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WO 2005/ 012275 PCT/ US2004/ 009589 BENZOF
1, 2,51TH ADI AZOLE COVPOUNDS Field of the I nvention

wohers®12295pr ovi ded by the present invention conpmmsdm4/009ss9

that are CCK2 5 receptor nodul ators. Mre

particul arly, é@gzg[j‘@@;ﬂmﬁmctdwe CEVPARIRDS

i nvention ben , 2, €

receptor nodul ators useful for the treatnent of

di sease states nediate kf receptor activity.
Background of the Inveg@—%ﬁ)%ﬁﬁim' vention rel ates

to gastyerd i@PHvIdE B i ?r@s@hf‘m(/%n b@ﬁ%@hﬁﬁs that are CCK2

| i gands. The |nvent|on also relates to nethods
peegpior rrgndulaibrs i Mamjpaamdlarwotr@@mpmﬂetdﬂay ther present

o S TE S A L R BB usu

GOFHE thddttheti ©f disJe@:Q@@fFatéQ(i'nedlﬁf‘e'alQSliﬁC 2 RICEPYridedvity.
such pharmaceutical conpositions 5 The gastrins and

chol ecystoki nins are struct urally rel ated

neuropeptides that E ! Q! gﬁﬁ% rlg g EE“ nal tissue,
gastrinomas and, in c ecyst oki ni ns,

t he cerHis ﬁiveﬁﬂbﬁ Pelater)ivl @IBtid ahd cWéledstokinin (CCK) receptor
Gastroi.ntestinal Hornones, L.R Johnson, ed., Raven

Pigasds. Nbg ivgkiomalsa relgtesitp mefhpds dor prspasingfsughdigands and
4-

géZCCP@H]lﬁldFr{ﬁ%ﬁgjquse?%%ei@ted%% #a%t?rcreﬂnr?m%g‘gc?ds '[l‘?é)mvenflon

Guitremnichates tephaprateutieal (:c'fnnpwemléa@ BbanpNeit)g, swhi liganids and

reported in the literature to full

pi‘ﬂﬁmﬁ’%é@b@re@érmaéﬁpb|Pﬁ‘€r’(‘ﬁ09Ut'°ﬂY§€9‘P8ﬁt§‘°RSA G egory,

Nat ur h

1 RS oS50, A B S e

tthat evpsiinhighstroaestinad tids o, @ash”trteninateand anithie case of the

eIl R e doraberves siedht CLHidsf Fasfdihfestinal

N%M@Hesc QR eforiseki BHN Raveh F%%sgm@w Yesrk 19Dt dg.
CCK-33), the C termnal 5 ami no acids of which are

| dent i SaMeraldorme o gestrigaarerfornd Mokuling ddd 17hang t-piino acid

Sols i B R B b i ehEEE g s i tpfPageptive

t fre;srﬂ@ngmhebNHst umisich s RepotdTitlthé Gteghtuné to BAvé RAp.
in. lnvest 00, 9(1):129-146). @Gastrjin and

mr@@ygmmhaﬁtlw%'e(FkéyTr@éwngt%Ps Qfﬁgga/sNaéwm(é@mﬂla) 1964,
fAHCE32838] _n J2adi ctifu‘?‘{}nasc Qéﬁ%x?cé%%b'la'tine %?nﬁ\es.s of dnahoegs of this

neurotransfitte rain
ttbtraﬁerptrde”rww tSIEI Nrpratetiedoderyative BocabiplletAspBhe-dNH2) in an

additio
attempt to eIum&ate the relationship between structure and activity.

Natural cholecystokinin is a 33 amino acid peptide (CCK-33), the C-
terminal 5 amino acids of which are identical to those of gastrin. Also found
naturally is the C-terminal octapeptide (CCK-8) of CCK-33. A review of CCK
receptors, ligands and the activities thereof may be found in P. de Tullio et al.
(Exp. Opin. Invest. Drugs, 2000, 9(1):129-146).

Gastrin and cholecystokinin are key regulators of gastrointestinal
function. In addition, cholecystokinin is a neurotransmitter in the brain. Gastrin

is one of the three primary stimulants of gastric acid secretion. In addition to

1



10

15

20

25

30

WO 2005/ 012275 PCT/ US2004/ 009589 the acute
stinmul ation of gastric acid, gastrin has a trophic

wehbwdsmi2on the gastrointestinal nmucosa and i SPCT/US2004/009589

inplicated as a trophic hornone of several

. , Gt ,
e 0 oyaon f Bk R BB YOG e
gastwirtestinal mwwisarand isumiplicated agaa trophigdwrmone of several

RS e S 5 380 5 Bhae il o

Iilsheasing, inter alia, pancreatic enzyme production.
Chol ecystokinin also inhibits gastric enptying and has
vario hcdecyai@lgninrstmmdatasentasanalrmotrldm,sg@gbiac&gﬁr contraction and

TGS A S ARRTHAE SR B b
rEaRpé S fus indrersing, Mied SRy phakidatin enelmeosrodatiion-Ck2

and CCK1l receptors (otherwi se known as _ i
dhepleeysielgrinmglap b gastdpeadying @skpmm@iqussifagiaim the
o SRR S cteih Jp PR roBRbA Y PSR AL BT, .o

use asGastiingets sh CCK2 (dthendbe kabwhpes gabttin/QCHKIBRIceptors)
15 of the npatural peptides actin or fu

i al | |
AWpTeas ShalecyRlekinib peie,a BRI AR 58@&%@%@8 (otherwise
Lo %@L?é Egoléc%%ﬁﬁtrit/gg@agr%@gﬁs‘%?%erHﬁ?lﬁ{Hsa@!%E‘ bifd {3as

eer mar several are currently
widsaysiokinin landiarajastniratecaptars .are iBPSASR Herasisead dhel)
i s bej devel oped by The Janes Bl ack Foundati d . .
RS PETBRRSGIT AbHA PR LR PO P RE dRa BT a oePlites o mimetics.
RF\RE FRARA péﬁt@efs%ctihgeaszﬁar?ﬁ@rﬁhll 3lgohlsBahBR cHflecystokinin

advanced pancreatl c C ncer_ panc_r eatl C )
arsliocgasiiinoeeeptorsndA Belective gastrip repepibaastagonigtinascwt yet

trials. tori dP d | opi .
1B Paat e ot Pae) e SO A LGSO BTy e vatuation.
tJBIH008- (gBsirazol&} BeeimpHentibpéd by MHeCHrhes BladrCh sithtion and
eating disorders and cancer. YF-476 (fornerl

Yiahnson & Jekyeson Bhanmanswdicaliiesgarsl amdrawﬂj@m}r/\eahHL%or the

(e A EERARRE Ot 2 AR H ol Sl RE et et i)

| addrioaaecihorha), alngl, is ZerreatlyPiraPhase Utdlin/dal trials. ML Laboratories
i nvestigatin ar.al ICy avai | abl

Z- 360, an e . -
2l Béﬂ%afeag‘éﬁ'%“eér?%?ﬁ@é cleages y4uah iin Rhase Il clinical
PoRE1S! Bl SBLTREIr i RTSIERS RIS PRGNS g cancer
atk-4vé (forterlyny Mi22(gcundetdoint develepmieas bl &@manouchi and

T e fapeetsyiRutie dR s Prisa | fitnlirl Bt Bant-aseahgosal
FfluR BRica8e YGEHD). An Phase | trials, Zeria Pharmaceutical is investigating
Z-360, an orally available 1,5-benzodiazepine derivative (W0-09825911), as a
potential treatment for gastroduodenal ulcers and reflux esophagitis. CR 2945
(itriglumide), an orally active anthranilic acid derivative, has been investigated
by Rotta in Phase | trials for anxiety disorders, cancer (particularly colon

cancer) and peptic ulcer.



WD 2005/ 012275 PCT/ US2004/ 009589 Gastri mmune, Aphton
Corporation's anti-gastrin vacci ne, which works by

wohersioaz7sneutral i zati on of the hornone, is un8eTES200d/009589
| ate stage clinical trials for cancer indications, in

t N
Pa hedaSimaaher ARl CHtfofAfhe Snt-HARA vabBing bl florks by
aettemgioal m35“5"5*’“'3390“"efft’“GIOIMHJII‘IBEJI if Umdél’gelrfgdbta)swagg clinical trials

astrin-rel ated di sorder astrointestinpal ulcers,
%QF P@'ﬂ‘ferén%%‘?{éﬁgd% pagieulal) penereatiic ﬁ?ﬁ&?ﬁ?r%ﬁlﬁ‘o"s
er ni
bt hor CREIRIOhBeo fRlARAR! cscHbed BbBYRZEATEn J08K2)
5 Iambagoras‘ismaa@cban propiosed éati mab‘anWIchgasmmjaiedl disorders:

e heen shown to
Ry s o Baie s cacn AR el Chenll PPl
(Rl %ﬁiﬁ%”ﬁo%nﬁeﬁﬁ%@h 's9ﬂdro$1@é bﬁ&lbthéﬁ%rfdlﬁbns in which
enptyl ng i nhi bition and regul ation of peristalsis,
i Ingiec gastng aactlkéyor toweriacid secretior iy d@%@h@ysu oI ogl cal
gast r oint est| n

Pher o PROBEYBR0i GRER MRikskBiayS BYE Kerh ALRUR o Beiate

10 '@Qﬂl@é}@tcﬂﬂmﬁlétlﬁﬂﬂ@ﬂe@ @&Ibléﬂ@e%oﬁiﬁ@étﬁﬁ]\( %ﬁ&reﬁtl& EnzyffgTe
v adenocar ci nomas. Consequent | 15 sel ective

crsIrelians sakietys sast@@@ﬁwr@nﬂé@dmnﬁm regasilatite@iipesistalsis,

SRRRERY NI e BN SR R i B onse

b@&reaex aaagitdon ntheheiscévidercd hat pl@cbleoystakmapn@depairs oediate a
inter alia irritabl e bowel syndrone, chronic

BHeEPTE EChAN Oh GholGFYSIPKAS o FEME AGRNACATdIReMagh Camsequently,
t
15 R%]%t% dlfdlécallsmlélﬁl ¥(é%‘>t§ﬁ§ﬁt%gaﬂggﬁ%Fé)‘?é%%l%bﬁé{?%plde

I'ona es of. inin receptor
i (Merakle Idargkinmidg Rattap 2-NAPaBét)| dexiaxiglumedalibitahand lintitript

Rt hive PR axniuned B8R Mhais iop BBl Rl aabatPus i iner alia
NEi4BRDoVEIRGhdRARS, HrEnid@hsAb&tidr) n"oh%l@é’rt W’stde%*slao%cute and

of opiate (for exarnppte, riiorphi ne) anal gesi a and
i ¢hrohie paneseatidist bitiarcdineass and papexsiaticiopneeér.t Additional roles of

20 PARESRR MR BRI Sats ERRBERe cBulation of appiteang mefahelism.

binarathg poRshtiaPtHePasaRR Aspticativid m W@ettredtinent dndisorders such
gastrin receptor antagoni sts woul d be expected to act

a’S Akesityl anyl aa@reag?em@ryow ofdPerspassidle sisperefn Hipdwpeieptiation of

- A0k S L RaUY 0385y AD-PSHEASER: inSHEWRIMEh: bGancers,
vent ures a compound of
fézrpmd;iealy(df)the pan&@aéomr@bﬁéﬁ Sighadé 2P eftkaan/g@strin
25  receptors in the brain have been claimed to possess anxiolytic activity, and
gastrin receptor antagonists would be expected to act as neurological agents

towards the relief of anxiety and related neuroses and psychoses.

Summary of the Invention

30 The invention features a compound of formula (1):



RL ~Rao N -4 1 "RR NH(l) s02 RO 3 /S & ,N
wherein R and R2 are each independently selected from
woheosgnzarp consi sting of a) H, Cl-7al kyl, C2-7aCkaisyi04/009589
C2- 7al kynyl , C3-7cycl oal kyl, C3-7cycl oal kenyl, 5
benzo-f used C4-7cycl oal kyl where the point of
attachment is a carbon atom gdjagent to the ring
junction, C3-7cycloal ky . b)
napht hyl - (CRS2) -, g 3al ky\z2 (CRS2) -, phenyl,
said phenyl optionally nAt two adj acent carbon
atons ta Rf, phenyl-(CRS2)-, Jsaid phenyl(Igptionally
fused at two adjacent carbon &Pens to Rf, 10 Rf is a
l'inear 3- to 5-nmenbered hydrogarbon noiety having 0 or
| unsaturated bonds and, ha =N\l or 2 carbon
menbers which is a cmB&W \Nﬁwcmﬂy,vmme
Ar6 is a 6-nenbered heteroar aWN ng carbon as a
p@hareigf , att achnment ,. having 1 or 2 het eroat om nenbers
whi,ch ar 15 -N= and optionally benzo fused or pyrido
f i énd ) am sagicRazpendeintiy scléctadifeorn the GRIUILESSIsting of

h hav,i b . _poi f
at 1 achErE U BB 5oy Claaisb Grcycltkeny,

5 the gr 0bbbr&@%bé&@ﬂﬂ:ﬁ{oa@ﬂg@he?é\'mésponiéﬁﬁ? %}tﬁ{%mﬁ ig a carbon
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having O or | additiona teroato

-N= and dpemordiacgntijeihe ringgenttion, 09 pyoioalkylCysaillyl, €)

Ar 6- 65 St CMser -60S L hayi ng the point

of atG?)gc meprwl (gr@%r’?%ér@g’y%%l@n E@%ﬁé‘v é’g‘eﬁlélt grpigdapRanyl

havi ng 1 aptioRaiefuscdaitawo Jeateet ! ; L(CRS,)-
Ar 6- 5- ( CRS? -,m}ev\here Ar6-5 is phgﬁﬂ“ %ﬂ%"t‘ﬁipBEMt@R 2k
of attac I?ﬁ‘@?h%'ﬂﬁd opfignalsisiged @t ave adiadest edrboet atonar tplR',

22\4'3 {Fg?% r?gﬁfg?P gaicgﬁlrﬂﬁﬁ%gfe@@r%géﬁ% nﬁﬁ@a}tl PSviﬂé%“gr 1
unsaturated bonds and having 0, 1 or 2 carbon members which is a
carbonyl,

c) Ar’-(CR%,)-, where Ar® is a 6-membered heteroaryl having carbon as a
point of attachment, having 1 or 2 heteroatom members which are
-N= and optionally benzo fused or pyrido fused,

d) Ars-(Cng)-, where Ar® is a 5-membered heteroaryl having carbon as a

point of attachment, having 1 hetsraatom member selected fromthe ... . .

group consisting of O, S, >NH or >NC1.4alkyl, having 0 or 1 additional
heteroatom member which is -N= and optionally benzo fused or
pyrido fused,

e) Ar*®-(CR%)-, where Ar®*® is phenyl having the point of attachment and
fused to a 6-membered heteroaryl having 1 or 2 heteroatom
members which are —N=,

f) Ar**-(CR%,)-, where Ar®® is pheny! having the point of attachment and
fused to a 5-membered heteroaryl having 1 heteroatom member
selected from the group consisting of O, S, >NH or >NC.salkyl and

having 0 or 1 additional heteroatom member which is -N=,
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having O or 1 additional heteroatom nmenber which is
-N=, 4 WD 2005/012275 PCT/ US2004/ 009589 g)

wQ2o0sadyF O and HSCL. 4al kyl , where RL and R2 aCe&/US2104/009589

simul taneously H and, except in positions where Rs is

|nd|@t@1#a"?q@ Eﬁ&sm ), is substituted with.0, 1,

or'3 o endent ly selected fromthe ‘
gr oumenes‘Rsaln@@i m‘re@bﬂalnklytaneﬁuhydﬂ axg, exdepdim positions where

&1 aat ky Forkk RSSEtad) w380 oL Gk oy peiBIREN ) 7,2)or 3 of R

I
0 i epen 3R Ehtadoup i of Ll

i s i ndepdydeanyl flueks, eblosal biroone, ucbd;) gnfmmonmtlsylsannrrgfamalkyl
i nocs PR BB A Ry BV R Rg etk HO-Crsalip
di CL_4al kyl, am{t@@ _ARYKHS- oLlQalﬂﬁL,ﬁﬁuEWs d$4é$iky|4@|1 %énkexy and

Cl. 4al kyl S— 4al kyl and phen or, alternativel

'Rl and RE&wmalkyBe, t aken together with the nitrogen to

whi CrRSt Ee?|¥d%E&%ﬁw&l?%@fe%te&ﬁo%eaérgu5% %glsﬁﬁlg of R%rloggn

gr oup 'consi

10- Oxa- 405\24@def itGMedrofztidyl laddidtl dakyd -Qil.alkgrimiaael Lakyl,

nono- oOfr -substituted wth RP, RP is independentl|y

Tl et o4 G vrHRMBI oI R gt m@a§y| ¢ 4a|ky|s-
Cl_4al kylg | kyl, phenyl, nono-,

tri-halo sdg)“?’r?@gﬁe@o phenyl and hydroxyphenyl ii)

a 4- brpekdreatdelpet er ocyclic ri ng said heterocyclic
n add ti o het er oat om ers
SR and RNy Bereken idalhgonaine BhrogeR My e aregtiached
one ¢ I §d fromQ,-S,
- g&@&g;@@%@g@a @ﬁﬁgeg%@p rﬁgé r’?;aturat ed bonds,

havi ny1@0xa-4madrlc§2clo[§r2)d>r0 ﬁ}ﬂw%sl whiiohallysmano- or

car bonyl ¥i ng one carbon nenber which
forms a B ?ﬁéﬁﬁﬂﬁdjl%éh g 0, 1 or 2 substituents RP,
iii) RP @Qﬁd@péﬂb@@ﬂy%e?edf@cﬂﬂ@ﬁﬁme@b@b%Y@ishﬁ%b'f ngd@ﬁyd

heterocyclic ring "having O or 1 additional heteroatom
menber s $epakat, éwdquﬁﬁmaléyl gbenylt megen @f oatriarlnraubstituted

by at le%ﬁ%n?lnaenocﬁy@rgsgymém/ﬁr and sel ected

ii) a 4-7 membered heterocyclic ring said heterocyclic ring having 0 or 1
additional heteroatom members separated from the nitrogen of
attachment by ai icasi onie carbon member and selected from O, S,
-N=, >NH or >NRP, having 0, 1 or 2 unsaturated bonds, having 0, 1
or 2 carbon members which is a carbonyl, optionally having one
carbon member which forms a bridge and having 0, 1 or 2
substituents RP,

iii) a benzo fused 4-7 membered heterocyclic ring said heterocyclic ring
having 0 or 1 additional heteroatom members separated from the
nitrogen of attachment by at least one carbon member and selected
from O, S, -N=, >NH or >NRP, having 0 or 1 additional unsaturated

bonds, having 0, 1 or 2 carbon members which is a carbonyl, having
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fromO, S, -N=, >NH or >NRp, having O or 1 additional
unsaturated bonds, having 0, 1 or 2 carbon nenbers

woehbwshvizmsa car bonyl, having 5 WD 2005/ 012275PCT/US2004/009589

PCT/ US2004/ 009589 0, 1, 2, or 3' halo substituents on
the benzgng pi 893@%6’366%;%%% tﬂg qqe}lzghe%nglonly andéwavmgo

substituents$ Rl nber e eteroc
sai d het erocy substituemg Rfavi ng 0 or 1  addi ti onal

het ted fromt nitrogen of 5
Ct auRhe AT TRBe R eSSl Ao kaseocklt nd bevieg 0 or 1
from O, %ddltrdﬂ'_ai hé’MFbé’cbn?N@ﬁnbé}@‘é'eB rdled *ro% tife nitrogen of

0, hers

unsat ur at ed bonds, havi carbon ne
whi ch i s aitachmeohpy azhi&asbpnemdwymbergartdmelectadtfmm 0, S,

renher B85 AP A, ' A RLONEL! o0 aving o,

sat ur at ecrpogthen niemBéisagsieh is é%a@@é@@%n@%tﬁhéﬁfﬁ&ﬁng one
atomform ng a saturated bond to a

hydr ocar [56RPaN h’@mbﬁi\wfﬂgh borors a bpidgei ﬂblleyheidmcyclmwahg fused at

t th
Pfgfnr gat v%ré%ﬁic a efng{r}fbné terérb cj or an adjacent
unsat ur atcaebdrpans nltl*b@‘éhrtﬁoﬁ} fokmiry a %aﬁﬁéfé@rbdfﬁméeé a-7

which is a carbonyl and having 0, 1 or 2
subst i t uépgrebeged lwdrocarbon ring, havmg Oor1 possnbly additional

8- oxo- 1, %'e@er%afno% @?é}f(géro n?ﬁaﬁﬁeﬂnr?q}ﬁ%:ﬂ&b e%{été(q ?J?J“ 6, s,

a] [1, 5] di azoci

substit ueN1=s>RPt orRsNR‘é hamtgeoeﬂ@emdr}s,atlﬁeteiﬁb@@tié hewWing 0, 1
l 6al ky - C2 6al kenyl ,

th t
' G5_Qoy oA 7o pidngers WIFAR P Calbahgnd TRREN. 1 or 2

pyrrol - 1s¥1 tuéRts @, - OC1_6al kyl, - OC3_6cycl oal kyl,
" phenyl bséolénzS “lsH, -5C1 6al kyl |

- SC3_\6(8;/@XQ}&I5<@ 18- teterhcdmyQH %bﬁqudthan@yriddim-a]ﬂ ,5]diazocin-
el oot eq SHloRrANE hadina,g. Toor2 SubSHEBRRRE! 'Y
22 faC W nlﬂ)éhféli_s@édfé’di rom ﬂk%r%uE%oﬁ%ls‘ﬁMb of =Sy,

hal o, -

al t erﬁab@“ﬁ@nxl, -Gamsyelapliye pher, furayylbtdneranebenzygexyh@a 1-yl,

th b t, 1 f m a_ f
and <E B Pl DR oI R 2yl 561 -SC .
pyri d$b3%ﬁﬁblwkylm3bhéwyl -Bbenayl, Jawembdemﬁaw fwhereln R’ and
sel ected fromthe rou consi sting of -Cl. 4al d
hal od%rﬁredﬂ@er&nﬂﬁn teqyfram by g@n@lkxl Or@mcm:léglkyla aalkyl),

sol vagessand phar. @%‘?’%%éﬁa'éé’g, “OCFs; and -COOC+4alkyl, or,

alternatively, two adjacent R®, may be taken together with the carbons of
attachment to form a fused ring and selected from the group consisting of
phenyl, pyridyl and pyrimidinyl;
R® is, independently, selected from the group consisting of -C4_4alkyl and
halogen;
and enantiomers, diastereomers, hydrates, solvates and pharmaceutically
acceptable salts, esters and amides thereof.
The invention also features pharmaceutical compositions containing
such compounds and methods of using such compositions in the treatment or

prevention of disease states mediated by CCK2 receptor activity.
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30 acceptable salts, esters and am des thereof. The
i nvention al so features pharnmaceutical conpositions

woanisainme7ag  such conpounds and net hods of usi RQTAISZHW4/009589

conpositions in the treatnent or prevention of

di sease states nediated by CCK2 receptor activity. 6
WD 2005/ 012275 PCT/ US2004/ 009589 Detail ed Description .
Preferably, Rl and R2 dDetaileddzperigigori |y, sel ected

fromthe group .consisting of 5 a) H Cl1 73l kyl,
et henyPref%@g’Bér%l andhRt @F@|ln3%qqnq%ﬂtly, R %gga)ﬁoym the group
é’é‘r} Hﬁ cycl opentyl, cycl ohexyl, cycl oheptyl

cl opent enyl , cyclohexenyl, i ndan- I-yI

C
1, 2, 3,d)HeCy adikyireﬂmaphpmpbemﬂ ]bqtényl ethynyl propynyl, cyclobutyl,

2 BZqI%Qﬁ%{tltﬂFt@{’C &W%%&p@g,eé/wig tenkc;yiclc}ﬁexenyl indan-1-yl,
CY ol ?HﬁéﬂéwfﬂéﬁfﬁhaIeﬁM%l%ﬁP%@'—t%aﬁ?#r’éyéH bls@az@%yclohepten 5-

etrahydro-5 enzoc ohepten-1
oyl4cydlobuty@114atkal Icyclspean'l@x _@ikyd ccyzlmhemdﬁmalhyled
dr o- napht halen-1,2,3 or 4-yl,

o?)fq'@?%ﬂt}"@sagy'? or 8 oxo substituted, benzy|

Lél@ér{ fwrsag»%é!ra éimséﬁﬂﬁf%whe bteh-3.208 or 4-yl,
I rret t'i onal 6,7,8 or 0x0 substituted,
50i6tloma®yt5e6 mﬁwe @xmp!hsh@lt@wmfi Z, %teirafwdm nephipalen-1,2,3 or

PPuhERobEI S8 oP Bt el SR EREp g tetrahvaro-Si-

b@éﬁmdyﬁbhbwen 1,2; mnathetHyi |opﬂbhall)ﬁ5 GPWBIOI‘)Q O% Blylbstltuted
pyri dazi nyl nmeth

pyrazi nyl net hyl r|md|n nmet h yl
Caient BridUan s ToiasAaIantyf.5 Tdoupeiar APHSTAIS.6.7 oF8 xo

4 Mgm?t% %)ﬂ%léhg% fift wu&%nﬁygy’ﬁﬁlmﬁ% op eng?ﬁn%%rﬂ?l%yl

11(bldnczoylé2ﬂn 4al,kyl ) pyr rol yI met hyl , oxazol yl net hyl ,

JCENERIN LN L 7 T

c&l)l( hgﬁf EB’% or4 y%ﬁe I, |§Bd%f?ﬁk§lﬁ‘r12 3Ur ﬂ?l%e‘tﬁ?{lhumaz&lﬁﬁ -9 or

1H-|n I'-2 or 3-yl'met hy
Cl-yhaethyl, guindstabie2zom3-ghaethyR- y| net hyl |

benz00 A O R P RSRFCL T A0k 20 B5E Blnefi,
Soxd2Bhfifiethy, GHZORFALIHY, ﬁ)ﬁaiolﬂhwe?hw wadS8lylmethyl,

qU|noxaI|n-5 6 benzofuran-4,5,6 or

TsprasaiyIcinYcisottar ey, Berasiran-g pnaoPi,
venzoihiophen-2-or-3=yimeinyi, 1~(H ot Cq4alky)-1H-indol-2 or 3-ylmethyi, i-(iH
or Cq.4alkyl)-1H-benzimidazol-2-ylmethyl, benzooxazol-2-ylmethyl,
benzothiazol-2-ylmethyl,

e) quinolin-5,6,7 or 8-ylmethyl, isoquinolin-5,6,7 or 8-ylmethyl,
quinazolin-5,6,7 or 8-ylmethyl, quinoxalin-5,6,7 or 8-ylmethyl,

f) benzofuran-4,5,6 or 7-ylmethyl, benzothiophen-4,5,6 or 7-ylmethyl,
1-(H or Cq.salky)-1H-indol-4,5,6 or 7-yimethyl, 1-(H or
C1.qalkyl)-1H-benzimidazol-4,5,6 or 7-ylmethyl, benzooxazol-4,5,6 or
7-ylmethyl, benzothiazol-4,5,6 or 7-ylmethyl,

g) C1.4alkylO- and HSCq.4alkyl,
where each of a) to g) is substituted with 0, 1, 2, or 3 of R".
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1-(H or Cl_4alky)-1 Hindol-4,5,6 or 7-ylnmethyl, 1-(H
or 30 Cl _4al kyl)-1 H benzi m dazol-4,5,6 or 7-yl nethyl,

woemsmexazol -4,5,6 or  7-ylnmethyl, benzot hi azoPe®/uS204/009589

or 7-ylmethyl, g) Cl_4al kyl O and HSCl1_4al kyl, where

h i 5o 2 '
cac", g st obl), SR 8 S sacdio e rour
peaisistity of hyRtogen rRethyt ethylnolepk herylt pyenyd 6,8, 8detrahydro-

bigRerZ0raohEr Ry opBohelly SE1red BE RS bstitSd, Berizy,

5 A : ' YA -

D A B Imet(l, by R -opn oy ieth O npkgIO-

beytiaydal, loyclohexyaretioyl) pyridyimethyl, mephihydnetts/l, 1,2,3,4-tetrahydro-
| | | hyl i dyl hyl ,. .

AR T e B .. or

bgpzRAdryl, where each nenber is substituted with O,
1, 2, or 3 of RlL. Specific RL and R2 are,
i ndepefBesific R ansl Bcaed indepandestlyrenlgcted diosn the arpupr

h L,

DS GRLotTR e, Tt s Dy BRGHY pEF A Apymobenzy
224htbrobémzyd e orlobehzgt 3 £dlopiarbbeaxl, 3,4-dichlorobenzyl;

2, 6-di chl orobenzyl ., 2,4,6-trichlorobenzyl,
22frdishlerhengy!, %,Bttumlemﬁw', 2-fuasobena o-Bueriepgnzyl,

25 G- Ghiy f : =t i bl

2 inboleeRpR e ot lhny) 2 BIaRERaIna
22{chiovo-e-Auarbbenpf e2+flybro-4-bromiobghgn24flucro-4-chlorobenzyl,
b A,
1 A propt vl 1-(4- -
R e Shyipfeptt . 13(4-bromophenyleth-1-y.

i bi(éioprephenybeth-1-vi;11-(2,4-dibromophenyl)eth-1-yl,

TG0 th RSB RERY It Ria Hichiorophenyheth-1-y1,

1442 44difli l.ye -

2 iR mdheny 1
11-methyl1-pheRyaih-étvh-tphenyl-2-dimethylaminoeth-1-yl, 1-benzoyleth-1-yl,

AR NI R Pad it Ao ikt metnony.
nmemylthibelhm-lﬂr)’éthw;@hpdm hepe24yy 11t 2 Bortdisdhydro-naphthalen-1-

6- et hyl - 6- hydr oxy t-2-y L
13,":2?‘ﬁhﬁnV'e?MH%WStmg%tl}?&]ZbﬁdWL 4yhydroxymethylp|per|d|n-1-yI, and

19%5\5%23?%?& 5&{ 'ﬁ@ﬁ‘g?%%&fﬁpﬁﬂéﬁbﬁ% b 0X0-6; 7

. 8, ?- tldatsg piejered ma{b?emﬁ/ﬁmaf)@ﬁcﬁ-&ugmw wihﬁrel the other is
t

PR s ok RaiSo preTafror that esnl Ry ARG 15 £ anatoyi or

pégerred that one of Rl and R2 is H nethyl or
et hyl

In another preferred embodiment, at least one of R" and R? are selected

from the groups consisting of

naphthyl Co-qalkylbenzoyl )\

phenyl ‘ ArS Ar®,
H H

RS S
)QAre'G, and )QArﬁ's,

s e s
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I n another preferred enbodi nent, at |east one of Rl
and R2 are selected fromthe groups consisting of H

wo2oEphe2tyl , RS H\Rs HRs HRs H Rs CO_4al kyPoemuaeph/009589

phenyl , Ar6 Ar5, HRs HRs 30 Ar6 6, and Ar6-5, 8

%gggﬁg Jn%?ﬁgdl%g% ;?gﬂgﬁ{e%?/ %tﬁo\“@% s?tci %tS(YVBQJdJacent

aghireere afoms & Rbﬁn@té)@pt i psitords wbenteelaf is indicatsd, ieach
where Rs is indicated, each neg%er i's substituted
wnember isisubstituged aithe O, 4o08RT i s selected

oo EIBRpPR @%%@Mﬁ?@ﬂ%mmg%f -CHZCHzCI;lz-,

CGEO)—EBE-EBI}@HZCHggfﬁmmzﬁHg%nds(MmHmHﬁmhm t he
roup consisting.o , t.h
tri fPLPdﬁfﬁfﬁPWng '%ﬁ@lﬁe f?@m thfﬁ@f %?ﬁ‘sﬁe fféﬂfy*?yrdp Ben, methy,

S B Ty SRR el FRMRORETAEY

* pieietmadrninoniahyls hyenoagmmyummhdxgn@twptmmetwt i ng

of H nethyl, e |,  hydroxynet hyl and
ﬁ&yﬁﬁﬁhﬂﬁﬁ& enybr ef erably, RQ is selected from

the gnags renshsl Rg iP§elBBRYom ehd¥toup étﬁr%i’é‘dng of H, methyl,

t-butyl, hydroxy, fluoro, chloro, brono, iod

tethyl| bydrowpmeshy) anddimethylampinomeatbyly | ani nomet hyl ,

? Ih im;t rﬁﬁraB&Enﬁﬁg%/ ﬁleg?fgg{ ﬁ@%qﬁﬁ@ﬁ%@( égn%ﬁ{g%ﬁ/ %EWI ethyl,
rbpyl ﬂbﬂ@/ﬁmf)ﬂr@){ydﬂ@bfd"cﬁiﬁir@al&bmo b, tﬂﬂ@cﬁr@h‘éﬁlhw, Rl

I's sel ect omthe rou conS|st|ng Of nmet 3/
ranainexethyll mﬂmylammqm@thygﬂ@"ﬁ@thyiamlaomhyl hydroxymethyl,

t th
bR lomoh! SARitio TRl dnEhoh T B EE" e
irgbtg?lrﬁircfaptnr?n@etrgnmemapm@sb st |6 ng of 4| )

a-4-aza-trjc ec ,
2 pyr PP grarghly, B B RelgrtelRomyhe Spgie s?rﬂ%%ﬁﬂglot Pethyl
ﬁyggzﬁgﬁfﬂgbw cﬂ’nlor%l broil)*no(fSHSran Tlp udfbﬁﬂe%ﬁ’yl' din-1-yl,
phol i rPréfe;rlablySP( HmﬂrR t%FR)epnpgeﬂner mth-tye nltecm(mwwmyh they are

R g olestid IR YPUPRECEIREER menber of 1)
in eaqghpicies-haszalrieycld]5.2.1.0°°dec-4-yl,

i) 2-pyrrolin-1-yl, 3-pyrrolin-1-yl, pyrrolidin-1-yl, 2-imidazolin-1-yl, 3 -(H or
RP)imidazolidin-1-yl, piperidin-1-yi, morpnoiin-4-yi, thiomorphoiin-4-yl, 3-(iH of
RP)piperazin-1-yl, azepan-1-yl, thiazolidin-3-yl, oxazolidin-3-yl, 2,5-dihydro-
pyrrol-1-yl, azetidin-1-yl, where each member of ii) in each ring has 0 or 1
unsaturated bond and has 0, 1 or 2 carbon members which is a carbonyl,

iii) 3,4-dihydro-2H-quinolin-1-yl, 3,4-dihydro-2H-quinolin-2-yl, 2,3-
dihydro-indol-1-yl, 1,3-dihydro-isoindol-2-yl, 1-oxo0-1,3-dihydro-isoindol-2-yl,
tetrahydro-benzolb, ¢ or d]azepin-1-yl, where each member of iii) in each ring
has 0 or 1 unsaturated bond and has 0, 1 or 2 carbon members which are a
carbonyl,

iv) decahydro-quinolin-1-yl, octahydro-isoquinolin-2-yl, octahydro-[1 or
2]pyrindin-1 or 2-yl, octahydro-indol-1-yl, octahydro-isoindol2-yl, hexahydro-
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unsat urated bond and has 0, 1 or 2 carbon nenbers
which is a carbonyl, iii)

W@ 2do5¢hiydr o- 2H qui nol i n- 1-yl PCT/US2004/009589

3, 4-di hydr o- 2Hqui nol i n-2-yl, 2,3 di hydro-indol -1-yl,
1 éﬁfﬁ FRLGHO hegadro-cyclopent |-2-
eyidh Fbgpyr e %al?y yy p a[c]Pyrro gl 567%8 -H or

1-"oxo- hydr o-1i soi n ahydr enzo
cRB)rd@L]&iwdm {ﬂ 5-oy11,6 whérko@b,@hanhﬂmmdnmﬂ-yl; {5,6,i7rorédtihor RP)-

clgg%cm% E@érog %PEI% Eé %‘gﬁ@gﬁﬁl ar]d 93 &p'OCtachydz ro-
ri@i‘iH 6911 1o 34 or R?:baﬂamaﬂ:- W@l@[mldmrr%w (B.yl, 1-H or

oct ah dr yrindi n-

obf-g8 dm-ﬁmoloi3 +c]pyﬂﬁlra15y3dr arH gbéﬁ@@temyﬁro -pyrrolo[2,3-

@@Sﬂ%‘é f—gt %flﬁlﬁr%gﬁg’éltgw&o pyr%[é[g%g]%yn y? 1-H or RP-

h@a«tahy@lbom m{r@]mnrw C8 %M‘Qp-oét@h%ﬁ) pyrréiofd, Aic]pyridin-2-

decah dro 5 or

:Tﬁs?ﬂ'éﬂh mwwqwrrolq[% 3601Wdﬂ"181 -¥, drH rpR°-octahydro-

T e I

oocta?y@@taﬁyﬂemamnpwld@[[ﬁzﬂa]pﬂ @Mraz@bm- yylwhélrePéarah rhember of

RP- oct ahydr o- pyrrol o pyri di n-5-y

W ) Bty Qra DB ol 0f 3 1w (kAR WAGh is B SpRaNYL, each ring of
iy d% ﬁflg%%ﬁg?f&i IQCY aﬁ@%aéﬁg?ﬁ&%@é}& g has 0, 1 or __.

octa ydro-pyrrol o pyr i
Rp uosatingtéddgndst ol of 3, 4- c] pyr| di n-2- yl, 6-H or

RP- oct dr o- . 3- idin-1-yl, 1-H
Rp- oct ARG BSOS SR rabgho- 7 H or
3-b din-1-yl, 10
?Etrgﬁﬂgr OéﬁgPS]Wnééithgﬁg%ﬁg)y“ }jg%’rll 2I 2] [ 1y5] di azoci n- 3-yl ,

WWBE@ eadyhmesniierrofdf, ii),iiN)) ivi) or ¥pisturthagshlestitatedwigy 0,21 or 2 of
cgpbon nenbers which is a carbonyl, each ring of
a t'achnment has 0 or 1 unsaturated bonds and each

secondgloyt picterabis FJ.ankl RF takénubgether wumothboﬂ%gen/ao which
8- oxo-1, % 8-tetrahydro-2H, 4H 1§5 nmet hano-

pihey @se ﬁttzCBW ﬁr%paiegmfrwnshmroum epasisting Oﬁé‘h‘@éﬁ Aoaza-

It)”cxélbtﬁ s 10(?2)6]1%0 )f(/ty?rz %%rr @r at téjsm&andtywai’i
t Dgratdaeolinvityl, inidarolidireden, plpemﬂlhmyl httﬂ'phalliquﬂt ached

s ol o B 3BS85 el ozt

2 l 4 r F d

i s T S
najf bbldiazoci-3yl, azmldmwthaWMQﬂulnmlnpbwhﬂ $rdihydro-2H-

qunﬁglnn J[ )Xl 3 4tcw1)9 él—? qumollx 2-y| ?1%3% Ieglc:h merm)ér is further
substituted with 0, 1 or 2 of RP.

Specific R' and R? taken together with the nitrogen to which they are
attached are selected from the group consisting of 1-methyl-10-oxa-4-aza-
tricyclo[5.2.1 .Oz’e]dec-4-yl, azetidin-1-yl, pyrrolidin-1-yl,
2-hydroxymethylpyrrolidin-1-yl, 2,4-dimethyl-3-ethylpyrrolidin-1-yl, piperidin-1-yl,
2-methylpiperidin-1-yl, 4-hydroxymethylpiperidin-1-yl, 4-phenylpiperidin-1-yl,
azepan-1-yl, 4-(2-hydroxyphenyl)piperazin-1-yl, morpholin-4-yl, octahydro-
isoquinolin-2-yl, decahydro-quinolin-1-yl, thiazolidin-3-yl, 2,5-dimethyl-2,5-
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2, 5-di hydro-pyrroi-i-yi,
8-o0xo0-1, 5, 6, 8-tetrahydro-2H, 4H=1, 5- net hano- pyri do[ 1, 2-

wappads/sidsazoci n- 3-yl, azetidin-1-yl, PCT/US2004/009589

oct ahydr o- qui nol i n-1-yl, 3, 4-di hydro-2H 25

aithydropyribl-ybyl, S-okodi BM-CEtEh“Mm-QH 4H-125yhethehesyrido[1,2-
each menber is further substituted with 0, 1 or 2 of

Rl Feigeprine3whand o RAiyareAHrgyeelEd-Yhi th t he
nitr Ocﬁaférabwg IRgt%l %ég%g@ i nrg?ﬁ«}%/ l@_%l\?pgcéﬁﬁstfﬁ‘daggﬁf&o{y, dthyl,

the group co oxa-
te‘thydypltdph/ﬁ I@dno@meﬁhylebydroxyethglz @hedylnpéhaldnphenyl, m-halophenyl,

| hyl [idi [,
o haiaphgorly od bV BRHEN ) ne 131 pi per i dimo Ly
2- met hydgi ;‘Pr@férgblg ﬂipY% seléct@d%&ﬂﬂ@pm’dﬁjb&%iétm@dflh)bdmxy,

4- phenyl pi'peri azepan- 1-
4nemyhyedinydxly3|tdmnyh¢b1yp drydroxyelhyy| phemyi phoho-fludrogupstituted

o tah |so inolin decahydr o- qui nolin-1-yl,
@ﬁ*owfuésmzﬁ%i h?‘?“ﬁ 5 10 WO 2005/ 012275
PCT/ Umﬂéjrég R8%s sélebiedr frordthée %'rodp ?szn3|st|ng of methyl ethyl

9
8- oxo0-1, 5, 6, 8’ t et rahydro- 2H, 4H hano- %rl
aqrpmylsytﬂie@zb@rcvp@wcy@lﬂprepylr qigtmtyﬂ, ahleth anyi, qu1yl

IR G LSS, Biafo SRl Bra by aRBipd

fbp@rdb)&l’cﬁ&yh)t}/clop@m@xy pﬁérfb&&/ODéWy -SH h@irﬁ@ﬂhenyﬁethyﬁ Q-t-
o hal opheny p- hydr oxyphenyl . Most preferablr)]/
bytyet r@pﬂmsmngi oapepansiNgi. ngNo g dimet ylamlno

;(g%ax@xﬁq e U b, Ve et i, BB

ute |oheny
m’dnbeWmhethylsubstltut ed phenyl Pr eferabl y, Rais

selected fromthe gro nsi st n t hyl [, ..
10 prd?cf@feraetyhmﬁrﬁ% eﬁg ﬁérecr'gf@ nﬁvere&/en%ﬁf“taﬂ%'t'oned
RO rind ﬁer%ﬁlﬁltheta'?hlﬁ@élubstltﬁléhf ol -1- yI benzyl,

hydr oxy, oxy, OXYy, propoxy, cyclopropoxy,
cycl olj?reﬁamblycymleospbm aﬂp,ceph@ﬁaxeytaldwrtmg&&erm the carbons of

%ﬁ’bﬂ% tto§H %JPSG(?REQ tggtgilsé% #%% ?rﬂgltoml ani no,

(cycl ahsxy @F&rﬁhﬂ&ﬂ%é"@eleé‘t‘é@tfb’dm thegksup b@nﬁstlr@nof o, F, Cl,
- CF3, - 3 and car boxymet hyl . Preferably, there i s

@fefmd henrzo, hrefF e maethpxy teibexy. insopeey, Rarqrssyt ethesul,

a5l e et LG R B i, Bl

Qﬂme@mamfno Wy ASHEF ST j&iPh10, &Sﬁtﬁﬁ‘ﬂ ISGHQYI tsm.bmwed

ring is benzo. 20 Nbst preferably Ra is selected from

t-begrup Condipsep @neimeiylo, F, O,

Preferably, R’ is absent or selected from the group consisting of methyl,
ethyl, I, F, Cl and Br.
Most preferably, R® is absent.

