bedz3mid %yéf&hio?{de nhﬁzngw glecﬁlr?]ﬁ%}sh&w fxo/?pgéﬂ;isuﬁa&%yﬂ'z@?.z [4-(4-

ridin-4-yl-buty
Me(hgl-bpridioy- ylbmw¢Z)H~4->{1]4et(1§L}ﬁiaepEmnﬂen 14-{3-(4-djphlgrophenoxy)-

ﬁ%@%{;ﬁg@ﬁm@% RS A

hyir Iﬁbﬂiﬂ h4'16 dﬁ 1L Elh E AW GYBo-ph 5-f1 -
d)‘li” vative ]g[?d{ or ;ru INZZW%Q?B 8}'] 1(§8 oP enOXY) voro
mmquﬂmw engunide, 94 Ny 4H231pn>enptmyl 11-y1R1'70X‘€-PIC)P}’1) -4-[2-(2,4-

B8 Prors Ty EPRAb I g hppsiny Fin st ° s Flpgichtoro-

pﬁenf)ﬁy)npﬁeﬁy](shllleﬁloyl]-N-[4 -(2-pyrrolidin-1-yl-ethyl)-cyclohexyl]-benzamide, 4-
[2-(3,4-dichloro-phenoxy)-phenylsulfamoyl]-N-[2-(4-pyridin-2-yl-piperazin-1-yl)-

ethyl]-benzamide, 4-[2-(3,4-dichloro-phenoxy)-phenylsulfamoyl]-N-[3-(4-pyridin-4-yl-
piperazin-1-yl)-propyl]-benzamide, 4-[2-(3,4-dichloro-phenoxy)-phenylsulfamoyl]-N-
{2-[4~(6-methyl-pyridin-2-yl)-piperazin-1-yl]-ethyl }-benzamide,  4-[2-(2,4-dichloro-
phenoxy)-phenylsulfamoyl]-N-(3-piperidin-1~yl-propyl)-benzamide, N-[2-(3,4-dichloro-
phenoxy)-phenyl]-4-[4-(3-piperidin-1-yl-propyl)-piperazine-1-carbonyl]-

benzenesulfonamide, 4-[2-(4-bromo-phenoxy)-phenylsulfamoyl]-N-[2-(4-pyridin-2-
ylmethyl-piperazin-1-yl)-ethyl]-benzamide, 4-[2-(4-bromo-phenoxy)-phenylsulfamoyl]-
N-(4-piperidin-4-yl-butyl)-benzamide hydrochloride, N-(3-[1,4"Tbipiperidinyl-1'-yl-
propyl)-4-[2-(4-bromo-phenoxy)-5-fluoro-phenylsulfamoyl]-benzamide, 4-[2-(4-
bromo-phenoxy)-5-fluoro-phenylsulfamoyl]-N-[4-(2-pyrrolidin-1-yl-ethyl)-cyclohexyl]-
benzamide, 4-[2-(4-bromo-phenoxy)-5-fluoro-phenylsulfamoyl]-N-[3-(4-pyridin-4-yl-
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- wherein the nmeaning of R3, R4 and R5 are as defined
above - with an amne derivative of formula (V) Rl
HNC R2 15 (V) WO 2008/ 0501#¥8 PCT/ HU2007/ 000104 -95
- wherein the neaning of R and R2 are as defined

Iﬁpél’dﬁn-l 40-pReY v -Her&aﬁﬂiél SU' f amoyl  benz.aumbesino-phenoxy)-5-fluoro-

derivative of forrrul a Btl cal anti podes or

pl@@@hﬁltf@gmdmff@rplpmdmﬁcﬁrhmﬂh F‘F}Zama@ftept dbideochidrids, N-(3-

oL AR LR AR Bl R gpramice
4 [TZ @-Btdm&ph%ﬂoﬁb)-pl’ie@mﬁﬁmsﬁw\f-E%(%ﬁﬁimﬂgyl@lmmi@u nﬂ)
of f rrrulaé?’glnto an oth of