Pharmaceutically acceptable salts include amino addition salts that are
pharmacologically effective. Representative salts include hydrobromide,
hydrochloride, sulfate, bisulfate, nitrate, acetate, trifluoroacetate, oxalate,
valerate, oleate, palmitate, stearate, laurate, borate, benzoate, lactate,
phosphate, tosylate, citrate, maleate, fumarate, succinate, tartrate,

naphthylate, mesylate, glucoheptonate, lactiobionate, and laurylsulfonate. See

11



Br, fused benzo, |, CF3, nethoxy, ethoxy, propoxy,
i - propoxy, ethenyl, cyclopentoxy, 2-propenyl, phenyl,
wouo@rmyg275t hi enyl, ami no, pyrrol-1-yl, dirint PgTas2ae/009589
(cyclohexylrii tr yl)irriino, -Smethyl, -Sethyl,
- a?n CIEY %%r%}ée% L, “Ph%ﬁ'ﬁ%ceuﬂcpan%nb "aNLERINEL:, 777, 66:1-
Preferably i $ absent or selected fromthe group
ctihsitbch mglnobrpmaﬂeyilhere@tbwn‘efemncﬁ d and Br. Most
prefer

salts r%,lé%/r’ r%%%i’ﬁ%@ﬂi%ﬁ’g’ Q@rgﬂssgpﬁgé ttﬂlg Q/gg e the” hitrogen

ﬁBa«vmﬁ% ér“eaétlté/ch%fdfféﬁh'aVI@eteRﬁ:%ﬁé ARG @,tmmré add 8efined in
i ncl ude hg/drobrom de, 30 hydrochloride, sulfate,

kgroups At} above: are magdscacacsdingrtofthe syothetic anethods outlined in

bl ARRLE o hsieo R e 8'tp S RRaRb

tpgyllate, citrate, naleate, fOHfﬁﬂSé\ﬁrﬁj succl nat e,
tartriate napht hyl ate, mesylate, gl ucoheptaonate

| fict i jobi oRenzg[1 2nlthiadieyeled-sulienie ackels-ahlonaes- (plperldlne 1-
2005//012275 PCT/ US2004/ 0080589 erﬁl&ﬂ > 3 M Berge,
at., ['Pharmaceutical Saffg° 9' H & 1977,

6p: 1-| BnzoM2CHtHIEd bﬂ@l@f@%%rﬁé BR‘I Littrey2-($H E&icBREA -carbony!
Preferred dg‘gn'p%uur:dsl wher e a Ig ta(ken“?%get her yh-

Wi th {the nitrogen to whi chphﬁe\ﬂ afﬂ‘ld,d%ttached forma

) e AR e oS PR R e G eridine-1-
met hods outI ined in Schamsh yB- -étﬁidjeare sel ect ed

fromithe qroup consisting of: X (‘nrmmmd ]

Benzo| 1, Basyoh adlthiasiazale-dusutionicasidif@-(piperidine-1-carbonyl)-
[ 5-chl oro-2- (pi peri di ne-d?-pshgﬁélgﬂﬂy%énﬂgg_yl ]-am de; 2

Benzof[ 1, 2, 5] t hi adi azol e- nic

[5-niftro- Ben'u{d[mQYS]mléwaioI@a‘(-b@Imﬂid acl@Tﬁtbfbh(ﬁm(§©erldﬁ1e-1-

Benzof 1, 2, 5]t hi adi azol e-4-sul foni c acid
[ 4- brjono- 2- (pi per i di ne- cahanyd rme)ny,ﬂrﬁmyile} ani de; 4

m%glﬁz f‘;?@; %glrégbl‘é ??al‘f‘(‘)ﬁlé‘,"é'cljgaﬁ"lbﬂg r]lperldlne 1-garbonyl)-
Benzo[ 1, 2, 5] t hi adi azol e- 4- sghéwylj- amajn d

TR brlomp-2- (m nnrlrhrn- - C

-amde:- 6
Bthzof 1, Bee}@[ﬁp?aé}tfaﬁelaéow 4-suHemic acid [ymethoxy-2-(piperidine-1-
[ 5-i odo- 2- ( pi peri di ne- 1c8ﬂ5c9%yﬁﬁenyl -amide:

11 Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-ethoxy-2-(piperidine-1-

carbonyl)-phenyl]-amide;

12 Benzo[1,2,5]thiadiazole-4-sulfonic acid [2-(piperidine-1-carbonyl)-5-
propoxy-phenyl]-amide;

13 Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-isopropoxy-2-(piperidine-1-
carbonyl)-phenyl]-amide;

14 Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-cyclopentyloxy-2-(piperidine-
1-carbonyl)-phenyl]-amide;

15 Benzol[1,2,5]thiadiazole-4-sulfonic acid [2-(piperidine-1-carbonyl)-5-vinyl-
phenyl]-amide;

12



phenyl]-am de; 10 Benzo[1', 2,5]thi adi azol e-4-sul fonic
aci d [5-net hoxy-2-(piperidine-1-

woanisonyd7s - phenyl ] - am de; 11 PCT/US2004/009589

Benzo[ 1, 2, 5] t hi adi azol e-4-sul fonic acid

b6 et ﬂ@éY\ZBQ PSFﬁFa'di%lz@)Pe- =sulfBhROAVIY ]5- Bmﬁ@(dlpéﬁﬂlﬁéﬂ -carbonyl)-
12 Benzo[1 hi adi azol e-4-sul foni c aci

[ 2- (p} peri di ne-1-car bonyl) thﬂyibewd®henyl] ami de;

[1"_ F’;Sg;’gﬁg{yoy ?@%ﬁq‘@;ﬂ% 4Isd1fon|c 5&id5! e‘fhyl 2-(piperidine-1-

carbonyl ) - phenyl ] - am de;catdonyl)- phenyl] amlde
enzol 1 2 5]thiadiazole-4-sulfonic

[ 88 cyll oBenzalll &§litiadipzplerd4-sulfienic aC|d [2 (plpendlne 1-carbonyl)-5-

1- bonyl henyl de
Beﬁ?g[ 2n¥ )5] tphle%l !azglme @B)}TfF?J?ﬁfo']aacﬂ‘kﬁ’e

29 (pl perBe&h MiRNANO|&-42s WHIHE aéﬁaqﬁ!é(bnbeﬁmr%ei-ca%nyl)
WO 2005/ 01227 / US2004/ 009589 ~ 16

Benzo[ 1, 2, 5] t hi adl azol e- 4b19benyifﬁ yl]amde

Ay O£ haonvl

Mool T %%‘MP“%I ARz RN bl T2 piperidine-1-

5- et hyI 2- (pi peri di ne- kariscHyposhe pé}ﬁmél ]-am de; 18
[ 1,2 5lthiadiazole-4- qulfonléhQC|d

[21 (pi peB@rmqﬁb215]tfmdjam}iea4-sulfcpn?pgznd prfargn B-yhi(piperidine-1-
19 B 1,2,5]thiadiaz onj-C. ac ,
[ 4- (Sin[ZJgEi Wl 1 e bonfﬂafb‘fﬂ YA de; i de; 20

Benzo| 1 Bex’idd[h&ﬂttﬁéd]b@olé 45§blfc§mt @c@C[QCKplpendme 1-carbonyl)-5-
[5furan -yl'-2-(pi peridine-1- carbon

-pheny! ] -ani de; 21 Bewrﬁrﬁzﬁ’}'@hﬂﬁﬂ{QMQa 4-sul fonic

Cat bany! %élﬁ{dinw?]ﬁ“ﬁﬁa égblg-ziz-éb‘l'fdh‘fc cid [2-(piperidine-1- ~carbonyl)-5-
Benzof 1, 2, 5] t hi adi azol &ndbhéﬁ 8.9hphenyj-dmide;

bonv| ) -

, t?f’r ophen- Qeryzo[ﬂ)ﬁeﬂy]lﬁadlaﬁpl'geél—su@@lc acid [5-amino-2-(piperidine-1-

Benzo[ 1, 2, 5] t hi adi azol e- é Ech)oﬁHecnyﬁCérﬂlde

[2- (plper|d|ne 1- carbony

t26 opherBenzd[1 plEjthiddiazotedesulshic acid [2- (plperldme-1-carbonyl) 5-
Benzo[ 1, 2, 5] t hi adi azol e-4-sul fonic acid

[ 5- ani no- 2- ( pi peri di ne- BYT@lat-ybpRenyamids: | - ani de;

26 Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-dimethylamino-2-(piperidine-
1-carbonyl)-phenyl}-amide;

| 27 Benzo[1,2,5]thiadiazole-4-sulfonic acid’[Ef(cywclohexylmethyl-amino)-nzm-"
(piperidine-1-carbonyl)-phenyl]-amide;

28 Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-methylsulfanyl-2-(piperidine-1-
carbonyl)-phenyl]-amide;

29 Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-ethylsulfanyl-2-(piperidine-1-
carbonyl)-phenyl]-amide;

30 Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-isobutylsulfanyl-2-(piperidine-
1-carbonyl)-phenyl]-amide;

31 Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-benzylsulfanyl-2-(piperidine-1-

carbonyl)-phenyl]-amide;
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25 Benzo[ 1, 2, 5] t hi adi azol e-4-sul fonic acid
[ 2- (pi peridi ne-1-carbonyl)-5

woporsmi2zzzsyl - phenyl ] - am de; 26 PCT/US2004/009589
Benzo| 1 2, 5] thi adi azol e-4-sul fonic acid
[32 di Mt BenAR P%] ﬁnécﬂéﬂﬂélﬂsmmnlc acid [2-(piperidine-1 carbonyl) -5-
1-car bonyl) pheny ] - am de;

Benzo[ 1, 2, 5] t hi adi azo|treﬂtmrgmeftlzoyhphe@ullﬂamlde

G

Benzo
[ 5- e

oyt BRI Zg@m?ﬁ;a'zgﬁgﬁ;pifo%a&d [5-flupro-2-(piperidine-1-
[1,2, 5] t hi adi azol ec4risoHyl)QsHehyfidrmide;

t hyl sul fanyl - 2- (pi peridi'ne-1

3% bo

Benzo
[ 5- et

nyl ) Benzai§i2}5lthiadiezolespsulfonic acid [3-chloro-2-(piperidine-1-

1, 2, 5] thiadi | e- 4-
Lyl suI 1an|yla |2a€8| S&P %ﬂer é}\enyﬁcan%de

C3% bo
Benzo

[5-is

ny|9eﬁ%6f‘ln2 Islthadisksle-40sulfonic acid [4,5-dibromo-2-(piperidine-1-
[1,2, 5] thiadi azol e-4-sul foni c acid

obut yI sul fanyl 2- (ﬁBﬁt&ﬂy@rM@nyl] -amide;

e

[ 5- be

QaLmevI\ phenvl]-am de:

UUI%"@P&?% thiag I«'{zzeokl'% %I'Iﬂ?b('j‘h(f acig [4,5-dichloro-2-(piperidine-1-

nzyl sul fanyl - 2- (pi @grbcmy%: amlde
01??7R

Benzo
[5-f|

7T/ Lszcﬁqmgﬁ@@g@thna@ag@lﬁz%pqlfomc aC|d [5-isopropyl-2-(piperidine-1-
2, 5] t|hi adi azol e-4-sulfo

[ 2- (pli peridine-1-car bon%fo@ﬁ}l gphenyl]-amlde

t44 T 1juor @@ 2(8]#adihza81Hsulfohic acid [5 -methyl-2-(piperidine-1-

[1, 2, 5]thi adi azol e- 4- sul foni ¢ acid
uor o- 2- (pi peri di neC@be!M)tﬁhﬁmd] %m'é’ﬁ’yl ] - ani de;

o8 o

Benzo

ot A I S BB P ety g
[1 2, 5]dzai-widycla|®. 2.140°S|ddcankct-asibdnyl)-phenyl]-amide;

dibrom-2-(nineridine-1-_2¢ - -

[4 5-

Be
[4, 5-
car bo

nzo[Benzob] 2ihltiadiazele-4suinrie acid [Ghipro pyrrolidine-1-

di chl or o- 2- (pi peri
nyl) - phenyl ] - ani de%ﬂ%}gﬂ -phenyl]-amide;

Bshzo
[5-1s

[ 1B2n20[tiiR, 8lihiadkizeted4 sulfbnici arid (3- dhloro 2-(4-hydroxymethyl-
opr opyl - 2- (pi peri di ne-1 carbonyl) - m/dé am de;

44 Be

[ 5-ch

nzo[ 1,2, 5] thi aRiP%%P%‘ 4C%rQPFM|h1P@eH¥| 4

| or 0- 2- (1 r]ﬂiehyl)—pl@eraxmleﬂ -carbonyl}- phenyl} amide;

Q79 f
L

ricvelol5 2 1 02 =S
605 BQEQB[%%“'QFWP%?%H@PB'P@%E -eﬁ'p‘@-?d?gfiyioxymethyl-

[ 5-chl oro- 2- (pyrr ol gyHHicN&ing-1-carbonyl)-phenyl]-amide;
66 Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-chloro-2-(2,5-dimethyl-2,5-
dihydro-pyrrole-1-carbonyl)-phenyl]-amide;
68 Benzo[1,2,5]thiadiazole-4-sulfonic acid [2-(azepane-1-carbonyl)-5-
chloro-phenyl]-amide;
70 Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-chloro-2-(2-methyl-piperidine-
1-carbonyl)-phenyl]-amide;
71 Benzo[1 ,2,5]thiadi.azole-4-sulfonic acid [5-chloro-2-(octahydro-

isoquinoline-2-carbonyl)-phenyl]-amide;
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carbo
Benzo

nyl ) - phenyl ] -am de; 62
[1, 2,5]thiadi azol e-4-sulfonic acid

w3ewshiza78- 2- (4- hydr oxynet hyl - pi peri di ne-1 PCT/US2004/009589

-carb

onyl ) - phenyl ] - am de; 63

(% c

-carb

Banz
BeH

ll%eralgz_ F‘%]F'géﬁégb% 4‘55 ﬁle%]cSH [gcérﬁoro -2~(3-efhy}-2 4-dimethyl-

roxy- phe i perazi
onyl ] - phenyl}fqnbﬁémesncmbonw )-phenyl]-amide;

r1 2 Blthiadiaznl o Sl nn|h aci d

[%ﬁch

pyrro
Benzg

| EPBZQ[H (225}Waﬁ[§39|ﬁ;ﬂﬁyﬁomc acid [5-chloro-2-(4-phenyl-piperidine-
(19051 t i adi szl o-gAEefyEREndfaniae

[® ch
di hyd
Benzg

| Benzd]1 (25 1fhiddisebleyd-sBifénic acid [5-chloro-2- (octahydro-quinoline-

12, 25] (i adi aol o-dedbePyaenyamice:

[7g (4

Benzqg
[ 5-ch

1 cak
AV ey

Zepg@%o'[ '%QM %— { ijfbﬂb%cﬂf‘?”éé}zbﬂ&%gﬁcarﬁényI)-5-

hlé |azo onic ac
Ioro (2 nethyl plpmkwdﬂﬁmmyﬂannde

y4e
[ 5-ch
i sogu

[”I' Be@]z{D’Hp%éitQ?@F%mle 4rgRiceq [archioro-2- (thlazohdme -3-

| or o- 2- (oct ahydro
i.nol i ne- 2- carbonvlfagoq%)qheq#h?n“de

2805/
Benzg
[ 5-ch

ommz’s]uumﬂ@mm@msmma acid [5-chloro-2- (1 2,3,4-tetrahydro-
[1, 2, 5]th|ad|az e- 4- s#% iC ?chd o
[ of o 2- ( 3- ot HYARTSIAERR ReeapPYFPhenyil-amide;

Pyg T O
Benzo
[ 5-ch
1-car
Benzg

1 G'B'éﬁfbgf F; Hféﬁ'iézo‘i@@@d#fbn%’%cﬁ@iw -€Rloro-2-(8-oxo0-1,5,6,8-

[1,2,5]t azol e-4-sulfonic ac

I d:etoamfd(rd-Z;bhéHyl 5pnetandipweido[1,2-a][1,5]diazocine-3-carbonyl)-
bonyl)-phenyl]-anide; 75 .

[1, 2, 5]t hi adi azol e- 4- sBIER-aMIdS: 4

[0 ch

1-car

lorgg &M?%M&a%&bméulf&m acid [5-chloro-2-(2,5-dimethyl-
bonyl) phenyl'] - am de;

Benzg

Benzo[l 5]th|aduawﬂw@dmeghbaﬂmwaa&mmyuannde_

Cik¥oy ?%é?ﬁﬂl%ﬁﬁhﬁﬁ%mﬁf F R S o eHlok 2Reibhitne-4-
5-ch|l t hi lid L | d

b Blnool1 2 Bl ol aroeronyOHRN dmigeeny! ] - am de:

[B3%h or Bepzoltl,2 58hiadiazotexdsrufonic acid [5-bromo-2-(morpholine-4-

napht

hal 2- b | 9
el cne. 2, o bony ) Lol

[f8gh

tetra
ne- 3-

| or oB@nxdi41 @BltHiaBiaBoR4-sulfonic acid [5-iodo-2- g morpholine-4-
hydr o- 2H, 4H- 1, 5- net hano- pyri-do -a][ 1, 5] diazoci

car bonyl ) phenyl] sarhasnyl) p\tj’(pnyg] amide;

B

B 2R 7 T SulBRIc R [Simethyi2-(morpholine-4-

hl or o
carbonyl)-phenyl]-amide;

140 | 7-Methyl-benzo[1,2,5]thiadiazole-4-sulfonic acid [5-bromo-2-(piperidine-
1-carbonyl)-phenyl]-amide;

177 | 5-Methyl-benzo[1,2,5]thiadiazole-4-sulfonic acid [5-bromo-2-(piperidine-
1-carbonyl)-phenyl}-amide;

178 | 7-Bromo-benzo[1,2,5]thiadiazole-4-sulfonic acid [5-bromo-2-(piperidine-

1-carbonyl)-phenyl]-amide; and
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pyrrolidi ne-1-carbonyl)-phenyl]-am de; 91
Benzo[ 1, 2, 5] t hi adi azol e-4-sul fonic acid

WO 3ewshiize7s- 2- (mor phol i ne- 4- car bonyl ) - phenyl ] - 2aT/AB2004/009589
137 Benzo[l 2, 5]th| adi azol e- 4- sui fon| c acid

T Pt T ST £ SR e B2 3% 51éihyaro-

[ 5- Iodo 2- (m)fIOhQidnﬁ@ﬁc{eze(pﬁi@,@fddrboWﬁ)epwéﬂyl]aﬁﬂniiﬁa 139

enzol 1,2 R] t hiadiazo 4- sulfoni‘c_aci

[ 5- met hyl - 2- (rmrphol i ne-4- carbonyl)-phenyl]-am de;

140 7-

[ 5-br oérr/@‘ gerl or‘19 ﬁcar@%hwwﬁl‘@ﬂ]égﬁﬁled%% 177
5mN’§prdierh$4§eﬁédtea,fﬁinﬁ @r@;bsad)abye ab@eﬂrfewatso\mc lafe made
[ 5- br gno- 2- ( 1l-carhb phenyl ] -am de; 178

76%%95@&&%@%@69? mﬁtaaﬁi%%thaem% §40h@me§ A@nd B and are

G058 8T BB AR cootee Plee L o

BEXzo[ 1, 2, 5] t hi adi azol e- 4- sulGempourdi d
S5-chlorg-2-(1.3 4 5-tetrahydro-

bénzof c] &BsMelb2&linrsigrgledhaianylamingsN-Benzyl-4-chloro-N-
further preferred corrpounqﬁe BLS |d nd R2 are each
i ndependently sel ected from g oups a , as defined

a®ove, are(Buare[1,2Gibiatiaglé-d- $d1ﬁ'>n§'wmﬁ|he? N;b@mw-ﬂcbromo-N-
outlined in Schenes A and B and are 5 sel ected from
t he group consisting of @@@ahb%n&ﬁm?,

29 ( 5en220$€'eréom§'5]@1‘i-‘écﬁéﬁlg 4‘-*s@f6n‘y%l?%h85ﬂl\l18éni\'1 Vi-IEB68IN ‘r*nethyl-

- chl or enzam d
2 - (Benzo[ 1, 2, 5] t hi adi azol e- 4beutém|t;d am no) - N- benzyl -
hr on ret-hvd hepzam de: .
73 Benz{%q@eQZ@ﬁ %5&*&?9@59@ %sgwpmdaw -r}ﬁﬂmmlseﬁ-gwar@oxyhc
‘FiodoFN-net hyl benz
3- (Bejnzo[ 1,2, 5]thia 29%‘-%3% r}za/r?vrpgtrp]y}]ao Idr?éuoht hal en

£32- car b()‘Ry2+(Benac[1c2 6]4hrbUmolE—b<suh‘yhylanﬂmdn)yN4m(ﬁe -di#Qoro-
(R)-2-(Benzo[ 1, 2, 5ﬂ1t hll)ag hyﬁ% e-4- sul ft%y}i)enzan%é;l\l- [1-(

2 4-di 1 uoro- pheny trifluorome
40 (R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-[1-(2,4-
- difluorophenyl)-ethyl]-4-fluorobenzamide;
41 (R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-[1-(2,4-difluoro-
phenyl)-ethyl]-benzamide;
42 [ (R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-[1-(2,4-
dichlorophenyl)-ethyi]-4-methylbenzamide;
43 (R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-5-chloro-N-[1-(2,4-
dichloro-phenyl)-ethyl]-benzamide;
45 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(2-chloro-

benzyl)-benzamide;

46 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-benzyl-4-chloro-N-(5-
hydroxy-1,5-dimethylhexyl)benzamide;

47 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(2-

methylsulfanyl-benzyl)benzamide;
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phenyl)-ethyl]-4-trifluoronethyl benzam de; 40
(R)-2-(Benzo[ 1, 2, 5] t hi adi azol e-4-sul fonyl am no) - N-[ 1-(

wa 24do5/0d2%75 uor ophenyl ) - et hyl ] - 4-f| uor obenzam dePCTA$2004/009589
(R)-2-(Benzo[ 1, 2, 5] t hi adi azol e-4-sul fonyl am no) - N-[ 1-(

NG

’l—|'-
-
(R) -2

| (BenA(Bed ] alliddiazsle g Sdfoamifo)-4-chloro-N5(2,
di{ c hi @jhﬁ!hgﬁtﬂi?oh-_et;mdnbf—éthyﬁtlharh@tﬁyb@ﬁt_dmjdé‘BFA salt;

A8 N
2- ( B4
-(2-¢

[ 2-(Bena0l 12 Bithiscirzmireayitiony RO Hrhenat A “hiorg-N-athyF
1, 2, 5]t hi adi | e-4 v | i -4-chl’ -N
oL bomy 1) b eaz o b8t g, am no) - 4-chioro

(| Be
-chl g
2- ( Bsg

n2eBenzhbdityhpaBeazsh 2, Sitsiatibe ol asuionylbied)zrthibro-N-
ro- N-(5- hydroxy-1, 5-di net hyl hexyl ) benzam de; 47
nzo[ 1, 2, 5] t hi adi azol @chkélth’qwlﬁﬂi no) - 4-chl oro- N

= [1L_

s/
12- ( Be
-(2 ¢

o e R B e imind § 4 %Rloro-N-methyl-N-(1-
nzo[ 1, 2, 5] t hi adi ath@aﬁ-ﬁWlZ—bBNiaiﬁid@@) -4-chloro-N
Loet hvl am no-1-phenv] -ethyl)-N-nethyl henzam de

T2A o
2- (Bs
-chl @

AR):2-tBenzol1,2,5]thiadiazole-4-ulfonylamino)-4-chloro-N-methyl-N-(1-
nzo[ 1, 2, 5] t hi adi aﬁ?@%@ﬁ%@wﬁ'%&ﬁm@) - N-benzyl - 4

rra- N-et hyl - benza

NyPBen
0) - 4-
2- (Be

z Ry rv{BehzobE 2 Ahiadiaz]ié-a-adionzdreind)-gLdHloroyN 4 mphenyl-
chl oro-N nmet hyl -benzanmi de; 51 (9)
nzo[ 1, 2, 5] t hi adi azol e2'BY3HENBAYIGHI no) - 4- chl oro- N

e

- met K
2- ( Be

A e e T D e
yl - {\I—1 ( % Rﬂ}ﬁnyl - etbdnydy])-behloaribeazamidd; ( R)

561-
2- (Beg
-2-f

he)2-(Benga] elivasieagle-4-syifonylamino)-N-[1-(4-bromo-phenyl)-
nzo[ 1, 2, 5] t hi adi aﬁhﬁkﬁ:&%é’%ﬂ@@&) -N- (4-brono
o -

uor o- benzyl)-4-c benzam de; (R

%1 Be
ono-

nz@®)12-Bend]i @b dHadiazdiesi+shiforytiaminug-ohipio-N4(1bp-tolyl-
henyl ) - ethyl]-4-chl oro-benzam de,
ethyl)-benzamide;

58

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-methyl-N-

phenyl-benzamide;

59

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-butyi-4-chloro-

benzamide;

61

- 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chlor6-N-[1-(4-f|u6ro:' -
phenyl)-ethyl]-benzamide;

65

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N,N-diethyl-

benzamide;

67

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-furan-2-yimethyl-

N-methyl-benzamide;

69

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-methyl-N-

naphthalen-1-ylmethyl-benzamide;

74

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-cyclohexyl-N-

methyl-benzamide;
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57 (R

2- (Benzo[ 1, 2, 5] t hi adi azol e- 4-sul f onyl am no) - 4-chl oro-N
wouspH2o5yl et hyl ) - benzam de; 58 PCT/US2004/009589

2- (Benzo[ 1,2,5]thi ad| azoI e-4- suI fonyl am no) - 4-chl oro-N

A AR S s B ey e T e o R O

chl orjo- benzam de; Glcyclohexyl ethyl)-benzamide;

- zole-4- syl nn\/l am nn\ 4- chl oro-N
- (|4-3-(Beyzsl

H{ ﬁeﬁ]mlgdlachlwélj swm@mm@) -4-gjgoro-N-(9-0x0-6,7,8,9-
2 (Banzol 1, 2, Sl a3Rls iR pbibREMIEATS YhlsetizaMias o N

. N-di let hyl - benzam

231 Benz Q[-GBéhz5 2 153ttt ote-4=sulohgzihias)- mQ*)ﬂcﬂfoCm-l(D yodiftuoro-

-furan-2-yl nethyl - N-nmet hyl - benzam de;
2- (Benzo[l 2, 5]th| adi azol enzglhrbeaﬁ@mm no) 4-chl oro-N

EEAMABREAL: &2 e R AL i e R o R
- cycl phexyl - N net hyl - benbenizgdpbenZafde?005/ 012275
PCT/US2004/,.009589 76

(83 - 2 ( BdBespal122.5]thisdiazole dsalfanyarminel4-shiaieN-£2.d1lighloro-
ro-N-|(1 cycl ohexyl -et hyI) QEE@ZP}EH% d77

2- (Benzo[ 1, 2, 5]t hi adi azol e- am no) - 4- chl oro- N

-§4- oonE(Bénaoﬁ 2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(3,4-dichloro-
t et r ahydro- 5H benzocycl ohept en-2-yl)-benzani de; 81
2- (Beinzo[, 1,2, 5] t hi adi azol @ﬂlyls‘éﬁf‘%@mld@m no) - 4- chl or o-

58‘#2 Benzo[jl szé}%%lh azo g Io ye]nqrﬁo%g)czh OroN S Hshigro-

- (2-f uoro benzyl) - benzambdazyl)-B@nzamlde

‘ 1+ hi adiazol e uwlfaonvl am nn\ A-chl oro-N
%é a d, g I%(f-lgio E@@W@&g@{gﬁﬁ@l@)ny@mno )-4-chloro-N-(4-fluoro-
2- (Benzo[ 1, 2, 5] t hi adi azol no) - 4-chl oro-N

- (3. 4-dichl oro- benzy!) - bgﬁézwggﬁﬂ@?@

287 Belnz o] 3-(Befizo[i| 2taadiozel-4 sLifomybmimo)e)-cHiootNo(102 N, 4-
- ( 4- clhl b I
O ey e A AR YRS or o- N

-88" Tl YqQBenzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-[1-(3,4-dichloro-
' phenyl)-ethyl]-benzamide;

92 2-(Benzo[1 ,2,5]thiadiazole-4-sulfonylamino)—4-chloro-N;(4-chIoro-2-
fluoro-benzyl)-benzamide;

93 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chioro-N-(2-chloro-4-
fluoro-benzyl)-benzamide;

94 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(2-

trifluoromethyl-benzyl)-benzamide;

95 (S)-2-(Benzol[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(2-hydroxy-
1-phenyl-ethyl)-benzamide;

96 2-(Benzo[1,2,5}thiadiazole-4-sulfonylamino)-N-(4-bromo-benzyl)-4-

chloro-benzamide;

97 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(1-phenyl-

propyl)-benzamide;
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S2004/ 009589

21\Q28e
-(2-n
2- (Be

nz&(Benzaff G 4rsulipRdamingirhiBiemo-di(2fslighloro-

et hyl - benzyl)-benza
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-N- nE

y | 2-{Benziji drﬁjtfb%amlemesulfdﬁmammo) N-(2,4-dichloro-benzyl)-4-
(Benzo[ 1, 2, 5] t hi adi,a fowl am no) - 4-i odo
thyI N-(1 phenyl - ?ﬂ?ﬂﬁ) Q01

Vré)zr
O_
2- (Be

(2 A

4 hﬁé%"(ﬂ 2 %&Eﬁé}i{@_ﬂ%@@%ﬁﬁ e;ﬁ st m}w mfmﬂué'ropdéimyl)-4-

nzo[ 1 2, 5] t hi adi aznod@-MFrBahthIqunzamldl@,) 4 br omo- N-

anzy| haoanzam

\

2fQEBe
hl oro
2- (Be

o KE‘E”%?[? g ae s Tonrgminm ) e fsom-ghenyl-

-benzyl )-4- i Od&hi}ﬂ-mﬂbadJN-”etnﬂfﬂéi'ﬁamldéM
nzol1,?2 51th| adi azol e-4-sul f onyl am no) - N—(Z 4-di f

| 10§ d

- berZz{Bgnzo{1,2,5]thiadiazole-4-sulfonylamino)-N-(2-chloro-4-fluoro-
benzyl)-4-iodo-N-methyl-benzamide;

107

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(2,4-dichloro-
benzyl)-N-methyl-benzamide;

108

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(2-chloro-4-
fluoro-benzyl)-N-methyl-benzamide;

109

2-(Benzo[1’,5:5]—tﬁiadiazole-4-suIfonylaminb)-'éf-mahIoro-N:(2,4;difIl-Joro-

benzyl)-N-methyl-benzamide;

110

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-bromo-N-(2-chloro-4-

fluoro-benzyl)-N-methyl-benzamide;

111

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-bromo-N-(2,4-difluoro-

benzyl)-N-methyl-benzamide;

112

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-bromo-N-[1-(4-fluoro-
phenyl)-ethyl]-N-methyl-benzamide;

113

2-(Benzol1,2,5]thiadiazole-4-sulfonylamino)-4-bromo-N-(2,4-dichloro-

benzyl)-N-methyl-benzamide;

19




i odo-

N- et hyl - benzam de; 105

2- (Benzo[ 1, 2, 5] t hi adi azol e- 4-sul fonyl am no)-N-[ 1- (4-f|
waan@s/penyl ) - et hyl ] -4-i odo- N- et hyl - benzam deCT/us@®4/009589
2- (Benzo[ 1, 2, 5] t hi adi azol e- 4- sul f onyl am no) - N- (2-chl or

ot f
2- (Bg
-(2,4

fa LD

| @E@e 7,21 9lthadiggsie M- s@idhylarhigioZ-anr{ Zi&-dichléré-benzyl)-4-
nzo| 1, 2, 5] t hi adi azol e- 4-sul fonyl am no) - 4-chl oro- N
-di chl oro- benzyl) - N- iRSkonReNZRsigani de; 108

SN S S s e R T R R

nzo[ 1, 2, 5] t hi adi azol eetﬁzli’)lhiehﬁabﬂim no) - 4-chl oro- N

-difluoro bhenzvl)-Nnmethvl -henzam de: 110

n2&)L- B0k . adilthiasliazole-dusyltanylagninapi-RIomcoNd 1 nphenyl-
| oro-4- fl ~benzyl . i de; 111
e L e el derean oo,

di f2-(Rurro] D Hthiadidrdrebyihifrg aaifblle: broAbeN-methoxy-N-
nzo ﬁB% Sft h:ﬁgldi azol e-4-sul f onyl _amy.no) -4-brono- N Y
-fluoro phenyl) - et hyImetRyhegnaamigenzani de; 113

Ok e e R ol P A Re o SRl otf T Rethyl-N-(1-
012275 PCT/ US2004/ pR@Athyl+-Benzamide; _
nzol'1 2 Blthiadiazole-4-sul fonvliamno)-N-(2 4-dj

o- BeRaZp U2 Sltbislianaie-druonyiangno)-N-(2,4-dichldro-benzyl)-

-(Benzo[ 1, 2, 5]t hi adi azo|.g-4- fonyl am no) - 4-i odo
- phenyl - ethyl)-benzam ég?zd'a@@be,

-~ (Bedamiol 2, 5iHiddiaslezobelfchyihino)N-aw ihierobenayT)-4-
1- phenyl ethyl)-benzam de; 117 .
nzo[ 1, 2, 5] t hi adi azol ESEh¥PERARMIGR no) - 4- br ono- N-

T BARSRE 2 B R P SR ndaminokF-elon -2 Axdihioro-

net hyl - N- (1- phenyl - behyyl)-borremitege; 119

e

~Ta - a - = M- NoY) = N /]

80Ie-4-sulfnyain)-N-( “4-dichidro-benzyl)-N-

methyl-benzamide;

123 | 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-(2,4-dichloro-benzyl)-4,N-
' dimethyl-benzamide; |

124 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-5-chloro-N-(2,4-dichloro-

benzyl)-N-methyl-benzamide;
125 | 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-5-chloro-N-(2,4-difluoro-

benzyl)-N-methyl-benzamide;

126 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-(2-chloro-4-fluoro-
benzyl)-N-methyl-benzamide;

127 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-(2-chloro-4-fluoro-

benzyl)-4,N-dimethyl-benzamide;
128 2-(Benzo[1 ,2,5]thiadiazole-4-suIfonylamino)-5—chIoro-N-(2-chI'oro-4—
fluoro-benzyl)-N-methyl-benzamide;
129 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-[1-(4-fluoro-

phenyl)-ethyl]-N-methyl-benzamide;
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120
2-(Be

nzo[ 1, 2, 5] t hi adi azol e-4-sul fonyl am no)-N- (2, 4-dic

wahkerspitenzyl ) - 4- met hyl - benzam de; 121 PCT/US2004/009589

2-(Be

nzo[ 1, 2, 5]t hi adi azol e-4-sul fonyl am no) - 5-chl oro-N

RECK
2- (Be
hl or of
N _( RAa

g e ST ) e [ oo
benzyl ) - N rret Wllenbb-rmiayﬂ blemethyBBenzamlde

hioF of
2- (Be
- (2, 4F

ol S AT A SRR oMo A°iuoro-
nzo[ 1, 2 5] t hi adi azol %eﬁzz'?;lbéﬁﬂaﬂ“m no) - 5-chl oro- N

di chl oro- benzyl) - N net enzam de; 125

P13Be
t(2, 4t
(Be

nza{(Beazdt tmﬁwadmbb-mpssulfblhyjawmmz Asdiflhdrrloemtyl)-4-
di fl uoro benzyl)-Nne %b benzam de; 126
hzo[ 1, 2, 5] t hi adi azol e- FPEAPI%Emi no) - N- (2- chl or

P-
01331
P- (Be
0- 4-f
n_(

Ra

UQI(BenE«gWZ% IhjdEEbIeYA- sﬁﬁ W%%Ng 4- dlﬂlioro-ﬁ)enzyl)-4-

nzo['1, 2 |azole 4-su fony a
uoro- benzyl) 4, I\I-dnemyhbenxmnudem de 128

AT
(B
1-

2 -
|

T o GOl A p- ey T DB bRy G dodiuoro-

nzo[ 1, 2, 5]t hi adi azol %-eﬁz%wbgﬁgaﬂnﬁjg no) - 4-chloro-N
A-f1 uoro phenyl)-ethyl] net hyl - bénzani de; 20

c
e
(
WEB30
P- (Be
1= (

05/ 024 Bebz6id72, Wﬂdxazomswlfomﬂemmo) -N-benzyl-N-methyl-
hzo[ 1, 2, 5] t hi adi azol e- 4;sul f onyl anmi no) -5-chl oro-N
A- 1 uoro- phenyl) - et hyl PEREFEHHR)| - benzani de; 131

1 3636
21
2- ( Be

nz OH-Bgnz”d[‘i b am@a@h&e%@ukéwﬂnﬁm DebefizAlORiNethy!-

-di fl uoro- "benzyl) - benzam de:
nzo[ 1, 2, 5] t _h| adl azoI e- 4b§02$m@& am no) - N-(2 4-di f

f\m—-n

uor or
- (BRe

P ehedr

benzy! ) - 4 methyl b%ﬁgmﬁenzér%e

zo[ 1,2 5lthiadiazol e-4-sul f onyl an no)-5-chl oro-N

142 4f
2-(Be
- met h

dRf(Bedzol, %éhb@ﬁ)az@@qéﬁaulfdeylamm) -4-chloro-N-(2,6- dlchloro-
hzo[ 1, 2, 5] t hi adi azol %eﬁzﬁ?—lb Rggm%’n no) - N- benzyl -

143

v
2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(2,4,6-trifluoro-

benzyl)-benzamide;

144

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(2,4,6-trichloro-
benzyl)-benzamide;

145

2-(Benzo[1 ,2,STthiadiazole-4—suIfonylamino)—4-ch|oro-N-(1 -met‘hyl-1 -
phenyl-ethyl)-benzamide;

146

(R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-[1-(2,4-
dichloro-phenyl)-ethyl]-benzamide;

147

(R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-[1-(2,4-
difluoro-phenyl)-ethyl]-benzamide;

148

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-bromo-N-(2,6-difluoro-
benzyl)}-benzamide;

149

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-bromo-N-(2,6-dichloro-

benzyl)-benzamide;
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benza" " ;de; 136

2- (Benzo[ 1, 2, 5] t hi adi azol e- 4-sul f onyl am no) - N- benzyl -
woRe@dione27hy| - benzam de; 141 PCT/US2004/009589

2- (Benzo[ 1, 2, 5] t hi adi azoI e- 4-sul f onyl am no) - 4-chl oro- N

1( nzo{ é@bg] ?%ﬁ@ I azo gaagmﬂ) Ianﬁﬁd)m4 S)r-né?-chgtfr%-tli\ﬂuoro_

-(2,6-di chl oro- benzyl)- bbenayi) Henzérﬂle

nzol 1 2 Bl1t hiadiazole-4-syl fonvi-am-ne) chlor

_215‘(21, 2-(Benzplin? g]th@g,ggﬂ|g-4bséﬁfggmaggno "fﬂbﬁémo N-(2,4, &richioro-
2-( Benzo[ 1, 2, 5] thiadi azol Sgé@gh‘é%{h@%go) 4-chl oro-N

-(2,4,6-trichloro benzyl)-

2t Beinz df-(BehZo] 18| Hihisdiat sle 4k-sulfdnyfarhiag)-Ae) rofras N-H@-chldro-4-
-(1-met hyl - 1- phenyl -ethyl)-benz mde 146

(R -2-(Benzo[ 1, 2, 5] t hi a&HOJEtheélZX{ n?@ﬂweam no) - 4-chl o

O g R S Qe BB ATy -

ro- N-[l (2,4 difluoro- pbber)etbyIMz)bhzd{mmmm de 148

nzol1 2 Blthiadiaznle-4-ciul f aonvi am nao) br-orp-N-

TS AT oA g YA PR B 3 AW 00 W RO

(o o ohloroy) banadieiglEofiomy}- bYAARAARIad, oY O70- N
P US2 0~ D (B&rd®[1,2H]thiadiazole-4- éulfonylammo)-4-bromo-N-[1-(2,4-
2- (Benzo[ 1, 2, 5] t hi adi gzol e-4- si @‘lg{w am no ae4_- br ono- N-

(2,4,6-trifluoro= be‘f"l’ Vp'jo%'é?f? bPS‘ia
o

(2,4,
2- (Benzol[ 1, 2 5] t hi adl azoI benzyi)*bénzmhm no) 4- br onmo- N

§ 1.§7Ben28[ @eﬁz@] 1 SR Fapled sgﬁpmﬁw EaﬂdOszz{P&rré -tyighloro-
(1- et hyl - 1- phenyl -et hyl g H?)n %BEh igk54

(R -2-(Benzo[1, 2, 5]thiadiazole-4-s on\’LI am no) -4- brom
o198 [[1- ( 2-Benkd[tR,T]thiadipraiad- SI)Ifmrtyqu:h]wobréh(Zthldeo-4-fluoro-
benzyl)-4-iodo-benzamide;

159 (R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-[1-(2,4-dichloro-

4 ' phenyl)-ethyi]-4-iodo-benzamide;

160 (R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-[1-(2,4-difluoro-
phenyl)-ethyl}-4-iodo-benzamide;

1161 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-(2,6-dichloro-benzyl)-

benzamide;

162 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-(2,4,6-trifluoro-benzyl)-
benzamide;

163 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-(2-chloro-4-fluoro-

benzyl)-benzamide;
164 | 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-methyl-N-(2,4,6-trifluoro-
benzyl)-benzamide;
165 | 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-methyl-N-(2,4,6-trichloro-

benzyl)-benzamide;
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155

(R)-2-(Benzo[ 1, 2, 5]t hi adi azol e-4-sul f onyl am no) - 4- br om
wWOo-2005[012272, 4- ., difl uoro-phenyl)-cthyl ] - benzarCuas2@3/609589

2-(Benzo[ 1, 2, 5] t hi adi azol e-4-sul f onyl am' no) 4-i odo- N-(

2 Coohzo T P AP Ao 2l [ BReky-Greplorofiyoro-

2,4,6Ftrichloro benzyl berhzyth)z:a-meihyl bérfz&mlde

2. ({ Benzeol1-2 5lthiadiazole-4-sylfom-amne)-N-L

b167 £ | uofB-2tBrpgell.2bltbadiazele Arautianylaaund)-N-[1- L dftor
i chior o prenyIEBRREanativL e Ide?) - T Ht ¢

2 4-dj chl oro- phenyl 160

8 2 ( Eié-l(lBex[lz’lo[2,255]tﬂ1§aa|dizal294—eul46mﬂehrhmw1$uhIOC()—NN—Z[—th(Jro-4-
2,4-di fluoro phenyl)- etg %'] 4-i 08 nzam de; 161
P- (Bepzo[ 1, 2, 5] t hi adi azbY oz g%ﬁnzam'%) N- (2, 6-dic

2‘!?95 nzo@%‘k%{fﬁ% ,?‘,‘g]ﬁﬂ]?&%zo ﬁsulfonylamhn& ﬁ\lc_:lalgro N[ 1-(2

rifluoro-benzyl)- beddl&maiphenﬂl)%éthyl] -benzamide;

2. (Behzol 1. -2 L'\'Ifhl adi-azole-4-sifopv-am-ne) I\L(’) chl or

D170 1§ otR-28Rey797 peblhiadiggole-4-sulfonylaming)-4, N-dimethyl- N -(1-
0- (B 1,2, 5]t hi ad - 4- et hyl -
S et it ur o bensg e o) BRA-ARAE) - 4 TELTY

P17 Benzd{Bedzd] (2% Huadizable-4-salibhydayiraryiNngl 44difiedroyberityl)-N-
(2,4}, 6-trichloro- benzyl) Izsmde 22V\D
2005/ 012275 PCT/ US2004/ oogﬁe yl-pgzamide;

411{ 1 ugPéené%@Jé B)t?%gﬁazz%'kﬁa‘h@k&hgl H&@W'Ig)@&mhéfcﬁﬁéﬁ’iyl)-mN-
R) - 2} (Benzo[ 1, 2, 5] t h| adl dlmﬂthyllbalzlafmdg,l am no) N- [ 1 (

A ?A'?Beﬁ'szBﬁné#Eﬂ# éﬁﬁ@?w@éﬁ §Hiff3é>4§mﬁ”>rlﬂiﬁ S ihom-ahrnr

- (2-chloro-4 fluoro- be brﬁ@ﬂﬁﬂbgﬁ He9
(R) - 2} (Benzo[ 1, 2, 51th| ])z-ol e-4-sul f%%r\r/l ami no) - 5-chl o

r 644\ [ 1- 24Benzal1f2, ﬁ}:bhladmzetw4 )suﬁohyﬂaﬂmrhxe)FNdﬂﬁ(diéluonﬂ-ﬁhenyl)-

R) - 2 (Benzo[ 1, 2, 5] t hi adi.azpl | am no) -4, N-di .
r‘r’e% hy SN—(l [ ] ﬁlyl]AI-ZRI c?meth)H benzgmlde )

175 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-(2,4-difluoro-benzyl)- ’

benzamide;
176 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-benzyl-5-chloro-N-
methyl-benzamide;
180 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(4-fluoro-
benzyl)-N-methyl-benzamide;
181 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(4-chloro-

benzyl)-N-methyl-benzamide;

183 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-bromo-N-[1-(4-fluoro-
phenyl)-ethyl]-benzamide;

184 2-(Benzol1,2,5]thiadiazole-4-sulfonylamino)-4-bromo-N-(4-fluoro-
benzyl)-N-methyl-benzamide;
185 2-(Benzol[1,2,5]thiadiazole-4-sulfonylamino)-4-bromo-N-(4-chloro-

benzyl)-N-methyl-benzamide;
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phenyl - et hyl ) - benzam de; 171

2-(Benzo[ 1, 2, 5]t hi adi azol e-4-sul fonyl am no)-N- (2, 4-di f
wourarspitenzyl ) - N net hyl - benzam de; 172 PCT/US2004/009589

2- (Benzo[l 2, 5]th| adi azol e- 4- sul fonyl am no) N-(2,4-dif

L I e e e

uor o-|phenyl ) - et hyI ] - N- et iqdobemmmdde 174

70 BTl b NBCIRE lorBH TR BRI Ed-Chiptp-phenyl-
2-(Bgnzo[ 1, 2, 5] t hi adi azg rﬁ/1]447gt}80f9é}¥ia"i‘md50) N-(2,4-dif

| uor d- benzyl )- benzam de;

2tgeBgn2aBEn2ofH2 B]thzzhdaazzail@—448u$fohﬁllanyha)4Nr(a)fM\¢rb&J’em£’|-)~ﬂ iodo-
-chl gro- N net hyl - benzam d@
2-(Benzo[ 1, 2, 5] t hi adi azol mtEth%]@ﬁa%no) 4-chl oro-N

o O P T e s R EE o PRGN chiorerhenzylig-odo-

-(4-chl oro- benzyl)-N rretmyrl\etbyalmmadade 183

nzoll 2 Blthiadiazole su-fomvl-am nn\ 4- bt op-N-

[2_@9(0( 4- ?r(@&%obfh%@h)adﬁm 1= fﬁ’éfﬁ%l?ﬁﬁ@@ )-N1lg(2,4-dichloro-pheny!)-

2-(Bgnzo[ 1, 2,5]thia br ono- N-
(4-flluoro- ben]zyl) %tﬁ@f ﬁ%enza f@@vhdé‘ ,
2t91Begnz oA B2nzdlih2,&tth mzioizeﬂe44&1ullfbnwyzhan@)qm)befhzlyr-unnetthyl-4-
(4-chl oro- benzyl) N-rret yl -
2005/1012275 PCT/ us2004/6 QQ”'G é@g;enzam' &

gnzo i} |
ﬁ%ﬁf’o b- ;s,éyi‘d)[ﬁré B@h@g%{%?re 4%&&&6%@%)0@1 aMuoto-BeHzd)-N
2- (Benzo[ 1 2 5] t hi amalzyﬂdetr#hmmrhethwl benraids; [ 1- (4-ch

| oro at In\l . 19Q

A %%en ZO%{Bénzo\'ﬁ 2 5]’thladlazole 4 suffonylammo)Jl\T\(4 chloro-benzyl)-N-
2, 5] tjhi adi azol e- 4- SFHétﬁﬂyzi ﬁ?’g%ﬂ)méﬂ%béh%%‘e?enzy' )-4

-ioda N-net hyl -benzam de;
2t94Benz a@-(Ben&d[t |4, Ea]miadialzele44-suIfcbmdgrmmﬂ)rN}ﬁ-M-@aondapbenyl)-

0-benzyl)-4-i odoethyl]rﬁt hé’tl'nylbf ?rzfﬁ‘Joromethyl benzamide;

195 | (R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-methyl-N-(1-phenyl-
ethyl)-4-trifluoromethyl-benzamide;
196 (R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-[1-(2,4-dichloro-
phenyl)-ethyl]-4-fluoro-benzamide;

—t

197 | 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-benzyl-4-fluoro-N-methyl-
benzamide; and

198 2-(Benzol[1,2,5]thiadiazole-4-sulfonylamino)-4-fluoro-N-[1-(4-fluoro-
phenyl)-ethyl]-N-methyl-benzamide.

Although all the compounds of formula | are novel for the uses and in
the formulations taught herein, not all compounds of formula | are novel as
such. Therefore, broadly, the invention may not include compounds in which:

A) one or both of R'and R?is phenyl substituted with 0, 1, 2, or 3 of RY, or
B)R' and R? taken together with the nitrogen to which they are attached

is a 4-7 membered heterocyclic ring said heterocyclic ring having 0
24
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190
2- (Benzo[ 1, 2, 5] t hi adi azol e- 4-sul fonyl am no)-N-[ 1-( 2, 4-

wdizeisloazos phenyl ) - ethyl]-4-trifl uorom et hyl - beazaseae 09589

191
2-( Ben20[o¥ 12ac§]|ﬁ6hél¢ie?éﬁbﬁ5rﬁh$é+hbéﬁyé<ﬂmr§féh fPbrAqRE ltrd¥en of

-methyl -4- trifluoronethyl -benzam de;
2- (Benzo[aitazhaqetnhba@tmﬂt@na{@mmmﬁr@mm}d seleatet|frm O, S,

b I fl.
5 CBenyol Mo BH i MRS uG0CHRF ByraAi Rbids 2pf ppving 0
o- benzyl Ji-¢k2 ﬁﬁb&ﬂ{heﬂtsth AhdIRF QTROAisteRN B8RRI is é%fgle R® at
2- (Benzo&l 2, 5]t hi adi azol e- 4-sul fonyl am no) - N-[ 1-

uor o- phelyé Jnetategitionneftharagmide.t ri f | uor onet hyl - be
(P SBecificaly, the invenfionymay ol iclude FRMPCARIR P WISk

yI%NA)lormlenybm SftRYENd R tig pﬁémrs@betuﬂmyéd @t 2ari, deor 3 of halo,
(R -2- (B&hzo[ 1, 2, 5] t hi adi azol e-4-sul fonyl am no) - N-[ 1- (

2 BR300 AR o it i U SERABTRE oy A8 ftpchea
-f1 uor o- ¢ aet- ﬁmhemberablmtdmcyaﬁminﬁ@&ald heterocyclic rmg havmg 0

ki S

Al t hough a"f{laghI & t @W%n@fcafr@éﬁm{e?n&maﬁrﬁd Qé]lé@ﬂndffﬁ:;m O and

t he uses an ormul ati ons tau%ht herei n,
al | conphanins Q),f1 (o] o) rsubatltUeatseR?]anélR as nosamlstent or there is a

Ther ef or e1 Qﬁ ﬁ ﬁh |nvEnt| ?& g t i ncl ude
conpound$'M4e e pgﬁ 108,01 R51%aBH9¢1 and R2 i s
PRe&Y more pktiiehRg thé irﬁle@tloﬂ me?y néf indludk dBmpdindsth wilich:
and R2 taken tog eth1er wi th the nitrogen to which they

are a‘tkmeﬁbo@ ef R- andriBiie phenylsubsbieyed wehrf, ﬂgosaucrﬁ halo, or

TR NI A MR

separ at egs aroomehitserat hieegredyelic rirkf $aid imrmbcwlcaind Iﬁmmg Oor1

one carbon nmenmber and sel ected from O,
>NRI , ha\ﬁdﬁlﬁ'qmal hetgrogtoghgemhels é‘@p%’ﬂ@@ fr&wthﬁwﬂrﬁgeo Of

lor 2s

578 i ng aC T bb ok 5B Qopatiod PRHb e Al o Jlckrfiin © and
Mor e specFiafls c@hkyistdrier itimareris inmingta\R%altthe rmdatactmsmon of
compound n which: A one or both of RL and R2 is

pheny!| T 0, 1, 2, or 3 of halo,

Most specifically, the invention does not incluage compounds in category B) of

the formula:
/ \ \@Eu\ : >
ITIH rilH
SO, SO,

=~ /S /S
=
N and N

The features and advantages of the invention are apparent to
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or B) Rl and R2 taken together with the nitrogen to
which they are attached 10 is a 4-7 nenbered

waebwroezagsl i ¢ ring said heterocyclic ring havi RQTWS2@1/009589

1 additional heteroatom nenbers separated fromthe

Nbhé BOBRYIRAry SXill AGHERIM B¥setf oh @RS Wit upal iReRdiRRer
and selected fromO and having O, 1 or 2 substituents
Reuamarradetsiled deseriptiont baekaraene, exaraples; ayl elaivas,zane of

LRy B the R P BAET e B RIS End adamiations to
| vaiduscéondiforegnd®usdgdd) PhbikhtiaAg dBEchilsedPh&rin are incorporated

substituted with 1, 2, or 3 of halo, or B) Rl and R2
t Bk Egfetangetindpelienirathe nitrogen to which they are

attach ' . ' [ [ .

net or o2 HoRrBs bIFEBRSEA RERRES YRy o BIARLRE Shegiingto two
nprizeliysd e pibedtredctiorosectidmesi i 8geemefA, ifahylagoninthe final
%teat | east one carbon nmenber and selected fromO0 and

PLf e erecass AN Iehanee Bs sHifanyglion Rihatinitialstap o the

p n o . . y
PRkEE! P A e Rt s ertliogmapunge are
t meré advantageudy pbdiiced by bhé sich&@e SSbmpiredIo$he dher.
~N and N The features and advantages of the invention :
are apparent to 25 WD 2005/012275 PCT/ US2004/ 009589

one of ordinary skill in'tRkgnrarie ABased on this

di scl osure, including the ~sunmary, detailed

descri ption, background., exanples, and clains, one of
ordinary skill in the art will~be able to make

nodi fications and adaptations fo various conditi oos

and usages. Publicati %205 | herei n_areg Xy~ “OH
celin their ent Frogt .

Conpounds of the present inventilon may be producedVO2

i ncorporated 5 by referen
according to two A3 \ A4l
R\N,R R
OO RV ) G R (A
— 0-4_l — 0471 R

g NH2 = N/go Z NH2
H
A1l A2

A5

e I SC)QCi
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broadl y described reaction schenes. In Schenme A,
sul fonylation is the final step of the process and in

waehwsme2B5 sul fonylation is the initial step oPCrhs2004/009589

process. Persons skill-ed in the art will recognize
that ¢ I
or aducad g SERHRE oo o PR A RAEHtholc acia A1

Sshreagted vﬁtrﬂrlpﬁaegeme and IHiLmlg-ls Ra8d tidrodi-eNGe beizofvsed
ﬂs%*roag rRIde gpaqisRsOne SIS Ad. VaRipisgiaio gnidides A2 are
2005 g%%%h% %2004[ﬁgsg%§59%{<§fd§?% ﬁz}esltsgﬂoﬁc %ﬁp{g&?’i&e Az to :
cnediece isdbdnzaavide [Adh| Bemrdamioeafth eyl alsabedbtdined from
commercially available anthranilic acid A3 through peptide coupling.
Benzamide A5 may additionally be obtained from commercially available
nitrobenzoic acid A4 through peptide coupling followed by reduction of the nitro
group. Benzamide AS is sulfonylated with the sulfonyl chloride to produce
active compounds A6. Where R® or RPis a primary or secondary amine or
hydroxS/,“they can be protected with common protecting groups. In the case of
the primary or secondary amine, there can be employed Boc or Cbz. In the
case of hydroxy, there can be employed TBS, TES or benzyl. Of course, a
precursor substituent may be employed in the reaction steps and later
transformed into the desired substituent. For example, where A6 is produced
with R? as nitro, the nitro may be reduced to the amine, and the amine may be,

for example, alkylated, acylated, diazotized, etc.
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is reacted with tri phosgene and Hunig's base to
produce the benzofused isatoic anhydri de species of

woheosgaer1s A2. Various isatoi c anhydrides A2 aPeT/US2004/009589

avai l abl e comrercially. An amine is acylated with the
I satoi ¢ anhydride A2 to 5sprefidc® a benzam de AS.
Benzam de A5 may al so be obtained fromcomercially
avai l abl e anthranilic acid A3 through peptide
coupling. Benzam'de c?% may additionglly be obtained
fromcomercially av Abl'e nitrobelzoi c acid A4

t hrough pepti de ,CO .follo f@dricti on of the
nitro _.gr Benrani de /B R4Sy | ated with the
sgd f,0my] chi¥¥s de t o~prdtuce 10 ach%‘é conpounds A6.

viher et pRb is apri mar y Bor sec@r®EPy ami ne or

hydr oxy, the7y can be prot ect ed wit h_sQmypn protecting
groups.Bln the case of the prRAg _sezondary

am ne, there can be- enpl oyed Boc or NI n the case
of hydroxy, there can be enpl oyed TBS, TES or benzyl.

O course,ga precursor substituent may be enployed in

the reactijopn steps and later 15 trangformed into the
i red> ubﬁHtuen%{ Egr exanpl gy ﬁ&% i s produced
he

w A nitro |troR"imy~bere ced to the
ani ne, and\® he ani ne may be, ZexE e, al kyl at ed,

=$FQzot i zed »et c. B&é V\D 2@9§£@12275
%89 Schene 0

2CI 0O NRbOBSRaI\/E
o OxR Is B N 0=SHO NH2'§@ 1 Rbo-3 ,N S
0 O Rao-“3 eN-N CHR1L Ra N R %3 NHR2 H

Referring to Scheme B, methyl anthranilate -B1 is sulfonylated to

sulfonamide B2. The methyl ester is hydrolyzed to the acid B3. Acid B3
undergoes peptide coupling under standard conditions with an amine to
produce active compounds B4. Where R® or Ris a primary or secondary
amine or hydroxy, it can be protected with common protecting groups. In the
case of the primary or secondary amine, there can be employed Boc or Cbz.

In the case of hydroxy, there can be employed TBS, TES or benzyl. Of course,
a precursor substituent may be emnioyed in the reaction steps and lalsr
transformed into the desired substituent. For example, where B4 is produced
with R? as nitro, the nitro may be reduced to the amine and the amine may be,
for example, alkylated, acylated, diazotized, etc.

The compounds of the present invention are CCK2 modulators and, as
disclosed herein, many are demonstrated CCK2 antagonists. As such, the
compounds are useful in the treatment of CCK2 mediated disease states.
Particularly, the compounds may be used in the treatment or prevention of
pancreatic adenocarcinoma, pain, eating disorders, gastro-esophageal reflux
disease, gastroduodenal ulcers, reflux esophagitis, anxiety, colon cancer,

peptic ulcers, pancreatic tumors, gastric tumors, Barrett's esophagus, antral G
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Referring to Schene B, nethyl anthranilate-Bl is
weubdsonyd7at ed to sul fonam de B2. The net hyl eBCEUS2®4/009589

hydrol yzed to the acid B3. Acid B3 undergoes peptide

C@éﬂplla)ée plé@%e ﬁﬁléiﬁgéra‘?\aﬁiéﬂg OZb?h JEII?ébn%Qrfb‘?oh@

rod actlv conpounds ere
pPamEugarltyr C%amtagspnlswmneenm mnylelveimpr,n,ent fordbe tnaaatment or
rotectin In the

P EHHSH R baTerRai Sl Re G ERS) i R strorSap egRale ux

egRbaYE 4BaedAhdERA - ulddls! Fé?lu&%%%gﬁégmgdér%é(ty, EHBh@ahBer,
be empl'oyed TBS, TES or benzyl cours

5 pp@@tm@oerxpascneem@wmrmlyd gestgmuwpe@ in the

reacti gn ste ter transf o the

desire 'Ssﬁ%téé)ﬁ)qstﬁaﬁﬁat tﬁgrcognx%m qu(ﬁe H%‘}‘%Q '°P§a|5'rt?ﬁjuced
VadhirfeteRsd BY bf or pAferitefdl PoleY, |he|ddm§1m&@lvéﬁol§§1 €ntramuscular,
am ne and the am ne may be, 15 for exanpl e, al kyl at ed,

abyregesoneal, subecutapgoud; rectataaddepisal@dministraties, and inhalation.

G5B . ST B B o ceneraty e

10 apitovitiz intthe fdien siEiblets e capotipewnds AT fqusdisidolitior 6
" treatnment of CCK2 nedi at ed di sease st ates.

p@lﬁn%]o‘ﬂ |'§,ab|@1|$é‘0[: gfﬁié@ﬁdgaw e hhg@pt:\/ﬁ ingredient mixed with
U b R4 ,}Qé‘%g’@'&’ A8 plé‘ﬂs ReABk g@?@él‘? diluents, disintegrating

adenocarc i'no di sor

gagénte; lmadm@aamits rlebmcuatmgchmmseswegmsmingmgadmdlbvoring
ul cers refl ux esophagitis, anxi eéy_t%tﬁol on

ancer,
pRIRNE EAIRING auBRFANELResHMAtYeS & lr@r&% 5 include

{ I
1 S AR LA r e

aﬁama‘tach@dZaiginnmg«ad elEe Isuﬁahlesymdtegnaimg &gents cBlndrrigyagents

e RN S Bl e B EREET PEeabidrubatey nilhgeneraly

PBé ﬁaa@%%tdn@sﬁa%@ﬁiéag%’ﬁncraﬁfd BXtal€li IF88SIRsd, the tablets may be
gastroduodenal ulcers, reflux esophagiti s, anxi et
cﬁsﬁgarate to

cevaiad yéthca matgr@eeplch@amly@wl meansieasate oralyasry

20 99} ERhiHARN T 10 ghSpa P RLPALES ARl GRIIRY e

pranjetatn cagsulesin whichube retivaifgredientis, mixed with a solld diluent
i ntranmuscul ar, intraperi toneal subcut aneous, recta

afied ﬁ@% oekatingamsHles W gredhth ea@@'Viedﬂﬁ'leQﬁfBr'ﬁ mixgs Wih gyater or
ge'ﬂ]g?:a fsﬁ %% é%’éﬂui BR IRRAPBYAAS BF oh A oll. " E IS cklar,
intrapentoneal subcutaneous and intravenous use, the compounds of the
25 invention will generally be provided in sterile aqueous solutions or suspensions,
buffered to an appropriate pH and isotonicity. Suitable aqueous vehicles
include Ringer's solution and isotonic sodium chloride. Aqueous suspensions
according to the invention may include suspending agents such as cellulose
derivatives, sodium alginate, polyvinyl-pyrrolidone and gum tragacanth, and a
30  wetting agent such as lecithin. Suitable preservatives for aqueous
suspensions include ethyl and n- prdpyl p- hydroxybenzoate.
Effective doses of the compounds of the present invention may be

ascertained by conventional methods. The specific dosage level required for
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30

10 provided in the formof tablets or capsules or as
an aqueous solution or suspension. Tablets for oral

wageosrmaz7s ncl ude the active ingredient m xed wPC/US2004/009589

pharmaceutical |y acceptabl e excipients such as inert

S, . Yo! | a i
58P b0 0N bRty AR el of KRR dng severty of
aperdonditionl sing ¢reatpeh tise poute pif @sminiatratiers anGihe alsglight of the
inert diluents i nclude 15 sodium

I d.cal ci ym
RAtsDhalEoS B CineeT P ETIRIRsER B e Sal Hase gupether
?drﬂﬁﬁﬁér“e’?i 204 HJi BbSe %? 'a%.cﬁ\?i&e@ Hbs&D) il be,in t"le range 0.01 to

I'sintegrating agents. Binding agents ' may include
st@0Ccimggret dayl, atara.usthby frobr 1 c@bDAgn@genday, dnpmestnsyally
i1l gene I be, magnesi um stearate, stearic ,acid or
e R G ihoee 4ate T smestad b fofede pak flh bizef et 2
' r I
(7bREL dos WA ESKRRAEE T be BAASLROITIR Mo/ A5€NBImalkg,
geepecidliythetweenl0.Q T mgrkg @apIungkot end onest especially betiween 0.15

har el atin capsules in which the active ingredient
i@gﬂggg%{bdaé\ﬁ]rﬂg Y%olid diluent and soft gelatin
capsul es wherein the active ingredient is mxed with

water or ar, r ol; such as peanut
oir, "[iquid-paraifin or MPYES For intranuscul ar,

compou Rt aF e s GAl8 o TERAn PR, R BEPRfTRlS Sre Itfcea.

T Iedelethrhplestddy mdtdingig treoingesiiornt The aty oslyspeast torstiggest a
buffered to an appropriate [f-H and jsotonicity. )
guethasl of RIgGEeNg thekventian. Thepeagkilled iy the artseay findpther
and t&rﬂrﬁclfrﬁﬁéma ﬁ%ﬂﬁérﬂ%hiéﬂléﬁ?kigviﬁl:i§%ﬂ§é NHowever,
according 'to e I nvention 'may i ncl ude suspendi ng

aifpesé snethols ase dekingddsdbe withinvthe iscepe of thds imaention.

al gi nate, polyvinyl-pyrrolidone and gum tragacant h,

and a 30 wetting agent such as lecithin. Suitable
preservati veprbjoopfteeparaiie VSt Phass g ¢t hyl

and n- propyl—p- hydroxybenzoat €. ective dosés of
tGdsa®pounds of the present invention may be

docliut Dbt Pho STHEA (50, 78K 00s/ 012275
PﬁW%@é)_O%Q,Q@/ﬁ?,Q any particular patient wll, depend

on a nunber of tactors, including severity of the
cDeféictioon AbeR86 & 284hed, the route of admi nistration

and t.he wei.ght_of the _ ient. In genetal, however,. - . - .
Bradoareretpuriedveig o DRt BlkpiaslE Hidlet ner
%ﬁjﬂ Ni §loshrd as @O%'é@t@niﬁ@éﬁg%wﬁﬁerd' vided doses)

be in the range 0.01 to 1000 ng per day, nore

ugual | 0.0roim 1 t OB atonipie/10awateind nost usual |y
from10 to 200 ngy per day. Expressed as dosage per
unit body weight, a typical dose will be expected to

be between 0. 0001prEHdeBfcrHPIS (RBVESed-Phase)
Hewlett Packard Series 1100
Column: Agilent ZORBAX® C8, 5 um, 4.6x150 mm
Flow rate: 1 mL/min
Detection: A =220 & 254 nm
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especially between 0.01 ng/ kg and 7 ng/ kg, and nost
especially between 0.15 ng/kg and 2.5 ng/kg. 10

wexdisPuE3s | n order to illustrate the PCT/US2004/009589

i nvention,-the-follow ng exanpl es are included. These

eG?éH?éﬁF(a@Qto‘hﬁhle'/dvﬁie? G’OS% ﬂglﬁaltda%t.cmmy are only

nmeant to sugges 0 racticing’the

i hvent@. 6rmmThose1%I@delt@uitrlle‘/%)ﬂﬁewatetr may find other 15
t hod pract nt| n whi ch are obvi ous
t he mﬁ\/\everéé:d/" i %‘?/ﬁ e deened to be

W|th| n the scope'of this |nvent| on Pr ot ocol for

Preparative Reversed-Phase HPLC G |Ison(r) 20 Col um:

YMC- PaldRs©BBedra eng obized omanFhgilent sedes 10 0MMEBPrusing

HeEFostay ihzaty Ef Rle PRl G Er retev8 ddes sindicated.
acet oNNMR spéctRYaverd ebtafifedon 2Ah&r &1BURS Model DPX400 (400

acetonitrile/l %water Protocol for HPLC

(Wlzy 08 BIPXEAsEP0 Mibha) spectrerarier.d 1Berfpesatafdbe bl NMR data

AR RIS B shiRprn oyt 0 B8 1T Te AT geronce

RETU SR AEOGAPILorstadiLintHL, asteyation)i | e/ wat er, 0. 05%
trifluoroacetic acid) 1) 0.0 mn 1 %acetonltrlle/99%
water 2) 8.0 mn 99% acetonitrile/1l %water 5 Mass
SPR&NE pgr e obtained on an Agilent series 1100 MSD
using electrospray-ionization (ESI) in either
positive @r negative nodes as indicated. NWR spectra
wer e »o' n on either a Bruker nodel DPX400 (400
I\/Hz) 00| (500 MHz) spectroneter. The format of

a belowis: chemical shift in ppm down
f| el d ctj\ét he tetramet hyl sil ane reference 10

(mul tipldci coupling constant J in Hz,
i ntegratiog

N™

S—N

Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-chloro-2-(piperidine-1-carbonyl)-
phenyl]-amide.
A. 2-Amino-4-chlorobenzoic acid piperidine amide. To a solution of 4-

chloroisatoic anhydride (3.0 g, 15.2 mmol) in dimethylformamide (DMF) (60
mL) was added piperidine (1.5 mL, 15.2 mmoi} inilowes by 4- . e
dimethylaminopyridine (DMAP) (183 mg, 1.5 mmol). The mixture was allowed
to stir at ambient temperature overnight and concentrated in vacuo. The dark
brown residue was purified by silica gel chromatography (hexanes/EtOAc) to
provide the amide as a white solid (3.01 g, 83%). MS (ESI): m/z 239 [M+H]",
261 [M+Na]*. 'H NMR (400 MHz, CDClg): (rotameric broadening) 7.00 (d, J =
8.2 Hz, 1H), 6.78 (d, J = 1.9 Hz, 1H), 6.72 (dd, J = 8.2, 1.9 Hz, 1H), 5.20-4.10
(bs, 2H), 3.80-3.30 (bs, 4H), 1.73-1.42 (bm, 6H).

B. Benzo[1.2,5]thiadiazole-4-sulfonic acid [5-chloro-2-(piperidine-1-carbonyl)-

phenyll-amide. 2-Amino-4-chlorobenzoic acid piperidine amide (0.059 g, 0.25

mmol) was dissolved in 1,2-dichloroethane (1 mL) and treated with pyridine
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EXAMPLE 1 ONO C NHOSN SN
Benzo[ 1, 2, 5] t hi adi azol e-4-sul fonic acid

WO 3ewhiize7s- 2- (pi peri di ne- 1-carbonyl ) - 15 phenyP{Tas2abe/009589

A. 2- Ami no-4-chl orobenzoi c acid piperidine amde. To a

S@i @@0 AIL, @ 384mrﬁ{3l1) EIRVRARL 15 % s%ﬂ{?%?.rdfdﬁcﬁlér&ﬁonglgz ,3-

mmol ) in dinmeth or mam de
pherzdtbiad@zple 631nmg 0 262mmud) ineymixture of 1,2-dichloroethane (0.45

T R "S5 Pt HR e e Shplemiahiat

OX/@bREnY 'fémé@ﬂat@r%ﬂ‘?@éﬂd é‘lﬁ;%brtéa W@R&L‘H uf&r@(tl%%n vﬁésop‘!éﬁormed

resi due was purl by silica gel c hr omat ogr aphy
(A erhes (Ehdaem) prygramamla qolaeseaduadmnasewsmmremlprdpared

Eqieadnt i ebiizs mi o eid edton AityrS Weblpessed

(Whroubh—the&cﬂuﬂriln g'ﬂhé‘l)-lydn@rﬂéink QvaerAnsebl \Bltr*flél(chlorbpnl_el)ﬂ@aﬁe?(DCM)

3(1gm QMF((ﬁgnL)z;@d them@%M@e@@(ﬂ mi4y) angthe combined washes

FEeRpochceriicH BEVRE, s Sl aRbAuBUES Fedissalypdin DMF (~
ZmAr)mnawrmbH @quepz@tlve QQV@I'SQGWBQIHIEL@% Peovife @RD

was di ssolved in di chl oroet hane (1

U}'foa@mlfie @ataeaolwl @ Bgr 287ne Fﬁ%ezg@g denases: Rt = 9.63 min

STlB008] SRR, (2089 Mhes 765 M oH QB v

(6DOtg); (rétaReriobriopdening) 810kt (s, d H)f 8 3172(dd1 g nooemana H)

PRI 5 ARG e T R0, e b2, 1F). 7 56 7ad T = 15, .
S@b'H’z %@D@fég%dx' gu @'? 1%‘“0% Wﬁz ?ﬁj_'y d?@ 498, (bs, 4H), 1.70-1.30

performe col um X3 C romatri'x coa

diba,diticeous earth was prepared and wetted with 1 N
HCI (1.25 nL). The crude reaction m xture was passed
t hrough the colum. The Hydromatrix was rinsed with

dexAhgr et hane (DCM) (1 nl), DMF (1 ni), and then
DCM again (1 nm), and the conbi ned washes were

concentratied in vacuo. The crude product was
redi s r\@DI\/F (-1

O,N NH

O://S

0

N7 /

5-N
Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-nitro-2-(piperidine-1-carbonyl)-
phenyl]-amide.

A. 2-Amino-4-nitrobenzoic acid piperidine amide. This compound was

prepared in analogy to EXAMPLE 1 using 4-nitroisatoic anhydride (2.5 g, 12.0
mmol), piperidine (1.2 mL, 12.0 mmol), and DMAP (0.146 g, 1.2 mmol). The
title compound was obtained as a yellow solid (1.86 g, 62%). MS (ESI): m/z
250 [M+H]*, 272 [M+Na]". "H NMR (400 MHz, CDCls): (rotameric broadening)
7.63 (dd, J=1.9, 0.2 Hz, 1H), 7.61 (dd, J = 8.2, 2.2 Hz, 1H), 7.25 (dd, J = 8.2,
0.2 Hz, 1H), 4.49 (bs, 2H), 3.90-3.10 (bm, 4H), 1.75-1.38 (bm, 6H).
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10 nmL) and purified by preparative reversed-phase HPLC

to provide the sulfonamde as a solid (31 ng, 28%.
WORLE/Hi28yer sed- phase): RT = 9.63 nin (si ngl ePOEAIS2004/009589
%S (ESI) n12 437 [I\/H—|]+ 459 [I\/H\Ia]+ "H NI\/R (400

lpmarHﬂ arﬂndld) Tﬁis ﬁerr(pdxddeNas Br@)are"d i alzalogy k9 EXANHBLE 1 using
(éj-gmn@o-g, myobgpgmcgcnggglgeq@n?@gmdm_@%%% g;d)JgS @@no bprg(rldme

nzo(f?ﬁﬁg/ﬁgq%ﬁng%laz Sdeﬂgh%dgﬁna(@% 3-bBnzotliadtézole (61 mg,
[@26irmo!)2-Ths {itke s@famnﬂdewdmiytb)ned@maysb]ld &k 5%). HPLC

g(é%g%ﬁﬂ%é g%epéo ﬁnﬁ?’ﬁ %%%W R’%(&{%EE”{LZQ]@%*H 470

oi @t d
ﬁmgﬂerlraelﬁ]d: nrg N?MR (q@bM\SZIHk @DE?% rgtangr@ricpbrdé‘a(@h?nﬂS%O s 1H) 8.48

el 212Hé2213-l), |8t383 dﬁbrzv‘p%ﬁrﬂ;i 1v@HZoﬂ:H;),|8wéa dd /= & I1d3/v|-lz 1H),

heRlsh. s b Rr2 (b T A 8 ditler ). 72816 v 84

hﬂ@aﬂeﬁlﬂm)—3 Zoféﬁm ( de), @3}:?—28@ bﬁw(ZzH*}u 7B—I1i)4o (70n616H)

(dd Jm =
: 449(bs 2H) 3.90-3.10 (bm 4H) 175138
B@Z})‘W 332 WO 2005/ 012275 PCT/ US2004/ 009589 ) B.
nzo[ 1;2,51t hi adi azol e-4-sul fonic acid

[ 5- nltroOZ (pi peridi ne-1-carbonyl Phenyl]-am de. This
CBIPOM s repared in anal ogy to EXAVPLE 1 using
4- benzoi c acid piperidine am de (0.062 g,

2 idine (0.030 m., 0.038 mml), and
4- chl or@SéJIfonyI 2,1, 3-benzot hi adi azol e (61 ng, 5 0.26
mmol ) . '5%1 e suI fonam de was obtained as a solid
(6 ng, 59, C (reversed-phase): RT = 9.11 mn
(SI ngl e pféak/ M5 (ESI): nlz 448 [M+H +, 470 [ M+Na] +.
"H NMR (4(E)—WH2 CDClI 3): (rotameric broadening) 8.90

(génzow ,2,%thladlazole—él-sulfonlc acid [4-bromo-2-(piperidine-1-carbonyl)-

phenyl]-amide.

A. 2-Amino-5-bromobenzoic acid piperidine amide. To a stirred solution of 5-
bromoisatoic anhydride (2.88 g, 11.9 mmol) in DMF (20 mL) was added
piperidine 11.20 mi, 11.2 mmal) and PMAP (014 g, 1.19 mmoi). The reaction

mixture was stirred 15 h at ambient temperature, poured into water, and
extracted with DCM (4x). The combined organic extracts were washed with 1:1
water/brine (3x), dried (MgSOQ,), and concentrated. The residue was dissolved
in 1:1 Et,O/EtOAc and washed with water (5x) to remove DMF. The organic
layer was dried (MgSO,) and concentrated. The residue was triturated with a
mixture of Et,O and hexanes and allowed to stand at 0 °C overnight. The solid
product was collected by suction filtration and air-dried to give the desired
amide as a tan solid (1.65 g, 49%). mp = 93-95 °C. MS (ESI): m/z 283
[M+H]", 305 [M+Na]". "H NMR (400 MHz, CDCls): (rotameric broadening) 7.23
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(d, J =2.2 H, 1 H, 838 (dd, J =7.0, 1.0 Hz, 1 H),

8.27(de:88 1.0 Hz, | H), 7.88 (dd, J = 8.4,

WG 2@051‘612275 H) , 75 (dd, J = 8.8, 7.0 Hz, 1 H) PCT/UR2004/009589
8410 Hz, 1 H, 3.80-3.30 (bm 2H), 3.30-2.80

('\#auu/&%,e Qiﬁzlm A 8yd ork-2.3 BSAYBY B 8 gf:ds\.'s%mx

39
S-N Benzo , 2, ]th| adi azoI e-4- sul’fo(nl aci
p

nL, II1.9 nmoi) and . nrro
r%ﬁmm@& bmmmﬁr@omamémlmerwnqamﬂ@(o 8ibige 6125 mmol), pyridine

oEPEL B G RSP ST lroriP oo Badenth <81 mg,

v .08 rbimbl). VIEHetilld siilfshandgk, wak os@u{éw&)sona?sio mg, 25%).

concentrat ed. The residue was dissolved in

%@@Saﬁwhﬁﬁg}aé’d TG Wi singlepeakh MEWRRI):omz 481

TI'M Lo BN e R G ST E RSB RE Bl o 67

h@xahigs8 aﬁdddjyc\/&ﬂ 1.9 142, aH), 81210(dd H=e1.0) YhtHZ, 'HfH%) 767 (dd, J
oI|d2 rocht was col | ect ed by suctlonflltr
a‘h§ &t é t 6-9gi (e Fre8dda g 7 -48hdde J a38§ ?é’nHZ 1H) 717

[%Ud- ,élsslgg ﬁm@@-z %(%%ﬁHi%%WO( ):Sj)H\mEﬁe%%ﬁtel

almlwemaicwatmbfenﬂagﬂwlzr&mﬁ waemwme&g& 11.64; found C
P/SO 00958 (dd, J = 8.6, 2.3 Hz, 1 7.18
ﬂ?éaﬁﬂérﬁg %3 , 6.59 (d, J =86 H, 1H,
490400(bs 2H) , 390290(bm 4H) , 190110(bm
652(6 B. Benzo[1, 2, 51t hi adi az' ol e-4-sul fonic acid
Mithe= 4- (pi peri di ne- 1- car bonyl )- phenyl | - ami de.

Th| s conpound was prepared in anal ogy to EXAMPLE 1
usi ng - am no- 5- bronobenzoi ¢ acid pi peridi ne am de
NZ5~Nmmol ), pyridine (0.031 ni, 0.38 mmol),
or asulff onyl - 2, 1, 3- benzot hi adi azol e (61 ng,
0.26 nip| WH The title sul fonani de was obtained as a
solid (% 5% . HPLC (reversed-phase): RT = 9.67
m n (sm@ k). M5 (ESI): mz 481

N" )

sS—N

3 > pUTONIC D - DIRE e gCa,
1I3héh\ﬂP@4n)del ”TIE?MEO )wé‘@éré}ﬁ#é@’ in Qhﬂépy% EE(AMP@Q 1 using

. Benzol1,2 Slthiadiazole-4-suifonic acid [3-(piperidine-1-carbonyl)-naphthalss: 2-

A. 3-Amino-2-naphthoic acid piperidine amide. To a solution of 3-amino-2-
naphthoic acid (0.30 g, 1.6 mmol) in tetrahydrofuran (THF) (40 mL) at ambient
temperature was added triphosgene (0.158 g, 0.53 mmol). After stirring 2 h at

room temperature, Hunig’s base (0.56 mL, 3.2 mmol) was added. The reaction
mixture was stirred 1 h, and piperidine (0.64 mL, 6.4 mmol) was added. After
2 h, the mixture was poured into 0.5 M HCI (100 mL) and extracted with DCM
(2x50 mL). The combined organic layers were dried (Na;SO4) and
concentrated. The crude residue was purified by flash chromatography

(hexanes/EtOAc) to afford the title compound as a pale orange solid (263 mg,
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[ MPkH] +, 503 [WNa] +. 'H NMR (400 MHz, CDCI 3):
(rotanmeric broadening) 8.67 10 (s, 1 H), 8.23 (dd, J =

W@ .2805/012215 Hz, 1 H, 821 (dd J = 7.0, 1.1 Hz, lzc’fw,szoo4/009ss9

7.67 (dd, J 8.8, 7.0 Hz, | H), 7.53 (d, J = 8.8 Hz,
165%) M@r@ESF}dm/z;%ESZ @\géH*ﬁ H NMRM(M) MI-?z IYDC{\Q,;J ro?camenc
Eb@?é’ﬁﬂmg)g)rﬁﬁ (dd, o/.= 84, du0 htZed of- StisHtLHBr?' J¥:8 3,1.0

Wzt 36 0aanit 5 08 o/ PR Giet Badd, 383, Blo, 1.0 He,
F¢H?0ﬂ06(§t1m) ABEALE (S| 24), 81008 2, 4H), 1.80-1.40 (bm, 6H)

pi peridi ne-1 -carbonyl)- napht hal e
yl']-am de. 20 A 3- Am no-2- naphth0|c aC|d pi per|d| ne

aﬁ@xblﬁhtalent-mfyrﬂﬁar 3- Aﬁﬁn@«@dﬁﬁbrﬁhmlb@@&gﬂpenﬁmeﬁﬁd@ (263 mg,
0.53 mmol ). After stirrin room t enpera

OB B e oS BT ey 25T S-bro) aEla alR2as Ml 24 mmol), and
(ARG To 2 YA £ i) etk 2BEled 19 DANTIFHREY ) dowed to stir at
nambisnd tevapepiureeoveérnight. 0 The Veakion( hddurelyaspdured into 1 N HCI
a0 Pt asted ooty REMOI D B8 Camia estiacipere dried
{]N’éjz%d g%hgl{% Btk ihiveduBY Tfhlna‘ffl]dé hEQHRE Q%rsadimﬁed bey flash

exane /EtOA to afford the title conpound as a pal
oclmmgmtegnaphy((h%na;/E@AM@om tHe2d@sired product as a slightly

NFRPTR GBS SORpOT A Teqan, paskeirint wilt edang pLpnggont

(fé‘i'npe]’aﬁjrg olferri'ingt ﬁﬂéwdbd'ﬁme (tﬁ'e &ﬂfdrﬁamléle'é)s a Wnﬁé {foWbeerhlch
1wa;; coﬂecggd (b(yCﬁﬂJctlgn a‘:llteat@n amd)alr-ﬁngdr(@OS 1ng-|)66%f) ORI @SI) m/z

45%1'%”"80(12%%%”&5* HélMl% 280 ?(/u—?ré’ éBE‘E\g) 4(rgtamerlc broadening)

B&'&BBC(EMH)FQEGI(@@IﬁiCﬂ@ A, 161)] 8.18c(dd, J = 8.8, 1.0 Hz, 1H), 8.04

[3 (plpe d|ne1 rbon I1) -
(s, 1H), 7.76 (d, J = 8. 2 Hz 1H) 7.67 (d, J=8.0Hz, 1H), 7.64 (dd, J=8.8,7.0

Hz, 1H), 7.49 (arom m, 1H), 7.41 (arom m, 1H), 7.26 (s, 1H), 3.70-2.70 (bm,
4H), 1.80-1.30 (bm, 6H). Elemental analysis: calculated for CooH20N4O3S5, C
58.39, H 4.45, N 12.38; found C 58.66, H 4.57, N 12.49.

o S i - ~ - - — . a D B o

EXAMPLE 5

O
d@
Br II\JH
O://S
O
N7

s—N
Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-bromo-2-(piperidine-1-carbonyl)-

phenyl]-amide.
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napht hal en- 2-yl | -am de. 3- Am no-2-naphthoic acid
pi peridine amde (263 ng, 1.03 mol),

wa-2aisloazosul f onyl - 2, 1, 3- benzot hi adi azol e (295 RQT/US2@4/009589

mol ), and pyridine (0.242 nL, 3 mol) were added to
?Q.'W@t%n%—-k r?f?gbé\‘lio@c‘!"ﬁgldtf o #Hiktlrérbf 4BréMmBLERrotoluene (5 0g,

reacti on m xture was pour ed
i 28 omol }{-I(ZthO‘«,dm@I 9€g<t69anmezﬂ) tanidowater (26(Do) Witseheated at reflux

el e d 1 lndadtonh g%k hiiad Wilka rdiBCERRRS | The brown
bé/usfde%@d me%qsmeM b(yf’fﬁ%é‘t'itﬁﬁ{h'?é@ﬂa PR éffcflﬁlfo%édé%us

desired product as a slightly inpure orange solid
Tearthur 3he fitemcakestvas mashedivith wetanaddie kasiafiiate wasmcidified

o oo Wehencenen eiand SradeacbyER YA PRRD0TRLT SThe
féérﬁ{alﬂbh%‘gé‘mg Iéyérs We'r@ erléaqmlg"gbﬂ%?ﬁco%n{rg@dg in VEco to
(pmwmeanure tiﬁmanbeamdmgj 22& 22%)s,"HINMR (40®BIHzi &DaDB): 8.07 (d,

81041 && Hﬁr),jelé')fd%J & 599 ,21@}2%51;3? JHZ8621Hgd1Hb MS
ES19 dg. |01n)7})/2214ﬁa|-q]dd J = 8.8, 7.0 20 Hz, 1

7.49(aromm 1 741(aromm 1 H, 7.26 (s H)b
3B7d-Brongo 'am' i ; ammidg HA Slgpgngmraq)M romo-2-

l B
ALk SR 81 WO R RVAE i g prs
Srefllx for 2 hN TH@ reléiUU@@ﬁllkturé\lbeéaméﬂwo‘ﬁ‘lcﬁgeneous The mixture was
Benzo[ 1, 2, 5] t hi adi azol e-4-sul foni¢c acid

[enale ﬁBdLCOOQEBté@ﬁeél’ﬁé(aQU@&? Biyeyt PEOf’ﬂ@r@nwrpbgﬂz% chipride as a -
W% Qé (g % V\Egrdsléﬁqﬂ%é&@%w& trtn@ ){Plﬂ?\glngfreactlon. "H NMR

et ZO.1 C acCl
4(410)0d‘VIHZZCICII§)OB @ouend = 5.9Hz, 1HR3.9td), J K812 .9 b, 9H), 7.65

69 | d 250 h d f
X BiR Pt T SrsUnitendh L BT p2sR UPPE T ahiarids (2 44
rehldiXi nclg@ﬂ/f Sy gpgn‘ﬁb’ Memﬁ%?ﬁﬁ?ﬂﬁg %@Qéd ndme (1.2 mL,

renoved a Ion through a pa ato ceous
12.2 mmol) The reaction mixture was stirred for 3 h then poured into water

and extracted with DCM (2x). The combined organic extracts were washed
with brine, dried (MgSQ,), and concentrated in vacuo. The residue was
purified by flash chromatography (hexanes/EtOAc) to afford the title amide as a
white solid (0.52 g, 76%). MS (ESI): m/z 313 [M+H]". "H NMR (400 MFz,
CDCls): (rotameric broadening) 8.33 (d, J = 1.9 Hz, 1H), 7.82 (dd, J=8.1, 1.9
Hz, 1H), 7.27 (d, J = 8.1 Hz, 1H), 3.82-3.65 (bm, 2H), 3.16 (t, J = 5.6 Hz, 2H),
1.90-1.35 (bm, 6H).

C. 4-Bromo-2-aminobenzoic acid piperidine amide. A solution of 4-bromo-2-
nitrobenzoic acid piperidine amide (0.206 g, .66 mmol) in 1:1 EtOAc/DCM (10
mL) was treated with solid SnCly*2 H,O (0.595 g, 2.6 mmol). The mixture was
stirred at ambient temperature for 4 h then poured into saturated aqueous

NaHCOj3; resulting in formation of a gelatinous emulsion. The emulsion was

extracted with DCM (2x). The combined organic extracts were dried (MgSQOj,)

and concentrated in vacuo. The residue was purified by flash chromatography
36



10

15

20

25

‘were washed wth brine

5 earth. The filter cake was washed with water. The
basic filtrate was acidified to pH-- | wth

woansan27at ed HCl and extracted with Et OAc ( 3xBOOD/USY04/009589

The- conbi ned organic |layers were dried (MgSO4) and

c aﬁbélat@ﬂc ) y@wmﬂw@d@r@wm:r@%@abﬁﬂ@mo@@fég, 86%).
@5 2204 . 1H NVR 6400 CD3OD) : 7 (d,

):1m42)2837[NBEHY 005 M:Ng] "2, "HINM/ 400_LMsz, amss

‘ﬁ‘mf"e“%%aﬁépgéﬁ’%&%é (k) DT |0 T 1), 6.62

afdle.= & 1susrBas1En 26043 bpqpe-2H), moiﬁos@(&lncm—ie 1.75-1.45
ac:ld 0.60 g, 2.44 rnriiol) |nth|onyl chl oride (8 ni)

ed to refluxfor 2 h. The reacti on m xture

chheariyiidemiie, T dafso\hi”tldlﬁofsﬁtlbrcdnowhamihdm&&&éhld erldlne
|mTed|ate mthefollovmngreactlon 1H NMR g
©

WI dedfSc14P 9. @:53gne!) was-added pyridiper 062 mp, 0@ mmat) and 4-
oro]suﬁogﬁlz 1 3'"genz7oéﬁ§d a(zg @z % gc?ﬁé oI ol ZTQfaZm%(ture was

ution 4-r ono-
nsttvred atrarboNnt iempéiatae farr’er dnthehgueedintoe MadCleglttbéxtracted

PWIFELH T80 e St Tl S-St
CHHRA B DM X g RRBY A AR Ao T act

rie
cenonaiography i(mexenesd=tORm to effociithentitte syiforidnidd dsyan off-white

Lpllocl SRR, FRTY, (BGaanash Eoiol L0 B A0t falte ok s
n(lE:s1§31fﬁ/z[4‘éﬂ|7ﬂ83 ngHNNBoMMQSI‘é;IZ n‘e%‘ noq%%yﬁ),m/he@t[mnﬁ]“ I ¢4 NMR

br oadeni n

8490 MHg, %th) (eraH)erlqb@’ademngJ 8:953(811|le) szswng J 7.0,1.0
HgotD: St B, “Grde. & 0By b Bo T SrkATHA o HicT 98 (ad. U =

P8.BEV iodHAST HYTT7des (dR, SOt 8td, ang efz, 4H*)’f6>9968 J=8. 2 Hz 1H) 3.70-
ni trobenzoi c acid pi peri di ne_am de 1

i 4 79:(bmedbic] o GHolbnvgH Me&lemeéﬁaleaﬂalww L saisutated or
D ENESh Bty 308, TP by, U HeE, 13N 11,25,

into saturated aqueous NaHCO3 resulting in formation
\(/)é ﬁl\/%’gﬁaél nous emul sion. The enul sion was extracted
X 2x). The conbi ned organic extracts were
dried (MgS04) and concentrated in vacue. -The residue
was purilfied by flash chronmatography 36 WO 2005/ 012275
P 00Y/ 009589 (hexanes/ EtOAc) to provide the
d i(l¥Vne as a white solid (0.16 g, 86%. M5
(ESI) ! 283 [ M+H +, 305 [ MtNa] +. 1H NWR (400 MHz,

CDCl 3)™ ,,
N" 7

S—N
Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-iodo-2-(piperidine-1-carbonyl)-
phenyl]-amide.
A. 4-lodo-2-nitrobenzoic acid. 4-lodo-2-nitrotoluene (9.0 g, 34.2 mmol),
KMnO, (22.0 g, 139 mmol) and water (340 mL) were heated at reflux for 5 h.

The resulting brown suspension of MnO, was filtered off through a pad of
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(rotaneric broadening) 6.72 (d, J = 8.1 Hz, | H), 6.67
(d, J =1.8 Hz, 1 H, 6.62 (dd, J =8.1, 1.8 Hz, 1

weolpposh12053. 90 (bs, 2H), 3.70-3.30 (bm 4H), 1PZBAS200%/009589

5 (bm 6H). D. Benzo[1, 2,51t hi adi azol e-4-sul fonic acid

[cﬁafé‘iﬁ‘&éo%s(éﬁrﬂ?ra'n@'tﬁéfﬂteﬁé‘él@ﬂfﬁb)\mas}h@@ﬂmm V\/@f@rdel'heT@aS|c
a solution of 4-bronp-2-am nobenzoic acid piperidine

a‘ﬂirai@ was amshf@d \@ltis monmtyate@@%lmalr@ww@teﬂeatj on o6the desired

tichy T68 Rtots B¢ hilggted by suction filiration,and girigd affogding 1.86 g

rﬁf&héacHWeTm Xiother Netor Whssétractsd @ithand) 200 mL), and the
temperature for 12 h then poured into 1 N and

esambiped @xtractshwereniied (NazBid) éprisionsanisaigshn yacuo to afford an

RS 02 B AT BehdblE 0l “Tile) FIBBEER0FbaER. MM MR (400

cHIHaIECI0DIPBYI (B Yanes/ iz CAe) 8i0 @id orlaie 6 Hel o), 7.50 (d
sulfonam de as an off-white solid (0.18 g, 74%.
(JE\ﬁe b‘ase) RT = 9.68 min (SI ngl e peak). M5 15

. . [

) %B@%%nélgﬁ] of 4-iodo-2-

(rlimbbmzmc abidO(aoGng Blg)m&dbﬁn(tblongcl d:ll)lonc&e [430] (nid,wa]s Feated to
Hz

7reggx ((H‘ 45 mm 1T§e pgactpznﬂylsxtqregtgeqad@e %g)mogeglegus 7 Theppixture

co&e?%&o&gﬁaﬁbd&g »gabc%o% '%l\?e ){!ﬁ%%cﬁ%ngé?%n%v&:ﬁﬂonde as

Esh gatow all, whmhymsus&rhlnmubdtawyﬁmthezmllmwmglﬁeacmm ,NMR

QE00h: St BB T 2 et toce e @, 4l 81736 Nz, 1h), 7.48.

B@”?/‘*@ﬁ-@”ﬁl’) aft 84 fioh SFU- fd?!@)l-ﬁ’—nﬁ?d%nzoyl chloride Q 4 mmol)
[ do- 2- ('pi peri di ne- 1-carbonyl)- 25 phenyl]-amd

‘ An DGMo(dG raLhat ambemnt mmpatlare wa$ edde@ piparidine(udmal, 13.1

)g rqﬁ_c)%omé%u%(tq{gg/i{haggst [edr lgnfr%’ Q%%a?n goH}eaa lfﬂcy N HCIl and

f@&#ﬁdé@@/lthmm (ng PERE icBmbMedBRANRSEXtFadts Yerd dfitll (Na,SO,),
through a pad of WO 2005/ 012275 PCT/ US2004/ 009589

cRnd epreandiated 4t vacuoaaitordingetheititleamisigias aaditgessidd1.2 9,

W) VRILIESTNG/PES] fv+HT, 383 [M+Na]*. "H NMR (400 MHz, CDCly):
(rotameric broadening) 8.51 (d, J = 1.6 Hz, 1H), 8.01 (dd, J = 8.0, 1.6 Hz, 1H),
7.12(d, J = 8.0 Hz, 1H), 385365(bm 2H), 3.16 (t, J = 5.6 Hz, 2H), 1.90-1.35
(o, Br).

C. 4-lodo-2-aminobenzoic acid piperidine amide. A solution of 4-iodo-2-

nitrobenzoic acid piperidine amide (0.21 g, .58 mmol) in EtOAc (5 mL) was
treated with solid SnCly*2H,0 (0.654 g, 2.9 mmol). The mixture was stirred at
ambient temperature for 12 h then poured into saturated aqueous NaHCO3
resulting in formation of a gelatinous emulsion. The emulsion was extracted
with DCM (5x). The combined organic extracts were dried (Na,SO4) and
concentrated in vacuo affording the aniline as a yellow foam (0.19 g, 100%).
MS (ESI): m/z 331 [M+H]", 353 [M+Na]". "H NMR (400 MHz, CDCls):
(rotameric broadening) 7.08 (d, J = 1.1 Hz, 1H), 7.03 (d, J = 8.0 Hz, 1H), 6.77
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filtrate was acidified with concentrated HCl causing
crystallization of the desired acid. The crystals

woenws/oazd7sect ed by suction filtration and dri e#CT/US2004/009589

affording 1.86 g of the acid. The nother |iquor was

0. d
Zéﬂggfgv\gﬂeﬁ%’r d%ﬁ%&%ﬁ@%r@%o?@gn% afmg Lﬂ-q)j\;laz:su"1 45

torpfeH)rd an additional 0.16 g of the benzoic acid.

Total yield = 2.02 209 .. 1H_NMVR. (400 MHz, CD3QD):
D1 §epao|1;2,5]thlaggg9 e-4-guifonig geid &t&do;Z;éngegldmg-jgcp_,[gonyl )-

| -7 1 Qe ?l'éqba Sofutibnof 'ZIZ.odéB 2'93 C(lﬁnbenzmc acid Rlperldlne amide

- enzol ¢ aci d ine am
q0s®eqs0.68 nainol)-waslad@ed ﬂ:@nahne r(@benanm i’dlrdn(ol) dhdy-

o BRON 25T RO SRR 0 5 G0 Ph BB L g e ixture was
dERCRSien Rings SLE oy 12 (EALBAANAIG N0 B hractec

in vacuo to give 4-1o0do nitro oride as
wath DQN(2X). v'\lfha:d:omhmedsngamlmm(thaatsalvgre driechiNa,SO,) and

B%nlc%\/\%g rl%%/%tigfyg n d hfg:rkl}lgR re§,gue yap pq% 5}@) flgsh 38 (d,
TohfiSmt réﬂhy %aa%eé/ET@Ac}tH@n re@ys@alﬁﬁéﬁﬂd (?ﬂet%nol/DCM) to
4-1 odo-.Z- ni tTobenzo chl ori de .4 mmol )

rﬁ_fﬁordtth@trm sntfomamwér@ white \@a@t@la cﬂ@@3m ﬁér%);ll HBLCJ(rﬁlersed-

Priesh hen St i (PR TR S ERH B Paa B o e

("RRNMA D CCRIMY, TBICIQ)N: Gthhie 8 bEGEdehiNg) 890 és eﬂ—l) 827 (dd, J =

2SM4), and concentrated in vacuo affor

§7 01 50z, de1)a8.24 (s tJe- 88 il Hz. 2HY,8.08 (dadfF.1 %lz 1H), 7.71
((:Egl‘é) %%Zéﬁ;&}lﬁgrl ¢ br ogjgjgm ng;ﬂag 65[1_&( EH')“S@?&%QBJ Mézoﬁz

H)H) 8101—2(7191(brﬂ 4?H§ 07511, GOP(Bm Sl—lji) Elerﬁeﬂutél (adalyéls—célcﬂlated
ZfPlj C18i‘|19|®44@3§5 C&O Qé "E% 24, I'\b&i@f@ B?Hﬂﬁ’o@élﬁ'z% d" é”c‘?QsI N 10.47.

pi peridine am de. A solution of 4-iodo-2- 25
ni trobenzoic acid piperidine amde (0.21 g, .58 mmol)
IEXAMBAE 75 nL) was treated with solid SnCl2. 2H20
(0. 654 g,oz 9 mol ). The m xture was stirred at
anbi ent tenperature for 12 h then poured into

et R0 NaHCO3 resulting in formation of a
ous \erru on. The emul sion was extracted wth
II\IHThe cofnbi ned organi c extracts were dried

(Na2S 30.concentrated in vacuo affording the
ani | i necas eIIowfoam(O. 19 g, 100%9. Ms (ESI):

mz 331 [MPHL*#, 353 [M+Na]+. 1H NMR (400 MHz, CDCL3):
(rotaneri ¢ _Rroadening) 7.08 (d, J =1.1 Hz, 1 H), 7.03
(d, J = 8. . 1 H), 6.77 38 WD 2005/ 012275

P8 #5200 2/ 3)adi8zole-4-sulfonylamino)-N-benzyl-4-chloro-N-methyl-

benzamide.

A. 2-(Benzol1,2 5]thiadiazole-4-sulfonylamino)-4-chlorobenzoic acid methyl

ester. To a solution of methyl 2-amino-4-chlorobenzoate (7.0 g, 37.7 mmol) in
DCM (75 mL) at ambient temperature was added 4-chlorosulfonyl-2,1,3-
benzothiadiazole (9.45 g, 39.6 mmol), pyridine (9.1 mL, 112 mmol), and DMAP
(0.23 g, 1.88 mmol). The mixture was stirred at ambient temperature
overnight, poured into 1 N HCI (200 mL), and extracted with DCM (2x100 mL).
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(dd, J = 8.0, 1.1 Hz, 1 H), 4.50-4.20 (bs, 2H),
3.80-3.20 (bm 4H), 1.75-1.45 (bm 6H). D.

weenmwoi2272, 51t hi adi azol e-4-sul fonic acid PCT/US2004/009589

f 5-i odo- 2- (pi peri di ne-1-carbonyl)- phenyll-am de. To a
S'Phélbbﬁfblrﬁéd 6@&@1339%%@@@‘&92%2%42 aPIHQ%rric@hf?ﬁted ’Q vacuo.

am de added pyridine
rﬂ:he mruﬁe Iiﬁ$tdL)e Wasl parified by flash chromatography (hexanes/EtOAc) to

cmﬂ AR R ladidhes 33 Ep@%(if%érpo%%sﬁxg%a@%a feg. fon
%‘M n1mwmm4oowzl GbOE): pndaexty ):tse4b gjd Y72,
2X Hia he conbi ned organi c extracts were

B4 (sl it 88 4 Ha, WH&,JOSOTheJ Er&;éldaizr éki)dﬁ% (d, =

V?@ii%”# 7oyt HEE8 8ed 4 BeaTT) 2EDFRN. faariod i), 3.92

@, 3B ensmehel bk suAltorded HYWGIN 63, N
HD 75§ ) EPL glgpcleversed ﬂﬁt%zewm R’?’O&S%ﬁ%m H2.