9PY PPARffg nedV €L ﬂttln@ﬁrtl%lnxh&iﬂéwr%a) H?ﬁ%;c%lpro -4-fluoro-
and/ }ll)rl?l &ﬂ%ul‘?é&h%‘l Ee con‘péunand/ or QEH(% .CHIOEI@W '#ibro-phenoxy)-

eratin d from
phenylsulfamoyl]-N-[4-(2-pyrrolidin-1-yl-ethyl)-cyclohexyl]-benzamide, N-(3-

[1,4'bipiperidinyl-1'-yl-propyl)-4-[2-(4-trifluoromethyl-phenoxy)-phenylsulfamoyl]-
benzamide, N-(3-[1,4']bipiperidinyl-1'-yl-propyl)-4-[2-(4-chloro-2-methoxy-phenoxy)-
phenylsulfamoyl]-benzamide, 4-[2-(2-chloro-4-fluoro-phenoxy)-phenylsulfamoyl]-N-
(4-piperidin-4-yl-butyl)-benzamide = hydrochloride, = N-(4-[1,4']bipiperidinyl-1'-yl-
phenyl)-4-[2-(4-trifluoromethyl-phenoxy)-phenylsulfamoyl]-benzamide, 4-[2-(2,4-
dichloro-phenoxy)-phenylsulfamoyl]-N-(3-piperidin-4-yl-propyl)-benzamide
hydrochloride, N-(3-[1,4'Tbipiperidinyl-1'-yl-propyl)-4-[2-(2-chloro-4-methoxy-
phenoxy)-phenylsulfamoyl]-benzamide, N-(3-[1,4'|bipiperidinyl-1'-yl-propyl)-4-(2-
phenoxy-phenylsulfamoyl)-benzamide, = N-(3-[1,4']bipiperidinyl-1'-yl-propyl)-4-[2-(4-
bromo-2-chloro-phenoxy)-phenylsulfamoyl]-benzamide, 4-[2-(4-bromo-2-chloro-
phenoxy)-phenylsulfamoyl]-N-[2-(2,3,5,6-tetrahydro-[ 1,2'|bipyrazinyl-4-yl)-ethyl]-
benzamide, 4-[2-(4-bromo-2-chloro-phenoxy)-phenylsulfamoyl]-N-(4-piperidin-4-
ylmethyl-benzyl)-benzamide hydrochloride, 4-[2-(4-bromo-2-chloro-phenoxy)-
phenylsulfamoyl}-N-(4-piperidin-4-yl-butyl)-benzamide hydrochloride, N-(4-
[1,4'Tbipiperidinyl-1'-yl-phenyl)-4-[2-(4-bromo-2-chloro-phenoxy)-phenylsulfamoyl]-
benzamide, 4-[2-(2,4-dichloro-phenoxy)-phenylsulfamoyl]-N-(4-piperidin-4-yl-butyl)-
benzamide hydrochloride or N-(2-benzoyl-phenyl)-4-[4-(3-piperidin-1-yl-propyl)-
piperazin-1-carbonyl]-benzenesulfonamide.

A process for preparing the compounds of formula (I) as claimed in Claim 1 which

comprises reacting an amine derivative of formula (II)



5. A conpound of formula (V) selected fromthe group

of 2-(4-pyridin-4-yl-piperazin-1- yl)-ethylam ne,
wonrensf®sdeg 2- pyrrol i di n-1-yl -et hyl)-cycl ohexyl arCmna1U2007/000104

di hydrochl ori de, 2- 10

(4-pyridin-2-yl-pi perazin-1-yl)-ethylam ne

t et rahydr ochl ori de, N—(4-aﬁ? onet hyl benzyl) - guani di ne

di hydrochl ori de,

4-[4- (4, 5-di hydro-1Hi m da iyl ) - benzyl ] -

pi peri di ne, 4-piperidin-} et hyl - benzam di ne,

2-(4-piperidin-4-ylnmeth gnyl ) -

1,4,5,6-tetrahydro-pyrim drhe,z

2-(4-pyridin-4-yl-piperazin-1-yl)-propylamne. 6. A

phar maceutical conposition c (sing a
therapeutical |y effective gapunt jof a 15 conpound of
formula (1) as clained in C or optical antipodes
or racemates or pharmaceuticall y,acceptable salt or