(1@ 51 Bupdc 4. W H B0 iﬁ23529 fI\/H] 551 [Wea] +

~|§' 'ﬂ';@gp%g]g%p; ' Hic Bl

JstFFre&i ﬁ;splan@ldﬂZof Ze lt@nzo{ﬁ Q%]K}ﬂhdlézde-ﬂ-ﬁjlf% Ialme)-47 71
Icg %ﬁ)’]ZOI@ ay:g;:i mythyj esteg g q_g 52 rpp;noﬁ)gnﬂ'd—]fi tz)n(Lamt a(rsnblent

é‘*??ﬂ@%aﬁ% b2 St EL BRI IAGHEY S rsquiig orange
IDiéare was ehkr?li 4¥eghttat 2ntlifleniNettpefZiure BxeVPbilired iftoND.5 M
S N/ . 20 S . . . . .
%?E@ﬁ%ﬁ‘&) Qa@,?mﬂlpas?ﬁ@m%\ of thg desirer henzeic.agite After stirming
tﬁ@'rﬁ&ﬁlré“s’é%l“b){ 'manfé%Zt@'Boﬂ?plel% pr%c(pﬁ%ﬂﬁﬁ’fthe roduct was

51t hi adi azol e- 4- sul f onyl am no 'oro en20| o
amll@ctﬁ@t by Suctiest fdiratiotoand amdnecbto afforddhécid as a tan solid (1.87

G BB e el et R iz oo D@t Al abo Wz oY

41?2??5931441%8%’3 3:% 1,/ =?>7l2er12@HEI fwdl a@szbgd& 9 4%, % 1. @947_8 1H),
rraln )
17 88 (ﬁri”r-t’)l:)8 8tive 1 )x?@loe(dwds %Ol |'r|2 eH")at7 7&51tddedt— 8.8, 7.2 Hz, 1H),

tyL Br Q m),
gBZ&?r‘ZCSSe Y t'ﬂi%('fi)r (@g%g'g%f}% : rlglatgg%r
C13HgCIN30482, C42.22,H2.18, N 11.36; found C 41.92, H 2.50, N 11.38.
C. 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-benzyl-4-chloro-N-methyi-

* benzaimide. To a solution of 2-(benzo[1,2,5]thiadiazcie-4-sulfonylamino)-4-

chlorobenzoic acid (18 mg, 0.05 mmol) in a mixture of THF (0.08 mL) and DMF
(0.40 mL) at ambient temperature was added pyridine (0.012 mL, 0.15 mmol)
followed by O-(7-azabenzotriazol-1-yl)-N,N,N',N'-tetramethyluronium
hexafluorophosphate (HATU) (0.038 g, 0.1 mmol). The reaction mixture was
agitated for 1 h on a shaker. N-Methylbenzylamine (0.013 mL, 0.1 mmol) was
added. (If the amine had been a salt, then Hunig's base (0.017 mL, 0.1 mmol)
would also have been added.) The reaction mixture was agitated for 1 h. TFA
(0.050 mL) was added to quench the reaction. The mixture was diluted with
DMF (1 mL), and the product amide was obtained by purification of the entire

reaction mixture by preparative HPLC. The title amide was obtained as a solid
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WD 2005/ 012275 PCT/ US2004/ 009589 The conbi ned organic
| ayers were dried (Na2SO4) and concentrated i n vacuo.

wohersonexde resi due was purified by flash chromacogSaphyossso

(hexanes/EtOAc) to afford the title sulfonam de as a
OBB B 2 E)9.opedin (if 3
f %H( ?\:I@Lftfaggge Wphdds)(RD )11 3gf§ln( i ?Ie }_E;Séeikg EM’S(ESI)
(mélz G1 MHR, H;k R (#00 MH#)CD Iszz(rqtamerw: krogdening) 315(bs

0.4 o B e(ehe 7. S B0 ok 116, Tl gl A7 a0-

‘7 864bm¥4®1 Hz. 1516183 (bda, 2H), (02 (), J £EBenEnt aH), 4 65—4 37 (bs,
anal ysi s: calculated for CL4HLOCI N3O4S2, C 43.
21 ékl)j N3716.095bst QY. &154246) (bs, 3.130), 2NOr2. %(bsm 9H)
2- (Benzo[ 1, 2, 51t hi adi azol e- 4- sul f onyl am no) - 4- chl or obe
nzoi ¢ aci d. To a 10 stirred suspension of
2EXARMPAE 8, 2, 5] t hi adi azol e- 4- sul f onyl ami no) - 4-
chlorobe 0|c acid nethyl ester (2.0 g, 5.2 mol) in
THE (12 ient tenperature was added 2 M
aqueg Y ). The resulting orange m xture

g ght at anbi ent tenperature then
. HClI (150 nl) causing precipitation
of the Yesired benzoic acid. After stirring 15 the
m xture ce m nutes to conplete precipitation, the
pr oduct /5™ ol | ected by suction filtration and
air-dried\t afford the acid as a tan solid (1.87 g,
97% . M5 ( neg. ion mz 368 [MH-. 1H NWR (400

I\Q#Bem Q)S]tﬁlié(glaioléhﬁsulio anfﬁ}gd}:f\l-b@ﬁzyl/_lbh-ﬁro?né’—N-%thyI-
szanm 1 H), 7.80 (d, J:2'0Hz H. 7.75 (dd, J

IAE Sm%thgl ggﬁno 21 é%mob%ﬂzggt%g 'I(c?g &tlgred s%i@l%éf%g@& 2-

Ql#ébéﬁzmMa&dl(E.XAMH?ﬂ.Efm (3fadugndt omdkdol P DMF2(380mLNat 0 °C was
zact%@h& §r<i'a§a@§¥%@lalﬁe&96?éf35 WP chipladPrivmon falewsd by
?Ll@/;]z d[}qé"gtf gftrrp]ll_ gg”@?ldledﬁhe %&mﬁﬂﬁlﬂm&%@%ﬁg stirred 15 min at

o(hf’@ rtoée nioved &z wdrnie rmgm t@rr&ﬁaramnda Bndrstia onevrﬁgtrte Tdfe mixture

nd
Ol bPUtH B B ARtk Taet Wan EBOSEA A TBE pembingg organic
f SltfRee ARy washéd %ﬁhﬁﬁé?(ﬂ aa.@éd Imyso, N an'd cdﬂoentrated in

N -tetramet hyl uroni um exaf uor ophosphat e
(B8 The @siduenwhy puttfied pediesh m?Wgtagrephw@3=“w°°fc‘” ) o

s ototagt saBeRidhea 2Pl BRI 0%). To
t@@duﬁoﬁ@lﬂhe hh@berﬂz@m@ s. dzegew{ 8 .rfhé|)ik 1: PEIOABIAMIBO mL)

woul d al so have been ad é The reaction m xture was
0

Ajiarabient tesnparakire vem aréfdﬁd) Ciet3 HaBs(18c47ed, € 6minelcAhe
n{é?cﬁ(gtﬂm}t(tﬁéb \F/)vza-gg:lljlgyfégqm{) %tl?’\@%rﬂ (;Lftfa i g\égog\;bnt%ré %vaporated

phniakuopand theofesidie was pagtitioned between saturated aqueous NaHCO3

and DCM. The layers were separated, and the aqueous layer was further
extracted with DCM (2x). The combined organic layers were dried (MgSO,)
and concentrated in vacuo to provide the pure aminobenzoate as a white solid
(2.89 g, 93%). "H NMR (400 MHz, CDCls): 7.70 (d, J = 8.6 Hz, 1H), 6.84 (d, J
= 1.9 Hz, 1H), 6.75 (dd, J = 8.6, 1.9 Hz, 1H), 5.78 (bs, 2H), 3.86 (s, 3H).
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reaction m xture by preparative HPLC. The title am de
was obtained as a solid 40 WO 2005/ 012275
Wé@ffdsmm@M 009589 (8 ng, 33%. HPLC (reverseﬂcpﬂmmymmsw
—994 mn (S|ngle peak) I\/S(ESI) m z471 [M:H]
R : G

1 __s@:_ ‘PhlSSDo?ner(damas pr@paré’das deEcﬂBe@ MTEXAWPLE 7 usmg the
dobgutosapgils: Shatny(p-amihd r-urampsrizodte (b, 125 mmo), 4
. iadi : b%s i
gc%érﬁ%u@n)ﬂl%ﬁ%%bénﬁﬁﬁhlgﬁl&glezwﬁ §0%5 nim8h) pyridméNFB =L, 25
2n(Béh 200 1D CVH0hNkI Bbeltite sulfanamitle was ebjained as aytansolid

A R M erlaed 16TV 428 MED b R g0gy Mz, CDCI):

41108@7(93 21Hﬁ|8t40)&ﬁna0i 2 og@c gl \II-\IIZE?I(HVF&EAL Pdd,(B=81830.9%%, 1H),

17 QZdﬁaiam 8 lhhd)éiér(dd(m 8(16. 4z niH), 757 2tehl )= 8.5 Hz, 1H),

AR Bh s TP, e G1gBd 1L 7o el The

6¢| @A@ériz@[’w\@@l'thta@ilémtﬁm&ﬁﬁ/@wh@)-ﬂfbioﬁfdbénzmc acid. This
overnight. The mxture was poured Into water and

SAPRQYRG WRs tieRared @s @e@crlb\eﬁen EHHYIREE ovgiagitiee following

ang bahisS 2’\’?6 T z\gfgﬁﬁ%‘ﬁhﬂc}lé‘z&@ éuhfo%ﬁ/ amiflb}-4 dorgw)%%)’%;c acid

concentr vacuo due S puri

h?etl‘fyl ésﬂércé.’ﬁl 195rg %. wmrgolal, THHB L(Z@hyL)( Ané 2aVivaduaduB L{|!|®r+(18
af f or br onp-.2- ni trobenzogte as a pal e;yell ow
s'BI—?d%@ lige 3@'d \gg%obtamed 28 aata§‘o? (grﬁwcﬁ Qﬁék 1")( NMR (500

2 39 L (3@
at a ﬁgr;lt(ﬂtbgn%g a8t1ur Zd(\q/\nn;gs) Zd%’gdgr#dﬁﬁw 388,
(1.53.12Z 1d), P& fupl/)= 1.6Hdz,r B 7i &8h(dyidke BrieHmasH R 7. 65wdd, J = 8.8,
t ir,,avernight. T ven were evaporated in
83@2 1$ﬁd$ 1{$e edi oé}g ﬁ“ﬁa Iti oned between
519t %@e@ﬁo@ﬂ%ﬁ%&d“@éﬂ@s%ﬁy@%hot} Nlebé[%&ﬂsorﬁﬁfoeN methyl-
separat ed, an € aqueous I ayer was
ehenzamide. Wihishca@upoyk yasTHepewtasdesaitgarin EXAYELE 7 using
%ﬁjowﬁa rgg@ergl ) 2-(benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-
bromobenzoic acid (21 mg, 0.05 mmol), THF (0.08 mL), DMF (0.40 mL),
pyridine (0.012 mL, 0.15 mmol), HATU (0.038 g, 0.1 mmol), and N-
methylbenczyiaimine (0.013 mi;"071 mmaoi). THetitie armide was obtained as a
solid (13 mg, 50%). HPLC (reversed-phase): Ry = 9.91 min (single peak). MS
(ESI): m/z 517/519 [M+H]", 539/541 [M+Na]". "H NMR (400 MHz, CDCly):
(rotameric broadening) 9.07 (bs, 1H), 8.32 (bd, J = 6.9 Hz, 1H), 8.3-8.2 (bm,
1H), 7.9-7.8 (bm, 1H), 7.8-7.65 (bm, 1H), 7.45-7.25 (bm, 4H), 7.2-7.0 (bm,
2H), 6.95 (bd, J = 8.5 Hz, 1H), 4.654.4 (bs, 1.3H), 4.4-4.0 (bs, 0.7H), 3.15—
2.75 (bs, 1.1H), 2.70-2.35 (bs, 1.9H).
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and concentrated in vacuo to provide the pure
am nobenzoate as a white solid (2.89 g, 93%. 1H NWR

wO0403/01r75 CDCl 3): 7.70 (d, J = 8.6 Hz, 1 H), 8CBaSL@4/009589

J - =1.9Hz, | H, 6.75 (dd, J =8.6, 1.9 Hz, 1 H

5XAMAE 92H), 3.86 (s, 3H). 41 WD 2005/012275

PCT/ US2004/ 009589 B.

2- (Benz 1, 2, 51t hi adi azol e- 4- sul f onvl ani no) - 4- br ono- be
> | ester. This conmpound was prepared

ged MPLE 7 using the follow ng

NH et 2- am no- 4- bronobenzoate (2.89 g, 12.5

mml) O~%— cil orosul fonyl -2, 1, 3- benzot hi adi azol e (3.54

g, 15 o pyridine (2.0 m., 25 5 mol), and DCM (40
m.). The } e sul fonam de was obtained as a tan solid
(3.95 g N73%. M5 (ESI): neg. ion mz426 [MH-. 1H

NMVR (4009w, CDCI3): 11.34 (bs, 1 H), 8.40 (dd, J =

7 Sgerglt e dbol @Wawo Pl ido§ by

]bérl)z,arﬁidG?Z(d J = 8.5 H, 7.10 (dd, J = 8.5,
). 3,

o2l +E'S§HV‘FB?HH%W?ﬁ&f@HQTSPcﬁ?ob
e(ﬁLZéEnBeé% ﬁXAT\ﬁPEE 8°ﬁ§ﬂ%§ ‘t'ﬁk?' foMdwinty ‘?s a8.i6les.8LHifP6enzoic

using t oW ng gen S:
Zac(ﬁésm)EXAMR’ﬂE B) 6218225179 mmoll) flbldlﬁ @0imb),-DBU(3doméen16

t hyl.. 2.95 6.
ol 3 R ReIsEEUES ek Zamtial)” HoEN dribpe- HamhBazoate
Qbé@bﬁ%‘ihéﬁ)saé‘ atpﬁa’!e §@lld>vd sbﬁd ?fZ 30, 94%%0? ﬁﬂé M@n‘e’iﬂ&eﬁ
Heitrobengoate wae tbga redueecgusng ttle jollﬁwlngrq@gen‘fs galtlpbenaoate

J2dor 74 hmid): 151 HOATDEM 3} i Bing SyfCh2fi ety 37

Onadi ). Baﬁ@ﬂﬂéa&mufidﬁénz@@t@mkwalﬁuhfa@ra/y@lmmgohd (1 87g 91%).
N-benzy| - zani de.

BRI i TG ek G E R ). JoD R 40 B8 ke iz, 1H),

15

20

25

f t
'Oop LT ESIBUE, 1H), 872 (s 2. 3,96 (5:3)
o073 oﬁe(lgwlglgoir:EZ éﬁhwd(a'&glerg sucl)l‘ogﬁlgrmnzd)))-% |dl'cngbéﬁ:|'.<ﬂ8 aln_fihfi)_rﬂethvl
ridl ne ,
(SPtaaTHIS PR aS RHPAES A8 AieREHee i1 5 RAMRLE Taigg the
,Iowﬁ)u ]rgéﬁgﬁtsﬁ'r% ﬂhyf‘?—anﬁuhb‘ﬁ %%Bén»ﬂa}sag%@' Fgﬂ %gmgf 4-

(reversed
m‘ﬁnr(nsu \&Qoﬁékbenzw‘zaﬁm(zﬁislm 761@,27 5171‘1511)9) piidtipe ( 093n.._,

o DEARPH G DM (B8 M. | fhe & Buianpmigbwas 68T aS a tan
F&ondﬁ’m%ﬁg 2621%21 Mslgéélg ﬂeg918n &/ﬁ hvm (- ﬁ*{‘) . %ﬁ (ﬁ@o MHz
(@BCEL) Q 86 gbsi1HNL 8H§0 (dg, 6/5:21 07 1((bk|2 1H$I-§ 24 4dd- 4= (8 8 1 .0 Hz,
(RS, %718y 218z, 1H), 7.74 (dd, J = 8.8, 7.0 Hz, 1H), 7.53 (d, J = 8.5 Hz,
1H), 7.32 (dd, J = 8.5, 1.5 Hz, 1H), 3.91 (s, 3H).

C. 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-iodobenzoic acid. This

compound was prepared as described in EXAMPLE 7 using the following
reagents: 2-(benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-iodobenzoic acid
methyl ester (1.87 g, 3.93 mmol), THF (20 mL), and 2 M aqueous LiOH (18
mL). The title acid was obtained as a tan solid (1.24 g, 69%). 'H NMR (500
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2.75 (bs, 1.1 H), 2.70-2.35 (bs, 1.9H). 30 42 WD
2005/ 012275 PCT/ US2004/ 009589 EXAMPLE 9 O | NH 0OS

WOR0(B/0M2275 PCT/US2004/009589

2-(Benzo[ 1, 2, 5] t hi adi azol e- 4- sul f onyl am no) - N- benzyl -

t hyl A
ZMQ%OEO |(H;)<§o e gtﬁgléj%hléd c‘{J %%H iz 1H)é8 19 daJ 8.8,

d‘ESd-ﬂz -4, Bng(?ANI'%LfEG&—Inﬂ I-gp(?tﬁﬁs(dd)u =08A8Jg)2 ?gggglt) S1.56 (d, J=
-2-nLtrobenzoi ¢ _ acj e 'EXAMPLE ,
%ﬁanﬁj ) 7ig0Reng S, TR0z 3T w16 ol ) and
”B.t BY, Bé g8t 108 sithiziddole- 4% SR lamilis -Nylgenz l-4-iodo-N-methyl-
slmsbrizda@iﬁesa' his c@bpduUNd asi prepareedasatesdrib el mrE@b@MPdlﬂ 2 using

R olonpadeacetls: Solbneolis Aibasbie TRt ERnyemne
Nbdiob K’SQ&H?&I\BZR% (§.§_5?h'5?m% SAF (@'@é Pn dF‘ %d he ng pyridine

am nobenzoat e btained d5 a yellow oI|
A0.0%42 mL1 B. MVRNGE) HAFZ, (0036 §)0. { mrs2l)( and N-meghyBbetzylamine

1013112 0, firaly > T 1 Sirpitie Weigrottaino €' siig (74 Rg, 50%).
ZIAPB@r(?é\feréed phase RT = 9. 97 min smgle peak) MS (ESI): m/z 565

2, 51t hi adi azo am no) - 4-i odo- benzoi c acid
BT, S5 INFNa 5 MR (LA MiEs GGk eteme idbsoadansng) 9.02
SIS 128 106 6L4 AT P, 1,
cthLmB'(bhmsH 24—'5r-3'ZEUirﬁt$HP¢l %mb%ﬁ«h%@gg (Bd52=28.1

di 93 |
T A4, s a O et o ohR b atns e 4500, 2.65-

, 68%. M5 (ESI): neg. ion mz 474
[s%léﬂqbglhéﬁ MR (400 MHz, CDCI3): 11.26 (bs, 1 H),
8.40 (dd, J = 7.0, 1.0 Hz, 1 H, 8.24 (dd, J = 8.8,

.0 1 H, 812 (d, J:15Hz,1H), 7.74 (dd, J
iE?éAg,ZPLﬁbem, 1 H, 7.53 (d, J =85H, 1H, 7.32
(dd, J = &5, 1.5 Hz, 1 H, 3.91 (s 3H). C

2- (Benzof 1}, 2, 5] t hi adi azol e- 4-sul fonyl am no) - 4-i odobenz
oi CE@L)‘TMS 25 conpound was prepared as descri bed

IKLO IE]H usi ng the foll ow ng

O:IS

O//
N

e e e SN = :

| Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-methoxy-2-(piperidine-1-carbonyl)-

phenyl}-amide.
A. (4-Methoxy-2-nitro-phenyl)-piperidin-1-yl-methanone. To a stirred solution

of (4-iodo-2-nitro-phenyl)-piperidin-1-yl-methanone (100 mg, 0.28 mmol) in
methanol (2.0 mL) was added Cul (5.0 g, 0.027 mmol), 1,10-phenanthroline
(10 mg, 0.055 mmol), and cesium carbonate (180 mg, 0.55 mmol). The
reaction mixture was heated in a sealed tube to 110 °C for 24 h, after which it
was cooled to room temperature. The mixture was taken up in DCM (5 mL)
and washed with water. The organic layers were dried (MgSQ,), filtered, and
concentrated in vacuo. The resulting oil was purified on silica gel (MPLC, 20%
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reagents:
2- (benzo[ 1, 2, 5] t hi adi azol e- 4-sul f onyl am no) - 4-i odobenz

woize0saa2ads met hyl ester (1.87 g, 3.93 mmol ), TPETUR2004/009589

m), and 2 Maqueous LiOH (18 nL). The title acid was

ORéxEreerBRs B Bkbmé fhe2éthar pﬁ&?@ot ﬂ@*nig% ééﬁﬁnéﬁ%%)
WO 2005/ 012275 S2004/ 009589

(BEC (silieg geB 331 E@@Ac/hexanesp Rt £, thz M3 (ES)): m/a%@ (ﬂM+H] 287

1.1 H, 1 H), 809 (d J=1.6H, 1H),
7['@%?& 3-88 7.2H 1H. 7.56 (d, J = 85 H,

1B HY2-Atnige-4 ﬁﬁbthdxv-ﬁhénvlﬂ-ra@eHam-‘l—vHMetlﬁlanc?ne( B@ﬂ%’l@zfthoxy-z nitro-
2,5l thi adi azole-4-sulf onl%l am no) - N-benzyT - 4-i odo-

eP'P@nyl)Splﬁéﬁﬁléln‘l -meeThﬁ@ dnadoﬁagnmoéma%dlsaglved in 1:1

d 7

SEEARERSRe o GNBHE STt 85 g1 92 il setidea. The
| miebenzas etimed dveaightnt dniiBnedhperailrk théh 88nddntsated in
DMF (0.40 L), pyridine (0.012 nL, 0.15 mml? HATU

(s The testitineoeif waaﬁasnem@dm BEM and mentralizes! by shaking

i SgbeENer 08T LR 51 SRethiel e 48l

(mnt@lneratmiain)vadwé t()lifﬁliyldelthe tlﬂéﬁon{dﬂuht;lh%ngrﬁg 0.2 Nadnol, 81%).
LEU?' §m§9 geb%/\%?%g 59, M%@”‘?{;n& )2%%3['\@”@” %Qwﬂﬂa]

8Carboh1) plhehM] amide 44ICIQIb|sqsu]foByl)2 143 BéﬁthBlaﬁhazole (60 mg, 0.26

dGidl) wisagees 18 o' s@itioth o DamicemeiRekypet pipericin-1-yi

Berafinbné (%btrﬁgadaaZrﬁhm)ﬂarﬁdib{/rfd?h& @92@ gL, 0.32 mmol) in DCM (3

[ 5- met hoxy- 2- (pi peri di ne- 1- car bony ) -
phighy The dnixtlse was left standing overnight at amblent temperature. Then

' T@e%@%%%’g%r{g r hen f,‘BIO' LR 'edrlers],uﬂ’ng 0|Inv%sh?arf<en up in 8 mL

20

25

BtO hf—‘m ldrganied
ﬁ%@ﬁggmﬁ*w.ﬂ £ s "

ed, CQFO@EVaFﬁ%Ia)Wd wrtﬁ@dmneﬁh@ﬁ ﬁe MRIeC, foq@ne@/EtOAC) to
%@%ﬁje"fﬂ@'tme SR U R8T 8983 firdot 859D TPCRRiEERS! EtoAC):
Rs=0.28. MS (ESI): m/z 433 [M+H]", 455 [M+Na]". HPLC (reversed-phase):
Rr = 9.08 min (single peak). 'H NMR (400 MHz, CDCl3): (rotameric
- broadening) 9.34 (s, 1H), 8.23 (dd, J = 7.0, i.0 Hz, 2H), 7.66 (m, 1H), 7.227(dd, ~
J=5.5,25Hz 1H), 6.98 (d, J =12 Hz, 1H), 6.53 (dd, J = 8.6, 2.5 Hz, 1H),
3.79 (s, 3H), 3.20-3.10 (bs, 4H), 1.63-1.58 (m, 2H), 1.43 (bs, 4H).
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25 reaction m xture was heated in a sealed tube to 110
Cfor 24 h, after which it was cooled to room

woenp@z7sr e. The m xture was taken up in DCM PETMIS2004/009589

and washed, with water. The organic |ayers were dried
(MARNPLE il tered; and concentrated in vacuo. The
resulting oil was purified on silica gel (MPLC, 20% 44

WO 2005/ 012 5 PCT/ US2004/ 009589 - hexanes/ 80% Et OAc)

to proyite thg her product (70 'ng, O. 26 nmol , 969 .
TLC (sia gel, |3:1 Et CAc/ hexanes): Rf = 0.17. M5

( ESMD m@:?m 287 [MtNa] + B.

(2- Ami no- O=get hoxy- phenyl) pi peridin-1-yl - met hanone.
(4- Met hoxyoz ] o- 5 phenyl)-pi peridin-1-yl-nmethanone
(70 nmg, O0.27 mqp ) was dissolved in 1:1 DCM EtOAc (10

m), and snd® 2./2H20 (300 nmy, 1.32 nmol) was added. The
mxture was Stiyred over ni ght at anbient tenperature

t .1 -
B S L35 i SR R Hesrbomy
apherglisarNddCO3. The organic | ayer was dri ed (MgsS™) ,

b B B S R S el
QEkAl\/ﬁbl@q}) sdﬁfstltutlﬁg %?har%ﬁférﬁ%b)h i8 7 éﬁ%’b AM#irlcH gsng,%@el 3:1

C. Benzo[1 |ad|az e-4-sul'fonic
[Et@v%@/hean@)( b E@r33j| N@ (Exrménd47 INdvhidiy 469 difi+tia] . HPLC

nﬂgc%rgﬁﬁg)%égggﬁiﬁ oQ;’Séml ZOt hl adlk?zq-l?\ll\ﬁﬁ 488 MIQZ 28DC|3)'.
(@oRfdrr Hm@abhmygmm(sylm)g)s b8 éual 9—17 Bl 1 olﬁz 2H) 7.66 (m,

net hanone ine (0

ofh 69 s A 200kiz( 3HikL6.8 TdeJ 2 P b S31da.J ~ 66, 2.5 He,

SRR ORRLBHD 0%, AT SRV 2 B 90 . 7

ogH).was taken up in 8 ni EtOAc and washed with 1 N
HCI. The organic |ayer was dried (MgSO4), filtered,
concentrated, and purified on silica gel (MPLC,

h c) to 20 provide the title conpound (40
Emmt‘l% , 43% . TLC (silica gel, EtOQAc): Rf =

O 28. (ESI , n12 433 [ MeH] +, 455 [I\/H\Ia]+ HPLC
(reverse = 9.08 mn (single peak). 1H NWR
(400 I\/Hz rot aneric broadening) 9.34 (s, 1

0, .0 Hz, 2H), 7.66 (m 1 H); i.22
(ad J sogsstz 1 H, 6.98 (d, J = 12 Hz, 1 H),

6.53 (dd, J F 86,32 5-Hz, 1 H), 25 3.79 (s; 3H),. ---
3.20-3. 10 (bs, Jégpj 1.63-1.58 (m 2H), 1.43 (bs, 4H).
45 \WD 2005/ omé? PCT/ US2004/ 009589

Benzo[1,2,5]thiadiazole-4-sulfonic acid [2-(piperidine-1-carbonyl)-5-propoxy-
phenyl]-amide.

This compound was prepared as described for the methyl ether analog in
EXAMPLE 10 substituting n-propanol for methanol in Step A. TLC (silica gel,
3:1 EtOAc/hexanes): R = 0.34. MS (ESI): m/z 461 [M+H]", 483 [M+Na]".
HPLC (reversed-phase): Rt = 9.96 min (single peak). 'H NMR (400 MHz,
CDCls): (rotameric broadening) 9.34 (s, 1H), 8.23 (dd, J = 7.0, 1.0 Hz, 2H),
7.66 (m, 1H), 7.22 (d, J = 2.5 Hz, 1H), 6.95 (d, J = 12 Hz, 1H), 6.52 (dd, J =
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EXAMPLE 11 O IN ONH Cos NP SN
Benzo[ 1, 2, 5] t hi adi azol e-4-sul fonic acid

wBewstonzery - 2- (pi peri di ne- 1- car bonyl ) - phenyl ] - 2aTas200%/009589

Thi s compound was prepared as described for the nethyl
eglaeR.5Ha) 0ig),i3189 BXOME.E HE myhstia Ws, asl)et Banel7s @, 2H),
met hanol i n )Step E?(ATLC Si Izﬁ-gj)g eI?ES:l) ( )
£ SR 1ol T2 (bsoAE. 108 (LESF 715 hizz3uh7 [ MeH +,

469 [ MtNa] +. HPLC (reversed-phase): RT = 9.56 mn
(single peak). 1H NWR (400 MHz, CDCI3): (rotaneric
bERANEPLERYS 9.34 (s, 1 H), 8.23 (dd, J = 7.0, 1.0 Hz,
2H), 7.66 (m 10 1 H), 7.22 (d, J = 2.5 Hz, | H), 6.98
(d, J = , 1 H, 6.53 (dd, J =8.6, 2.5 Hz, 1 H,

4.01 ( 316 (bs, 4H), 1.63-1.58 (m 2H), 1.43
(bs, 4 (t, 7Hz, 3H). EXAMPLE 12 0 O NH N~
1 3 enre[ 72, 5] t hi adi azol e-4-sul fonic acid

[ 2- (pi per Pekne;

- car bonyl ) - 5- propoxy- phenyl ] -am de.
Thi s conpoghd § prepared as described for the nethyl
et her anal 09\1 EXAMPLE 10 substituting n-propanol
for methanolXim Step A. TLC (silica gel, 20 3:1

Et OAc/ hexaneS).' Rf = 0.34. M5 (ESI): mz 461 [ M+H] +,

S LI el s IS A oo

bphemdrmmige.9. 34 (s, 1 H), 8.23 (dd, J = 7.0, 1.0 Hz,

. 7.66 | 7,22 (d, .J =. 2.5 Hz, 1 6.95 .
(s gohepiindhas pigpardd 88 defrioad 17 (g ginytefbpngasiag in
PEXANM@%%QJ%@@HM%-sﬁbst?tuﬁné"?—prcépalﬁbl fot-rRéthighol ih Step-& TLC
Hz, 2H), 3.16 (bs, , 1.80-1.7 ém 2H) , N
(silica gel, 3:1 EtOAc/hexanes): Ry = 0.40. MS (ESI): m/z 461 [M+H]", 483
[M+Na]". HPLC (reversed-phase): Rt = 9.86 min (single peak). 'H NMR (400
MHz, CDCls): (rotameric broadening) 9.33 (s, 1H), 8.22 (dd, J=7.0, 1.0 Hz,
2H), 7.65 (m, 1H), 7.20 (d, J = 2.5 Hz, 1H), 6.97 (d, J = 12 Hz, 1H), 6.49 (dd, J
= 8.6, 2.5 Hz, 1H), 4.56—4.50 (m, 1H), 3.16 (bs, 4H), 1.60-1.58 (m, 2H), 1.42—
1.38 (bs, 4H), 1.31 (d, J = 6.0 Hz, 6H).

EXAMPLE 14

0 .

QL @ )
O II\IH

O:/S

O/
N

Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-cyclopentyloxy-2-(piperidine-1-
carbonyl)-phenyl]-amide.

This compound was prepared as described for the methyl ether analog in
EXAMPLE 10 substituting substituting cyclopentanol for methanol in Step A.
TLC (silica gel, 3:1 EtOAc/hexanes): R¢ = 0.37. MS (ESI): m/z 487 [M+H]", 509
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1.59-1.57 (m 2H), 1.42 (bs, 4H), 1.02 (t, J = 7.5 Hz,
3H. EXAWPLE 13 0 ONo NHOS N / 5 SN Benzo[1;

wa 2645toh22adi azol e- 4- sul fonic acid PCT/US2004/009589

[ 5-1 sopropoxy-2-(piperidine-1 -carbonyl)- _ 4
PIVEANATT - ?«mL@(reVB#s%d%&ewﬁT waa?e) % BhA l(___ﬁﬁ%léspéjaq(s)C“Hb\ﬁqR (400

for the nmet hyl et her ‘anal 0g

sMbigt Ctﬂﬁls)hgoﬁmeltld: bmade@mg @r@’q‘aémle)f 8r221(eldhdrm7 0 .0 Hz,

2195 7R TES T 15 1008 Ahig TGRS S PR 6. 78 (da, v

cpoEstec o STt s, 1

H)H swmdﬂHﬂ:éZ?moéHiom 2H) 765(m 1H)

7.20 (d, J = 2.5 Hz, 1 H, 6.97 (d, J =12 Hz, 1 H),
6.49 (dd, J =18.6, 2.5 Hz, 1 H, 4.56-4.50 (m 1 H),
EAAMME 18H), 1.60-1.58 (m 2H), 1.42- 15 1.38 (bs,
4H) , 1.31(d,J:6.-0Hz 6H). EXAMPLE 14 No ONH Q'S
O Noml & N Benzo[1, 2,5]thiadi azol e-4-sul fonic acid
[5-c QPERE,! xy 2- (plper|d|ne 1- 20

cqb I] am de. This conpound was prepared as
descr tved NH he met hyl ether analog in EXAMPLE 10
substltm:lsng ubstituting cycl opentanol for nethanol
in Step & (silica geI 3:1 Et CAc/ hexanes): Rf =
0.37. M ( m z. 487 |\/H—|]+ 509 47 WO 2005/ 012275
PCT/ uszoozhlo 589 [MeNa]+. HPLC (reversed-phase): RT
= 10.45 ni r? i ngle peak). 'H NWR (400

Benzo[1,2,5]thiadiazole-4-sulfonic acid [2-(piperidine-1-carbonyl)-5-vinyl-
phenyl]-amide.
A. 2-Nitro-4-vinylbenzoic acid piperidine amide. To a stirred solution of

tetrakis(triphenylphosphine) palladium(0) (6 mg, 0.0054 mmol), 4-bromo-2-
nitrobenzoic acid piperidine amide (EXAMPLE 5; 85 mg, 0.27 mmol), and
toluene (10 mL), was added tributylvinylstannane (0.087 mL, 0.30 mmol) under
a nitrogen atmosphere. The reaction mixture was heated to 115 °C for 12 h
after which it was cooled to room temperature. The mixture was taken up in
EtOAc (20 mL) and washed with water and aqueous NaHCO3. The organic
layers were dried {MgSQy), filtered, and concentrated in vacuo. Tii¢ resuliing
oil was purified on silica gel (MPLC, hexanes/EtOAc) to afford product (40 mg,
0.15 mmol, 57%). TLC (silica gel, 1:1 EtOAc/hexanes): R; = 0.25. MS (ESI):
m/z 261 [M+H]", 283 [M+Na]".

B. 2-Amino-4-vinylbenzoic acid piperidine amide. A solution of 2-nitro-4-

vinylbenzoic acid piperidine amide (40 mg, 0.15 mmol) was dissolved in 1:1
EtOAc/DCM (10 mL), and SnCl»*2H,0 (173 mg, 0.77 mmol) was added. The
mixture was stirred overnight at ambient temperature then concentrated in
vacuo. The resulting oil was suspended in DCM and neutralized by shaking

with aqueous NaHCOQOj3;. The organic layer was dried (MgSO,), filtered, and
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MHz, CDCl3): (rotaneric broadening) 9.35 (s, 1 H),
8.22 (dd, J =7.0, 1.0 Hz, 2H), 7.66 (m 1 H), 7.18

wod005m12272.5 Hz, 1 H, 6.93 (d, J = 12 Hz, 1 HpCTASZB4/009589

(dd, J =8.6, 2.5 H, 1 H, 4.73-4.69 (m 1 H, 3.16
(&b?lceﬂff%tedzm%cﬂlmto %Hbrd ﬂﬂe7l‘ﬁle( &’améo&'fa (3(51#%0(13 mmol 86%).

ETLC esmca @anEupAc)z w]q wammsc@Esmmm QBérﬁMdl-tlcﬂﬂ [M+Na]

Sdnér{vﬁdanﬁiabuu emo%sm !Qk1| §(b%hk6i?ﬁé6{éﬁﬂ@ @hhnf)o 16 mmol)
5t

parTadi un{0) br ono-
nvas etded to 8 samt@nmfrﬁeammé \mulu@wzo@@wplmo@rldlag anyjde (30

tnBLoTST PRt i S 16 b g b 2o MR RSEM (Rym , The

Mhixt@asfalcfsaheng ovERaghiescrhbniiemperatwas et ted volatiles
to 115 C for 12 h "after which it was cooled to room

tWPNSeStEpRe @ in Womaﬂﬂljh@ reputingiRib waggaken uptimBdMk FOAC and

rq%%!ﬂ%rbdw j{)ﬁﬁi wdine gqgﬁ@@@%%;dl 9S85, ffifea,

Cwm@ﬁtréﬁicﬁ@ndrpwm@d@n §' hea gelUMPLC *’r)/exatmleb/Emﬁ)SAc) to provide the
pur| fi ed on SI hexanes/ Et OAC% to afford

AR maRO AT IRl 36508 LoTeBon 8ehi%a gol
lﬁhﬂ %%’ga%? fl\laf) 47RfE£VIQ' &&ﬁfno@@ﬁﬁ@en@%ﬂ:ﬁﬁim%' HPLC

ir@esrseld-phasa). Ry = A.4foinirt (simglefre2kpi tH BIMR (400 MHz, CDCls):

nyl benzoi c .aci d piperidjne 'de O,nmg,, O I _
e bomoagonnoy B e, Bl ed @Lﬁd %ga(ﬁd“!]? TBRd, v=7
PR PHSs 7J3-§!H @77'!7@3@ J\AaM@Fideﬂi) d.88 (AR 1H), 5.73 (d, J
m Xt ure was stlrre OVET NI at anbi ént "t enper at ure
thdfa I-dz;ricb-é)nﬁr?@t(eldJ|=n11HacUd>) 3He-2.98 (g, i), 199 ms2H), 1.25
S spgﬂged in DCM and neutralized by shaking wth
@’ﬁe NaHCO3. The organic | ayer was dried (MgSOH4),
filtered, and 48 WO 2005/012275 PCT/ US2004/ 009589
concentrated in vacuo to afford the title conpound (30

nigXAWMPLE Aol , 86%) .

o)
A/@iu\r\(j
= NH

O\l
F '

=S /.l
N/ /
5—N

Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-allyl-2-(piperidine-1-carbonyl)-
phenyl]-amide.

This compound was prepared as described in EXAMPLE 15 substituting
allyltributylstannane for tributylvinylstannane in Step A. TLC (silica gel, 3:1
EtOAc/hexanes): Ry = 0.53. MS (ESI): m/z 443 [M+H]", 465 [M+Na]’. HPLC
(reversed-phase): Rt = 9.63 min (single peak). "H NMR (400 MHz, CDCls):
(rotameric broadening) 8.94 (s, 1H), 8.22 (m, 2H), 7.65 (m, 1H), 7.45 (s, 1H),
6.98 (d, 13 Hz, 1H), 6.85 (d, J = 8 Hz, 1H), 5.93-5.79 (m, 1H), 5.06 {m, 2H),
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TLC (silica gel, EtQCAc): Rf = 0.42. M5 (ESI): nmlz 231
[ MtH] +, 253 [M+Na] +. C. Benzo[l 2

wepbdsicazi7azol e- 4- sul fonic aci d PCT/US2004/009589

f 2- (pi peri di ne-1-carbonyl)-5-vinyl - phenyll-am de.
43 @Ql(ar gsut f—&nzH) 23.283, Iger(bgtmw 57 0he2K$ 188 (b8 - A49).
) 5 was added to a solution’ of

2E@merr6al4amaly§;$ atcdatedder G211pMnQebn & 26:98eH 301, Nijl2.66;
(0 ) P=Ya]o Mo \VAQ We (0.016 m’, 0.20 nmol) in DCM
(@%ﬁlg@gbhsgkﬁ?@t u@%ﬁ@ | eft standi ng overnight at
anbi ent. tenperature. Then the volatiles were stripped
i n_vacuo and the resulting oil was taken up in 8 nL
EEXAMRIF 17washed with | N HCl. The organic |ayer was
dried (Myg4), filtered, 10 concentrated, and purified
on silicaljgel (MPLC, hexanes/EtQAc) to provide the
titl eecyfpond>(20 ng, 0.047 mmol, 36% . TLC (silica
gel , Et.QAc/ hexanes): Rf = 0.47. M5 (ESI): mz 429
[ MFH] +, 45“1‘[ Na] +. HPLC (reversed-phase): RT = 9.46
mn (si ffe_peak). 1H NVR (400 MHz, CDCl3):
(rotarrenQ: br oddeni ng) 8.95 (s, 1 H), 8.22 (m 2H),
7.68 (s, WH)y7.64 (d, J =7 15 H, 1 H, 7.08 (d, J
=8 Hz, 1 N7.06 (d, J =14 Hz, 1 H), 6.63 (m 1 H),
5.73 (d, J :13Hz 1 H, 529(d J =11 Hz, 1 H),
3Banzd1 %](madlam{)e-4 $u5®m; mpldz[lﬁ)ethyl-%plp(abdmeAH):arbonyl)
%Q%Elﬁ ON NHO'S 20 s-N

d?jt hi adi azol e- 4-sul fonic acid
[ Fo al éth‘ﬂed%dl@t'ld?%ﬂ Ainftey-4- \ﬁlﬂﬂ!@@rﬁbdld ac@hﬁﬁé{ﬂldmé@hﬂﬁe (100 mg,

Thi s compound re ared described in

sQ@thm@d Ingnetaang |5|naLd wagte@ldﬁdrféd e carbon (10 wt % 25 mg).

Aol T o o,

[ Mré‘%mxtuﬁiﬁﬁlab ¥ttded drthrolhCd Bteviaceeds phdls @hd dshcen®aed in
si ngl e peak)

(YaauereriRld kfeAdra- %QPN@Ele)c@pemdm-y%mggﬁqnﬁnezmhlch was

e pifondy Bapofurts (o 3mibp ety oBlhliioiphlie £ vigiinanone

Z\Mxh Sn@z M(Zcz%déshﬁbéa IIE’EWAWDEAB ODSéﬁﬂe canipdund, wals

(;Brgpam ?rlc;Pn the’ amhne (%% O S%I_R'nmojf) and 51 chlor’gz‘)ulfony?%,‘] ,3-
benzothiadiazole (181 mg, 0.78 mmol), and purlfled as decribed in EXAMPLE
15. TLC (silica gel, 3:1 EtOAcfhexanse): Ry = 0.32. MS (ESD:m/z-43% [N+ HT,

453 [M+Na]*. HPLC (reversed-phase): Ry = 9.52 min (single peak). 'H NMR

(400 MHz, CDCl3): (rotameric broadening) 8.95 (s, 1H), 8.21 (m, 2H), 7.65 (dd,
J=28.8,7Hz, 1H), 7.47 (d, J= 1.3 Hz, 1H), 6.95 (d, J = 7.8 Hz, 1H), 6.85 (dd, J
=7.9, 1.6 Hz, 1H), 3.14 (bs, 4H), 2.60 (m, 2H), 1.61 (m, 2H), 1.43 (bs, 4H),
1.17 (t, J = 7.6 Hz, 3H). Elemental analysis: calculated for C20H22N4O3S,, C
55.79, H 5.15, N 13.01; found C 55.44, H 5.50, N 12.62.
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El emental anal ysis: calculated for C21H22N4. 03S2, C
56.99, H 5.01, N 12.66; found C 56.60, H 5.40, N

wh2081255 EXAMPLE 17 O N ,& N H O S N S- NPCT/US2004/009589

Benzo[ 1, 2, 5] t hi adi azol e- 4- sul foni ¢ aci d

[@ngnngzg(plperldlne 1-carbonyl)- phenyl]-amde. To

a stirred solution of 2-nitro-4-vinylbenzoic, acid

pi peridine @nmide (100 ng, 10 0.39 mmol) in nethano
WALS ed Pd on carbon (10 wt % 25 ng). The

reacti ' re{was mai ntai ned under -1 atm H2 and

SHIT N7 The mixture was filtered through

rth and concentrated in vacuo to yield

(4-ethyl - 24ni phenyl ) - pi peri di n- 1-yl - net hanone,

whi ch was suykseguently reduced to

(2- ami no- 4- & hyl - phenyl ) - pi peri di n-1-yl - met hanone 15

with SnCl2. 2820 as described in EXAMPLE 5. The title

C s

R PR BEABAL SO0 B PR anbhy P Bropyi-

(ﬁhﬁhymanﬂae78 mmol ), and purified as decribed in

E%(IQQ/%)EPO}J%@ v}é%géesde{qéq(lz 3@ reduc@orlof % ?lyF'q’e.)Fl%[meOIC) a'cicFi{

[;NEE?JM? ﬁﬂﬁkﬁ %O@%gemt}@c@@e@ prorcgtdgr?ree gil gxﬂwﬂ% §7. TLC

bisiiad eyai, 8] EBO%/t(eaganiasH)Rf =80.20. (M$ (EB)) n7/z@§5([N’dH] 67

e p@iqilrﬁy%sgdﬁma(s%jﬂ =004 gin {sigolipe a‘} %1 08R (400

3Mil-|% (:lEﬁsla) Fbtarﬁe@@b(d‘ﬁde%mgg 81943@5 (1), 8@1 (rd, 21|?r) (7b@5 (dd, J =

I'ement al anal ySi's:
C&BCEIFbZt ditl)f 647CROHZ2NEI3S2, H)CG Fb(dr9,= A&Hz51HN6.82 (dd, J =

281 5157 e S Tiogo2es T e PRe2 Ty OS2 (m. 4k, 1.43

(bs, 4H), 0.87 (t, J = 7.3 Hz, 3H).

%

EXAMPLE 19

Benzo[1,2,5]thiadiazole-4-sulfonic acid [4-(piperidine-1-carbonyl)-biphenyl-3-
yll-amide.

A._3-Nitrobiphenyl-4-carboxylic acid piperidine amide. 4-Bromo-2-nitrobenzoic
acid piperidine amide (EXAMPLE 5; 100 mg, 0.32 mmol) and 2 M Na,CO3
(0.32 mL, 0.64 mmol, aqueous) were added to a solution of

tetrakis(triphenylphosphine) palladium(0) (15 mg, 0.013 mmol) in ethylene
glycol dimethyl ether (8 mL), and the reaction mixture was stirred for 15 min.

Phenylboronic acid (39 mg, 0.32 mmol) was added to the mixture, which was
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NHi oS/ N/ SN
Benzo[ 1, 2, 5] t hi adi azol e-4-sul fonic acid

w20(5pipesi di ne- 1- car bonyl ) - 5- propyl - phenyl ] - 2aTa8200%/009589

Thi's conpound was prepared via reduction of
ﬁhéh Inehtett 8 86'00FHZ 2 6, aﬂ\éjmlﬂm%ﬁ\hég 'cBoI%d"JIB‘ rQSrTﬁt%m erature,

escribed 1n the general procedure of EXAMPLE
(takém op igd0,mB:of mmw@mhed)vvltlﬂf\/ater@n@d)r|n@s '(iESbyganlc

%Zerg;'/?p%ﬁﬁl%(l\@g(ﬁ@r h{\%@ ?nd ?Ehﬂﬁéir?et&grsed g a%ﬁ?e:resulting

m& pugf (?& 6H%"Ilc‘é dlm Qﬂ@%@ %))/o BeR4dndsi15% E*)OA@ t%lylélmproduct

](69 ma'o 19H=mmos) 9B G aslhcza gel71 g E@A(;Rmeqane& 8Rs f@gﬁ4 JMS (ESI):
0 (b 4 2.52 J = 7.4 Hz,

zm?ﬂﬁ*@ﬂm %3)(’_?%"'%3; (123 (H)bs, 4I—I),(t0.87 (t, J =

i8 dYid PidefAdiNe dmidk> FNMNrobiphenyl-4-

radi azol e-4-sulfoni c acl

[Oﬂfk’@%éra ifl pipetidinerarieia (BOIMBHRAP mawl)was digsalyedan 1:1

MG EASSE 4k @Thtd P RE rilnBh o eThe

5m|x1LQ@ wWas stihré@ otsmiight 2 eintbidhtNar{peBatide (r%rﬁéoﬁﬂent@t&ﬂm
ueous) were added to a solution

t\é’fthle 3(& sy Wlb\wa% EHW@)d%n@@l\mﬁm@pevmhw by shaking
%@il?ﬂﬂé@ug Nl tﬁ%?egﬁlé’%ﬂe g)raggi Fé\/*' ('\ 4,hf|§pr%) and

e'reac |on
Rivmeghtrateehinovaatiodo @8@rdrthe mleBé’ormpnumd \(\B@ nagjcﬂ)ew mohe8%).
m xt ure, 1v\,hl ch Vas 51V\Df2005/ Q 275, 009589

ec

19 yﬂ %‘ﬁ%ée @ﬁ%%gl.ﬁﬁonyl 2,1,3- benzothiadiazole (50 mg, 0.21 mmol) was

added to a solution of 3-aminobiphenyl-4-carboxylic acid piperidine amide (60
mg, 0.21 mmol) and pyridine (0.025 ml, 0.32 mmol) in DCM (8 mL). The
mixture was left standing overnight at ambient temperature. Then the volatiles
were stripped in vacuo, and the resulting oil was taken up in 10 mL EtOAc and
washed with 1 N HCI. The organic layer was dried (MgSO,), filtered,
concentrated, and purified on silica gel (MPLC, hexanes/EtOAc) to provide the
title compound (80 mg, 0.17 mmol, 80%). TLC (silica gel, 1:1 EtOAc/hexanes):

= 0.38. MS (ESI): m/z 479 [vi+H]", 501 [M+Na]". HPLC (reversed-phase):
Rt = 10.02 min (single peak). 'H NMR (400 MHz, CDCls): (rotameric
broadening) 9.00 (s, 1H), 8.22 (m, 2H), 7.89 (d, J = 1.6 Hz, 1H), 7.65 (dd, J =
8.8, 7.0 Hz, 1H), 7.52 (m, 2H), 7.44 (m, 2H), 7.37 (m, 1H), 7.25 (m, 1H), 7.11
(d, J = 8.0 Hz, 1H), 3.22 (bs, 4H), 1.60 (m, 2H), 1.47 (bs, 4H).
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taken up in 10 nL of DCM and washed wth water and
brine. The organic |ayers were dried (MgSO4),
woibisazds and concentrated in vacuo. The resuPCTmg2004/009589
oil was purified on silica gel (MPLC, 85% hexanes/ 15%
Bt YOAmPLiF2gi el d product 5 (60 ng, 0.19 nmol). TLC
(silica gel, 1:1 Et OAc/ hexanes): Rf = 0.54. MsS (ESI):
mz 311 [ A +, 333 [M+Na] +. B.
DHTE 4- carboxylic acid piperidine am de.
3-Nitr phenyl - 4- carboxylic acid piperidine am de
p 0. 34 w0l ) was dissolved in 1:1 DCMEtQAc (8
1 and @ﬂ_@lz 2H20 (218 ng, 0.97 mmol) was added. The
10 m xt ur 'wWa irred overni ght at anbient
tenperature concentrated in vacuo. The resulting
oi I was sus’ﬁen/ ed in DCM and neutralized by shaki ng
with aqueouss‘l\'iéHCGS The organic | ayer was dried

(B! 1 e Ao RERNELRNG124 ARy o
Emmﬂy[]-]arﬁldﬁlt hi adi azol e-4-sul fonic acid .

i R o e B AP S erA hBBang >
rfGRHBsoMﬁfc a@é@'&dpﬁéhy%&ehiétédmrpétepA MS (ESI); m/z 469 M+H]

3-am nobi phenyl -'4- carboxylic acid piperidine am de (
M1 BMeNalmiIBLGrfeeveyssddpinase) 0RO 259,65 min. (Sgtepeak)i nH NMR

TP HE- ol op B e 0 B TS Y0 ¥ 0 e

S114) BOEU(d, U 8RO!Plz, SR 7.08 (& e ViBw(0) L 1B kAT UB (5, 1H),
i Et QA washe he orqanl C

|7a93r(dmés 819; 7I\@@®h)J =80 H@r éU) 6. Zﬂ)rﬂde«/\Fr?aZ &ty, 15)d6.48 (s,

fy Qn es/EtOAc) to
ARRCACLREE T ﬁ%@i%@%ﬁ’ﬁ@% A0, 17 ol | 30% .
TLC (silica gel, 1:1 EtOAc/ hexanes): Rf = 0. 38.
(ESIQPrmz 479-[ivi+H +,- 501 [ M+Na] +. HPLC
Pbhase): RT = 10.02 mn (single peak). 1H
NI\/R (400 Mg, CDCI3): (rotameric 25 broadening) 9.00
(s, 3122 (m 2H), 7.89 (d, J = 1.6 Hz, 1 H),
7.65 (@d rd N 8, 7.0 Hz, 1 H), 7.52 (m 2H), 7.44
- 3a(mW 1 H, 7.25 (m 1 H, 7.11 (d, J =
840 |Hz, .22 (bs, 4H), 1.60 (m 2H), 1.47 (bs,
012275 PCT/ US2004/ 009589 EXAMPLE 20 O

N 0 NH 005
) *‘“’“”N/ i
S_—

Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-furan-3-yl-2-(piperidine-1-carbonyl)-
phenyl]-amide.

This compound was prepared as described in EXAMPLE 19 substituting 3-
furylboronic acid for phenylboronic acid in Step A. MS (ESI): m/z 469 [M+H]",
491 [M+Na]". HPLC (reversed-phase): Rt = 9.49 min (single peak). "H NMR
(400 MHz, CDCl3): (rotameric broadening) 9.01 (s, 1H), 8.22 (m, 2H), 7.78 (d, J
=1.6 Hz, 1H), 7.73 (s, 1H), 7.65 (dd, J = 8.8, 7 Hz, 1H), 7.48 (t, J = 1.8, 1H),
7.14 (dd, J = 8.0, 1.6 Hz, 1H), 7.04 (d, J = 8.0 Hz, 1H), 6.65 (m, 1H), 3.15 (bs,
4H), 1.59 (m, 2H), 1.44 (bs, 4H).
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~ N~/ SN Benzo[1l, 2,5]thiadi azol e-4-sul fonic acid
[5-furan-2-yl-2-(piperidine-1-carbonyl) phenyl]-am de.

w6 2disig2oenpound was prepared as described i n BXAMUBLE4/009589

19 substituting 2- furylboi'o' nic acid for .
phenyl boronic acid in Step A. M5 (ESI): nlz 469
[ MtH] +, 491 [ MtNa] +. HPLC (reversed-phase): RT = 9.65
nEXAMBLIgP2 peak). 'H NVR (400 MHz, CDC13):
(rotamarlc@roadenl ng) 9.01 (s, I H, 8.26 (d, J =7.0
Hz, 1 H, 20(dJ 8.8 Hz, 1 H), 7.96 (s, 1 H),
] 3
9

Hz, 1 H, 7.49 (s, 1 H, 10 7.32
'7]05(d, J =80 H, 1H, 6.71 (d,
3 bs

‘ 748 (s, 1 H), 3.14 ( 4H), 1.5
2N, S 1. 450"\6 H. EXAWPLE 21 O CeNN H O -.
S—N 15 Bemzd 2, 5] t hi adi azol e- 4-sul fonic acid

[ 5-furan- 3- pi peri di ne- 1- car bonyl ) -

phenyl ] - am %‘g.l/\lThl s-conmpound was prepared as descri bed
in EXAMPLE 19 substituting 3- furylboronic acid for

Fﬁaﬁzd[b@ Bithiadiagbld-4-sulfbreo abid [ pigebidine- rﬂciarkél@r%ll) -5- thlophen-2-
H +, 491 [ MFNa] +. HPLC (reversed- phase)

rﬂlTPhﬁé‘Nﬂ'@”é' Beak). 1H NMR 20 (400 MHz, CDCL3)
(Tlg%%?ﬁ{ﬂoj;nw\ﬁqéjéﬂwzé%ci%ﬁb%sgﬁb}%& H'b(fﬁﬂlngE ;@(%%F%%ltmg 2-
sth&r§lborohiz,acld fdr pheng®otdnic acid ih. BeplA. H)'LC (gilitd get/d,:1
(EOARparissRi b 37 S Ebibgng rﬁ85z&r9*,9Hsz§Q}('\l@D§NaﬁH§ﬁPLC
NPV PMa8d R 5= BEH Hﬁ?%l@%@ﬁ? 'HEXMR L E0G R, oD Cls):
(rotameric broadening) 9.03 (s, 1H), 8.28 (d, J=7.0 Hz, 1H), 8.21 (d, /= 8.8
Hz, 1H), 7.90 (s, 1H), 7.68 (t, J = 8.0 Hz, 1H), 7.32 (m, 1H), 7.24 (m, 1H), 7.08
(m, 2H), 3.20 (bs, 4H), 1.61 (m, 2H), 1.47 (bs, 4H).

(d

J
(m

N

EXAMPLE 23
o |
g
/ NH
S | O:/,é i e
(@)
N" )
S—N

Benzo[1,2,5]thiadiazole-4-sulfonic acid [2-(piperidine-1-carbonyl)-5-thiophen-3-
yl-phenyl}-amide.

This compound was prepared as described in EXAMPLE 19 substituting 3-
thienylboronic acid for phenylboronic acid in Step A. TLC (silica gel, 1:1
EtOAc/hexanes): Ry = 0.33. MS (ESI): m/z 485 [M+H]", 507 [M+Na]’. HPLC
(reversed-phase): Rt = 9.82 min (single peak). "H NMR (400 MHz, CDCls):
(rotameric broadening) 9.01 (s, 1H), 8.23 (d, J=7.0 Hz, 1H), 8.21 (d, /= 8.8
Hz, 1H), 7.90 (s, 1H), 7.65 (t, J = 8.0 Hz, 1H), 7.47 (s, 1H), 7.39 (m, 1H), 7.32
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\ NHS o0OS N S-N Benzo[1, 2,5]thiadi azol e-4-sul fonic
acid [2-(piperidine-1-carbonyl)-5-thiophen-2- 5

we@hkeghenys] - ami de. Thi s conpound was prepared BET/US2004/009589
described in EXAMPLE 19 substituting 2- thienyl boronic

sy gy aﬁt@m S 127(b& 419), 1i H

R R R0y 7 0 ieguel UZToE N 28,20
[Wﬁ](bs 40% [ M-Na] +. HPLC (reversed phase) RT = 9.88
mn (single peak). 1H NWR (400 WHz, CDCI 3): 10
(rotaneric broadening) 9.03 (s, 1 H, 8.28 (d, J =
HzxXAMPHE 28. 21 (d, J = 8.8 Hz, 1 H, 7.90 (s, 1 H),
7.68 (t, J=80Hz, 1 H, 7.32. (m 1 H, 7.24 (m
H, 7.08 Ym 2H), 3.20 (bs, 4H), 1.61 (m 2H), 1.47
(bs, . MRLE 23 ON H/ N 15 SN

i pdi azol e-4-sul fonic acid

<1- car bonyl ) - 5-t hi ophen- 3-

yl - phen;@:}sa de. This conpound was prepared as
descri bedi @WLE 19 substituting 3- thienyl boronic

7.0
1

acid for ph oronic acid in Step A TLC (silica
gel, 1:1 20 Bf OAc/ hexanes): Rf = 0.33. M5 (ESlI): mz
485 [ MeH] +,5897 [ MrNa] +. HPLC (reversed- phase): RT =

R0 Py seRne) o P B oy
thenlyl]l-amlc®21 (d, J = 8.8 Hz, , 7.90 (s, 1 H,
{4 334ltsh of pepgpbloRElig bsibdsids 47&1&%%916%@%@ 2 (h{peyicine-1-
'(‘&arb@n ph@h Igahﬁlde EEQ/T(MFLE 2: 90 %@ Z‘erﬂéxm)was:gdzégolved in1:1
EtOAc/DCM (10 mL), and nCIQ'ZHZO ( 3 g, 10 mmol) was added. The
mixture was stirred overnight at ambient temperature then concentrated in
vacuo. The resulting oil was suspended in DCM and neutralized by shaking
with aqueous NaHCOj3;. The organic layer was dried (MgSO,), filtered, and
concentrated in vacuo to afford the title compound (69 mg, 1.7 mmol, 82%).
TLC (silica gel, 3:1 EtOAc/hexanes): R; = 0.42. MS (ESI): m/z 418 [M+H]", 440
[M+Na]". HPLC (reversed-phase): Rt = 8.15 min (single peak). 'H NMR (400
MHz, CDCls): (rotameric broadening) 9.80 (s, 1H), 8.40 (dd, J = 8.8 Hz, 1.0 Hz,
1H), 8.15 (dd, J = 7.0 Mz, 1.0 Hz, 1H), 7.82 (dd, J =8.8 Hz, 1.0 4z, 1H), .77
(d, J=8.4 Hz, 1H), 6.74 (d, J = 2.2 Hz, 1H), 6.19 (dd, J = 8.4 Hz, 2.3 Hz, 1H),
5.75 (d, J = 2.3 Hz, 2H), 2.96 (bs, 4H), 1.45 (bs, 2H), 1.24 (bs, 4H).
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\' I ENNHND OOs/ N~ 5 S-N Benzo[ 1;
2, 5]t hi adi azol e-4-sul fonic acid

wOB3e@rmimos 2- ( pi peri di ne-1-carbonyl ) - phenyl ] - arCUaIS2084/009589

sol uti on of benzo[ 1, 2,5]thiadi azol e-4-sul fonic acid
[ BEXAMIPRE 24 pi per i di ne-1- carbonyl)-phenyl ]-am de
(EXAMPLE 2; 90 ng, 2.0 mml) was dissolved in 1:1 10
Et OAc/ DCM (90 ni), and SnCl12.2H20 (2.3 g, 10 nmol) was
added. Fhe 'E:;je was stirred overni ght at anbi ent
en
d

t enper et concentrated in vacuo. The resulting
oi/ - 3sUSRA in DCM and neutralized by shaking
wit b aqueOug HCO3. The organic |ayer was dried

(MS™) , fb4t , and concentrated in vacuo to
afford the tixl e’conpound (69 ng, 1.7 nmol, 82% . 15
TLC (silicaNgell, 3:1 Et OAc/ hexanes): Rf = 0.42. M
(ESI): mz 438N MkH +, 440 [MNa]+. HPLC

R A D B G W

HpheBylpamidi, J = 8. 1.0 Hz 8. 15 (dd J =
b Bsotfebol g ety s i

prdithy Sflglpnian bty 14 2 o
1giaaial lasetmabid’(sanmva@aadeaz’zsz-awﬁéfﬁbm&anm@%r&'a (8 uL, 0.06

EXAVPLE 25 O N ON NH O S o -~
BEYRY)-1 The seadtiongnidigearas Baaﬂee‘!rtpd?&c Qifor 45 min after which it

g%&o??e{gfmﬁdﬁgnéte@?éggg{?% il’é\% S?éﬁ'i%rglwgs fakeh up in 4 mL of DCM

10 bamld ofashad ithhvatdr aZblecordasicl layeri wasigdrdoVéd, ailedpaRd purified by

15

20

preparative reversed-phase HPLC to afford the title compound (12 mg, 0.02
mmol, 43%). MS (ESI): m/z 468 [M+H]", 490 [M+Na]*. HPLC (reversed-
phase): Rt = 9.71 min (single peak). '"H NMR (400 MHz, CDCls): (rotameric
broadening) 9.15 (s, 1H), 8.26 (dd, J=7.0, 1.0 Hz, 1H), 8.22 (dd, /= 8.8, 1.0
Hz, 1H), 7.74 (d, J = 2.1 Hz, 1H), 7.67 (dd, J = 8.8, 7 Hz, 1H), 7.10 (d, J = 8.3
Hz, 1H), 7.05 (m, 3H), 6.35 (t, J = 2.2 Hz, 2H), 3.23 (bs, 4H), 1.61 (m, 2H), 1.48
(bs, 4H).

EXAMPLE 26
0]
N
N NH
O:é
O// Kj
N7 ]
S—N

Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-dimethylamino-2-(piperidine-1-
carbonyl)-phenyl]-amide. "
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25

(pi peridi ne-1-carbonyl)-phenyl]-am de (EXAVPLE 24; 25
nmg, 0.06 mmol) in glacial acetic acid (3 nL) was

wadast1275- di met hoxyt et rahydrof uran (8 UL, 0. 08CTSRI0¥/009589

The reaction m xture was heated to 120 C for 45 mn

af'é arstineidaddlition veSers@M oG iNadiagie sy HEl. [5Hifino-2-
m xture was taken up in 4 m of DCM 10 and washed with

vigiraridingnd- C@rl@@fml):phqysé}amée (VB E 241 3mgaRd72 mmol) in

A0 AR R RERL), VRg < REI8ARRRRATSTD: T i FEafion

E@Tddl%%aﬁa%bﬂ)rbhsﬁﬁg? ([g%ﬁﬂ O%‘lﬁhﬁo N&bﬂgéﬁoc%ﬁ/géacmﬁcg%qh The

(rre@phmmmture)waa@érreddpr 8. m@t roem mnH)eraBJrQa 1(McNaO -was

ﬁ(%df(}%ldl%ll'jﬁe_ salu?z)p@eciu%ﬁ)( gggc ;ﬁtag-ra%uié mp%slt%kgg ulqiin }_I%CM

H)”nL) 7an7€0wé§hed]wﬁh§vé§§r é%d biink) ;Thé. aﬁmla)%')wa@ré?rﬁoﬂéd dried,
, s,

( @ﬁ»d p@p{)ed EV(AM@‘Z\@ f@erﬁed E?HEQ\IHHLIQ tociﬁpfg thmiltlep@mpound
TR P ) USRS Ao AT RE68 ey, L

c(ae\kmeadi )ohabe)ﬂ%k am4dmin (iﬁn@d‘@p%@&ﬁ/ MNMIE (400 MHz, CDCls):
PCT/ US2004/ 009589 To a stirred s
bépizarericRropdaniag) 8451 @. 4548 ?&(ﬂg 'Zci7d0 bﬁdﬂ; ndi»8.18 (dd, J

(Pigpery C n L LE724

0 0%, o Sep, PERT8Y { g ng 1®‘9W Rl
a8leeddf sFrial dehyids, 6 261(dai-8.73 265 kapliH), 3.46ds, u¢h1) 295 (s, 6H),
c oborohydri de ( ng, 1.08 mmol) and acetic acid
(iggL(ﬁn ?’B géfzr(@%uc‘l n mxture was stirred for 3 h at
roomtenperature. 1 M NaOH was added until the

sol ution becane basic. The m xture was taken up in DCM
(BEXAMBLE @dd washed with water and brine. The organic

| ayer was renoved, dried, and purified by preparative
rever sed- phase PLC to afford the title conmpound - (8

ng, 0.02 AN M5 (ESI): mlz 446 [ M+H] +, 468
[ MENa] +. reversed-phase): RT = 9.14 mn
( e Meak Sl NHH VR (400 MHz, CDCI 3):
8’8
N//
s—N

Benzo[1,2,5]thiadiazole-4-sulfonic acid 15-(cyclohexylmethyl-aminoj-2-
(piperidine-1-carbonyl)-phenyl]-amide.

To a stirred solution of benzo[1,2,5]thiadiazole-4-sulfonic acid [5-amino-2-
(piperidine-1-carbonyl)-phenyl]-amide (EXAMPLE 24; 50 mg, 0.12 mmol) in
dichloroethane (4 mL) was added cyclohexanecarboxaldehyde (43 pL, 0.36
mmol), followed by sodium triacetoxyborohydride (50 mg, 0.24 mmol). The
reaction mixture was stirred for 12 h at room temperature. 1 M NaOH was
added until the solution became basic. The mixture was taken up in 5 mL of
DCM and washed with water and aqueous NaHCOj3;. The organic layer was
removed, dried, and purified by preparative reversed-phase HPLC to afford the
title compound (20 mg, 0.04 mmol, 33%). MS (ESI): m/z 514 [M+H]", 536
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- — concentrated agueous NH4OH (15 mL) were adaeq, aiid tiie mixiure was™ ~

25

(rotaneric broadening) 9.61 (s, 1 H), 8.22 (dd, J =
7.0, 1.0 Hz, 1 H), 8.18 (dd, J =8.8, 1.0 Hz, 1 H,

w@208/002d5 J = 8.8, 7.0 Hz, 1 H, 6.95 (d, J =PTTW@S24/609589

Hz, 1H, ,6.90 (d, J=87H, 1H, 6.26 (dd, 8.7,
r\5+rkﬂa} 1—IFH)C (n%vbfse(osphélé@) R2 =9f0. Qs,muﬁ lnglelp&ﬁk)(ﬁHNMR (400
m 4H). 15 EXAMPLE 27 0 H Qos
HLCQ@M BeoiarOplic Droadeing) %36 (e- 1HLL S0 f‘iﬂnJc- 868,d.0 Hz,

L
S BA M) =2 g6 0= 23
ST H, /&5 $6d, W & 805,013 ben 6] 43215(]1’@ mwxﬂzm &A= sl H@n;zrq) 1.74

acid_[5- pprldlne carbo enyl ] -am de
s L GRS Y N
nm.) was added cycl ohexanecar boxal dehyde (43 L, 0. 36
mmol ), followed by sodiumtriacetoxyborohydri de (50
ngXAMRME @8ol ). The reaction mixture was stirred for
12 h at r%omtenperature 1 M NaOH was 25 added unti |
t he sol utijon becane basic. The m xture was taken up in
DCh d washed wth water and aqueous NaHCGCS.

ic|layer was renoved, dried, and purified by
<( |\NHr vVer sed- phase HPLC to afford the title-
0.04 mvol, 33%. M5 (ESI): mz 514
O 2005/ 012275 PCT/ US2004/ 009589

:}ﬁ’ ever sed- phase): RT = 10.93 nmin (single
peak) . 1 I\l (4000 MHz, CDCI3): (rotamaric
broadenlng) ‘9. 36 (s, 1H) 8.20 (dd, J 8.8, 7.0 Hz,
ZB‘éan[‘l @S]delaa(‘lolé ﬁsﬁlfoﬂlc%cldliﬁ r%etﬁyls@fa%gl Qgplpérlaln%-&
scajboay ph@nyl}am)ldes 21 (m 4H) 2. 9o (d, J = 6.7 Hz,

! . itk gt |8 (égdlérﬁ)mtri%e 678 mg,

4.0 mmol) in water (2 mL) was added dropWIse to a stirred solution of water (15
mL), concentrated HCI (1 mL), and 4-amino-2-nitrobenzoic acid piperidine
amide (EXAMPLE 2; 1.0 g, 4.0 mmol) in THF (7 mL) at 0 °C. The reaction
mixture was stirred at 0 °C for 20 min, after which O-ethyixanthic acid was

added. The mixture was stirred at 0 °C for 15 min, gradually heated to 60 °C,

then cooled to room temperature and stirred for 2 h. 1,4-Dioxane (15 mL) and

stirred at room temperature for 2 h. 1 N HCI was added until the solution was
neutral to pH paper. The reaction mixture was taken up in 40 mL DCM and
washed with water. The organic layer was dried (MgSQ,), filtered,
concentrated, and purified on silica gel (MPLC, hexanes/EtOAc) to provide the
titte compound (210 mg, 0.89 mmol, 22%). TLC (silica gel, EtOAc): R; = 0.37.
MS (ESI): m/z 267 [M+H]", 289 [M+Na]".

B. 4-Methylthio-2-nitrobenzoic acid piperidine amide. To a stirred solution of

4-mercapto-2-nitrobenzoic acid piperidine amide (50 mg, 0.19 mmol) and
sodium hydride (5 mg, 0.21 mmol) in DMF (4 mL), was added iodomethane
(0.013 mL, 0.21 mmol). The reaction mixture was stirred at room temperature
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25

_"S\N NHOCs / N S-N
Benzo[ 1, 2, 5] t hi adi azol e-4-sul fonic acid

w30ty sul f anyl - 2- (pi peridine-1- 10 PCT/US2004/009589

car bonyl ) - phenyl ] -am de. A. 4-Mercapto-2-nitrobenzoic

ardrcl IptHsT faftbA®) mmmLQﬁCEtmdlaﬁid Washéd WithWater 4 THe organlc
in water nm.) -was added dropwi se to a stirred

sl@wat Vah d@edWMge%O<);L terad) and eprResitraied én Waruq o affgrd the title
It

BtpR 6% i o T2 BN KTl T Rl Seyr§oRCh Re= o

r €éad-Antind-4- rﬂbﬁﬁﬁﬁthbbﬁﬂ@o@tad id Q%e&tjlrﬁs éinfdéi Z?-@/Iémj?lthio-z-
after which O et xanthic acl d was
nnu‘(rpbeezma@cgi mlpeeamstarold@ (BamaP. ﬂﬁrﬁnm@i)a/msamsyolved in 1:1

PEMEIORS 16 57, ahUFGIRZLEE (194D RRRRicH ek pfdi e

am»&ortsswalt-léﬁlrbd byemightvatraen ladnleuemwrdtdre ItI@em ﬁomeﬁtfated in
I nias- stirred at roomtenperature for

WERCUR e (RRUlting ‘PI'EW§§ [SUEPORIgEAE Q@'Vh@'i]@ msutrﬁbzqﬂw shaking
oAU ORI o 8P RS0, g
(ddySShratdd Int eace, to afmndet}m nﬁ& edmpanrld (8o gﬁg E(ﬂmmmol, 98%).
Et t r t tit
Sttrégﬁ'}igg@?ég:%c) |, 2;?%) oTECO\(HS| |el caegel I ©
EI!‘)O‘B@nzoRc 25 t%é’d?azol«k/-@ d E@n)c g&'ﬁ .
p@égnﬂjﬂb_aﬁ_aﬁm_a' o4eC!$IDrasuda‘dn;3|e'I 4t3-benzdthiadiazole (45 mg, 0.19

T8 Brigel QRO G 2Ry PO hs G A piperidine
| é\ﬂﬁ)ﬁ%m@ 16"mﬁ10¢ﬁéﬁijpyt‘i’(ﬂﬁ§‘%‘© bagemL(@zalrﬁrrma in®EH (5 mL).

The reaction m xture was stirred at room

t B E1eUIe wasdefnetarolisy overnight BCaMbsaUdepessees. Then the

hvélgt%s%nﬁeg ed /n]!%gyé,r 86\%@ Ics(ggn%’\;g@gf ?al%’%q l[l%l,neao mL

ammm@anemasabadmtwwam lTﬁe&\jc @lﬁld Ié Wad Hed (MgSO4)
conpound (35 0.12 mol , S|I|ca gel

ey Cméfcentrg?@s and, PLEﬁ'Rﬁ]%S'hC&@@HM wolb@waéEté};Aﬂ to
per@fde h@%tl@'ﬂoﬁi@p?@m%étqgéﬁmhdﬂ IR e@égi(&ngg Iggl EtOAc):

peri
1Rf1- 032V RSQHES ||:6m42l449 fAheHBNCAR [NMHRE] ( MRLmrev@r@e?d -phase):

o e e R AL BERT Pl

broadening) 9.13 (s, 1H), 8.22 (in, 2iH), 7.66 (dd, J = 8.8, 7.0 HZ,"TH),7.50 (4, =~

J=1.8Hz, 1H), 6.94 (d, J = 8.2 Hz, 1H), 6.85 (dd, J = 8.2, 1.8 Hz, 1H), 3.17
(bs, 4H), 2.45 (s, 3H), 1.61 (m, 2H), 1.43 (bs, 4H).
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vacuo. The resulting oil was suspended in DCM and
neutralized by shaking w th aqueous NaHCO3. The

wonrgamizz7sayer was dried (MgSO4), filtered, an#CTMS2004/009589

10

15

20

concentrated in vacue to -afford the title conpound (30
NEIX A 98% . TLC (silica gel, EtOAc): Rf =
0. 486)/"3}){'2E %g‘r)]zol |, 2, 51t hi adi azol e- 4- suI fonic acid

-2- (pi peridine-|I.--

-am' de. 4-Ch ‘

,|3- benzot hi adi azol e (45 ng, 0.19

3Sgl 0 a solution of

2- am no- 4emet hyl t hi obenzoi ¢ aci d pi peridine 15 ani de
(40 ng, 0. & ) and pyridine (0.019 nL, 0.24 muol)
in DCM (5 ni)} he m xture was | eft standing

over ni ght atN'ambi ent tenperature. Then the volatiles
were stri ppe@ Nn vacuo, and the resulting oil was

A1 e £ Bl Diband e

CEHTBERYIY- Ehgdw -anfdgurified on silica gel (MPLC
hexanes/ tOAc; to 20 provide the title colgound (30

nghis gopwpungovas areparedpe desciiped inyeKAME?ldpep: subsfituting
'Pgél%tPgﬁﬁ(fgﬁaseSﬁEtﬁ?{‘ 491 é&%}"% ST L‘/(|37(Js I[cwr%%?] 31 Iﬁq&/q?_)'(anes) Ry

NNB Z5401018|\(PEZSI) GGl B3 [M+ief 485 [M+Nh; oadléhCr(gs)ve@séxﬁphase) Rr

Hz 9. 6@ n]ln é rggrjlgrp{e@k% JI' l lW@ (498 ?\{[ISI CDélgg Al r?t@me:pc_brgagenmg)
d N Y >

f%ogJ( ::BH é%%(r? §H§37 66?d8 J 2 888HZO Hz "h@ ?514 (d, 9% 1.7 Hz,

594){\@ %O:S/JHBZYEIZPGW @528 (dd, 009589, 1 E)HWHU:H 2d 60(blsl\|4H) 2.97

al :\IQ@G%%WS%IS ’angffésg[ é!)p%ﬂ4d$nzgf‘5ﬂz 3F)° sul fonic

carbonyl ) - phenyl]-am de. 5 This conpound was prepared
as described in EXAMPLE 28 substituting iodoethane
fBXAMItdn80hane in Step B. TLC (silica gel, 3:1

Et OAc/ hexanes),: Rf = 0.25. Ms (ESI): mz 463 [ MtH| +,
485 [ M+Na] +. HPLC (reversed-phase): RT

Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-isobutylsulfanyl-2-(piperidine-1-
carbonyl)-phenyl]-amide.

This compound was prepared as described in EXAMPLE 28 substituting
isobutyliodide for iodomethane in Step B. MS (ESI): m/z 491 [M+H]", 513
[M+Na]". HPLC (reversed-phase): Rt = 10.40 min (single peak). 'HNMR (400
MHz, CDCls): (rotameric broadening) 9.09 (s, 1H), 8.23 (s, 1H), 8.21 (d, /=2.8
Hz, 1H), 7.66 (dd, J = 8.8, 7.0 Hz, 1H), 7.54 (d, J = 1.6 Hz, 1H), 6.89 (m, 2H),
3.16 (bs, 4H), 2.78 (d, J = 6.8 Hz, 2H), 1.88 (m, 1H), 1.59 (m, 2H), 1.43 (bs,
4H) 1.04 (d, J = 6.7 Hz, 6H). ‘
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= 9.66 mn (single peak). 1H NWR (400 WMHz, CDC13):
(rotameric broadening) 9.09 (s, 1 H, 822 (m 2H),

wé206/002d5 J = 8.8, 7.0 Hz, 1 H), 7.54 (d, J =PAT/USkN4/009589

101 H, 6.93 (d, J =8.0 Hz, 1 H, 6.88 (dd, J = 8.1,
1.8 Hz, 1 H), 3.16 (bs, 4H), 2.97 (m 2H), 1.59 (m
2H), 1.43 (bs, 4H), 1.34 (t, J = 7.4 Hz, 3H) . EXAWMPLE
3BXAMPLERS\ | , 1 oS SN 15

Benzo[ 1, 2, 5] t hi gdi azol e- 4-sul fonic acid

[ 5-i sobutyl sul fanyl - 2- (pi peri di ne-1-

car bonyl) - ["inany de. This conpound was prepared as
desgri hed LE) 28 substituting isobutyliodide
f@g&)ﬁet aneNiin~Step B. M5 (ESI): mz 491 [ MtH| +,

[ MeNa] +. OFR rever sed- phase): RT = 10.40 mn
(single peak).O1 (400 20 MHz, CDCI3): (rotaneric
broadeni ng) 9.09ts+ 1 H), 8.23 (s, 1 H), 8.21 (d, J =
2.8 Hz, 1 H, 466 (dd, J =8.8, 7.0 Hz, 1 H), 7.54
(d, J=1.6 Hz, 1 M, 6.89 (m 2H), 3.16 (bs, 4H),
ZBéﬁzcﬁ[dl 2,9]thia6ia@oldz4-sRlfpnic acRB[5¢ !ﬁenzlylérl)lfanill-é&%ibmidﬁéﬂ-

EPE?X'E’E”?‘F}%%}T&;OOM 089;88 7EI>_(|ZAI\/P(L5E 31 ONo S NHO
Whl%owmgé %r a?la&'é's&lﬂé FIBJ_sq il E%MﬁDEQSaQ}B%tItutlng

- benz nyl - pl peri
cemzytlyromigkd éonyibflomethime ﬁﬁrStepcB)niSbGr(dlllma@eprBepar ed as

EIOA BTG - oS et Y nur Bl SadTUNET . HeLe
g(fdrj 58 Nfl‘ié%é?_' REE 18.2% dén (M1 pekk). M AMRI4b0WlZ: cDCly):
(rotamerlc E)roademng)905 (s, 1H), 8.19 (dd, J = 8.8, 1.0 Hz, 1H), 8.09 (dd, J
=7.0, 1.0 Hz, 1H), 7.59 (m, 2H), 7.35-7.28 (m, 5H), 6.91-6.86 (m, 2H), 4.21
(s, 2H), 3.15 (bs, 4H), 1.59 (m, 2H), 1.37 (m, 4H).

EXAMPLE 32

0]
d@
5C TI\IH
O=g

| B + ¢ eemmr

N7 !
s-N
Benzol[1,2,5]thiadiazole-4-sulfonic acid [2-(piperidine-1-carbonyl)-5-
trifluoromethyl-phenyl}-amide.

A. 2-Nitro-4-trifluoromethylbenzoic acid piperidine amide. To a solution of 2-

nitro-4-trifluoromethylbenzoic acid (1.1 g, 4.7 mmol) in acetonitrile (20 mL) was
added piperidine (0.42 mL, 4.3 mmol) followed by 1-(3-dimethylaminopropyl)-3-
ethylcarbodiimide hydrochloride (EDC) (0.98 g, 5.1 mmol) and DMF (2 mL).
The mixture was stirred at ambient temperature overnight, then was diluted

with EtOAc and washed repeatedly with 1 N agueous NaOH then brine. The
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(reversed-phase): RT = 10.24 mn (single peak). 1H NWR
(400 MHz, CDC13): 10 (rotameric broadening) 9.05 (s, 1

weolRpos81495 ( dd, J =8.8, 1.0 Hz, 1 H), 8. 09 (ddpCi/US2004/009589

1.0, 1.0 1, 10, 7.9 (m 2H), 7.35-7.28 (m S5H),
Q)raém@ I%r(@s ?Il—&d Slﬁa%b Mg?_r% %né; Bﬂlﬁlfci:é@ég é‘ﬂlﬁhgé gl@l@’cljc,
MI%)@E_eSLERDABQItthchB Biet it 2 alvehite- salidf (O T ga2.68 mmol,
Lo P DG SRS o) et BROKgkieganesy: Ri=0.60. MS (ESI): m/z 303

%NN'H]" 325 fM+fihpor onet hyl benzoi ¢ acid pi peridine
rB To a solution of 2— _

oS lr)?n;caé.aswe%bs@ﬁ‘@e@n@%ﬂ@wacﬁsa' G oo
ah 2vs omMAOAE @%h{%@@ﬁ@ymgd A of 8. @mmﬁwés added.

nmol ) and DVF . The m xture was stirred
a'Fhﬁ eturecype stirrad @ veuught ajlembientieneeratire dhen conwrttrated in

TS e BRI SIOREE el B oL B RS Stiking

qnmaq@ed)@/ REHEG;. dThedrddNi2B0é) waEldrie@fé&%AS@I)dflltered

purified on silica gel (MPLC hexanes/

msa@atq%armrpuréﬂ on siisatae! GUPLE. (E@Oi\gl@xaoegiopﬁm 70%) to

@«Q I[__ig-lig'lgtl ! Joggg)uglﬁﬁﬁ_#mﬂwtgzsgﬁ? ‘i‘ﬁg?ﬁw a8 Bmd1, 96%). TLC

Asifiod iget, 4+ 1 BtOAetTexambsly IRy en.65c MSi(ESPL mi’z QdB e+H]", 295
if +2-Nitro-4- trifluoronethyl ben20| c acid
3% Aldi ne amde(O 19 g, 0.63 mml) was di ssolved in

v ‘ ' at
‘ anfbwcanmettbvﬂ'ﬂd”renvmamrdhem 6btm:e$mlfcmybﬂ 1| B\-bemaothnndlé’itée (0.063

305 8 e Bk PR A o s
A iy s v
DCM (1. mL) The mixture was left standing overnlght at ambient
temperature. Then the volatiles were stripped in vacuo, and the resulting oil
was taken up in EtOAc (10 mL) and washed with 1 N HCI. The organic layer
was removed, dried and purified by preparative reversed-phase HPLC to afford
the title compouna as a white foam (46 mg, 0.098 mmol, 36%). vS (ESI): n/z
471 [M+HT', 493 [M+Na]". H NMR (400 MHz, CDClI3): (rotameric broadening)
8.86 (bs, 1H), 8.28 (dd, J=7.0, 1.0 Hz, 1H), 8.24 (dd J = 8.8, 1.0 Hz, 1H), 7.93
(s, 1H), 7.70 (dd, J = 8.8, 7.0 Hz, 1H), 7.30 (m, 1H), 7.18 (d, J = 8.0 Hz, 1H),
3.49-3.44 (bs, 2H), 3.02-2.96 (bs, 2H), 1.62 (bs, 2H), 1.53—1.25 (bs, 4H).
Elemental analysis: calculated for C4gH47F3N4O3S,, C 48.50, H 3.64, N 11.91;
found C 48.69, H 3.43, N 11.93.
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provide the title conpound as a white solid (130 ny,
0.48 mmol, 76%. TLC (silica gel, 1.1 EtOAc/ hexanes):
weR005/00265. M5 (ESI): mz 273 [ MtH +, 295 [ MtRaTAIS14/009589
C. Benzo[ 1, 2,5]thiadi azol e-4-sul fonic acid
[ExARiFer 8gi ne- 1- car bonyl ) - 5-
trifluoronethyl-phenyll-am de.
uI fonyl -2, 1, 3- benzot hi adi azol e (0.063 g,

added to a sol ution of
%zibluoronethylbenzoic acid piperidine
[ ohe ng, 0.26 mmol) and pyridine (0.030 nm,
O 36 mm% in DCM (1.5 nL). The m xture was |eft
standi ngf 9% i ght at anbient 20 tenperature. Then the
vol atiles were stripped in vacuo, and the resulting

oi | vvasN aken up in EtOAc (10 nL) and washed with 1 N
HCl . The S)T'&anl c layer was renoved, dried and

P AL XpR S bo RS g e
aﬂﬂ@xylrﬁwESl) mz 471 [MrH +, 493 [M+Na] +. 1H NVR

5 ( 1 ccl\)/glkp@g(r%ggl/@ss) gresga%cggg rfllegcrk}féé)c? d?ﬂyen r%j‘lu%io%gﬁ%j agglog in

" PR S8 subsilind 2%y Sudrobletyfodedid feighor 2ife-4-

I-lmfluoranm#l)'ﬂbénzcﬁlbsapld2th)Stea AOZHE’LQB(réVmseQW,asé 162 £ B30 min

T5inols aea 18 (ESDLm e s dlT® BBt SRR (400 MHz,

Q6
SRRy el brtfdetnabedeiss. MR agUST G oz TH),

10 NP23 SJ 88,8z [0 H2, i), . Bdl{dcof e848 SU0 HmilH)atid (dd I 10.8,

p 112 S Coe e e apad et e BEH sl 3 16,28 L5 ., 1h)

t3 p6.l3upy gc;@ulml 1822 gg (mn 2r§XAMI?L(Es32H§UE@méMb| Aflysis:
2-nitro-4-fl uoromsth benzoic acid 2-nit
calculated for C13H17FN4O382, C51.42, H4.08, N 13 32; found C 51.12, H

4.01, N 13.17.

15

EXAMPLE 34
cl O

N-SNH

Benzo[1,2,5]thiadiazole-4-sulfonic acid [3-chloro-2-(piperidine-1-carbonyl)-
phenyl]-amide.

20 To a solution of 2-amino-6-chlorobenzoic acid (1.2 g, 7.0 mmol) in acetonitrile
(17 mL) was added piperidine (0.63 mL, 6.3 mmol) followed by EDC (1.46 g,
7.6 mmol) and DMF (21 mL). The mixture was stirred at ambient temperature
overnight. An additional 20 mol% piperidine and EDC was added, and the
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trifluoromethyl benzoic acid in Step A HPLC
(reversed-phase): RT = 9.30 mn (single peak). M

WOBSI5)012216 2421 [ MrH] +, 443 [ MENa] +. ' H NVR ( 408CKAE&2004/009589

CDCI 3): (rotameric broadening) 9.18 (bs, 1 H), 8.29

(@@ictldn mbdufs w!as%tll'r'éd 3lh H)Thelrﬁlxﬁjr&i/véﬁdllule& vﬁtlﬁEtGA@and
1 H, 7.70 (d 7.0 Hz, 1 H), 7.41 (dd,

—quhegi repgaiedly W|tm 1|-N NaObIsthgﬂdpnn@ ey e @rgapicllayer was drled

’gﬂ)\lazgw fHiRgt, afdg)}ﬁkf%d %&:c g%%f\%@gé ﬁ%an%{%@ﬁﬁq 2%% to

aregoy o providwaminoas-efidrobefiZditiddidNiPSTdine Gnhide4d a Whlte solid
4.08, N 13.32; found C51.12, H 4.01, N13.17. 15

HRAPg ks which wasuseqidingetly inthepextegaction. The title compound was
I
[72ERIet: fodl e PARrbdht: BOR sfipéRifie amide (69.mo. 45

Tmmnl)s dl-cmlomsuwénﬂ-amme@mﬂnbdiaabmm| mga8.28 rhdo?) gnd

p%@m 4@3? C?%Hééﬁe%ﬁ%%;rif@ 2% ac ﬂaﬁobD@MMEéE 32,

t
3P R PR (S o AL P
rfiV9 i 4697461 id-+Nall . EPONME (4001 bHz, amctgh@ %(GMDJ 3:3,1.0

Tt I BT ettt B20d ) 1 S Wk TP 2T 72 H.

| h _
Wa§ Q%ffﬂz:;@ﬁﬁdwmm AH I\?gg &§99°1'8‘¢A4£—W¢40? 7.10(dd, J =

organi c er was dried S filtere
pdi fi0edz,otH)E i3l 670(3mg13IH) @B 0N, nHXd%léé/(ﬂ,G)b:b 3.02%m,d H), 1.65

70%) p n1no 6- chl or obenzoi ¢ aci d pi peri di ne
G#cﬁﬁ%g‘gf&ﬂ SO|Id 5 (0.21 g), which was used
directly in the next reaction. The title conpound was
regared from am no-6-chl orobenzoi c acid pi peridine
d9ng, 0.25 mmol),
4- chlorQ§quonyI 2,1, 3-benzot hi adi azol e (61 ng, 0.26
ngvl) angd pyridine (0.031 nm., 0.38 mmol), and
a5 described in EXAMPLE 32. HPLC
r= 2 phase): RT = 9.15 mn (single peak). M

Benzo[1,2,5]thiadiazole 4 sv¥onic acid [4,5-dibromo-2-(pipsridine-i-carbonyi)-
phenyll-amide.
A. [5-Nitro-2-(piperidine-1-carbonyl)-phenyl]-carbamic acid tert-butyl ester. To

a solution of 2-amino-4-nitrobenzoic acid piperidine amide (EXAMPLE 2;

0.73 g, 2.9 mmol) in dry DMF (5 mL) was added triethylamine (TEA) (0.40 mL,
2.9 mmol) followed by di-f-butyldicarbonate (0.70 g, 3.2 mmol). After 24 h, an
additional 0.45 g di--butyldicarbonate was added, and the mixture was heated
gently at 50 °C. The reaction was monitored by TLC. Volatiles were removed
in vacuo, and the resulting oil was purified on silica gel (MPLC, hexanes/EtOAc
10% to 70%) to afford the desired Boc-protected aniline (0.35 g, 1.0 mmol,
34%). MS (ESI): pos. ion m/z 372 [M+Na]*, neg. ion m/z 348 [M-H]. 'H NMR
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10 [ M¥H] +, 459/ 461 [M+Na]+. 1H NVR (400 MHz, CDCl 3):
8.24 (dd, J = 3.3, 1.0 1 H, 8.23 (dd, J = 1.6,

|_|Zl
wa.2005k22273 H), 7.71 (s, 1 H), 7.68 (dd, J = 8. PCT/S2004/009589
= 8

Hz, 1 H, 7.31 (dd, J .1, 1.0 Hz, 1 H), 7.16 (dd,
3(4%)0&\/1[112 éDle;'.Zg.oh é“nHi,lﬂkg ((Q,d1H)]7E§B (Jdd H)Qahize éH'z') 1H),

13 Fl}S (bm Q&B—I) 3:313 (BH),,ZH), 4262((rlnm ]3I-H-)), 1 &75 MJH’LEI 5555(8 @H)

Pk ofigs-ﬁﬁ&o 29} ;%rldilﬁeN' &ér‘boﬁyl@@hl@ﬁylg) bﬂ%nllc aC|d tert butyl

-car bon carbamc acid tert ester. To
aesier (1. 16@ 6f462mmﬁl)1m-ethan®lr(8tmh)z @oatamlng 1p411¢eclpbemdlene

DL gt P ot Fenef oathgh (G Yt 0.6220 e ey ek

f oldraigpel we@botecmus\ﬂeﬁsmr\b@@ﬂﬁ@remhﬁdhg% digtotn#68Yus- earth,
After 24 h, an additional 0.45

dand cenegnt@tedimvacite The cwt@e@rodaﬁtjwaﬁ ®unfisd gnesilggasgel
b@ﬁﬁ{@ ARty ¢t¥)£& 169, & 5075}‘&6 SRk deatﬂe%ﬁhr@% %%roﬂg (0.050 g,

es were renov vacuo, and

redelrmmog 34%). WIS (IKEBI) fm,QCBZW[I\MH] 03424{5M+(\INFL661 [2M+Na]+ H
hexanes/ Et OAc _ 10% e ir
My (Mg CQQIB) §e5?( 6)83@"@ 7 §2db$mw 244, J /8.2 Hz, 1H),

(%?F-’q) (bdPy W/%EAW%%&@M‘@H?%@%%g 061 fBotgy 142 (e

(QIG))I\/HZ,CDCIS):QOS(S 1H) 7.91 (s, 1H) 786
8.2 , 3.(b 2 3.
. i 3 i imig lﬂCld Ert butyl

'téF” ﬂﬁ o%eﬁQir rr‘o@hﬁ%cﬁfo‘?ﬁﬁ?&@Wa)s pQ?&é‘(Y Wlth%ﬂ@@éﬂ &nd charged

tert- uty est er ution
[\Eutlm iGuBs2 10.040 ge 0i @ mendl) sad Iaohydrpupimmqltrdm((bémmlc

0.16 th I

(Bulye Ay G 02g TRl 2 2b cnapbilien added TR Sl snd it
neRlolio A AFlxiOFe MasCRIORAIN(AS with Hrrify . ORR AindB@S(piysdrldived-
carbonyl)-phenyl}-carbamic acid tert-butyl ester (0.040 g, 0.13 mmol) was

added in small portions over 5 min. The reaction mixture was allowed to warm
slowly to ambient temperature over 6.5 h then was partitioned between water
and EtOAc. The aqueous layer was extracted with EtOAc (2x), and the
conined organic iayérs were washed Wit brine and dried (NazS0,4). The
crude product was purified on silica gel (MPLC, hexanes/EtOAc 10% to 30%)
to provide the dibromo arene as an oil (0.016 g, 0.035 mmol, 30%). MS (ESI):
neg. ion m/z 459/461/463 [M-HJ. "H NMR (400 MHz, CDCls): 8.55 (s, 1H),
7.88 (bs, 1H), 7.38 (s, 1H), 3.56 (bs, 4H), 1.70 (m, 3H), 1.60 (m, 3H), 1.49 (s,
9H).