hydrate or solvate thereof and one or nore
pharnaceutlcally accept abl grgxci pi ents. 7. Use of a

nPound of formla (L& as clained in Caim
- Whe@ heaneagig %EesR oand R aare wadescribed abwﬁafolﬁél@fwm@w ofy(I) — with

mﬂﬁmgg&ﬁgﬁ&ghqbﬁﬁmgéﬁb hydrate or solvate thereof for the

manuf act ur e a nedi canent for prevention and/or
treatment of a condition which requires inhibition of
a bradykinin receptor. 8. Use acy ording to daim?7
wherein the bradykinin receptor j{s bradykinin B 1
receptor. 9. A nethod preahi 1 d/ or preventing a
condi ti on which reqgj 't| on of a bradykinin
receptor which conprisés ay stering to a subject in
need thereof an 25 ebectlve anmount of a conpound of
formula (1) as clained in §|n11 or optical antipodes
or racenates or pharnaceutrcally acceptable salt or

then rétigtingithe solobsdhedaihenylbglf@adyl bedsdic sviddededivebf forgald (1Y)
and/ or preventing according to Caim9_wherein the
bradykinin receptor is bragykinin B Oreceptor. 30

il
. ! AN g ‘ OH
= z
R
RS
av)

~ wherein the meaning of R?, R* and R’ are as defined above — with an amine derivative of
formula (V)

R
HN

Rz

V)
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— wherein the meaning of R! and R? are as defined above — to obtain phenylsulfamoyl

benzamide derivative of formula (I) or optical antipodes or racemates and/or pharmaceutically

acceptable salts and/or hydrates and/or solvates thereof.

4.

10.

A process for preparing the compounds of formula (I) as claimed in Claim 1 which
comprises transforming a compound of formula (I) into an other compound of formula
(D) by introducing new substituents and/or modifying or removing the existing ones,
and/or salt formation and/or liberating the compound from salts.

A compound of formula (V) selected from the group of 2-(4-pyridin-4-yl-piperazin-1-
yl)-ethylamine, trans-4-(2-pyrrolidin-1-yl-ethyl)-cyclohexylamine dihydrochloride, 2-
(4-pyridin-2-yl-piperazin-1-yl)-ethylamine  tetrahydrochloride, N-(4-aminomethyl-
benzyl)-guanidine  dihydrochloride,  4-[4-(4,5-dihydro-1H-imidazol-2-yl)-benzyl]-
piperidine, 4-piperidin-4-ylmethyl-benzamidine, 2-(4-piperidin-4-ylmethyl-phenyl)-
1,4,5,6-tetrahydro-pyrimidine, 2-(4-pyridin-4-yl-piperazin-1-yl)-propylamine.

A pharmaceutical composition comprising a therapeutically effective amount of a
compound of formula (I) as claimed in Claim 1 or optical antipodes or racemates or
pharmaceutically acceptable salt or hydrate or solvate thereof and one or more
pharmaceutically acceptable excipients.

Use of a compound of formula (I) as claimed in Claim 1 or optical antipodes or
racemates or a pharmaceutically acceptable salt or hydrate or solvate thereof for the
manufacture of a medicament for prevention and/or treatment of a condition which
requires inhibition of a bradykinin receptor.

Use according to Claim 7 wherein the bradykinin receptor is bradykinin B1 receptor.

A method of treating and/or preventing a condition which requires inhibition of a
bradykinin receptor which comprises administering to a subject in need thereof an
effective amount of a compound of formula (I) as claimed in Claim 1 or optical
antipodes or racemates or pharmaceutically acceptable salt or hydrate or solvate thereof.
A method of treating and/or preventing according to Claim 9 wherein the bradykinin

receptor is bradykinin B1 receptor.