D. Benzo[1,2,5]thiadiazole-4-sulfonic acid [4,5-dibromo-2-(piperidine-1-

carbonyl)-phenyll-amide. [4,5-Dibromo-2-(piperidine-1-carbonyl)-phenyl]}-

carbamic acid tert-butyl ester (0.015 g, 0.032 mmol) was dissolved in TFA (2
mL) and allowed to stand at ambient temperature for 1 h. The TFA was

removed in vacuo, and the resulting oil was taken up in DCM and washed with
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overni ght. The cool ed suspension was filtered through
di at omaceous earth, and concentrated in vacuo. The

wonoe@irreduct was purified on silica gel (MPRCI/US2004/009589

hexanes/ Et OAc 10%to 50% to prow de the aniline as a
55’% éﬁu@%u@@@a%@%omeﬁggﬁi@la s dﬁ@i Slﬁﬁbbwhﬂltér&?%nd
H +, 342 [ M+Na] +
mmceame‘lefm) to @v@ﬂm( bsijing a5|)a cmdepll( w;chlwaﬁ uséd @lﬁrectuy without

(anﬁng ion. ng a(’;'ﬁqneg\p_/ﬁ\s cguglfd(vmh @-Igdwporgsw@rty?b,t
[Herfzo@nlbaugﬁare%o (m 0, GBQ?nﬁaof)aéMBVdduo@%%yédrrﬁé@lr E@m

c acid tert- ester. oven-dri ed round-bottom

fdesskibad én Embg\ééLEn&% Orprpv@geher@ﬁbﬂ 2 15dthipstiazolg-dhsudisBiacid

3 Prstane o E o T ognERPrEL R SRRSO Rt D, thhodt romol,

B divid Stepy).i APEC @é@br@é@-ph@g@pmm 1011>6. whire (M8Gle peak). MS
cooledlnlcevmth stirrin l{}l eri di ne-1-

&S ipz -8 M L c”&’i&%\fMt'%aE[ 3"'1'% < CHICls): (rotameric
g@'ggégmﬁp}]g é}:ﬁ(g”ﬁgg #5442y agded pn,s ’W-HO) g%[{gid‘)[}s- 6.0, 1.0

mxture was ‘all
sHaw Hy), mﬁa(ﬁpner)tmermer a8 .8, Pz 6119), 7. 2eh @) 1WHs3.3-2.8 (bs,
partitioned between water and Et OAc. The aqueous
I"d?)er" Z/?a@“e?(‘t"}a"eﬂémf"ﬁ Et OAc (2x), and the cori
-Inej oiganic |ayers were wablled lIvvitii brine and
dried (Na2SO4). The crude product was purified on
SEXAMPLFeB6 ( MPLC, hexanes/Et QAc 10%to 30% 25 to

provi de the di brono arene as an oil (0.016 g, 0.035
nmol , ’ M5 (ESI): neg. ion nlz459/461/463 [MH].
16 pr Mz, CDCI3): 8.55 (s, 1H), 7.88 (bs, 1
H), H, 3.56 (bs 4H, 1.70 (m 3H), 1.60
(e 3F)NH. 49 (s, 9H)

Benzo[° At hi adi azol e- 4 sul fonic acid

[ 4, 5- dlmro - (pi peridine-1- 30

car bonyl ) #p yl'l -am de.
[4,5-Dkjé%Q-Z-(piperidine-l-carbonyl)-phenyl]-
carbami c acid tert-butyl ester (0.015 g, 0.032 nmol)

vBen [ $ 208 utadibroléHAsiifonitratiodd(b-dichied-tpipsridingl-1adarbonyl)-
anbi ent tenperature for 1 h. The TFA was renoved in
ll-24Adet he resulting oil was taken up in DCM and

RS hesh i b 55icHR 005 A7 5 CT MB?’Q%W%Sg%ﬁene (0

me organrc rayer

f¢,116e3 etmobbs. mz&mﬂrarme@rtmeed h@lfuarm hddidat 95 A
crude oil, which was used di rectly with

SRbreci70Sh NitTiA QCEANG Feneary Aot SUBIAGH (20 mL) was added
43 BBV R Min. 2THhe Feaction mixture was allowed to warm to ambient

temperature with stirring over 0.5 h, then was poured onto cracked ice. The

resulting mixture was filtered through paper, and the collected sol‘ids were
washed with water (5x) and then dried at 45 °C under reduced pressure for 30
min to provide 10.7 g of an 88:12 mixture of desired nitroarene to starting
material. Recrystalization from absolute ethanol provided 4.76 g of long yellow
needles corresponding to a 20:1 mixture of product to starting material. The
mother liguor was concentrated and recrystallized twice to provide an

additional 1.18 g of product (17:1 mixture with recovered starting material).
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benzot hi adi azol e (0.010 g, 0.039 mmol ), and product
was purified, as 5 described in EXAMPLE 32 to provide
woemsofii272, 5]t hi adi azol e- 4-sul foni ¢ aci d PCT/US2004/009589
[ 4, 5-di brono- 2- (pi peridine-1 -carbonyl)-phenyl]-am de
(PLOQSifcg gel 10ﬂﬁéxm6d/EtO/2@°/Rf £\gU 5t éﬁsNMRFdEfb@ MHz CDCI3)
(reversed-phase): RT = 10.15 mn (single peak)

(E@ﬁ)(s hH)s-@%@.(tﬁMH%} -582 [ M+Na] +. 1H NMVR (400 |sz
il G, st 2"

1.0 10 -
thosbhlnhepaﬂaaﬁunﬁ gichloride, (O?O%lg (@idSSJnmoﬁ Was ddfedifo ai oven-

5 1dap;d Mﬁ-ngq} 25 E&?«ﬂpﬁlgﬁ@@d v@% et cob;xﬁlgngpn\élgn@n rubber septum
B%rﬂgﬁu «%1 with 'Hﬁ’% pglr'ﬁedﬁ%%{_“ c gg&reée&‘éh& evacuated and filled with
p@@r(sﬂle]tnﬁ)mﬁdsoluﬂon of 1-bromo-4,5-dichloro-2-nitrobenzene (1.00 g, 3.69

B R oD SR S PN 0 6 1 ) e acded vi
it 807, RETSERLI N LR 009l 0 or o,

10 s'Dhé ﬂaslcwasmxlila@éd with fresh c@d:@ly@t (B 4dg o m‘etb@{ml (83 mL), and
n. The reaction m>iture was aIIovved to war
ahsireaction agrrewas @llares te cpptinugsiivies an @dcﬁtlomaﬂeﬁqh The

@&t@%gg CBSIEE PR | SR thED‘q rafn%a]i, bbﬂgergr Soy & purified

|tered through paper, ﬁe col l'ec
s elhcavgeh(sMPlABt hexmtea/E(CSé(c) 3untd 1(01%91 tal previieathedimethyl ester as

o Y&low 81530078 0 8 Binass iy Th kb b Tuwanesfiiono): R,
15 2508, eh4| NMR%@G@)W@'GB@IB 03 (@Wr@b%@ @1?—@“@@ l(s, 3H).

prow ded 4 of long ye | ow "needl es correspon i'ng
; H.“vuuh iteolrefnzefanattid pinesidineamide,) AE&GBHI@ of 4 be

%@@h—%—rﬁ#@%%gam iV Y e
(nHFLtn@mharg m?}wae%tmara%m 8t aqiddid LW@II—E(Z ﬁﬂ)) wa@ﬁadéiad
2005/ 012275 PCT/ US2004/ 009589 TLC (silica g

nkb /tl_:te@qex)turemas gcigifiedugthnimN (—Ia;‘d@nm&xtra@m w)th EtOAc (3x).

20  The combined organic layers were washed with brine, dried (MgSQ,), filtered,

and concentrated to provide crude 4,5-dichloro-2-nitrobenzoic acid as a light
yellow solid (0.26 g, 0.90 mmol, 77%). The acid was refluxed in 4 mL thionyl
~chicride for2 h, and the crude reaction mixture was concenirated in vacuo.
Residual thionyl chloride was removed by the repeated addition and in vacuo
25  stripping of DCM. The acid chloride was placed under high vacuum for 10 min,
and then taken up in dry DCM (5 mL). The mixture was cooled in an ice bath.
Piperidine (0.46 g, 5.4 mmol, 0.53 mL) was added, and the reaction mixture
was allowed to stand at 0 °C overnight. The mixture was diluted with DCM,
washed with 1 N HCI (2x), 5% aqueous NaHCOj3; and brine, and dried (MgSQ,).
30 Filtration and concentration provided 0.32 g of the desired amide, which could
not be separated from an impurity (10%) that corresponded to the product of

displacement of a chlorine by an additional equivalent of piperidine. HPLC
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7.95 (s, 1 H, 7.80 (s, 1 H. B

4,5-Di chl oro-2-nitrobenzoic acid nethyl ester.
waizeoston22ohenyl - phosphi nepal | adi um di chl ori de POTA3200g/009589
0. 055 mmol) was added to an oven- 5 dried two-neck 25
r(teﬁeir@@déphiasé)eﬁhw 9 135amine(0g), 40rB8M19E4). A8 (&S1)insjor m/z 303
e mand flushed with nitrogen. The flask was

wﬁ*@at éawr@v/a&éat[wlﬂnd fill ed with co (1 atm) A

; | .
(@rﬁomﬂipmlmm&ﬂa v4 8- Dlshlur@g;emtrabdnzdne aceja;mpendme amlde

i e s e
ﬁ%ﬂm(g aﬁ?&ﬂﬁhnfﬂ&j 3sescriBtd in EMWP%EQ@ t‘ogefffdgﬂ)rg éﬁr‘ﬁg’\@%

conti’'nue stirring an addrtion
rdictilarodenasiccamid queadmef arntder @d19 gnd.aShentdl| T4%).eThasniline

e Feunias e ep sy T Benasidtiazale KT8 s 07 mmo),
?h‘-‘nd t?aeypﬁ'bHQ&Y \Déé &F?fl@d?‘bsgdes%ﬂggd '?WE'XAI\@ﬁﬂ/E 32Tt'ecbrov1de the title

l1ca gel 1 hexanes/ Et OA
(ommncmmct aSZ:adlgB) yelomosolids(0. 115&;. 0248411(@,!, as%p twcsslsBS) mp =

?é'%@eq};{ﬁ‘l@ P * '%ﬁ'[ﬁ/}]%”’?@é‘ﬁ\ﬂi RafS'® NMR (400 MHz,

%ME‘@HQ)’ @’o%ﬁéﬁ@%%p‘h 19, 1@(6&"11-9)58@1 (d9; 3% 88, 1.0 He,

THE/ met’ hanol was stirred as
11Hi\) Bqﬂe(ﬂnisJEr&IB (120 hiz) 1<’ .83 dadl. J = &8,ef.0HH 1H)hé.53 (s, 1H),

e Bl (uff' 3 Bl o i el 2h e hapB)of e liid

VEIéﬁléh'tél%alfHé %@M&é%n ClgH, é |5ﬁ9b332a®45@ecs|r3 AAL R 1.89,

rovi de crude 4,5-dichl oro-2-nitrobenzoic acid as a
|$ QEtGO e 11od; é@!undjc(% 38, |J,3.22.94 1ol S 1394, Cré.Hei d
was refluxed in 4 nL thionyl chl* kri de ic, -2 h, and
the crude reaction m xture was concentrated in
\EXAKMPLE 3Resi dual thionyl chl ori de was renoved by the
repeated addition and in vacuo 25 stripping of DCM
The acid Thlorlde was placed under high vacuum for 10

taken up in dry DCM (5 nL). The m xture
n gn ice bath. Piperidine (0.46 g, 5.4

was added, and the reaction m xture

all@wsd

stand at 0 C overnight. The m xture was
diluted ot washed with 1 N HC (2x), 5%
aqueous Na and brine, and dried (MgS™). 30 = — -7

Filtrati onlagdd concentration provided 0.32 g of the
desired ande, which could not be separated from an

| BaHd[1,2 E(]ﬂ%@lai&éhl SQFdris B@lﬂqusé&ob?@-l(’;ﬁl éH&iheof-carbonyl)-

dlsplacenent of a chlorine by an addi |ona equi val ent
dihepyfiemidene. HPLC 67

A. 4-Isopropyl-2-nitrobenzoic acid. A solution of 2-nitro-p-cymene (5.00 g,
27.9 mmol) in dry DMF (30 mL) was heated to 140-150 °C in the presence of
DMF-dimethyl acetal (9.98 g, 83.7 mmol) for 16 h. The volatiles were removed

in vacuo. The crude enamine was taken up in 60 mL THF, and 50 mL water
was added followed by NalO4(17.9 g, 83.7 mmol). The deep red solution
turned into a yellow slurry within 5 min. After 1 h, the reaction mixture was
filtered, and the filtrate was extracted with EtOAc (3x), washed with 5%
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pFfEte i ekvea it FdastoClotond nd Bt tfsiwffer 30

QIWiasZa@dBdebﬂéw@d By Zlmélhgl%ﬂéfé'n‘é @9 d, £ B%hﬂin 4 mL).

am de (0.1 , he ‘ani Fi ne
couptien Oﬁvﬁowum cll’nlbtlteo@tﬂ) 903315 ol Binbeatzo {30 Hdi.l)a\zasl added

(Bt g2 mGbtie 8P <o LSRRl 4k 031, 100
cANPPINECRRa8 dd(ﬂhﬁto)tﬁé r@NtRP m&uﬁr@ Jviaﬁ:fﬂwa@th%lf‘emted with
250/ two steps). 178-179 ( ):

¢ (4X)49T31E[ mmlayned OIQBINWFIBXGIS@VQVBIzextramtﬂ) 1 N aqueous

(Ngbﬁfﬁﬁésﬁzﬁtiaﬁﬁg'%gw@ﬁs ¥R gomblneddag |ff€f1d\fgbth 255 mL 1

7N&3C[ doH J, ana e&tralteﬁi \Mlh ElON); (5x)7 'Eibi’e é@mbihe*(d) orgalﬁ_isc@tracts
(1W§t’3Q waéheé ml’fh"m)ne ﬂﬂgd El\/@ﬁé?m)aml@ﬁiawif, dacolprzipicaran, and

RO MOl 3 it gl By S

1r3|1rbbenﬂ>|c]a¢|c9és an BfAVRItE s8ITd (2 8 g, MO 5)ﬁm$3ll\[38%0three steps).

P RB Bk (P BET S ebs B U Ry HNiTeR8 (@, J =
A1 542 ST, T (R, (/‘5-t Q)bqr!?PIZ?W ’2'9?/(\1139\@“ QB'\%E_}‘C.(S 6.8 Hz,

nltro cynene
nﬁi)i ‘was heat ed to 140- 150 Cin the presence of

- for 16 The
e drlgaen O&ngﬁ ne

| V\@lﬁrobéhﬁﬂcléléld @5)?”’4-5 -*I_hlﬁmcﬁ‘ a§9|§§bl\)é@tlﬁr20 M’E%hl%ﬂgle%londe
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25

30

foll oned by NalO4 g, 7 mol ). The
sanq fefypredifar ﬁ@mnntT@eathmyl dmsd@waﬁ du‘smnadrpfs Residual thionyl

PO A BB I BRI OO 5
6BXAMPLE 36, step C. The crude acid chloride was taken up in fresh DCM (45
mL), and piperidine (7.7 g, 91 mL) was added. After 24 h, the volatiles were
removed in vacuo, and the residue was takeinup in E{0Ac. The resulting
solution was washed with 1 N HCI (3x), 5% aqueous NaHCO3 and brine, and
dried (MgSO,). Filtration and concentration, followed by purification on silica
gel (MPLC, hexanes/EtOAc 10% to 50%) provided the amide as a light yellow
solid (3.43 g, 12.4 mmol, 82%). MS (ESI): m/z 277 [M+H]’, 553 [2M+H]", 575
[2M+Na]”. "H NMR (400 MHz, CDCl3): 8.03 (d, J = 1.7 Hz, 1H), 7.55 (ddd, J =
7.8,1.7,0.4 Hz, 1H), 7.30 (d, J = 7.8 Hz, 1H), 3.77 (bm, 2H), 3.18 (t, J=5.6
Hz, 2H), 3.00 (m, 1H), 1.42 (m, 3H), 1.52 (bm, 3H), 1.31 (d, J = 6.8 Hz, 6H).
C. Benzo[1,2 5]thiadiazole-4-sulfonic acid [5-isopropyl-2-(piperidine-1-

carbonyl)-phenyll-amide. 4-Isopropyl-2-nitrobenzoic acid piperidine amide
(3.43 g, 12.4 mmol) was reduced with SnCl*2H.0 (11.2 g, 49.6 mmol), and
‘ 69
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WO 2005/ 012275 PCT/ US2004/ 009589 NaHCO3 (3x) and
brine, and dried (MgSO4). Filtration and concentration

wahbwrodzxdst he crude al dehyde, which was used wPCIwsR2004/009589

further purification. The aldehyde was dissolved in

tth@tﬁraaebt W& plitfied, aa%dd&cﬁbk_eé .@EWP%E éwfﬁ?ér%s'ég}ing aniline

was added' fol | owed by ut ene
4(1) 31 'fop0.882. MmﬂD)wasAc@rsjed untmhochcbl‘orssldiamm 2HDrite

earratiiadizdis B ade by OB e RN lidfee (F1P5S. ne3zmragl), and

nﬂh@p#b@uct%é@buﬂﬁe’ﬁ %s d"&rlb%L id EXAMPL D Bdstsgigko the

reacti on m xture, h was then extracted wth EtOAc
(lasnzo[ TRe] Jthiadinrele- 4o$l@]ﬁm1@amd>{§flsomep;él 2xpipaddied-acatbonyl)-

R4t A" 208 2ot %8’ % ﬁ&@?%é@ﬁ%rf%

g 19Kt 4G [IRENY 't B1 F gﬂﬁw@‘f’ )'H ?%’j‘rﬁotag\eric

extracts were washe r|ne r|ed
wpropdesing) 8r32z(ddy Jear Hoit,0 Had1Hj, |8 2@(dd) ihl&ﬁ;gho Hz, 1H), 7.865

b ST 50Y5 B8 I, ARG LARR, R 060y, 1), 657

?(@J'd' g 2013, ngzlmﬁ mébs 3@% 2t8w(g¢ ﬁ-‘l)eﬁsé7 (m 1:%H}8'NP44 (m,
13, 1. K &b J(d6 Hz, §i8) nﬂentanamglysw e@cwatﬁd for £284aN403S2,

SRt ST 1550 511 epoheRs i kel g © 1ee

am de. 4-1sopropyl-2- nitrobenzoic acid (3.05 g, 15.1
mol ) was dissolved in 20 nL thionyl chloride and
reXAMRE 88r 40 nin. The thi onyl chloride was
distilledgpff. Residual thionyl 20 chloride was

stripped fromthe resulting oil using DCM as descri bed
i LEN36; p C. The crude acid chloride was
t inVfr (45 nl), and piperidine (7.7 g,

91 i) \ga§\”"added Affter 24 h, the volatiles were

renpved T¥yacua, and the residue was takeii-up in

Et CAc. Tﬁ)e [ting solution was washed with 1 N HC
(3x), 5% agfuepls NaHCO3 and brine, and 25 dried

(MgSHM) . FidtNation and concentration, followed by
purification on silica (MPLC, hexanes/Et OAc 10%
t&(Bengo] p2blthiadiazole- daaulgtmyéwnmd)ﬂ@phtna@meﬂfcagmch acid (4-

29 M5 ( ESI mz 277 [ MkH] +,
g@?@f’%ﬁéﬁ"ﬁ mgg{g‘%ﬁ |<2a] . I(—| NI\/%? (400 MHz, [CDEIH 3):
8" 03 Aﬂ.mu]“am 'ﬂihélglcr)ié 2= &;"i@w e B8d(Heighyi dster. To% sdlutlon of 1H=—

phﬂso{i@ git, 310>eazmes2 Jediepe (89,9, £30b mmel) 1n pléy DMF(25 mL)

(

s b o 3k 2 el g0 2 F
[A':f{ers‘[ﬁJh pt}bml reaetﬁqm méxtudh was Ipartﬂmledrbdt\)veeh EN@Wc-&1d weter, and
4-1so g){ - 2-ni trobenzoj.c aC|d30i peridi ne am de o
the or: anl ayer was washed with water (3x) and dried (MgSO4) Purification
on silica gel (MPLC, hexanes/EtOAc) provided the methyl ester as a yellow
solid (2.12 g, 10.6 mmol, 45%). HPLC (reversed-phase): Ry = 8.59 min). 'H
NMR (400 MHz, CDCls): 8.50 (s, 1H), 7.71 (d, J=8.3 Hz, 1H), 7.53 (d, /= 8.3
Hz, 1H), 7.40 (m, 1H), 7.19 (m, 1H), 6.98 (m, 1H), 5.7 (bs, 2H), 3.97 (s, 3H).

B. 3-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-naphthalene-2-carboxylic acid

methyl ester. Benzo[1,2,5]thiadiazole-4-sulfonyl chloride (2.62 g, 11.1 mmol)
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(3.43 g, 12.4 mmol) was reduced with SnCl2. 2H20 (11.2
g, 49.6 mvl), and 69 WD 2005/ 012275 PCT/ US2004/ 009589

woheospnzdsict was purified, as described i n EXARPLES3®4/009589

The resulting aniline (O 217 g, 0.882 mmol) was

cwugla@@emb @oﬁn@hId?raoémliﬁdwé%tr?a|éné*x2t&rm@m|b%|@ffr@tw ester
248 nmol ) pyridine (0.105

nfﬂoﬁ 9, 7%1mmqlh@n@pwdﬂ ( Bl ﬂ5ur@r@ol )d’ Dgli‘dc(eow@lq) i After 16 h,
Eé@'@%%t %% gﬁ{HF g\ég%ﬁ Zleg \glm F %ﬁgl g@dodrled (MgSQ,). Purification

[5 isiiear PRe( hbf@@ﬁésﬂEf(@Aé K/i@i@ﬂythé*ttlélm dundagia vell
4'%:{; t@%pgq{lp = 125- 1)5‘(;{@ I\/B(EISI ﬁ#ﬁrz 445 yelow

. 914974{8ﬁlmﬁ]0L 6554} Mm&@;)negmmw 898 OVINKE., HPLC

Eﬁ%ﬁﬁ FhEaRTE G 0.8 AT OHRVGR 500 ks ol el .t

J82108(d8 J7: meo HzH)H) B. ’I@(c(d;l,J Js% 1. @lelmH; &W (8, ﬂ@) 7.72

rébd 3’ =s@ 53, Sk Sl S0 749 Fia T8, (5 (avitFhar 48 (m, 1H),
1 18 (d, J = 6.9 Hz, 6H). El enental

anal y(sl S: cal cul ated for C21H24N403S2, C 56.74, H

5C43;(BEnzd]. 1®5ltﬁadim.zélé-4-fsulfodvléhﬁrﬁo)9‘faph’fhﬁeﬁ8-2 ddrboxylic acid.

,\gigegzcﬁHZ 5"{)’hladla§é$'§f-sulfonylammc% naphtﬂalene 2- car(t%xyllcoamd
3m(e,%n%e e1= FoRlg M 7181 {r?rﬁeif)‘@vefl: &H%&Qé‘d?rgiﬁ‘mﬁllﬂ}@é%@? Qﬂi ).

- car box l'ic dcid |'uor o- benzy met hyl am d
’)memmﬂhaﬂhm@m@w (@ g \p0i mmand) Wasratitigd, axsd the rebotion

@ﬁﬁb%ﬁ)‘lfég §P'E’j'?% fit §medl}t| tREPSTAtUES fard 6. dGegnixiue yas acidified

?nglg hnl}l_m-l(grﬁn% fe%@lt%@@ﬂ%ﬁe @@Q%@Hé’étéd '\Wé hl?r%ﬂbn and

Aveghed with wathe Deal@g inoair mootid@céthﬁa%thoammas. a;taédsohd (1.63 g,

GG R I E ek h riSeRuRBl AR D e

00DTH) $8.99b, { (NPlaam k@mnes/ﬂ(@elcll =07 ay i dPHz! 1), 8.17 (dd, J =
es
4@%¥ Q-ﬁEC1'(|)63v‘é$§‘ed‘-"Bhas7€)(ddRJf £ 8% rizcat), frrﬁTerid J=8.8,

; %Eﬁ"%%ﬁﬂfgﬁg g 1H, 771 (d J=283

D. 3-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-naphthalene-2-carboxylic acid

(4-fluoro-benzyl)-methylamide. 3-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-

" naphihaleng-2-carboXylic acid was coupled with (4-fluorobenzyijmeinyiamine

as described in EXAMPLE 7 to provide the title compound. MS (ESI): m/z 507
[M+H]", 529 [M+Na]". HPLC (reversed-phase): Ry = 9.82 min. 'H NMR (400
MHz, CDCls) (rotameric mixture): 8.93 (s, 1H), 8.31 (m, 1H), 8.18 (m, 1H), 7.98
(m, 1H), 7.73 (m, 1H), 7.62 (m, 2H), 7.54 (m, 1H), 7.46 (m, 1H), 7.33 (m, 3H),
7.09 (m, 2H), 4.58 (m, 2H), 2.55 (bs, 3H).
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Hz, 1 H, 7.40 (m 1 H), 7.19 (m 1 H), 6.98 (m 1 H),
5.7 (bs, 2H), 3.97 (s, 3H. B.

wG@20Banx0f 1, 2, 51 t hi adi azol e- 4- sul f onyl am no) - napnisad0ex009589

e- 2- carboxyllc acid nmethyl ester.

EF%X‘R E|2§]th|ad|azole4sulfonyl chloride (2.62 g,
1 ? 70 WD 2005/ 012275 PCT/ US2004/ 009589 was

added to §ol UEtl on of 3-am nonapht hal ene- 2-car boxylic
acid (1.5 g, 7.5 mwl) and pyridine
(1.2 15 in DOM (20 nL). After 16 h, the

ree washed with 1 N HCl and dried
|\?g504) N ur| fication on silica gel (MPLC,

hexanes/ provided the title conmpound as a yell ow
530I|d5(1 , 4.86 mol, 65%. M5 (ESI): neg. ion
nm z 398 I—|](\l HPLC (reversed-phase): RT = 9.97

m n). 1HNI9R(500I\/HZ CDCI3): 8.43 (s, 1 , 8.40

1(5%2 (’Egarg?[fg 5}@?%{570}& %Fguliogmgﬂa% hgfy-p) -quf dﬁl%o%o BhhyD-
(éiﬁyl] -tFiflSorBmeth béﬁzarﬂudd) 7.52 (m 1 H, 7.38 (m 1

' 8- 2 7(8, 3]’ NANG-2rS .' acid i anzylide ks
35%% Egasﬁﬁ &?(Asl]d fﬁm%db azoalldehzy deJPf ldéerrr]]m)ol g%aw{eﬁtal en
lumiiarin 5y St RS, (24
M@E’Yr%mae')wvfﬁdam@@ﬁ & m?%onﬁmig'h@ea@aeaon Hiyure was
tHierégasid PR fitdr ?%k'% ?vé%ﬁﬁasqﬁéolr Wie DEMaANElfrate was

he m xture was di

tenperature for e acl I ed

véanicehtritaddh, vaand to lgéiver theudrude i-guléoyl plmlma& as wa&scous yellow oil.

TRyitfatih oYl BehiaeRelrdaany (R Goanas) s ouded 8810 (84%)

(c;f tﬁ§ f\gsulflﬂxﬁ%nﬁﬁrﬁé a @aqg@ell&@ v(s%@h?s 0|InéB|(NMP'\n(4UOZM3§gCDCI3)

(&asstyH 8023(md11H)ﬁ ?m11H1 99|z<m 1HY 128 (5790, 3
BN 5

7arﬁ@e( "To 3 sltﬁred7so4lﬁ|oﬁ'mwf t!lue Iei)&)ove N- sulfmyl imine (O 77 g, 3.1 mmol) in
Benzo&)l 2, 51t hi adi azol e- 4- sul f onyl am no) - napht hal

dEMB(20amb /U150 Giovas agded pEslWiopesiZpEthyheegpes i bromide

TashinbEenie 2k, €2 RgRC the el bthre as tirec at 50 -
EIAPEe -
7 to provide the title conpound. M5 (ESI): 07 25

[msﬂnorsms[quenaped byrhe adddiparof eisatheaied aqwo&s dFBLl, and the

gh@%ur(a gére gntg ﬂﬁrciDr%_é)(tré&%wnﬁ b@l\ﬂg&t 7"!8% coml?lned
gorg)anlcky&s(W%re]dridh (NEQSZ)A ghd (%&celgéiéi (Ilgga%umcb") Pll_Jl)?fléﬁlon by
Klash qmgmagwraphy EtO':R\c/hexanes) provided the title compound as a
mixture of diastereomers: ratio of S-(S),1-(R) to S-(S),1-(S) = 95:5 ("H NMR);
90% de. Combined yield for both diastereomers was 0.80 g (99%) of a
colorless viscous oil. Major diastereomer: "H NMR (400 MHz, CDCl3): 7.32
(m, 1H), 6.87 (m, 1H), 6.80 (m, 1H), 4.82 (dq, J=6.8, 4.5 Hz, 1H), 3.32 (d, J =

4.1 Hz, 1H), 1.56 (d, J = 6.8 Hz, 3H), 1.19 (s, 9H).
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' t d h DCM
) ARG M BT PO 3 " azson

and 2€Anrmmmrtaﬂmronmth\dbaozm@amdf metitvl estelpy Tofd akiied solution of

Cﬁﬁﬁ ST rnaiybris s P 20 Br S iR i dof BMEF (30 mL) at

ng)wés éc@eq‘ PBY @bml (2§)mmo§5folfl_bv(/éd'||ri\"|\§{}nln b%qg@%gs%ane (16

ined yreld fo ot h di astéreoners was 0.8
othaZ%nmoI)o Mhesrsacticr mistuc vas iipeeddo asarer woambient H

I\{emp rature and s% ir ovel)n:igh7t,' t%zen was partitioned between water and EtOAc.

\

The organic layer was washed with water and dried (MgSQ,), and the resulting
crude product was purified on silica gel (MPLC, hexanes/EtOAc) to provide the
methyl ester as a yellow oii {5.7'g, 91%). "This material was immediatély
dissolved in 3:1 EtOAc/DCM (50 mL), and SnClI2*2H20 (26 g, 110 mmol) was
added with stirring. The mixture was held at ambient temperature for 16 h,
then 5% aqueous NaHCO3; was added cautiously. The aqueous phase was
extracted with DCM (3x), and the combined organic layers were dried (MgSQy).
Filtration and concentration provided the aniline as a light yellow solid (4.5 g,
21 mmol, 84% for two steps). HPLC (reversed-phase): Ry = 9.38 min. H
NMR (400 MHz, CDCl3): 7.95 (d, J = 8.3 Hz, 1H), 6.91 (s, 1H), 6.85 (dd, J =
8.6, 1.3 Hz, 1H), 6.2-5.5 (bs, 2H), 3.90 (s, 3H).

E. 2-(Benzo[1.25]thiadiazole-4-sulfonylamino)-4-trifluoromethylbenzoic acid

methyl ester. 2-Amino-4-trifluoromethylbenzoic acid methyl ester (1.5 g, 6.8
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wO0dposhi12276. 8 Hz, 3H)

(m 1H, 6.87 (m

1 6.80 (m 1 H), 4.82 (dg, J =
6.8, 4.5 Hz, 1 H), 3. d, J

(
( = 4.1 Hz, 1 H, 1.56
, 19 (s, 9H). 72 WO 2005P0T2RZH4/009589
PCT/ US2004/,009589 C. (R) 1-(2,4-Difluoro-phen |

mepxwwm b@ht@{q 2,5 phiadiizole- @%uﬁ@hgtdrﬂm;dé)(fz 49,10
the above sul finam de 90%de) 0. 80 [)

nevpRlh@And therarpduet wagrpugligd, 1@ ag dn EXAVBHEES 2 provide

P ) TR,

?rér/@r@bblxpﬂa@@ )RS = \mososbirm 51 NMRr(680MNIEE, ammwﬁ %5{3 1H),
lowed to stir for 2 at - anbi ent teggerature

h§{4@r Sgedeo_bé MQ(H%ITE_IW%M(?,I’E Bt dd0 Hz Ubld,u%oédﬁa 1H), 7.98

I h
(R e M SRR TR s AT 526 Ao,
aHdth-danzoﬁ E@tﬂle(dl&dﬁ,grsuﬁcbﬁvldﬂmh@) ﬂthI@orUQetlSﬁbénm acid.
col lLe Sucti o ration, washed wth Et20,

db
SBaTaA. 4 %]ﬂv/'aé@éoleﬁlépﬁo&ylemmw ritemyomethyébergoic acid
WekiR1 %Eyét(gl?sﬁg%(%ﬁ?%vasm%lygent[ﬁnll ﬁllnt P( dBxide

determ ned der vative of
t menahydrate (hBrgl2oemolS andlthepro®@ict Was punfled as described in

XA 38R TR % ooy it as tas shllkh@ g 1 ianmol,
;%%éﬂt e (EEat ﬁeﬂaﬁg?m(iﬁgd’ﬁw . _1I-14'N§/7R (%@%@DC%)"H 29

00 I\/Hz nmet
Hs, 1H 0&425d(iml =17.H1. 04-IZ’Z1I'd)q8214¢ddZJO=8Iﬁ 110 Hg, 1EH)&507 (d, J

SR K. 39,4 PP afy%?@ (¥l B0 b 7 824811

2-nrtro- ylI'benzoi ¢ aci
i@tﬁaﬂgﬂm&mmyo_emm&amd ZJB}thneeEzzme -425

o8 S Porkme PP S MaSERubE Al Er 2.4

adiflueriphdBy N -MmeaRAinY, @nditie ProduRigp@ified, bBRIRsWABed in
partltl oned between water and Et OAc. The organic

mﬂ:s7%@%@Hdwt'ﬁ¢1tlt@§@mp@#6ddM%d5§%m54%mﬂdhe565
ﬁé“ﬁ%l”ﬂ%&%%%ﬁ%&?%&%%fése VP02 Hinf NS a8 M
aCpalid)om am(s( 5H),18.36) (dQ U %7 1 Thd Hmmw ab (waw 8.8, 1.0 Hz,
S 5 B’ 166 7 70160 %ﬂ&% h SPURIGCES T 6 500 1hy, 7,39
o 2. °Tt P @27‘*235'2@?; RS hlel Bl JHIPBIGY (A S1H),

c@8bi(oydiH), 6 ABe(bagueoBld Hihaldt), B85 (nextH Rt 881 (dyid # 6030z, 3H).
(3x), and the conbined organic |ayers were dried

(MS™). Filtration and concentration provided the
aniline as a light yellow solid (4.5 g,

H,
32
1.
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21 mol, 84%for two steps). HPLC (reversed-phase): RT

= 9.38 min. 1H 30 NWMR (400 MHz, CDCI3): 7.95 (d, J =
w@.2805k22274 H), 6.91 (s, 1 H), 6.85 (dd, J = 8PET/US2®B4/009589
Hz, 1 H, 6.2-5.5 (bs, 2H), 3.90 (s, 3H. E
2EKBM2I0E 402, 51t hi adi azol e- 4- sul fonyl am no) -4-trifl uor
onet hvl benzoic acid nethyl ester.
' 4. trd fl uor omet hyl benzoi c acid methyl ester
¢ 30 2005/ 012275 PCT/ US2004/ 009589

Wi th
irgzol e- 4-sul fonyl chloride (2.4 g, 10
mml) Oagd the product was purified, as described in
EXAMPLES38 provide the title conmpound (0.8 g,
28% . M5 ! neg. ion mz 416 [MH-. HPLC
(reverselﬁiJ p ase): RT = 10.03 mn. 1H NWR (500 MHz,
CDCI3) 1§’?§3(s 1H), 5 8.40 (dd, J = 7.1, 1.0 Hz,

(l%éné@ﬁ’ 2 gtadia §olf ‘L§ f@wy}%nfﬁaoa P s cﬁfldﬁh;&yl
1et|H),/l] 4ild@obenzdmide. 3.96 (s, 3H). F.

2- (Benzo 1, 51t i adi_azo| e-4-sul fonyl am no)-4-trifluor
= 7oic acid methyl ester.” 2- Ammo-4-f|uorobenzonc acid

2 o
B S ) A0
hbakre){MZIewl 64 trign?l%t:vbsm@dbjdtdbmw bﬂt@rflrbt’md@@ﬁér(gtaeg (fBb&}orInol)
. an e was i ed, as describe

i 'ﬁh? E@%ﬁ%\éﬂ%@urﬁwﬁ g %cﬁ Qrieminfseygllawediio warm te ambrient
R e R T e i A
Hpxtragtead withd)CM 3x7,.dnd th.erthbin%d ldrgaric 2y efslierd dAed (MgSO,).
CEitration andorediation Plowdad 7-lprap H-bepplaill BIoaRne 2.4-

| I'lihonéf_as(?a tan solid (3.94 g, 21.8 mmol, 68%), which was. tak?n on dlrez:tly to

(R)-2-(Benzo] 1, 2, 51t hi adi azol e- 4-'stl f onyl ani no
2thg-next stesr o @rgql tion of 7-fluoro 1H-benzo[d][1, 3]oxa2|ne-2 4-dione

Y LB JRD G % Peedshoibpiadadnt. 220

ammbl)/\asd OMRPE0.2m &, hZ £ Rmdh( ZiHé mixture was allowed to stand
di fl uorophenyl ) -ethyl am ne, and the product was

pRiYarnichs, aru’swaﬁéf@n BeritipRed BRANFAIEE1OR apdovatae The organic
E IB&%ET/%’ mﬁ%ﬁ%@ ( rlgﬁgégeg éé)&héﬂozsjﬁé'w%%) Zgﬁtﬁaﬁ o)% ang purification

NRe i M@eMMPI CC@@J@)GS/H@M@ revidédHihe tlﬁe 316eth9|Dbstér & a while
854;@ (ll,ﬁog 13 ] n;'?r% 5(1(?39) QSLCS(r%vergeq phgse)l qqr) 876'_604@m) H
(R AR ond o S8 2 B 02,
HB.. 2-@epzo[1n?, Slthiddiazlet8-ulidnylansing)-4-fidprodertdpic &ci@nethyl
(et Snmitio 2108 obdnZoid avid Getflester (1.86 g, 11.2 mmol) was
coupled with benzo[1,2,5]thiadiazole-4-sulfonyl chloride (4.0 g, 17 mmol), and
the product was purified, as described in EXAMPLE 38 to provide the title
compound (1.34 g, 3.65 mmol, 33%). MS (ESI): neg. ion m/z 366 [M-H]J.
HPLC (reversed-phase): Rt = 9.52 min). '"H NMR (400 MHz, CDCls): 11.50 (s,
1H), 8.40 (dd, J = 7.1, 1.0 Hz, 1H), 8.23 (dd, J = 8.8, 1.0 Hz, 1H), 7.89 (dd, J =
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WD 2005/ 012275 PCT/ US2004/ 009589 EXAMPLE 40 O \ H aF
FNHF O& NP SN

wORyosEBenzo[ 1, 2, 5] t hi adi azol e- 4- sul f onyl am nBLTNSRM4009589

2, 4-di fluorophenyl)- ethyl]-4-fluorobenzam de. 5 A
ZBB”BWPHQ ﬂwa@wasa@wdwr&thH) ﬁve(ad J—11 .0, .25 Hz, 1H),
2-'Ani no- 4-f | Uor obenzoi ¢ aci d (5 nmol )

db.65dnyeld); Bmﬁl (35‘0 m.) and cool. ed to O C. Hun| g s

bas 1 ni ode flolo__db o

" -

WEBerzo(1, 2es]lthiabraﬁalén4tsalﬂa)¢.maaﬂ1lh@ymdldo@owmé Qc@ﬂ‘ﬁétﬁ?l ester

tenperature over 45 mn. Water was added t

mM1x3418e3-6amaIpnaas hiidiolyredeyith hibium modqulcumvnomhydrate (1.53

S0k B FOANSELR0EE bELTFeteLe b A P oo o

I-bmrdegl[hé]t[tllb carbaxmcra@fceaéla tehh @ofd £5.04 g ;9% mmdl 83%34 MS
o

UrsShnng. e 720 I o b G165 hnda, DL 1131 %6, 1H), 8.42
JORDE b g BeOXAT 8385 fud [ 808 1.6 ?292"5988-@@@923@1 8,64

1 i e--

nire) Y HRITA7 DIERR L9 8F] 791 Hz, 2HYNDER.(ddhe = X0 2. W& SIH), 6.72 (m,

LHO\AEd to stand overni ght, and. was then partitioned
beibheen Et OAc and water. The organic |ayer was washed

p L @enz8149.2 3N; a‘éﬁéﬁﬂj? ﬁ:%@%ﬁ&l&_@%;—f\'ﬂﬁlggr& -@ﬁﬂioroghenyl )-
petbvi]defﬂmrbbenzarheiem-@énzexﬁ,érS]aﬁacﬁammA-suIfcmyllérdino)—4-

SiggOhTgore sEidpERRRIR R Ll S RieroRRER :eﬂgﬁme (see -

GE)Q,Z\MF“UE 3b) .and B8 drédu@t'i})as &nfled as descnbed in E IBE 7 to

2-(Benzo[ 1, 2, 51t hi adi azol e- 4- sul f onyl am no) - 4-fluoro
rﬂr@wiedbedltlﬁmdﬁwour@htlﬂs (ESIaninio493 {Mebil o 5dhZM+dNalci HPLC

TS ehelrir a3 by’ SRR PRBAER BOC g3 @m0

W@E\S/édda\md 7.0 he.omRduet swas(dey Ui 880 1. (aﬂqueﬁgr? 894ddd v = 8.8,
LE 38 to rOV|de t he t|tIe 25 conpound

7 @wwx 740, N B Hnddh), 737 (m2Hin6 S e (m,

g@@&ﬁpggﬁ 34'@ 97262 ?h& 55'6%4? %O‘jfst 6.8 Hz,

HH).8. 23 (dd, J—88 1.0 Hz, 7.89 (dd, J =

EXAMPLE-417

N
H
NH F F
0=
o”S
N"T

sS—N
(R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-[1-(2,4-difluoro-phenyl)-
ethyl]-benzamide

A. 2-(Benzol1,2.5]thiadiazole-4-sulfonylamino)benzoic acid methyl ester.

Methyl 2-aminobenzoate (2.5 g, 16 mmol) was coupled with
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VD 2005/ 012275 PCT/ US2004/009589 8.8, 6.4 Hz, 1 H),
7.72 '(dd., J = 8.8, 7.1 Hz, 1 H), 7.47 (dd, J = 11.0,

wa 260522274 H), 6.65 (m 1 H), 3.92 (s, 3H). CPCT/US2004/009589

2- (Benzof
1be?nz%}1 Q'i‘f}ﬂﬂéﬂlﬁ@i&e‘lﬂf SWIrNEhIBAHE 92 44-d, |6:99 RIROE CArtd the

acid
(m@dzet[ wag pelitied, s dessribed-is BXAMPLERS©) providedbeditienz

RS SAIPAR, 58 i, PR T AR eeganesy: =

g:ow STHIUMR (460 IHACDCRYUCE 271as 1 rsfs d, 8= 7.1, 1.0 Hz,
described in IgXAI\/PLE 38 tgpI pro?/\,?és W 76@

cHih&x19 (dd, skt 8.&d .QHzaAH3of BE (dd. o= 799 125£le bl 7.781(m, 1H),

‘@@?%E% 785%. A1 e afiah Y gl A0S

Bld)”uzo -25 tﬁfé@iazbleﬂaﬂﬂ‘on lafhihB)behzblt. adk. 0@- (dd J
Mﬁen;oﬁgz @Haladpzelqﬂ aylfogylam@o)bgnzplc egzlche(tlm(l esfm)(2 44 g,

[?3 gé E\ﬁmﬁ v?&na )Z(ﬁrolyi_e lwlgwolﬁmum hxdr)oxH_e monohydrate (2.93 g, 69.8

lm(rﬁnlﬂaddfthel@rmﬂmwds)purﬂd@y bk désthived nbexAMPmEs 38 to give the
] thi adi azol e-4-sul fon 0)-4

o[ 1,2
itlcnasbandis Acidap & el (2o aa SiromoL g Je). *H NMR (500 MHz,

b e A o TS R EEEIE R0 1
71H);> 7.99 (dd, de= 7% 1t5 Hze1bk)m7p®ﬂr¢dd vaa(eﬁssn )3 HzmzH 4930 (dd, J =

réng]i Ol'ﬂgm B/;B%‘ ’NA—&W&% %}‘eﬁﬂ 252( rSJhaie?_D £T8_gg 84

Jg;mw E}(Be'nZG[Z 2 ﬁith@di@z,ole%gﬂjIf()nylamH)loXbe&z()mamd was

SC%J@I?%ltﬁ (%§5 1((?%%lflp%ropﬁ‘ne%?@(eglqwmm%éee %AM]PLLE_Q #9), and the

Q)rUdbvabé: Erlﬂé?i, as descdNbed iIPEXAMPLE 7 to provide the title
(R) - 2- (Benzo[ 1,2, 5]thiadi azol e-4-sul fonyl am no) - N-[ 1-

xompeynd;oMe (&%hw% i Az 37 EMzdl HELC (reversed- phase) Rr=
9.64 min). "H NMR (400 MHz, CDCls): 11.38 (s, 1H), 8.32 (dd, J = 7.1, 1.0 Hz,

1H), 8.16 (dd, J = 8.8, 1.0 Hz, 1H), 7.68 (m, 1H), 7.65 (dd, J = 8.8, 7.0 Hz, 1H),
7.30 (m, 3H), 6.98 (m, 1H), 6.88 (m, 1H), 6.85 (m, 1H), 6.40 (bd, J = 7.6 Hz,
1H), 5.32 (m, 1H), 1.54 (d, J = 6.5 Hz, 3H). T e

EXAMPLE 42

Jeanst

O:S
N7 /;

s-N
(R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-[1-(2,4-dichlorophenyl)-
ethyl]-4-methylbenzamide.
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A. 2-(Benzof 1,2, 51thi adi azol e-4-sul fonyl am no) benzoi c
acid nethyl ester. Methyl 2-am nobenzoate (2.5 g, 16

wonisjo1rwas coupled with 76 WO 2005/ 012275 PCT/US2004/009589

PCT/ US2004/ 009589 benzol[ 1, 2, 5] t hi adi azol e- 4- sul f onyl

0l sr(sye- et piophed9-suifivig acidBj4dichlomorisehridemsamide. A
purrfied, as described i n EXAMPLE 38 [

tsuspensied @ BuhdichiorglenzaldelyisientPof© 94%%'%%&%&%@%061

I "y /! : = 0.
fhangypre (ArsY vyl ind pbiichh SRRLIAGR A, 1.2
@, g.@ iﬁkgolgng?M £8 19 wds Sirkid overjght.7 T8B reddtiord mixture was
filtgregs and th'yz,filt\;r_l)g?gkq7 m?a% Ilsqr.%he]dGN}_%@ D(q7p(l6 %h%)dfﬂt’rgﬁ]eg\;ais 88
£hoeyrRLTaeE o P srda ey fpie g pte sold
(FReticalidn DyFlshichdimatigaghs (FtOdhohanes) pendded04£7 ¢l (90%)

t hyl ter (2.44 g, ,.6.98, i

Ghthg Dnsw e an e salice FRNOR et Blig X55Cubd %6 (s
o kol . .

S, B B 98 BN MR TAG B8 22 PRI St UrE YR
®HY. 36 Mol , 91% . 1H NMR (500 MHz, CDCI 3): 11.11
'8, seSPe-pliit driBand 2l agid’s B didid-Highy ety
Tarhifiel dth aktired-solutidnofttBe abol® N-Eulfifyliffine $0.97 85355 mmol) in
FOTe AW 746 (m 1H). 705 (m 1H. 15D _
([B@MZ(ZQB;GM et-50 °§3 was added a sol_utlon of methyl magnesium bromide
1o R nBel) 7 Bl o St ' FHE Redbtibh isdufe Bie! Strfef 4250 °C

Zof Bangehlal@uweld ol st zotcord tambéenieasionwly) dwmaight. The
acid was coupled with

R
Tregetian was|qusnepad Ry|the g’s\d?diiioarﬁfr%tl(@éeéi esuemisENBEl, and the
g L . .
AP LT ol o) TSGR s o
nbrgafitlajdishersRired (Nas8s¢ dngltasegntrat®d+n vaoug. Edrification by
(lash ghramplagraping (FESACRernos) Pravides e e Ebppoyg as a
; i 1 /X : =B.18(39)~= (! .

Yy ety D 4 55 s ik G
(T6%1deH) Combirted Widld fdr both diastereame)s, 15032 (PRo)1ceipriess solid.
é&/l%jAfor(cﬁlé\sti%re:orrgsér(:5 1'I:FNI\/ﬁ%OO %z%%ﬁﬁ&-‘?ég ('Fhoﬂ% I5‘.24 (m,
(F1y,%.6 Peag Al 2 62, 2).6 MAdipz9ke-(4; guts vy, ar)ne)saNd, U<6.7 Hz,
2, 4-di chl'orophenyl)

3H), 1.21 (s, 9H).

C. (R)-1-(2.4-Dichloro-phenyl)-ethylamine hydrochioride. To a stirred solution

of the above sulfinamide (76% de) (1.02 g, 3.47 mmol) in 7:4 methanol/DCM

(11 mL) at ambient temperature was added 2 mL of a saturated solution of HC!

(g) in methanol. After several minutes, precipitated amine hydrochloride was
visible. The reaction mixture was allowed to stir for 2 h at ambient
temperature. The heterogeneous mixture was concentrated in vacuo until
approximately 2 mL of methanol remained, and then the amine hydrochloride
was fully precipitated by the addition of Et;O (10 mL). The white solid HCI salt

was collected by suction filiration, washed with Et,0, and dried in vacuo. Yield
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ethyl ] -4-nethyl benzam de. 77 WO 2005/ 012275
PCT/ US2004/ 009589 A

wa2(Bjo1 278kt hyl - propane- 2-sul finic acid PCT/US2004/009589

10

15

2, 4-di chl oro- benzyl i deneam de. A suspensi on of

2 fzzjh\g;hqg@/gbﬁﬁé a\}rﬁh@ als0¥8o%eek. H MIIRY40Q S)Hz.er t

but an

mmanomf) A 1ﬂ%s%ﬁ%§ i BaE I B e, o =
B4 rﬁg‘bzo@hd B, T BN A g e h baM The

| QI(Bbﬁz%msz, SRRiBERIZOR- ¢@ulfﬁ?M3mmP)t4}gmf tglbehzoic agitbmethyl
I M nNne as Nite soli uri Tl C
feistarh %Amnwd@eﬁmh@epa@m@)%@@méﬁ s iR 6%‘?"‘8') was

(ﬁﬂs{/ie 4?Oo tlﬁ/h?ﬁz@sé‘éithgél Q[@ E%uﬁé’qg\ dNBﬂo% ?0152 QQU mmol)

'éhd tiaeﬁ!)rodl]ct‘kﬁas{ urifled; a3. deédnbed wh-lEXN\ABME(&& to1prpv|de the title

TorapoUcRyL72 9 336 ik 15 A NHR BOABARE St 1 128 .

| -
31%béﬁ@frﬂjoqs‘eﬁ“?'Pw(zzgﬁ%)@wd&*ﬁd sfeVaNa ngb ;lznggg €739, J =
T i, )oY G8ckly U gz iz Do .Gtk (b, 31, M77r(dek 6)8.1, 0.9
(2 action mxture was stirred

Th
iz, 'B‘d)) @8195(3‘% %#&(ﬁ:ﬁﬁgl | owed to warmto room
tempeRRUhel S 5Rhab; méﬂl‘ﬁ)n Péhﬂno Mﬁéthom)nwmm aCId 2-

ura agueous
B nizbEl ,2 Sithiadiazoled - sldﬁ@mekaamm@bélwa@f@wlb&ﬁaO@ﬁ%m%'ayl ester

R U VAR DA 1.0

f afi‘e mhegﬁéﬁ@ 'H?@Bbbcﬂél @Ae/igmiadess dpseribeteid EMMPLE 38 to
t1e conpou

d t f d
ofivEGSia camote Bcigg ok (088 2 (THPNIAYS). HGVhIR (500

ned yield for both diastereonmers, 1.02 g
. (@%ﬁg?ﬁgg briess solid. Major dlastereoner 1H NMWR

20

25

1325tﬁia@%zblé5- in@)-B41¢(@4-di

za ge 27(3@120 %S]t?\la ziécgg- Ay onyfgm 6) 4-
T eg\h)g@%rllzro@aﬁﬁl\ﬁ 908@;98%5'@%?@'\234 BT RACHIN; p@n@ﬁ&/l@fe'tlgﬁamlne

Sol u I on bove sul fi nam de
dghd (He Broduct aé Hurifiet)) as deZcrbatkinHaXBMADEM 1@ p1ovwie) the title

o oyt SRSl S AR P By BB phase)
””““?ém%e rpﬁt.@vﬁ%@mﬁﬁéhagmghhohsqg &5, 8.30 (d J 7.1 Hz,

eaction mxture was allowed to stir

21l 28.1218) 8,801 dieT a6l U P Bhelorag b dust (0. %Hy, 7.42
M 7B (S OB R G EY L B RSUPHY B 3 (bd, y= 7.4 Hz, 1H), 5.38
(m, 1H), 2.28 (s, 3H), 1.53 (d, J = 6.8 Hz, 3H).

(FOR B
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approximately 2 nL of methanol remai ned, and then the

am ne hydrochloride was fully precipitated by the
wadadistoizarsof Et 20 (10 nmL). The white solid HCl Peaius2004/009589

was col lected by suction filtration, washed with Et20

apXANPLIEE4BN vacuo. \Yield 78 WO 2005/012275

PCT/ USZOO4/ 009589 = 722 ng (92%, fine white crystals

(76% ee) 1H NVR (400 MHz, nethanol-d4): 7.62 (d, J

IR (d, J =8.4 HZ, 1 H), 7.50 (dd, J

1.62 (d, J = 68Hz,3H) D. 2

O Cl
51 t hi a@%ol - 4- sul f onvl am no) - 4- net hyl benzoi c acid
met hyl & § . 2- Ami no- 4- et hyl - benzoi ¢ aci d net hyl
ester (1.09 6.60 nmmol) was coupled wth

benzo[ 1, 2N5] hladlazole 4-sul fonyl chloride (2.32 g,
9.90 nm)l)S Nand the product was purified, as

e R A

mhémjl)esthyu benzaics (dd J=7.1, 1.0 H, 8.19
( 0 , X . . 0 8 1 HZ 1

& a zlA 0IiG 40 ' methyl
?es@r (%théﬂ 2-ar§|n3§)r~]52 g[h%rolb'gnzojaté*&z O% a9 rﬁ?nol%s cgué’@d with

sbenﬁ%uﬁaﬁml@dlawaw -sufaryhthioyide (88t gy 13vimipesix ¢ind theipgoduct

(a9, 25 Prrifed I EXAMBLE iR RIRViAS) e e GRmRRINE (195

0f,%5.68 InfmBEUTRA). €3t RVR (soozmz GD@@) o5 (V) 834 (dd J=
hydr ol yzed Wlth|lthlumh%r0XI de nonoh drateg
d Hz 1H) 7.71

g7-133.06HanbH), 8.2 (Hd. hem Briodu Hzwdkl) pﬁBQf(pled 2

@ﬁ,d’ffgﬁ%‘;ﬁ%ﬁr NG T = 0%, s S b 5 BRI BN L 0

MBlz 2-(Be8z3)1.2 S]th(a‘a)azl)lé Beudfohlamino)-5-chlorobenzoic acid. 2-
2.5l thi adi azol e-4-sul f onvl am no?1 N- &Aﬁ
ABenenl b2 Slikiadjazale-drsyyionylamiae ?105@9 ngaic acid methyl ester

A o i kv
1g,(58.4-nuiinol)| end tireepydductway paniiied, asdesdritedindEXAMPMES38 to

Folke 156 Bte BRI o e Bt 9 SO Bof & Peha 6931 “H TR (500
[M%CD@@L%(‘FBG&GWCD%% BB‘"\@G)J 7T Folr@z“m)s 7L %o:j J=88,

%‘—l 1

6?% 71# H, 7.51 (s, 1 H), 7.42 25 (s, |
Bz Bh)-3h | 679(d J=80H, 1H, 6. .34 (bd,
JC=(R)-%- (lB?enzanh 5]tﬁia%$azo¢é'ﬂ4 dulfUhylaauﬂ@) $<hictEIN-[1-(23-dichloro-
(d,"J = 272 79 WD 2005/ 012275

mﬁgﬂmﬁﬂm’gaml e. 2- -(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-5-
chlorobenzoic acid was coupled with (R) 1-(2,4-dichlorophenyl)-ethylamine
(see EXAMPLE 42), and the product was purified, as described in EXAMPLE 7
to provide the title compound. MS (ESI): neg. ion m/z 539/541/543 [M-H].
HPLC (reversed-phase): Rt = 10.67 min). "H NMR (500 MHz, CDCls): 11.11
(s, 1H), 8.29 (dd, J=7.1, 1.0 Hz, 1H), 8.17 (d, J = 8.8, 1.0 Hz, 1H), 7.68 (m,
1H), 7.66 (m, 1H), 7.43 (dd, J = 1.5, 0.5 Hz, 1H), 7.29 (m, 2H), 7.25 (m, 2H),
6.32 (bd, J=7.4 Hz, 1H), 5.36 (m, 1H), 1.54 (d, J = 6.8 Hz, 3H).

80
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EXAMPLE 43 0 C H N NHC aCl QS NP SN
(R) -2-(Benzo[ 1, 2, 5] t hi adi 6zol e-4-sul f onyl am no) - 5-chl o

woaels/i127§ 2, 4- di chl or o- phenyl ) - et hyl ] - benzam #eT1/US2084/009589

2- (Benzo[ 1, 2, 51t hi adi azol e- 4- sul f onyl am no) - 5- chl or obe )
nzoic acid nethyl ester. Methyl :
2- am no- 5-chl orobenzoate (2.0 g, 11 mmol) was coupl ed
WEKAMPIgnAd[ 1, 2, 5]t hi adi azol e-4-sul fonyl chloride (3.0

g, 13 m*@l), and the product was purified, as

in EXAMPLE 38 to provide the title conpound -

. nol , 47% . 'H NVMR (500 MHz, CDC13):

. 1l , 8.34 (dd, J =10 7.1, 1.0 Hz, | H,
8722°(ddyHJ= 8.8, 1.0 Hz, 1 H), 7.82 (d, J = 2.5 Hz,

1H, % m 1H, 7.69 (m 1H, 7.34 (dd, J =
9.0, 2.6 H, 3.91 (s, 3H). B.

2- (Benzo 1t hi adi azol e- 4- sul f onyl ani no) - 5- chl or obe
nzoi c acng

(Benzo[ 1 ’%] t hi adi azol e- 4- sul f onyl am no) - 5- chl or ol ben

Zlenzd[ct]%]Wéﬂ%kol@%-@ﬂﬁoxﬁlaa&ﬁi [B-metHl- 200k eridivis 1-carbonyl)-
hydroI]yzed with |ithium hydroxi de nonohydrate (2.44 1
12rRiAs

gphey/l and the product was pur|f| ed, as

gy R g ol ) g o

I\&tlzbstmbtﬂgiza-anﬁrio-ﬁ&nemyltierﬁbic &cid Gor( 2lamido-6-chldrobkn@oic acid.

Tos @i mi 47 430 gl P Bamdod e, $066)

(ggtaéner%eﬁfzog?eﬁmﬁzlt hi %I azgléeé% rs“uﬂﬁ%n%l@ TR osH)ES? arﬁ %jd J=
r&4N7 [O1HE 21 H), di.4th [sridd), B1oSnid] Y=ot ByHt,- tén 88 (b J = 7.8 Hz, 1H),

2 Ry B B G2t T et analois:

1ca(|8u|étééi foh qumﬁa)x@ GBI‘BW‘Q&M Jﬂ%4 NS13§4§>%!MRH% 63)50 H 5.10,

he product” was puri f as described in
7N1t306¢)row de the title conpound M5 (ESI): neg |on
mz 539/541/543 [MH -. 25 HPLC (reversed-phase): RT =
10.67 nin). 1H NVR (500 MHz, CDCI3): 11.11 (s, 1 H),
sEmMmLcEA,g 7.1, 1.0 Hz, 1 H), 817 (d, J = 8.8, 1.0
Hz, '0 7.68 (Cm

l‘l
O\//S
0

N" 7

S—N

Tzt 7Tt

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(2-chloro-benzyl)-
benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 7. MS (ESI): neg. ion m/z 491/493/495 [M-H]". HPLC (reversed-
phase): Rr = 10.14 min. "H NMR (400 MHz, CDCls): 11.61 (bs, 1H), 8.37 (m,
1H),.8.20 (m, 1H), 7.70 (m, 2H), 7.45 (M, 1H), 7.37 (m, 1H), 7.32 (m, 2H), 7.27
(m, 1H), 6.92 (bd, J = 8.4 Hz, 1H), 6.47 (m, 1H), 4.65 (m, 2H).
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1H, 7.66 (m 1 H, 7.43 (dd, J = 1.5, 0.5 Hz, 1H)
7.29 (m 2H), 7.25 (m 2H), 6.32 (bd, J = 7.4 Hz,

weolpposmixss(m 1 H), 1.54 (d, J = 6.8 Hz, 3H). 80TM®2004/009589

2005/ 012275 PCT/ US2004/ 009589 EXAMPLE 44 O N NH OQS

NEXARENEBgegzo[ 1, 2, 5]t hi adi azol e-4-sul fonic acid-

[ 5- et hyl - 2- (pi peri di ne-1-carbonyl)- 5 phenyl]-am de.

The title conpound was prepared according to the

procedur ¢ i nEXAMPLE 34, substituting

2-am no- 4t net hyl benzoic acid for ‘

2-a penzoic acid. M (ESI): m z417

[ 2} +. 1H NVR (400 MHz, CDCI 3):
otamg broaem ng) 8.95 (bs, 1 H, 822 (m 1H),

8.19 (my 7.6@&F0doH) = 10 8.4, 7.0 Hz, 1 H),

746(301693(d J =7.8 H, 1 H), 683(d J =

7.8 Hz, IvH 3.12 (bm 4H), 2.30(5, 3H), 1.58 (m

2H), 1.42dm 4H). Elenmental analysis: calculated for

CL9H20N403S2, C 54.79, H 4.84, N 13.45; found C 54.50,

R-Bango[1.R Slthizdazals-4Esulkgmytammo)-4ethlong-N-(2-dimethytamimo-1-

Phegylis S rastiberanite TEASAY onyl am no) - 4- chi or o- N
-THls ebhpounbanasy plepabed Zl@iﬂigdﬁe gEhral poogEiung de@enbed in
pre ared ushg(the gener al }éro cedure described in

ES|)) hegdgn migm2%/ $AbiM4Y3/ 485G (mwsed phase):
LC d- ph RT = 10. 14 1H NVR (400
i *c%@*ﬁésen 61 (bs, 11, 837 (m ‘

EXAMPLE 49

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-benzyl-4-chloro-N-ethyl-
benzamide. o ,

This compound was prepared using the general proéedure described in
EXAMPLE 7. MS (ESI): neg. ion m/z 485/487 [M-H]. HPLC (reversed-phase):
Rr=10.16 min. 'H NMR (400 MHz, CDCls): (rotameric broadening) 8.90 (m,
1H), 8.36 (m, 1H), 8.24 (m, 1H), 7.73 (m, 1H), 7.61 (m, 1H), 7.38 (m, 4H), 7.07
(m, 2H), 6.96 (m, 1H), 4.66 and 4.34 (m, 2H), 3.47 (m, 1H), 2.97 (m, 1H), 1.05
and 0.92 (m, 3H).
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1H,. 8.20(m 1 H, 7.70 (m 2H), 7.45 (M 1 H),
7.37 (m 1 H, 7.32 (m 2H), 7.27 (m 1 H, 6.92 (bd,

WO 2005812275z, 1 H), 6.47 (m 1 H), 4.65 (m 2H) PCBUSYD4/009589

2005/ 012275 PCT/ US2004/ 009589 EXAMPLE 48 O CI NH 0oS

oN~- SN .
2 (Benzo f 2, 5] t hi adi azol e- 4- sul f onyl ani no) - 4- chl or o- N
@ no- 1- phenyl - et hyl.) - N-net hyl benzani de

TFA salt.
gener al

i s conpound was pr'epared using the
ocdure described in EXAMPLE 7. M5 (ESI):

30 [MH-. HPLC (reversed-phase):
WPLE 49 O GO NHOS/ I N1 10

Z 27 5] th iadiazol e-4-sul fonyl am

zyl - 4-chl oro- N-et hyl - benzam de. This

epared using the general procedure
descri bed i MPLE 7. M5 (ESI): neg. ion m z485/487
[MH-. HPLQ/{reversed-phase): 15 RT = 10.16 min. 1H
NVR (400 NSy CDCI 3): (rotameric broadening) 8.90 (m

By 84 ek R o S bl e
Henzbnfifleand 4.34 (m 2H), 3.47 (m 1 H), 2.97 (m 1.

,.,1.05 and 0.92 (m 3H). 83 WD 2005/ 012275
POTis cePuIDeaSs prefExai/msmgihe general procedure described in

EXAMPLE 7. MS (ESI): neg. ion m/z 547/549 IM-HI". HPLC (reversed-phase):
Rr=10.72 min. "H NMR (400 MHz, CDCl3): (rotameric broadening) 9.2-9.0

(m, 1H), 8.40 (bd, J=7.0 Hz, 1H), 8.26 (bd, J = 8.5 Hz, 1H), 7.74 (m, 1H), 7.60
(m, 1H), 7.37 (m, 7H), 7.2-6.9 (m, 5H), 6.14 (bs, 1H), 2.8 and 2.6 (m, 3H).

conmpound?

EXAMPLE 51
0]
N
\J\O
Cl NH '
O:é
O// K j
N7 |
s—N -

(S) 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-methyl-N-(1-phenyl-
ethyl)-benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 7. MS (ESI): neg. ion m/z 485/487 [M-H]'. HPLC (reversed-phase):
Rr = 10.12 min. "H NMR (400 MHz, CDCls): (rotameric broadening) 9.12 (bs,
1H), 8.38 (dd, J=7.0, 0.8 Hz, 1H), 8.24 (bd, J = 8.8 Hz, 1H), 7.73 (m, 1H),

7.61 (d, J = 2.0 Hz, 1H), 7.41 (m, 4H), 7.33 (m, 1H), 7.05 (m, 1H), 6.96 (d, J =
2.0 Hz, 0.5H), 6.94 (d, J = 2.0 Hz, 0.5H), 6.1 (m, 1H), 2.4 (m, 3H), 1.7 (m, 3H).
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Oi 1l V1 ~ A NHOSN/ SN

N- Benzhydryl - 2- (benzo[ 1, 2, 5] t hi adi azol e-4-sul fonyl am n
wopeos/atd7or o- N- met hyl - benzam de. 5 Thi s conpoBQ@/US2®4/009589

prepared using the general procedure described in :

EERAMRIEL E52M5 (ESI): neg. ion mz 547/549 [MH -. HPLC

(reversed-phase): RT = 10.72 min. "H NVWVR (400 MHz,

CDCl 3): otaneric broadening) 9.2-9.0 (m 1 H), 8.40

(bd, P~K: H, 8.26 (bd, J =8.5 Hz, 1 H,

7.7 ,O (m 1H, 7.37 (m 7H), 7.2-6.9
(0 SMH14 (b5, 1 H), 2.8 and 2.6 (m 3H). 10
EXAVPL B i IV 1 OAd NHGS o~ Ns I SN (9
2- (Benzqf'1; t hi adi azol e- 4- sul f onyl ani no) - 4- chl oro- N
- met hyl - N- enyl - ethyl)-benzam de. 15 This

conpound Mas/ prepared using the general procedure
descri bed §TN EXAMPLE 7. M5 (ESI): neg. ion nz

485/ - : : =
Y eV P B SRS AMRR I SHE- AN (1-phenyl-
Oethgl){eszamidd., 8.38 (dd, J = 7.0, 0.8 Hz, 1 . 8 24
d, J =8.8 H, 1 , (.73 1 , - .61 y o =,
SP6is qpmpptin was piendked kisin thegenerar prodgdure desciihed in
d, 2 X 194 = . )
XA O ngé (ES\)2e; Bnlfhiz 4benkly (434 HPLOpyetsBg:phase)
ViRr 2000512 a7 SHRGMRUG200MHaNCEEH;): (Extanmirie Bridadening) 9.12 (bs,
1H), 8.38 (dd, J = 7.0, 0.8 Hz, 1H), 8.24 (bd, J = 8.8 Hz, 1H), 7.73 (m, 1H),
7.61(d, J = 2.0 Hz, 1H), 7.41 (m, 4H), 7.33 (m, 1H), 7.05 (m, 1H), 6.96 (d, J =
2.0 Hz, 0.5H), 6.94 (d, J = 2.0 Hz, 0.5H), 6.1 (m, 1H), 2.4 (m, 3H), 1.7 (m, 3H).

EXAMPLE 53
Q =
N
H
Cl NH
O:é
O//
N7 /;
s-N -

(R) 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(1-phenyl-ethyl)-
benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 7. MS (ESI): neg. ion m/z471/473 [M-H]. HPLC (reversed-phase):
Rr =10.10 min. "H NMR (400 MHz, CDCls): 11.7 (bs, 1H), 8.35 (dd, J = 7.0,
1.0 Hz, 1H), 8.20 (dd J = 8.8, 1.0 Hz, 1H), 7.72 (d, J = 2.0 Hz, 1H), 7.70 (dd, J
=10.8, 2.5 Hz, 1H), 7.34 (m, 5H), 7.23 (d, J = 8.5 Hz, 1H), 6.91 (dd, J = 8.4,
2.0 Hz, 1H), 6.15 (bd, J = 7.6 Hz, 1H), 5.27 (m, 1H), 1.57 (d, J = 6.9 Hz, 3H).
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ON G NHOS NP SN (R
2- (Benzo[ 1, 2, 5] t hi adi azol e- 4-sul f onyl am no) - 4-chl oro-N

wonedsly 2278 ( 1- phenyl - et hyl ) -benzam de. 5 Thi spPcomnsewwmdoIss9

was prepared using the general procedure described in
EANRIFLEF54MS (ESI) . neg. ion niz 485/ 487 [MH -. HPLC
(reversed-phase): RT = 10.12 mn. "H NWR (400 MHz,

CDCl 3): tarrerlc broadenl ng) 9.12 (bs, 1 H)y, 8.38
(dd, Hz, .24'(bd, J = 8.8 Hz, 1
H), 761(d J=20Hz H, 7.41
33 =

(

H

( 1
(an O NH 705(m1|—|) 6. 96
5 9 J = 2.0 Hz, 0.5H

1 (
1020@4@' H, 6.94 , 6.
1 H, H, 1.7 m 3H) . EXAVPLE 53 0
~ d NH I N1 SN (R
2- (Benzo| 315]th i adi azol e-4-sul fonyl am no) - 4-chl oro-N
hyl )

-(1- pheny 15 benzam de. This conmpound was

y
Wl - -
EX%QN%[_E 751 &%&?EE& 4:1§%I§drﬁ& Pgm%@/% ’P?r?étﬁy_fm Bxa e -aza

(trieyale[Sed 1 ph ];@panemcarbmyllah&nyﬂ]-anmdell\/R (400 I\/Hz

ggp 523%)10%15@ as_plé?pg}éq%éfﬁ egequralprg«?éé%e qojascrll%ec%ln

I'E)(Aﬂ/llzﬂi)!.% 77 l\/T'@ ESF) nég 28T b0B/50 FMJﬁg IﬂlPtb r@vé’réed -phase):
&Fgg [[ﬂlp-l) H%\IMB Q MHZ—C@%);:E 511(bg}) 1H5 &29 (¢hJ 3 7 0 Hz,

H@r AR sbems %&?ﬂ@@@n AR R 0, - 20

Hz, 1H), 7.08 (d, J = 6.6 Hz, 1H), 7.00 (m, 1H), 4.3-3.7 (m, 3H), 3.4-3.0 (m,
3H), 2.5-2.2 (m, 3H), 1.84 (m, 1H), 1.54 (bs, 3H), 1.26 (1H).

EXAMPLE 55

Beanet

O=g
e

S—N ,
2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-(4-bromo-2-fluoro-benzyl)-4-
chloro-benzamide.
This compound was prepared using the general procedure described in
EXAMPLE 7. MS (ESI): neg. ion m/z 553/555/557 [M-H]". HPLC (reversed-
phase): Rt = 10.37 min. "H NMR (400 MHz, CDCl3): 11.6 (bs, 1H), 8.36 (d, J =
7.0 Hz, 1H), 8.21 (dd J= 8.8, 0.8 Hz, 1H), 7.73 (d, J = 2.0 Hz, 1H), 7.71 (dd, J
=7.2,2.5Hz, 1H), 7.33 (m, 2H), 7.29 (m, 1H), 7.22 (d, J = 8.5 Hz, 1H), 6.92
(dd, J = 8.4, 2.0 Hz, 1H), 6.33 (m, 1H), 4.55 (d, J = 5.9 Hz, 2H).
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ON G NHO LOS o/ I , N~ SN
Benzo[ 1, 2, 5] t hi adi azol e-4-sul fonic acid

w3ewshiza7e- 2- ( 1- et hyl - 10- oxa- 4- aza- PCT/US2004/009589

tricyclo[5.2.1.02' 6] decane- 4-car bonyl ) - phenyl ] - am de.
SEXivPic@aound was prepared using the general
procedure described in EXAMPLE 7. M5 (ESI): neg. ion
¢ HPLC (reversed-phase): RT = 9.29
, CDCI3): 9.51 (bs, 1 H), 829(d
.22(dJ=8.8Hz, 1 H), 7.70 (dd, J =
X : SBY.67 (d, J 2.0 Hz, 1 H, 7.08
J=O£§6 Hz, 1 H, 700 (m 1 H), 4.3-3.7 (m 3H),

.4-3.0 ¢'m 3H), 2.5-2.2 (m 3H), 1.84 (m 1 H),
.54 (bs, 126(1H) EXAMPLE 55 0 Cl NH F Br
5/ 0NV I

2- (Benzo[ 132N5] t h| adi azol e- 4- suI fonyl ani no) - N- (4- br oo

@Q ouncf?Z \ﬂ e%aaé(ee‘ ésﬁ:ggl X gen Eﬁf;,rg@e o-phenyl)-ethyl]-4-

deh;loro bemlzamldeEXAl\/PLE 7. M5 (ESI): neg ion mz

o7 S CORRaR WD PR#RATCAeITs) o gpTe g ocqdiisp descBeq an

JEXAI\/?PLOE I7'.Z Mé (E‘Eil_?z. %eé.llohqﬁézjg@/?S?(%g gloltllf J]-ilPZL"& ﬁreé/ersed-

thasae rﬁe; —71(348mn éH)NMR @D MHz1 CBYGla)7 12582 @hs, IH¥; 8.36 (dd,
1 =

(e h2ip B ) B2 (df u =53, 003, 118 g Gool 8D B7H),

PEVHY84094/ PEI28Hz, 1H), 7.50 (d, J = 7.5 Hz, 2H), 7.22 (m, 3H), 6.92 (dd,

J=84,2.0Hz 1H), 6.12 (bd, J = 7.4 Hz, 1H), 5.22 (m, 1H), 1.55 (d, J=5.3

Hz, 3H).

EXAMPLE 57

o 3
N
H
Cl II\IH
O=
e
7N

[\j\ 6 //

s—N
(R) 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(1-p-tolyl-ethyl)-
benzamide.
This compound was prepared using the general procedure described in
EXAMPLE 7. MS (ESI): neg. ion m/z 485/487 [M-H]". HPLC (reversed-phase):
Rr = 10.36 min. "H NMR (400 MHz, CDCls3): 11.68 (bs, 1H), 8.36 (dd, J=7.2,
0.8 Hz, 1H), 8.20 (dd J = 8.8, 0.8 Hz, 1H), 7.74 (d, J = 2.0 Hz, 1H), 7.70 (dd, J
=7.2,2.5Hz, 1H), 7.21 (m, 4H), 6.90 (dd, J = 8.4, 2.0 Hz, 1H), 6.09 (bd, J =
6.3 Hz, 1H), 5.22 (m, 1H), 2.37 (s, 3H), 1.56 (d, J = 5.3 Hz, 3H).
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EXAMPLE 56 0 ~ 1 C NHBr OOS N~ SN (R
2- (Benzo[ 1, 2, 5] t hi adi azol e- 4-sul fonyl am no) - N-[ 1- (4- br

wonmsphz21y| ) - et hyl ] - 4- chl or o- benzam de. 5 Thi BCT/US2004/009589

conmpound was prepared using the general procedure
dEX&MmPIe™ 58n EXAMPLE 7. M5 (ESI): neg. ion niz
549/551/553 [MH". HPLC (reversed- phase): Rr =

10.48 MmO 1 (400 MHz, CDCI3): 11.62 (bs, 1H),
8.36 (dd, JL_J |2 0.8 Hz, 1 H), 8.21 (dd J = 8.8,
0.8 1, 773(d, 3 =2.0H, 1 H, 7.71 (dd, J
=t GuHz, 1 H, 7.50 (d, J = 7.5 Hz, 2H), 7.22
(M 3H.H.92 (dd, 10 J = 8.4, 2.0 Hz, 1 H), 6.12 (hd,
J = 7.4 W , 5.22 (m 1H, 1.55(d, J = 5.3 H,
3H). EXA O HCO NH OSJ Nit SN 15 (R

2- (Benzo[ &72)5] t hi adi azol e- 4- sul f onyl ani no) - 4- chl or o- N
-(1- p-tol y§-et hyl ) - benzami de. This conpound gas

are Sj the general procedure described in
o RpnEsty & b et o R e fon B Arabiore H-mothyh-N-pheng:
(p&YRIsigd- phase): Rr = 10.36 min. 1H NMR (400 MHz,
CIX]%%: '

11.68 (bs, 1 H), 8.36 (dd, J = 7.2, 20 0.8 Hz,
1THp, copn@undideias prefaréd usirg the, gehearlll, préoc@dureddestribed it

A3 AhE 7( 1S (5D g7 B9 Ty’ B foniabl Mk tighetsea:

Eplg’aslgﬁi_:z?% =;§.925gi§|2(sfn@le pedh). "Bt ROK 8003%MHz, BRE,\ trotdmeric
broadeniig) 0.3 (s 1H), 8.37 (dd. J = 7.0, 1.0 Hz, 1H), 8.26 (dd, J = 8.8, 1.0
Hz, 1H), 7.75 (dd, J= 8.8, 7.0, 1H), 7.65 (d, J = 8.8, 7.0 Hz, 1H), 7.07-7.04 (m, .

10 3H), 6.55 (m, 2H), 6.30 (d, J = 7.0 Hz, 2H), 3.37 (s, 3H).

15

20

EXAMPLE 59

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-butyl-4-chloro-benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 7. MS (ESI): neg. ion m/z 423/425 [M-H]. HPLC (reversed-phase):
Rr = 9.95 min (single peak). 'H NMR (400 MHz, CDCls): (rotameric
broadening) 11.61 (s, 1H), 8.35 (dd, J=7.0, 1.0 Hz, 1H), 8.21 (dd, J=8.8, 1.0
Hz, 1H), 7.73 (dd, /= 8.8, 7.0, 1H), 7.70 (d, J=8.8, 7.0 Hz, 1H), 7.20 (d, J =
11.2 Hz, 1H), 6.93 (dd, J = 8.4, 2.0 Hz, 1H), 6.30 (d, J = 7.0 Hz, 2H), 5.89 (s,
1H), 3.36 (m, 2H), 1.54 (m, 2H), 1.38 (m, 2H), 0.97 (t, J = 7.3 Hz, 3H).
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WD 2005/ 012275 PCT/ US2004/ 009589 EXAMPLE 58 0 N Cl
NH 0CS N~ S-N

wa20Banxof 1, 2, 5]t hi adi azol e- 4- sul f onyl am no) - 4Pciiuse@4MD9589

-met hyl - N- phenyl - benzam de. 5 This conpound was
PEXAMPICE 89i ng t he general procedure described in
EXAMPLE 7 M5 (ESI): mz 459 [M+H] +, 481 [ M+Na]+. HPLC

(reversedy phase): RT = 9.92 nmin (single peak). 1H NWR
(40044 &l 3): (rotameric broadening) 9.83 (s, 1
H) , J=7.0, 1.0 Hz, 1 H), 8.26 (dd, J =

8Ct 1H, 7.75 (dd, J =8.8, 7.0, 1 H, 7.65

(d, J 08,8, 7.0 Hz, 1 H), 7.07-7.04 (m 10 3H), 6.55

(m 2H),o"6d, 3= 7.0 Hz, 2H, 3.37 (s, 3H).

EXAMPLE 59, Q ¥ CI NH O00S/ N~ SN

2-( Benzo['ﬂ 2,/%5] t hi adi azol e- 4-sul f onyl am no) - N- but yl - 4-

chl or o- ber¥a@ti de. 15 This compound was prepared using

t i N I - =, ¥, i AL -
(%%T%ﬁm%ég&h'?gﬁgﬁgg %%ﬁg g)bthehj‘lé }_ﬁrflc.)rowl_ &tidine-YRarbonyl)
(praredlsaiidshase): RT = 9.95 min (single peak). 1H NMR
{18 g g breieged TR fciipe SeTRyal RoSAdyTg sshibed i
SERAMPICE 7!"4\ASJ(E§)|_E ml/z 431 ([WHE.J HPIE ghev@rs%d-ﬂhé@e): Ry £B.15
(d, J =8.8, 7. , 153, 7.20 (d, =20 11.2 Hz, 1
Hpin Girge peak).J HNMR (400 Mz COCH):, (réag®ricchrogdeningp9.81 (s,

89_ .36 Ho o1 2 _
ey 8 @1P= 04 6 HE 1 824, 75 8Ty g HiT P71 (aa, v =
20857 ©1 ARi}57 BETHUS200 8/ PQOESANH), 7.14 (d, J = 11.2 Hz, 1H), 6.98 (dd,

J = 8.4, 2.0 Hz, 1H), 3.47 (m, 2H), 3.12 (m, 2H), 1.90 (m, 2H), 1.65 (m, 2H).

EXAMPLE 61
(@)
N
Cl NH F
O:é
d/
N~ /;
S—N

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-[1-(4-fluoro-phenyl)-
ethyl]-benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 7. MS (ESI): m/z 489 [M-H]". HPLC (reversed-phase): Ry = 9.95
min (single peak). 'H NMR (400 MHz, CDCls): (rotameric broadening) 11.63
(s, 1H), 8.37 (dd, J=7.0, 1.0 Hz; 1H), 8.21 (dd, J = 8.8, 1.0 Hz, 1H), 7.74-7.69
(m, 2H), 7.33-7.21 (m, 3H), 7.09-7.04 (m, 2H), 6.93 (dd, J = 8.4, 2.0 Hz, 1H),
6.09 (d, J=7.8 Hz, 1H), 5.25 (t, J = 7.0 Hz, 1H), 1.55 (m, 3H). Elemental
analysis: calculated for C21H6CIFN4O3S,, C 51.37, H 3.28, N 11.41; found C
51.78, H 3.40, N 11.14.
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EXAMPLE 60 OND Cl NH OOSs/ N~ SN
Benzo[ 1, 2, 5] t hi adi azol e-4-sul fonic acid

w3ewshiza7e- 2- (pyrrol i di ne-1-carbonyl)- phenyl ] Pamiuden04/509589

Thi's conmpound was prepared using the general procedure
described in .EXAMPLE 7. MS (ESI): mz 421 [MH)-.
HPLC (reversed-phase): RT = 9.15 nin (single peak).
IEXKAMRLEIGR MHz, CDCl 3): tameri c broadening) 9.81
(s 1H) 8.31n(dd,J= ,10Hz 1 H, 8. .24 (dd,
.0 Hz, 1 H, 7.71 (dd, J = 8.8, 7.0, 1 H),
N8 8, 7.0 Hz, H)714(d,J:11.2Hz,
98 ((dd, 1@,J = 8.4, 2.0 Hz, 1 H), 3.47 (m
3 ITNH 2 1.90 (m 2H), 165(m 2H) .
EXAI\/PLFE)HCINHF O0s / N~ SN
2- (Benzazfl ] t hi adi azol e-4-sul fonyl am no) - 4-chl oro-N
-[ 1- (4-f 1 ygro~phenyl )- 15 et hyl]-benzanm de. This
compound prepared using the general procedure
descrlbed§n EXAMPLE 7. MBS (ESI): miz 489 [MH]-
I\SI@ Q@ﬂﬁ@@iaﬂdﬂésﬁiuﬁdﬁc acidt [@%hl&‘o@(@h?@r‘&yﬁ%@l@l-
&-‘: rotameric broadening) 171.
(@peudmy 1-garppnythepyl-amide. 1.0 Hz, 1 H), 8.21 (dd J

sl et Uy B8 it il
N US(CEP LM b Wbt

frarn @m@@@aﬁ\m@ R&ﬂ@ll\/th GD@lsﬁérotﬂmfichoa¢%uﬂ@) 00 (s,
Sy & o8 1, Y= 7!\6,3110 . 189 8.24 (dd,J= 8.8, 1.0 Hz, 1H), 7.71 (dd, J = _

8.8, 7.0 Hz, 1H), 7.65 (m, 1H), 7.00 (m, 2H), 3.51 (d, J = 5.9 Hz, 2H), 2.55 (t, J

ro
O

- =13.6 Hz, 2H), 1.72 (bs, 3H), 1.54 (bs, 2H), 1.11 (bs, 2H). Elemental analysis:

calculated for C19H19CIN4O4S5, C 48.87, H 4.10, N 12.00; found C 48.62, H
3.90, N 11.81.

EXAMPLE 63
™
0 L

S—N
Benzo[1,2,5]thiadiazole-4-sulfonic acid {5-chloro-2-[4~(2-hydroxy-phenyl)-
piperazine-1-carbonyl]-phenyl}-amide.
This compound was preparéd using the general procedure described in
EXAMPLE 7. MS (ESI): m/z 528 [M-H]". HPLC (reversed-phase): Rt = 8.36
min (single peak). 'H NMR (400 MHz, CDCls): (rotameric broadening) 8.84 (s,
1H), 8.34 (dd, J=7.0, 1.0 Hz, 1H), 8.30 (dd, J = 8.8, 1.0 Hz, 1H), 7.76 (dd, J =
8.8, 7.0 Hz, 1H), 7.48 (d, J = 1.8 Hz, 1H), 7.23-7.13 (m, 2H), 7.11-7.08 (m,
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WD 2005/ 012275 PCT/ US2004/ 009589 EXAMPLE 62 O NO1,
C NHOH OGO S N S-N

weemsofid272, 5]t hi adi azol e- 4-sul foni ¢ aci d PCT/US2004/009589

[ 5-chl oro-2- (4- hydroxynet hyl - 5

PRI 7,00 (&d, 1 €8 DNy Hz, nhsnebk—ergsd(% TH, 3. W(&OHPH 310 (b
was prepared using the general procedure descti bed
BHMPLE 7. M5 (ESI): niz 465 [MH -. HPLC
(reversed-phase): RT = 7.99 nin (single peak). 1H NWMR
(400 MHz, CDCI3): (rotaneric broadening) 9.00 (s, 1

I-EXA&AéLa;edd J’=7.0, 1.0 Hz, 1 H), 8.24 (dd,,J =
8.8, 1.0 Hz, 1 H), 7.71 (dd, J = 10 8.8, 7.0 Hz, 1 H),

7.65 (m Hp—@H00 (m 2H), 3.51 (d, J = 5.9 Hz, 2H),
2.55 2 13.6 Hz, 2H), 1.72 (bs, 3H), 1.54 (bs,
2H), 2H). Elenental analysis: calcul ated
for MO4S2, C 48.87, H 4.10, N 12.00; found C

NH~N SN Benzo[ 1, 2, 5] t hi adi azol e- 4-sul foni c
acid {5-ch ~2-[4-(2- hydroxy phenyl ) -

pi per azi ni- 1/ carbonyl ] - phenyl } -am de.  Thi s conpound
mas prepaﬁé usi ng the general procedure described in

(rever sed- EJ aagig?oléﬁﬁgbﬁoﬂéécfﬂﬁﬁ &%I ngI 2H§ gﬁsy.meltwlf\ll\/R
(iyreolidie- 1 R @)yl)-phenydlsamide. br oadeni ng) 8.84 (s, 1
H?’@ss ey q(ggld’viéjwrep,ar% U(s[g]@'_t'ﬁg ggn%lg)rogeqﬁrﬁgesi;npﬁd in
;Eﬁw(?mLE# %Aé (BShZ m/2 48) [MIHE3HPLES (relersédlphase): Rt = 8.40
min (single peak). 'H NMR (500 MHz, CDCls): (rotameric broadening) 9.46 (s,
1H), 8.33 (dd, J=11.7, 7.0 Hz, 1H), 8.25 (dd, J=8.8,4.4 Hz, 1H), 714 (d, J =
8.3 Hz, 1H), 7.01 (dd, J = 8.3, 1.8 Hz, 1H), 4.23 (s, 1H), 4.07 (d, J=12.1 Hz,
1H), 3.70 (m, 1H), 3.39 (m, 1H), 3.19 (m, 1H), 2.15 (m, 1H), 1.87 (m, 1H), 1.78

(m, 1H), 1.56 (m, 1H).

48. 62, CH:SB§O N 11.81. 15 EXAMPLE 63 0 N') OH Cl

EXAMPLE 65

/@J\t\
Cl NH
8,5

N

S—N
2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N,N-diethyl-benzamide.
This compound was prepared using the general procedure described in
EXAMPLE 7. MS (ESI): m/z 423 [M-H]. HPLC (reversed-phase): Rt =9.43
min (single peak). 'H NMR (400 MHz, CDCl3): (rotameric broadening) 8.87 (s,
1H), 8.32 (dd, J=7.0, 1.0 Hz, 1H), 8.23 (dd, J= 8.8, 1.0 Hz, 1H), 7.72 (dd, J =
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2-( BenzNa‘E,&

90 WD 2005/ 012275 PCT/ US2004/ 009589 2H), 7.02 (dd, J
=8.1, 1.3 H, 1 H, 6.97-6.93 (m 1 H), 3.77 (bs,
wo®es/0322t8 (bs, 4H). EXAMPLE 64 O OH N CI  NHPCODDS200%009589
s N5 S N Benzo[1;2,5]thiadi azol e- 4- sulfonic acid
[583|7|@H2 2H§27 hwaOﬁMM 1H 7.04-6.98 (m, 2H), 3.25 (bs, 4H),
pyrrolidi ne hi s c
wadpibspaHed usi ng the general procedure descri bed |n

car bonyl ) - phenyl ] -am de onp

EXAMPLE 7. M (ESI): miz 451 [MH-. HPLC

(reversed-phase): RT = 8.40 10 mn (single peak). 1H

NVRANOOE Mgz, CDCl 3): (rotaneric broadening) 9.46 (s,

1 H), 8.33 (dd, J = 11.7, 7.0 Hz, 1 H), 8.25 (dd, J =
8.8, 4.4/F, 1H, 7.14 (d, J = 83 H, 1 H, 7.01

(dd, J"= 83, 1.8 Hz, 1 H), 4.23 (s, 1 H, 4.07 (d, J

=12.1 HzJ 1 H), 3.70 (m 1 H, 3.39 (m 1 H, 3.19

(m , 15(m 1 H, 1.87 (m 1 H, 1.78 (m 1
&L rglm 1 H. 15 EXAVWLE 65 0 NCI HOO S/

t hi adi azol e-4-sul f onyl am no) - 4-chl oro-N
zam de. This conmpound was prepared

ral procedure described in 20 EXAVPLE 7.

M5 (ESI): 1 423 [MH". HPLC (reversed-phase): RT =
9.43 mn ?éi ngl e peak). 1H NWVR (400 WMHz, CDCl 3):

( Benzotd (2, 5]thindiadele+frghlfénit Ac{ds[5-chloro-2-(2,5-dimethyl-2,5-dihydro-

pyrrole-1-carbonyl)-phenyl]-amide.

, N-di et®yl
usi ng theygepe

This compound was prepared using the general procedure described in
EXAMPLE 7. MS (ESI): m/z 447 [M-HJ. HPLC (reversed-phase): Rt = 10.00
min (single peak). 'H NMR (400 MHz, CDCls): (rotameric broadening) 9.75 (s,
1H), 8.33 (dd, J=7.0, 1.0 Hz, 1H), 8.20 (dd, J = 8.8, 1.0 Hz, 1H), 7.78 (d, J =
2.0 Hz, 1H), 7.69 (dd, J = 8.8, 7.0 Hz, 1H), 7.23 (d, J = 8.3 Hz, 1H), 6.97 (dd, J
=8.2,2.0 Hz, 1H), 5.70 (d, J = 6.4 Hz, 1H), 5.42 (d, J = 4.6 Hz, 1H), 4.97 (m
1H), 4.60 (m, 1H), 1.40 (d, J = 6.4 Hz, 3H), 0.11 (d, J = 6.4 Hz, 3H).

EXAMPLE 67

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-furan-2-ylmethyl-N-
methyl-benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 7. MS (ESI): m/z 461 [M-H]. HPLC (reversed-phase): Ry = 9.58
min (single peak). 'H NMR (500 MHz, CDCls): (rotameric broadening) 8.97 (s,
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1 H, 832 (dd, J =7.0, 1.0 Hz, 1 H), 8.23 (dd, J =
8.8, 1.0 Hz, 1 H), 7.72'(dd, J = 91 WO 2005/ 012275
w@@rrdsmm@m 009589 8.8,-7.0 Hz, 1 H), 7.48(d, PATAIS1008/009589
704698(m2,32(bs,4|—|) 1. 05 (bs,

oLEIf>§ ﬁgh k F%@J S\BI-FZSPH)'?H(tJ 7.6 Hz,

HZ,
Benzo 1,2, 5]thi adl az Ic acid
[E-I):lﬂ(fn?()} 214-027.‘31—3c(|8néHmy7f 042 (S-2H NP Tos, @)r 415¢-(%, 1H), 4.06 (s,
@_al):qgo%g ghen -am de. This conmpound was prepared
u @ procedure described in EXAMPLE 7.
MS (ESI): mz 447 [MH -. HPLC (reversed-phase): RT =
10.00 '"10 mn (single peak). 1H NWR (400 WHz, CDCl 3):
(EXAMRLE 68br oadening) 9.75 (s, 1 H), 8.33 (dd, J =
8.20 (dd, J =8.8, 1.0 Hz, 1 H),

1

Hz, H, 7.69 (dd, J = 8.8, 7.0 Hz,
8.3 Hz, 1 H, 6.97 (dd, J = 8.2,
(d, J =6.4 H, 1H, 542(d,J=
(m 1 H, 460(m 1H),. 1.40 (d,
, 0.11 (d, J = 6.4 Hz, 3H). 15 EXAMPLE
67 0oo00d ODS Nomi S-N
2- (Benzo[ l# t hi adi azol e- 4- sul f onyl ami no) - 4-chl oro- N

-fur an»-«2-y§_ thyl -N- net hyl - benzam de. 20 This
conpound was prepared using the general procedure
OBsmo[bQcB]thnadrEi@lMEuWonlb/Ec(dE[SL()azemme-%cbrbmyﬂ 5-chloro-
HPLC ir ever sed- phase): RT = 9.58

phenyl]-amide.

This compound was prepared using the general procedure described in
EXAMPLE 7. MS (ESI): m/z 449 [M-H]'. HPLC (reversed-phase). Rt = 9.79
min (single peak). "H NMR (400 MHz, CDCls): (rotameric broadening) 8.85 (s,
1H), 8.30 (dd, J=7.0, 1.0 Hz, 1H), 8.24 (d, J=8.8 Hz, 1H), 7.71 (dd, J = 8.8,
7.0 Hz, 1H), 7.64 (s, 1H), 7.01 (s, 2H), 3.47 (s, 2H), 2.99 (s, 2H), 1.75 (s, 2H),

1.57 (s, 2H), 1.49 (s, 4H).

EXAMPLE 69

S—
2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chioro-N-methyl-N-naphthalen-1-
ylmethyl-benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 7. MS (ESI). m/z 521 [M-H]". HPLC (reversed-phase): Rt = 10.45
min (single peak). "H NMR (400 MHz, CDCIg): (rotameric broadening) 8.97 (s,
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mn (single peak). 1H NWMR (500 MHz, CDCI3): (rotaneric
broadeni ng) 8.97 (s, 92 WD 2005/012275

wOeCH5Ws2004/ 009589 1 H, 830 (dd, J = 7.0, 1.0CHuS24/009589

H, 8.23 (d, J =88 Hz, 1 H, 7.71 (t, J =7.6 Hz, 1
H)H)Taw(mszm 805 (§ () (7587 amrtsH)WQQ—Xaz (ﬁ1‘|)5H6)§7.$)?1 (m, 2H),
g( H, 1H, 2.86 1(m

@)01(6%&\@3%%83 )o NCI \ NH ‘008 N SN
Benzo[ 1, 2, 5] t hi adi azol e- 4-sul foni'c acid
[ 2- (azepane 1- carbonyl)-5-chl oro- phenyl]-am de. This
CEXAMPICE W@s prepared using the general procedure
describein 10 EXAMPLE 7. M5 (ESI): niz 449 [MH]-.
HPLC (revrs d- phase) RT = 9.79 mn (single peak).
¢ . (rotaneric broadening) 8.85
(dd =7.0,"1.0 Hz, 1 H, 8.24 (d, J

' , 7.71 (dd, J =8.8, 7.0 Hz, 1 H), 7.64
(s 1 I-@\s7 (s, 2H), 3.47 (s, 2H), 2.99 (s, 2H),

1.75 (s,02 1.57 (s, 2H), 1.49 (s, 4H). 15 EXAWPLE
69 O N NH Cos NN S-N
2- (Benzo| 2N5]th| adi azol e- 4- sul f onyl ami no) - 4- chl or o- N

- met hyl - %apht hal en- 1- yl net hyl - benzam de. 20 This
CBERAYN D, Betsia fiaeORE £BUKGHIB G cldB-&ReR- 2l (2 MheHgHpip.ridine-1-

described i n
carbonyl)-phenyl]-amide.
This compound was prepared using the general procedure described in
EXAMPLE 7. MS (ESI): m/z 449 [M-H]". HPLC (reversed-phase): Rt = 9.88
min (single peak). "H NMR (500 MHz, CDCls): (rotameric broadening) 8.89 (s,
1H), 8.33(d, J = 7.0 Hz, 1H), 8.24 (d, J = 8.8 Hz, 1H), 7.72 (dd, J = 8.8, 7.0 Hz,
1H), 7.62 (s, 1H), 7.00 (m, 2H), 4.45 (s, 1H), 3.49 (s. 1H), 2.89 (m, 1H), 1.64—
1.54 (m, 5H), 1.26 (s, 1H), 1.16 (s, 3H).

EXAMPLE 71
0
N
Cl: NH
O:IS
/,
O/
N7 /;
5—N

Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-chloro-2-(octahydro-isoquinoline-2-
carbonyl)-phenyl]-amide.

This compound was prepared using the general procedure described in
EXAMPLE 7. MS (ESI): m/z 489 [M-H]". HPLC (reversed-phase): Rt = 10.67
min (single peak). 'H NMR (400 MHz, CDCls): (rotameric broadening) 8.85 (s,
1H), 8.29 (dd, J=7.0, 1.0 Hz, 1H), 8.25 (dd, J = 8.8, 1.0 Hz, 1H), 7.71 (m, 1H),
7.61 (s, 1H), 7.01 (m, 2H), 3.09 (bs, 4H), 1.85—-1.38 (m, 12H).
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EXAMPLE 7. M5 (ESI): mz 521 [MH-. HPLC
(reversed-phase): RT = 10.45 mn (single peak). 1H

wolehvs(405s VHz, CDCl 3): (rotaneri c broadeni ng) 8COTSE®H/009589

93 WD 2005/012275 PCT/ US2004/009589 1 H), 8.25 (m
2H) 8. 05 (s 1 H, 7.87 (m 3H), 7.58-7.42 (m 5H),
'\&ﬁ’ 5.01 (s, 2H), 2.38 (s. 3H. EXAMPLE 70
oEXrQ LE\W NP 5 SN
Benzol[ 1, 2@5] t hi adi azol e-4-sul fonic acid
2-met hyl - pi peri di ne-1-
cam de. This conpound was prepared
procedure described in EXAMPLE 7.
49 [MH -. HP,LC (reversed-phase): RT =
ingle peak) 1H NMR (500 MHz, CDCI 3):
adening) 8.89 (s, 1 H), 8.33 (d, J 7.0
(d, J =8.8 Hz, 1,H), 7.72 (dd, J
, 7.62 (s, 1 H, 7.00 (m 2H), 4.45
H) , (s. 1 H, 2289 (m 1 H, 1.64- 1.54 (m
SBIWZQUZ?@S](tIslad[BHpIe 4-syiforis acBH)5-chiBra=X ARt Ey172,4-dbnettyl-

shinddinG 2 atnond abeRl-amids  oni ¢ aci d

[ Phishdopfisoutd WES réd 'L%Q@Jﬂh@zcéérfé@alzprocedure descnbed in

car bon lhﬁle phenl -am de. Thi s conpound repar ed
LEXAYIT 7gemsr S )rle T [MI-Hs 1 e draverseol B Br 7. 10.76

Yﬁ‘ %&ﬁl@neﬁrg(as ngl gh\z(hzlé?o '\}{h}_#mbﬂ (E@%Eﬁ}el)r%gf@ag?mngﬂo 10

((Ht1e7e8 36 (QuoaeenONY) Bz, 8FHY, 8.22 (dd, J = 8.8, 1.0 Hz, 1H), 7.72 (dd,
J=9.9,7.1 Hz, 1H), 7.65 (s, 1H), 7.12 (d, J = 8.3 Hz, 1H), 6.96 (dd, J = 8.3, 2.0
Hz, 1H), 3.83 (m, 1H), 3.14 (m, 1H), 3.00 (m, 1H), 1.83 (bs, 2H), 1.45-1.25 (m,
5H), 1.02—0.92 (m, 6H).

EXAMPLE 73
O

e
Ci NH

Oss .
0

be

s—N

Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-chloro-2-(4-phenyl-piperidine-1-
carbonyl)-phenyl}-amide.
This compound was prepared using the general procedure described in
EXAMPLE 7. MS (ESI): m/z511 [M-H]. HPLC (reversed-phasé): Rt =10.31
min (single peak). "H NMR (500 MHz, CDCls): (rotameric broadening) 9.02 (s,
1H), 8.30 (dd, J=7.0, 1.0 Hz, 1H), 8.24 (dd, J= 8.8, 1.0 Hz, 1H), 7.71 (dd, J =
9.9, 7.1 Hz, 1H), 7.66 (d, J = 1.7 Hz, 1H), 7.33 (t, J = 7.4 Hz, 2H), 7.23 (m, 1H),
7.20 (m, 2H), 7.03 (m, 2H), 2.72-2.67 (m, 2H), 1.86 (bs, 2H), 1.59 (bs, 4H).
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1H, 829 (dd, J =7.0, 1.0 Hz, 1 H), 8.25 (dd, J =
8.8, 1.OHz, 1 H, 7.72 (m 1 H, 7.61 (s, 1 H, 7.01
Omosam2753. 09 (bs, 4H), 1.85-1.38 (m 12H). 92CWDS2004/009589
2005/ 012275 PCT/ US2004/ 009589 EXAMPLE 72 ON CI NH
01 S N SN Benzo[ 1, 2, 5] t hi adi azol e-4-sul fonic
acid [5-chloro-2-(3-ethyl-2,4-dinmethyl- 5
fXAMPLE -1 -carbonyl ) -phenyl ]-ami de. This conpound
was prepared ing the general procedure described in
EXAVPLE @SI): mz 477 [MH -. HPLC
(re >R : RT = 10.76 mn (single peak). 1H
NVR I\/Hz, CDC|3) (rotaneri c broadeni ng) 10.10
J =7.0, 1.0 Hz, 1 H, 8.22 (dd, J
. , 10 J =9.9, 7.1 Hz, 1
H, 7.6® ( H) 1(d J =8.3 H, 1H), 6. 96
3 (m
1.

1
[0}
©
=
Q;Q-
\]
\]
N
—~
Qo
o

(dd, J = & 2.0’Hz,1H) 3.8 1H, 3.14 (m 1
H), 3.00 \ml'1 H, 1.83 (bs, 2H), 1.45-1.25 (m 5H),
.02-0.92(m 6H). EXAVPLE 73 0 N O NH OS NP 15

S\’(Mb@{ 2, 53ihid dibz sididag@ifrnyfarsinbi-anitdor@ciNabyclohexyl-N-methyl-
[5 chloro 2. (4- phenyl - pi peri di ne- 1-

§.- phenyl ] -am de. This conpound was prepared

v E%”iﬁ%“ﬂ?@@ée%fﬁe%“w@%ﬁ%%i S S8 in

BEX/UPLE7 mMS (BSHongz B k-H]LHHRIR (ré@@rsh’&lmha@@ﬁﬂ?ﬁ =10.23
t

(ntu% (gmnegrlé geak Oa“ﬂleﬂk/ﬂg%oo I\/ﬁ-lz( %DC|3) (rotameric broadening) 9.00 (s,

1H), 8.33 (d, J = 7.0 Hz, 1H), 8.24 (dd, J = 8.8, 1.0 Hz, 1H), 7.72 (dd, J = 9.9,

7.1 Hz, 1H), 7.63 (d, 1H), 7.01 (s, 2H), 1.58-1.04 (m, 11H).

EXAMPLE 75
o)
@“
cl NH >
O:/é
O/
N" ]

ST
Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-chloro-2-(octahydro-quinoline-1-
carbonyl)-phenyl]-amide.
This compound was prepared using the general procedure described in
EXAMPLE 7. MS (ESI). m/z 489 [M-H]". HPLC (reversed-phase): Rr = 10.72
min (single peak). 'H NMR (500 MHz, CDCls): (rotameric broadening) 9.08 (s,
1H), 8.33 (d, J = 6.7 Hz, 1H), 8.24 (d, J = 8.7 Hz, 1H), 7.71 (m, 1H), 7.60 (s,
1H), 7.05-6.97 (m, 2H), 3.30 (m, 2H), 2.19 (m, 1H), 1.80-1.09 (m, 13H).
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1 H, 830 (dd, J =7.0, 1.0 Hz, 1 H), 8.24 (dd, J =

8.8, 1.0 Hz, 1 H, 7.71 (dd, J = 9.9, 7.1 Hz, H),

w@206/002k75) = 1.7 Hz, 1 H), 7.33 (t, J = 7.4 HpCTAIS04/009589

7.23 (m 1 H), 720(m 2H), 7.03 (m 2H), 2.72-2.67

(EXARMLE 3686 (bs, 2H), 1.59 (bs, 4H). 95 WO

2005/ 012275 PCT/ US2004/ 009589 EXAMPLE 74 O i N \ ~
:S--N

adi azol e- 4- sul f onyl am no) - 4-chl oro- N
yl - 5 benzam de. This conpound was
e general procedure described in
S (ESI): mz 463 [MH-. HPLC
(reversedl- : RT = 10.23 mn (single peak). '"H
NVR (400 MA 3): (rotanmeric broadening) 9.00 (s,
1 FD 8. 3% (i, = 7.0 Hz, 1 H, 8.24 (dd, J = 8 8,

0 Hz, 1$HN 7.72 (dd, J = 9.9, 10 7.1 Hz, 1 , 7.63

@)&@%om%%&ﬁam@le Lrsfbrdtinofa- dhofdn- 1'%§/é|\4ﬂe§yl-

Bethgl{bbn2afiidédi adi azol e-4-sul fonic aC| d
[,g chl or o- 2- (oct ahydr o- quj nogl ne- 1-

hig SRUIPQYNENI$ preparae Usihgt e&%ﬁwmﬂomﬂﬁrd@&gw%d in

T %Eé”"%ﬁw FE FRRE frelrscpdfilase &+ = 10.91
10irvingte pegk).n U BIMFR 4500 MHZ, mm(gﬁqmtm,ncmsemng) 11.73
KEon B8 57 68950, Bb i Xty Biag od Vg B e T iR, HE 7.74 (e
H = 9/960.1(18z, 1H), 7.71 (d, J = 1.74 Hz, 1H), 7.21 (d, J = 8.4 Hz, 1H), 6.93

10  (dd, J=8.4,2.0, 1H), 5.75 (d, J = 8.5 Hz, 1H), 4.00 (m, 1H), 1.78-1.67 (m, 5H),

1.54 (s, 2H), 1.42 (m, 1H), 1.22—1.14 (m, 4H), 1.01 (m, 2H).

EXAMPLE 77
o)
dﬂ
Cl NH o
O:S
O// = l
N// /
s—N

15  2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(9-ox0-6,7,8,9-
tetrahydro-5H-benzocyclohepten-2-yl)-benzamide.
This compound was prepared using the general procedure described in
EXAMPLE 7. MS (ESI): m/z 525 [M-H]. HPLC (reversed-phase): Rt = 9.99
min (single peak). 'H NMR (400 MHz, CDCl3): (rotameric broadening) 11.04

20 (s, 1H), 8.33(dd, J=7.0, 1.0 Hz, 1H), 8.19 (dd, J = 8.8, 1.0 Hz, 1H), 7.99 (dd,
J=9.9,71Hz 1H),7.81(d, J=1.7 Hz, 1H), 7.69 (dd, J = 9.0, 6.8 Hz, 1H),
7.52(d, J=2.4Hz, 1H), 7.37 (d, J= 8.4 Hz, 1H), 7.31 (d, J = 8.0 Hz, 1H), 7.04
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201 H, 7.05-6.97 (m 2H), 3.30 (m 2H), 2.19 (m 1
H, 1.80-1.09 (m 13H). 96 WD 2005/012275
wOCH5Ws2004/ 009589 EXAMPLE 76 o H CI NH OOS PRPUSB0M009589
(R)-2-(Benzo[ 1, 2, 5] t hi adi azol e- 4-sul f onyl am no) - 4-chl o
r e\ I X I Thi _
"y Claaraphey R e T Lo TR . 104
EXBERIE 4H). M5 (ESI) mz 477 [MH". HPLC
(reversed-phase): 'RT = 10.91 mn (si ngl e peak). 1H
NVR (500 MHz, CDCI 3): (rotameric broadening) 11.73
(EXAM#ﬂ)E7§ 37 (dd, J = 7.0, 1.0 Hz, 1 H), 8.22 (dd, J
H, 7.74 (dd, J =19.9, 7.1 Hz, 1 H),
4 H, 1 H, 7.21 (d, J =8.4 H, 1 H),
.4, 2.0, 1 H, 575 (d, J = 8.5 Hz,
H) , 1 78-1.67 (m 5H), 1.54 (s, 2H),
.22-1.14 (m 4H), 1.01 (m 2H).
a OOS Nz/ I S-N 15
t hi adi azol e- 4- sul f onyl am no) - 4-chl oro- N
(9- oxo-6, 2 O tetrahydro-5
H-benzocy'&l/d ept en- 2-yl ) - benzani de. This conpound was
5 prepared usihg the general procedure described in

C

(revedljs’eGS-]EJ%% ?éla)ztrsﬂi’fcéw géé O{n[nw('é(k'(say%lg Le1 %%"El?ﬁ‘?")frffk'ﬁ/ﬁ'

([élfmlylk]Hzrnl(ﬁDCI 3) (rot arrerl c broadenl ng) 11 04 20 (s

]TH% (d as.prepared u the ene Iro esrl din

TyS ‘cpripqund W, M’ P? (5'(5‘8 Seneglgroge § *Fﬁ

7E%‘)3MF‘1_E 3 Tvlé (ESHZm/z'Mb')' '_éMYHﬁg |—(Fil<t grév? é%dopheﬁsef% #zlﬁz 9.12
10 Imis (s:rVgle;peeH) J-INMR(()5®QMHZ }G)DCIE) ((mtamenc broadening) 10.97

(s, 1H), 8.34 (dd, J=7.0, 1.0 Hz, 1H), 8.24 (dd, J = 8.8, 1.0 Hz, 1H), 7.72 (dd,

J=9.9,7.1Hz 2H),7.10 (d, J =1.7 Hz, 1H) 6.93 (dd, J = 9.0, 6.8 Hz, 1H),

4.04 (m, 4H), 2.27 (m, 2H).

15 EXAMPLE 79

Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-chloro-2-(thiazolidine-3-carbonyl)-
phenyl]-amide.
This compound was prepared using the general procedure described in

20 EXAMPLE 7. MS (ESI): m/z 441 [M+H]", 463 [M+Na]". HPLC (reversed-
phase): Rt = 9.24 min (single peak). "H NMR (400 MHz, CDCl3): (rotameric
broadening) 9.52 (s, 1H), 8.31 (d, J= 7.0, 1H), 8.26 (d, J = 8.8 Hz, 1H), 7.72
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97 WD 2005/ 012275 PCT/ US2004/ 009589 (dd, J = 8.4, 2.0
Hz, 1 H, 2.97 (t, J = 6.4 Hz, 2H), 2.76 (t, J = 5.8

welzzoosmltnmsl 94- 1.85 (m 4H). EXAMPLE 78 O CPCY/UNE004/009589

N~ 5 S N Benzo[1, 2,5]thiadi azol e-4-sul fonic

a(ﬁhéﬁzylﬁl?‘/ @’tél _Tﬁ%sﬁcz:gﬂ_lgund 3vadI5 ffg%;ﬁedHuzsdlhl& %EG (bs, 1H),

oenernss, mp@e@mm deﬁ)cz BagBsj 2H).EXAVPLE 7. M8 (ESI):

mz 407 [MH -. HPLC (reversed- phase) RT = 9.12 10
mn (single peak) 1H NMR (500 MHz, CDCI3): (rotaneric

(dd, J = 8.8, 1.0 Hz, 1 H, 7.72 (dd, J =
71CHZ 2H), 7.10 (d, J = 1.7 Hz, 1 H), 6.93 (dd,

bég@ﬂ@g_lggb 10.97 (s, 1 H, 8.34 (dd, J = 7.0, 1.0 Hz,
9. 9

J = . 1 H, 4.04 (m 4H), 2.27 (m 2H. 15
EXA oN' O C NH s o NPS-N
Be, azol e-4-sul fonic acid

[5 chl Qj%— 2- (thiazolidine-3-carbonyl)- phenyl]-am de.
This co

descri bed
463 [I\/H\Ial}l+/ HPLC (reversed- phase): RT = 9.24 min
(single pesy. 1H NMR (400 MHz, CDCI3): (rotaneric

gé%qu hla@agolérf suilfq}]am a% d% %gc)ro 2-11, % 304 tétrgplydro-

. O

S prepared using the general procedure
0 EXAMPLE 7. M5 (ESI): mz 441 [ M+H] +,

naphthalene-Z-carbonyI) -phenyl]-amide.

This compound was prepared using the general procedure described in
EXAMPLE 7. MS (ESI): m/z 485 [M+H]". HPLC (reversed-phase): Rt = 9.93
min (single peak). 'H NMR (400 MHz, CDCls): (rotameric broadening) 9.24 (s,
1H), 8.28 (d, J = 7.0 Hz, 1H), 8.15 (s, 1H), 7.74 (s, 1H), 7.66 (s, 1H), 7.256-6.99
(m, 6H), 4.49 (m, 2H), 3.56 (m, 2H), 2.70 (m, 2H).

EXAMPLE 81
F
N
H
Cl NH F
O:é\
O/
N7 |
5—-N

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(2,4-difluoro-benzyl)-
benzamide. ‘

This compound was prepared using the general procedure described in
EXAMPLE 7. MS (ESI): m/z 495 [M+H]". HPLC (reversed-phase): Rt = 10.02
min (single peak). 'H NMR (400 MHz, CDCls): (rotameric broadening) 11.60
(s, 1H), 8.36 (d, J=7.0 Hz, 1H), 8.21 (d, J = 8.8 Hz, 1H), 7.71 (m, 2H), 7.44
(m, 1H), 7.21 (m, 1H), 6.93-6.82 (m, 3H), 6.31 (bs, 1H), 4.56 (d, J = 5.8 Hz,
2H).
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WD 2005/ 012275 PCT/ US2004/ 009589 (m 2H), 7.13 (d, J
=83 Hz, 1 H, 7.01 (dd, J =18.3, 1.8 Hz, 1 H, 4.56
woheoso1228, 4.21 (bs, 1 H), 3.68 (bs, 2H), 2. 8dT(Uis3004/009589

2H). EXAMPLE 80 O~ NI/ C NHOS/ Ns | 5 SN
Benzo[ 1; 2, 5] t hi adi azol e-4-sul fonic acid
[5-chloro-2-(1, 2, 3, 4-tetrahydro- ‘
r2¥AMRLEB2- 2- car bonyl ) - phenyl ] -ani de. This conpound

was prepayed using the general procedure described in
EXAVPLE M5 (BSI): nmlz 485 [ M+H] +. HPLC
(revetrsed RT = 9.93 10 mn (single peak). '"H

3): (rotaneric broadening) 9.24 (s,

1Cl . F¥=7.0H, 1 H, 815 (s, 1 H, 7.74
(s, 1 W57 (s, 1 H, 7.25-6.99 (m 6H), 4.49 (m
2H), 3.58b H, 2.70 (m 2H). EXAMPLE 81 0 F N H |
ed NH -1 N 15 S-N

2- (Benzo] _2,’\‘ 5] t hi adi azol e- 4-sul fonyl am no) - 4-chl oro-N
-(2,4-difluoro-benzyl)- benzam de. This conpound was

F2-eBenzul1 298] tHladibeolgeReukonyimire)d-ehlors N (20 sbrorbenzyl)-
EXAVPLE 7. |v5 (ESI): mz 495 [MH +. HPLC

(PZ@YER- phase): RT = 10.02 20 nmin (single peak).

X b g e Buin
IEEXAMPLET. (MS (BS)); ni/z 447 [(MMrH]1 HPLC/(reMersed- phab&e) RT =995
E@%B(s%ggfe pgg}() &ﬂ NI\PR%Z}O(S Rﬂ-’lz ]CSP:E L}rotam(erlc broadenlng) 11.63
(s, 1H), 8.36 (dd, J=7.0, 1.0 Hz, 1H), 8.20 (dd, J = 8.8, 1.0 Hz, 1H), 7.75-7.68
(m, 2H), 7.48 (m, 1H), 7.43 (m, 1H), 7.18 (m, 2H), 7.09 (m, 1H), 6.91 (dd, J =
8.4, 2.0 Hz, 1H), 6.33 (s, 1H), 4.61 (d, J = 5.8 Hz, 2H).

EXAMPLE 83

o) cl
N
H
cl NH cl
O=
o"S
N” 7

s—N
2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(2,4-dichloro-benzyl)-
benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 7. MS (ESI): m/z 525/527/529 [M-H]". HPLC (reversed-phase): Ry
= 10.57 min (single peak). H NMR (400 MHz, CDCls): (rotameric broadening)
11.56 (s, 1H), 8.36 (dd, J=7.0, 1.0 Hz, 1H), 8.21 (dd, J = 8.8, 1.0 Hz, 1H),
7.75-7.69 (m, 2H), 7.46-7.43 (m, 2H), 7.30 (m, 2H), 6.93 (dd, J = 8.4, 2.0 Hz,
1H), 6.42 (m, 1H), 4.61 (d, J = 5.8 Hz, 2H).
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99 WD 2005/ 012275 PCT/ US2004/ 009589 EXAMPLE 82 0 F H
C NH OOs/ N SN
wa20Banxof 1, 2, 5]t hi adi azol e- 4- sul f onyl am no) - 4Pciiuse@4MD9589
-(2-fluoro-benzyl)- 5 benzam de. This conmpound was
pEXAMRAE 84i ng the general procedure described in
. mz 477 [ M+H +. HPLC
Rg 9.95 mn (single peak). '"H NWMR
bt ameri ¢ br oadeni ng) 11.63 (s, 1
7.0, 1.0 Hz, 1 H), 8.20 (dd, J =
,617576810(m 2H), 7.48 (m 1

1 H. 7.18 (m 2H), 7.09 (m 1 H, 6.91
. OHz, 1L H, 6.33 (s, 1 H, 461 (d, J =
~/EXAVPLE 83 OCI HI i G NG OSo -

2- (Benzo| ﬁi\l 5] t hi adi azol e- 4-sul fonyl am no) - 4-chl oro-N
-1-2Bén#b éqi |2| Bltrfiadiapaietd-sulbeiiamindg-4-dilofo-NoBppdithiomsbenzyl)-

prepare usi ng the general procedure described in
Mide. MBS (ESI): mz 525/527/529 [MH -. HPLC

5 R ERBEG R ey pred Péﬁgﬁéﬁﬁg“gﬁ%%é%@n&?%%ﬁg‘
(BEXAMPHE 78 .\88 (ESH); mYz 525/527/32D[NEH] . IHPL.C (Be&tsédiphade): Ry
o305 i (sidleipakh. 5ENNR (640 . 06y atamericyrbabening)
61£38(& 11}, D36 by £ .0, 4.5 H; §HhZ8.24d, J = 8.8, 1.0 Hz, 1H),

7.75-7.70 (m, 2H), 7.44-7.40 (m, 2H), 7.24 (m, 1H), 7.17 (dd, J = 8.4, 2.0 Hz,

10 1H), 6.94 (dd, J = 8.4, 2.0 Hz, 1H), 6.29 (s, 1H), 4.52 (d, J = 5.8 Hz, 2H).

EXAMPLE 85

0]
N
H
Cl ll\JH Cl
O=
//Sﬁj
’
N

. $—N
2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(4-chloro-benzyl)-
15 benzamide. |
This compound was prepared using the general procedure described in
EXAMPLE 7. MS (ESI): m/z 491/493 [M-H]". HPLC (reversed-phase): Ry =
10.23 min (single peak). 'H NMR (500 MHz, CDCls): (rotameric broadening)
11.60 (s, 1H), 8.37 (dd, J=7.0, 1.0 Hz, 1H), 8.23 (dd, J = 8.8, 1.0 Hz, 1H),
20 7.75-7.70 (m, 2H), 7.35-7.33 (m, 2H), 7.24 (m, 3H), 6.92 (dd, J = 8.4, 2.0 Hz,
1H), 6.23 (s, 1H), 4.52 (d, J = 5.8 Hz, 2H).
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100 WO 2005/ 012275 PCT/ US2004/ 009589 EXAMPLE 84 0 C
HC NHC OSNP SN

wa20Banxof 1, 2, 5]t hi adi azol e- 4- sul f onyl am no) - 4Pciiuse@4MD9589

- (3, 4-di chl oro-benzyl)- benzam de. 5 This conpound was
pEmmm_oEggi ng-the general procedure described in
EXAMPLE 7. MS (ESI): mlz 525/527/529 [MH -. HPLC
(reverseoophase) RT = 10.51 mn (single peak). 1H

DQ 3 (rotaneric'broadeni ng) 11.58
36 =7.0, 1.0 Hz, 1 H, 8.21 (dd, J
rQH F 7.75-7.70 (m 2H), 7.44-7.40 (m

7(1( 7.17 (dd, J = 8.4, 2.0 Hz, 10 1
,69”( 84 2.0 Hz, 1 H), 6.29 (s, 1 H),
452(dJ 8Hz 2H). EXAWPLE 85 0 H CI NH Cl
os N SN (Benzo[12 5] t hi ad

|azole 4- s%t¥onyl ami no) - 4- chl oro- N- (4-ch | or o- benzyl ) -

15 B0 TR Sl -
nbel%lmd% [MH HPLC (reversed phase) RT = 10.23

single peak). 1H NVR: (5 VHz, 3): (rotaperic
mrﬂlé&@mnf@an Was prerased ysrrag ing gjeﬂe(%ioorogedurﬁ qpsciibgd in

7 XA %78 M3 ég)@‘ﬂ') 7%%?7? @3 u-g] OH%C &9{7%r e??ﬁhang Rr = 9.94

6mire (sfnigle pbak) 8’ NMRA562 MH4, CDCl:p. (eRatrsriclropderingp11.62

(& 18783780629 =7 D: 1.0 Hz, 1H), 8.23 (dd, J = 8.8, 1.0 Hz, 1H), 7.74~7 71
(m, 2H), 7.30-7.27 (m, 2H), 7.22 (m, 1H), 7.06 (t, J = 8.6 Hz, 2H), 6.92 (dd, J =
8.4, 2.0 Hz, 1H), 6.23 (s, 1H), 4.52 (d, J = 5.8 Hz, 2H).

EXAMPLE 87
(0]
N
H
Cl NH :
O:é
d/ j; j
N7 /
5—N

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(1,2,3,4-tetrahydro-
naphthalen-1-yl)-benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 7. MS (ESI): m/z 497 [M-H]. HPLC (reversed-phase): Rt = 10.54
min (single peak). 'H NMR (500 MHz, CDCl3): (rotameric broadening) 11.79
(s, 1H), 8.40 (dd, J=7.0, 1.0 Hz, 1H), 8.24 (dd, J = 8.8, 1.0 Hz, 1H), 7.76-7.71
(m, 2H), 7.21-7.13 (m, 5H), 6.90 (dd, J = 8.5, 2.0 Hz, 1H), 6.17 (d, J = 8.1 Hz,
1H), 6.30 (m, 1H), 2.86-2.80 (m, 2H), 2.13-2.09 (m, 1H), 1.90-1.80 (rh, 3H).
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101 WO 2005/ 012275 PCT/ US2004/ 009589 EXAVMPLE 86 O H
C NHF OOS/ NI SN

wa20Banxof 1, 2, 5]t hi adi azol e- 4- sul f onyl am no) - 4Pciiuse@4MD9589

-(4-fluoro-benzyl) benzam de. 5 This conmpound was
EWEE%%SI ng the general procedure described in
L M5 (ESI): mz 477 [ MtH +. HPLC
(reverse@-phase): Rr =9.94 mn (single peak). 1H
ol CL8) : (rotameric broadening) 11.62
J=7.0, 1.0 Hz, 1 H), 8.23 (dd, J

288 g [ 7.74-7.71 (m 2H), 7.30-7.27 (m
2H) 7ogg "1 H), 7.06 (t, J = 8.6 Hz, 2H), 6.92

(dd, J & 4, 2.0 Hz, 1 H), 6.23 (s, 1 H, 4.52 (d,
J =5.8 . EXAWPLE 87 OH C NH Cos NP SN
2-(Benzo[Nf/

2,5]thi adBaMol e- 4- sul f on yl am no) -4-chl oro-N- (1, 2,

eI M Bl ﬁg igo K acrpASTL 64 dchisro-
il ppvAT sy 7RT”5 1054 min (single b
This\mpgand maﬁpprmeﬁ) using m%a%¢r@PBF&§§EPﬁgH§§§ Peti
(E%%Al\épmf Swl‘zéo(élﬁg)m}%‘sa%sg/%sgwln hzﬁg')ﬁc (r% %Fse@dﬁhasé ): R
(=n10 56NmingsPgle peak)) 'H BMR (5000MHz, CDGh); (tdriieic brahdening)
g1 1@1% dgﬂ)(ﬁz)%l(dpﬁ -ffbojrpﬂ%;@ ﬁ—ﬁf%ﬁa ?c% (2 82594)1 "0 Hz, 1H),
7.75(d, J = 2.0 Hz, 1H), 7.70 (dd, J = 8.8, 7.0 Hz, 1H), 7.44 (m, 1H), 7.29-7.23
(m, 3H), 6.95 (dd, J = 8.5, 2.0 Hz, 1H), 6.39 (d, J = 8.1 Hz, 1H), 5.50 (t, J= 7.2
Hz, 1H), 1.58 (m, 4H). '

EXAMPLE 89

Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-chloro-2-(8-oxo-1,5,6,8-tetrahydro-
2H,4H-1,5-methano-pyrido[1,2-a][1,5]diazocine-3-carbonyl)-phenyl]-amide.
This compound was prepared using the general procedure described in
EXAMPLE 7. MS (ESI): m/z 540/542 [M-H]. HPLC (reversed-phase): Ry =
7.73 min (single peak). "H NMR (500 MHz, CDCls): (rotameric broadening)
8.37 (bs, 1H), 8.26 (m, 2H), 7.72 (dd, J = 8.8, 1.0 Hz, 1H), 7.47 (d, J = 1.8 Hz,
1H), 7.35 (m, 1H), 7.22 (m, 1H), 6.86 (bs, 1H), 6.59 (d, J = 9.0 Hz, 1H), 6.06
(bs, 1H), 4.20 (d, J = 15.5 Hz, 1H), 3.85 (d, J = 13.5 Hz, 1H), 3.06 (bs, 1H),
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102 WO 2005/ 012275 PCT/ US2004/ 009589 EXAMPLE 88 O Cl
& NAHHCA OOs/ N SN

wa20Banxof 1, 2, 5]t hi adi azol e- 4- sul f onyl am no) - 4Pciiuse@4MD9589

-[1- (3, 4-di,.chl oro- phenyl)-ethyl]-benzam de. 5 This

C Q9o d NG3, 7PHE M 0 3. 365 (103 11—2,62.99«"(6!@& 1B.H¢AYHR, 2.00 (d, J =
described in EXAMPLE 7. M5 (ESI): mz 539/541/543

[N/BJ-'-?]H.Z, Hib).c (reversed-phase): Rr = 10.59 nmn

(single peak). 1H NMR (500 MHz, CDCI3): (rotaneric
broadening) 11.51 (s, 1 H), 8.35 (dd, J =7.0, 1.0
HEXAMPLE 98. 20 (dd, J = 8.8, 1.0 Hz, 1 H), 7.75 (d, J
Hz, 1 H, 7.70 (dd, J =8.8, 7.0 Hz

=20 , | H, 7.44
(m 1 H)Y, Y.29-7.23 10 (m 3H), 6.95 (dd, J = 8.5, 2.0
Hz, 1 >N6.39 (d, J =8.1Hz, 1 H, 550 (t, J=7.2
Hz, 1 H,/1.58 (m 4H). EXAMPLE 89 O i N C NH N SN
15 1@, 5] t hi adi azol e-4-sul fonic acid

[ 5- - 2- (8- o0xo0-1,5, 6, 8-tetrahydro

29,' 4H1 §’?”f‘ret hano- pyri do[ 1, 2-a] [ 1, 5] di azoci ne- 3- car bon
yI)-phecr%g,ﬁS -am de. This conpound was prepared using

t he gene¥Yal cedure described in EXAMPLE 7. M5
(ESI): m g“5#%0/ 542 [ MH -. 'HPLC (reversed-phase): RT =

7.73 mn (gingl e peak). 1H NMR (500 MHz, CDCl 3):
(rotaneric broadening) 20 8.37 (bs, 1 H, 8.26 (m
2Bpnzql1725thiadiazole-4-sglfonicamaidr [5-ghlpo-242 Arditegthyl-pyricligine-1-

m 1 H, 7.22 1 H, 6.8 (bs, 1
eroghybnghyianifo g "y EThe (hs, T 1k, 420

(hiskompdurid Was plepdired Jstly e gehetallsrodedilire deddribed in

3. 06 I\X bs, 1 Hg 103 WD 2005/ 012275 PCT/ US2004/ 009589
EXAMPLE 7. MS'(ESI): m/z 451 [M+H]". HPLC (reversed-phase): Rt = 9.84
min (single peak). 'H NMR (500 MHz, CDCls): (rotameric broadening) 9.07 (s,
1H), 8.34 (dd, J=7.0, 1.0 Hz, 1H), 8.24 (dd, J=8.8, 1.0 Hz, 1H), 7.72 (dd, J =
8.8, 7.0 Hz, 1H), 7.61 (d, J= 2.0 Hz, 1H), 7.16 (d, J = 8.2 Hz, 1H), 7.00 (dd, J =

8.5, 2.0 Hz, 1H), 4.00 (bs, 2H), 1.85 (bs, 4H), 1.12 (bs, 6H).

EXAMPLE 91
O

O://S

Benzol[1,2,5]thiadiazole-4-sulfonic acid [5-chloro-2-(morpholine-4-carbonyl)-
phenyl]-amide.

This compound was prepared using the general procedure described in
EXAMPLE 7. MS (ESI): m/z 439 [M+H]". HPLC (reversed-phase): Rt = 8.49
min (single peak). 'H NMR (500 MHz, CDCls): (rotameric broadening) 9.04 (s,
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2.94 (d, J = 12.7 Hz, 2H),. 2.55 (bs, 1 H), 2.07 (d, J
= 13.4 Hz, 1 H), 2.00 (d, J = 13.3 Hz, 1 H). EXAWPLE

wOQo0sN1205CI NH COos / N5 SN PCT/US2004/009589

10

15

20

Benzo[ 1, 2, 5] t hi adi azol e-4-sul fonic acid

[SH;héa QQC{da !{2 ﬁodn ma%W%M@Ldod 38 1.0 Hz, 1H), 7,73 (dd, J =

car bon Ihlz ] -am de s C oun Was~ prepar’ed
uSithg. leh,e §B prﬂdb&u@t(mesbir)uméa (m SHIXAMPLE 7.
M5 (ESI): mlz 451 [M+H] +. HPLC (reversed-phase): RT =
9.84 10 mn (single peak). 1H NWR (500 MHz, CDCI 3):

(qu;pa\anEcgzbroadeni ng) 9.07 (s, 1 H, 8.34 (dd, J =
7.0, 10Hz ,824(dd J:8.8,1.0Hz,1H),
7.61 (d

772(dd 8 70Hz . ,J .

. 7.00 (dd, J 8.5,

/@id\g\(bs 2H) 1 85 (bs, 4H), 1.12 (bs,
® Cll Oos / N~ SN

Benzo[lOQSS] i adi azol e-4-sul fonic acid _

[ 5-chl org- rphol i ne- 4-carbonyl ) - phenyl ] -am de.

Thi s conpo s prepared using the general procedure
descri bedNi nl/20 EXAMPLE 7. MB (ESI): mlz 439 [ MtH] +.
HPLC (reve?s@d phase): RT = 8.49 mn (single peak).

AR RN LRI o

(Uelnz;d)beﬁzamnde 0 Hz, 8.26 (dd, J = .3 . 1.0 Hz,
7.6

TE% C(O,quurﬁfw‘é‘% pﬂ@o,g(rﬁ_fj L@'.l])g w pcgdire éescnbegb in

EXAMPLE 7. MS (ESI): m/z 509/511 [M-H]. HPLC (reversed-phase): Ry =
10.31 min (single peak). "H NMR (500 MHz, CDCls): (rotameric broadening)
11.56 (s, 1H), 8.36 (dd, J=7.0, 1.0 Hz, 1H), 8.21 (dd, J = 8.8, 1.0 Hz, 1H),
7.74-7.69 (m, 2H), 7.39 (t, J = 8.2 Hz, 1H), 7.21-7.12 (m, 3H), 6.93 (dd, J =
8.4, 2.0 Hz, 1H), 6.31 (s, 1H), 4.57 (d, J = 6.0 Hz, 2H).

EXAMPLE 93
0 cl
cl NHH Z
O://IS
J [
N"

S—N
2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(2-chloro-4-fluoro-
benzyl)-benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 7. MS (ESI): m/z 509/511 [M-H]. HPLC (reversed-phase): Ry =
10.24 min (single peak). "H NMR (500 MHz, CDCls): (rotameric broadening)
11.57 (s, 1H), 8.36 (dd, J=7.0, 1.0 Hz, 1H), 8.21 (dd, J = 8.8, 1.0 Hz, 1H),
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HC NHCO OS~ N~ 5 SN
2- (Ben26[ 1, 2, 5] t hi adi azol e- 4-sul f onyl am no) - 4-chl oro-N

wo (dosmh2os 0- 2- f | uor o benzyl ) - benzanmi de. Thi s eomus2ed/009589

was prepared using the general procedure described in

EXABPEEE9/(m '\Zﬁrl)( 531) mﬁ’lH gﬁhHMHB(mHﬁ’HG}?OB m, 1H) 6.93
(reversedwazoase) O 10. (si n%ﬂ eak) .
H@Dthihﬁ‘l‘((%ﬂéﬂefhﬁd (s die i ng) H)11 56

(s, 1H) 8.36 (dd, J =7.0, 1.0'Hz, 1 H), 8.21 (dd, J
=8.8 1.0Hz, 1 H, 7.74-7.69 (m 2H), 7.39 (t, J =
SERXAMPLEOY), 7.21-7.12 (m 3H), 6.93 (dd, J = 8.4,
6.31 (s, 1 H, 4.57 (d, J = 6.0 Hz, 2H).
93(9“@3 HC NHF i OO5 N SN

adi azol e- 4- sul f onyl am no) - 4-chl oro- N
o- benzyl ) -benzam de. Thi s conpound

pre g the general procedure described in
20 EXAI\@Z*th 7 I\/B (ESI): mz 509/511 [MH-. HPLC
(rever sail- S RT = 10.24 mn (single peak). 1H
NVR (500 M 3): (rotanmeric broadening) 11.57
(s 1H),N\8/6(dd J =70, 1.0 Hz, 1 H, 8.21 (dd, J

8.8, 1.0°Fr, 1 H), 105 WD 2005/ 012275

pg{léé@_?é[@‘y ﬂ)ﬂﬂé&gzolé AL §ul?orﬁ§arﬁfﬁo&2ﬂ‘9;hlor70 ﬁ%Z(tFTluérdFﬂethyl-
(lernzy. -ber&amlde O Hz, | H, 6.41 (s, 1 H), 4.61 .(d, J
'Tl?s %o%ou%@wagxépared %smg the general procedure described in
EXAMPLE 7. HPLC (reversed-phase): Rr =.10.27 min (single peak). MS
(ESI): neg. ion m/z 525 [M-H]. "H NMR (400 MHz, CDCl3): (rotameric
broadening) 11.62 (s, 1H), 8.37 (dd, J=7.0, 1.0 Hz, 1H), 8.22 (dd, J=8.8, 1.0
Hz, 1H), 7.75-7.66 (m, 4H), 7.61 (app t, J= 7.3 Hz, 1H), 7.49 (app t, J=7.6
Hz, 1H), 7.19 (d, J = 8.5 Hz, 1H), 6.92 (dd, J = 8.4, 2.0 Hz, 1H), 6.29 (bm, 1H),
4,75 (d, J = 6.0 Hz, 1H).

EXAMPLE 95
o :/OH
/\ \N’;\ N
NS | H I =
Cl I’I\IH
O://S
O
N7 /;
S—N

(S)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(2-hydroxy-1-
phenyl-ethyl)-benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 7. HPLC (reversed-phase): Rr = 9.13 min (single peak). MS (ESI):
neg. ion m/z 487 [M-H]. "H NMR (500 MHz, CDCl3): (rotameric broadening)
11.59 (s, 1H), 8.35(d, J=7.0 Hz, 1H), 8.20 (d, /= 8.8 Hz, 1H),7.76 (d, /= 1.6
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OCF3 HCA NH O1 N5 SN
2- (Benzo[ 1, 2, 5] t hi adi azol e- 4-sul f onyl am no) - 4-chl oro-N

wo (280ston2X75 uor onet hyl - benzyl ) - benzam de. Thi s eomus2ed/009589

was prepared using the general procedure described in
% £ r =
%@E??OE@LQ B%VQG?E% H’P@Sﬁ‘hs %41@%@2?@1&# 6.9 Hz,
1BHNIGROG {dx) N8, 3, Ctl:&:ltl%.) 1H(, r@Vﬁrfde & =bt.d&tredi-gd. 231](b62 1H),
d, =7.0, 1.0 Hz, 1 H, 8.22 (dd, J
3§9%b’¢z?68 2@’1 % H}'ﬂ )-7.75-7.66 (m 4H), 7.61 (app t, -
7.3 Hz, 7.49 (appt, J =7.6 Hz, 1 H), 7.19
(d, J:8.5Hz, 1H) 6.92 (dd, J =8.4, 2.0 Hz, 1 H),
GEXAMRLE 98 H), 4.75 (d, J = 6.0 Hz, 1 H). 15 EXAWPLE
Il ~C NH OGos/ NSN
, 5] t hi adi azol e- 4-sul f onyl am no) - 4-chl o
phenyl - et hyl ) - benzam de. 20 This
par ed using the general procedure
delscri bedNH n XAMPBE 7. HPLC (reversed-phase): RT =
9.13 m(?rs(s | e peak). M5 (ESI): neg. ion nfz487
[MH-. dH (500 MHz, CDCI3): (rotameric
broadem 1.59 (s, 1 H, 835 (d, J =7.0Hz, 1
,820_/% 8.8 Hz, I H, 7.76 (d, J = 1.6 106 WO
2005/ 0122 '\L’CT/ US2004/ 009589 Hz, | H), 7.70 (dd, J =
-8Benzd)1 jZz5]tHiadiazolé-48ulforBAarqmo ) NH|4-brordd-bethzyl)-4-ctiof-

Fl')ze’nzamide.

This compound was prepared using the general procedure described in
EXAMPLE 7. HPLC (reversed-phase): Rr = 10.29 min (single peak). MS
(ESI): neg. ion m/z 535/537/539 [M-H]. "H NMR (500 MHz, CDCls): (rotameric
broadening) 11.58 (s, 1H), 8.37 (dd, J = 7.0, 1.0 Hz, 1H), 8.22 (dd, /= 8.8, 1.0
Hz, 1H), 7.75 (d, J = 2.0 Hz, 1H), 7.72 (dd, J= 8.8, 7.0 Hz, 1H), 7.50 (d, J = 8.4
Hz, 2H), 7.23 (d, J = 8.4 Hz, 2H), 7.19 (d, J = 8.4 Hz, 1H), 6.92 (dd, J=8.4, 2.0
Hz, 1H), 6.23 (bm, 1H), 4.52 (d, J = 5.8, 2H).

EXAMPLE 97
- O -
N
H
Cl II\IH )
O://S
0]
N7 /;
5—N

2-(Benzol[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(1-phenyl-propyl)-
benzamide. |

This compound was prepared using the general procedure described in
EXAMPLE 7. HPLC (reversed-phase): Ry = 10.33 min (single peak). MS
(ESI): neg. ion m/z 485 [M-H]. 'H NMR (400 MHz, CDCly): (rotameric
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2H), 6.96 (dd, J = 8.3, 1.8 Hz, 1 H, 6.76 (bd, J =
7.2 Hz, 1 H), 5.24 (bm 1 H, 3.99 (bm 2H), 2.01

w()hsusmlzzﬁﬁs. 5 EXAMPLE 96 O C NH Br QOAS o | PHI/SN2004/009589

10

15

20

2- (Benzo[ 1, 2, 5] t hi adi azol e- 4-sul fonyl am no) - N- (4- brono
- ug
PRl oS 1Banass 69, Lo METRUBARR /- g9 i
EXHMPLE4'(d J‘-IPLZ:D Q—I'ze\ﬂé’r)séxﬁgr(tielsﬂ!)= 8.8170 Ho. 19), M4R-7.22 (m, 6H),

(epoleh, 9o e oL 6. e, B0 04 8ot 884 7 m,
b 4 1 87(dd J=7.0 1.0 Hz,
125.?"?@8?33”(d3;3§%i 8.8, H).. Hz, 1 H, 7.75 (d, J =
2.0 Hz, | H, 7.72 (dd, J =8.8, 7.0 Hz, 1 H), 7.50
Hz, 2H), 7.23 (d. J =
Hz, 1 H), 6.92 (d

623bm 1H) 4.52 (d,

, 8.4 Hz, 2H), 7.19
d, J =8.4, 2.0 15 Hz, 1
J =5.8 2H. EXAWPLE 97

[ N/ SN '
< adl azol e- 4- sul f onyl am no) - 4-chl oro- N
E ke 20 benzam de. This conpound was
prepar eg\uél ng the general procedure described in
EXAMPLE ¢ (reversed-phase): RT = 10.33 nmin
(smgle% M5 (ESI): neg. ion mz485 [MH-. "H
NVR (400 y CDCI3): (rotameric 107 WD 2005/ 012275

PCT/ US20044-009589 br oadeni ng) 11.66 (bs; 1 H), 8.35

( B—? Bei]120=[1 72 8]ttl1_i%(’jia%oll_e|)-4-sg ifolr?ylg%?ﬁo)‘-h-gh I%'rc?-Nlj(ZZ’-methyl-benzyl)-
benzamide.
This compound was prepared using the general procedure described in
EXAMPLE 7. HPLC (reversed-phase): Rt = 10.14 min (single peak). MS
(ESI): neg. ion m/z 471 [M-H]. 'H NMR (400 MHz, CDCls): (rotameric
broadening) 11.70 (bs, 1H), 8.37 (bd, J = 7.0 Hz, 1H), 8.23 (bd, J = 8.8 Hz,
1H), 7.75 (d, J = 2.0 Hz, 1H), 7.72 (dd, J = 8.8, 7.0 Hz, 1H), 7.30-7.15 (m, 5H),
6.91 (dd, J = 8.4, 2.0 Hz, 1H), 6.03 (bm, 1H), 4.57 (d, J = 5.2 Hz, 2H), 2.35 (s,
3H).

EXAMPLE 89

Cl NH Br

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-(2-bromo-benzyl)-4-chloro-
benzamide. ,

This compound was prepared using the general procedure described in
EXAMPLE 7. HPLC (reversed-phase): Rt = 10.18 min (single peak). MS
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wa.2005k42274 H), 6.12 (bm 1 H)

1H, 7.74 (d, J =2.0 Hz, 1 H, 7.69 (dd, J = 8.8,
7.0Hz,1|—|),742722(m6|—|) 692(dd J = 8.4,

, (bm 1 H), PCT/US2004/009589
1.98-1.78 (m 2H), 0.92 (t, J = 7.3, 3H). 5 EXAMPLE A
9ESP n IMHn%SSISMBSS[WH] NMR (400 MH CRClL): ¢ r%amerlc

2- (Benzo t hi adi azol e-4-"sul f onyl am no) -

- broagening) -16e61Jz§hS) A Hc)e&@@rﬁbdeJ =100 Hi, H:)on’&ﬁlJ(rludi Ves8.8 Hz,

p S e rocel e cr e

EIERRL U5 BRcd P JED S d0 R B 7 D56 43l e m, 11, 7.50
NYHE BE 7.06S /= 1

g\l(irl\/g ?48&J i C&l 17)r1c{)3t gen%wyce@kﬂdgggnlﬁg; ’2110 Hz H—I) 6.48

(B, tHMB.648(67 T Hz2H7 0 Hz, 1 H), 8.23 (bd, J =

8.8 Hz, 1 H, 7.75 (d, J = 2.0 Hz, 1 H), 7.72 (dd, J =

8.8, 7.0 Hz, 1 H), 7.30-7.15 (m 5H), 15 6.91 (dd, J

“EXMMPIEAOBEZ, 1 H), 6.03 (bm 1 H), 4.57 (d, J = 5.2

Hz, 2H), 2.35 (s, 3H). EVMPLE 99 O~ HI/ C NHB

OoHS / N\~ E S-N 20

2- (Benzop 2 |ad|azole4sulfonylamno) N- (2- brono
-b )-4&- benzam de. Thi s conpound was
prepaf etNHISi ng e general procedure described in
EXAMPL®=g. HPLC (reversed-phase): RT = 10.18 min
[ ) M5 108 WD 2005/012275

4009589 (ESI): neg. ion nz 535/537/539
PH/ I\/R (400 MHz, CDCI3): (rotaneric

r

(R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-iodo-N-methyl-N-(1-phenyl-
ethyl)-benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 9. HPLC (reversed-phase): Rt = 10.19 min (single peak). MS
(ESI): m/z 579 [M+H]", 601 [M+Na]*. "H NMR (400 MHz, CDCls): (rotameric
broadening) 8.97 (bs, 1H), 8.36 (bd, J = 7.0 Hz, 1H), 8.24 (bd, J = 8.8 Hz, 1H)
7.94 (d, J = 1.4 Hz, 1H), 7.74 (bm, 1H), 7.5-7.35 (bm, 3H), 7.38-7.30 (bm,
2H), 7.32 (dd, J= 8.0, 1.4 Hz, 1H), 6.83 (bd, J = 8.2 Hz, 1H), 6.08 (bm, 1H),
2.8-2.2 (bs, 3H), 1.7-1.35 (bs, 3H).

EXAMPLE 101

ﬁrm

O:S

Nf /;

S—N
(R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-bromo-N-methyl-N-(1-
phenyi-ethyl)-benzamide.
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broadening) 11.61 (bs, 1 H), 8.36 (bd, J =7.0 Hz, 1
H, 8.20 (bd, J =88 Hz, 1 H, 7.74 (d, J =2.0 Hz, 1
welppospi1r0s(dd, J = 8.8, 7.0 Hz, 1 H), 7.60 (m PaTHE2004/009589
7.50 (m 1 H, 7.36 (m 1H, 7.26-7.18 (m 2H), 6.93

(Tﬂﬂls Gbmpcﬁjrﬂi was grd;ﬁarg% dé)ngEﬁfé%enegal(ﬁrﬁbeéurlé)des%nﬁéd in -
SENAMPLE 8 HPLC (rgversed -phase). Rt =10 14 min (single peak). MS

RS AR A SSRGS T P W

cbmadenmg\)/@so&(bspat-l.ﬂ)dS G?I(dd .Ilhe7 0coorkaz, ﬂﬂp@sezili(bii J 8.8 Hz,
SC zd HPLC (rever sed- hase&m
1§H)L£? 2? (~érr19$ é’zpébl&ﬁ TREEbmy EH)) 7. 5n’723 W7438—7.30

opnidrhalet @ N BA P HE . 25B hm. § Fﬁté@gr bfn, 1), 2.85-

H}.2 (8523H][ bd8—-0.3%b8, 8H}z, 1 H), 15 7.94 (d, J = 1.4
Hz, 1 H, 7.74 (bm 1 H, 7.5-7.35 (bm 3H), 7.38-7.30
(bm 2H), 7.32 (dd, J = 8.0, 1.4 Hz, 1I—|),(g.833|(_|)bd,
J 1H, 6.08 (bm 1H, 2.8-2.2 (bs, :
EXA&A#L gg 3H). EXAMPLE 101 O Br NHO S~ NP
20 S—N( -2-(Benzo[ 1, 2, 5]th iad iazole-4-su
yha 44 orm-l\l-rrethyl-l\l—(l-

phe am de. 109 WD 2005/012275

g ~ghi s compound was prepared using

the germsa rocedure described in
O
N ) -

S—N

2-(Benzol[1,2,5]thiadiazole-4-sulfonylamino)-4-bromo-N-(2,4-dichloro-benzyl)-
benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 8. HPLC (reversed-phase): Rr = 10.58 min (single peak). MS
(ESI): m/z ~572 [M+H]", ~594 [M+Na]". "H NMR (400 MHz, CDCls): (rotameric
broadening) 11.51 (s, 1H), 8.37 (dd, J= 7.0, 1.0 Hz, 1H), 8.21 (dd, J= 8.8, 1.0
Hz, 1H), 7.90 (d, J= 1.8 Hz, 1H), 7.71 (dd, J= 8.8, 7.0 Hz, 1H), 7.45 (d, J= 7.8
Hz, 1H), 744 {8 J= 1.8 Hz 4H), 7.30 (dd, /= 8.2, 2.1 Hz, 1H), 7.16 (d, J=8.4
Hz, 1H), 7.09 (dd, J = 8.4, 1.8 Hz, 1H), 6.42 (bm, 1H), 4.6 (d, J =6.0 Hz, 2H).
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EXAMPLE 8. HPLC (reversed-phase): RT = 10.14 mn

(single peak). M5 (ESI): mz -532 [ MtH +, -554
wObsa2275' H NVR (400 MHz, CDCI 3): (rotameric PCT/US2004/009589
br oadeni ng) 9. 08 (bs
1 . bd, J =
EWAMFE}).@%Q@)R (o
(bm 2|—|)O 7 11 (dd,

8.37 (dd, J = 7.0, 0.9 Hz,
51H, 7.77 (d, J = 1:8
5-7. bm 3H), 7.38-7.30

H)
Hz

NLIH_CD"
;CDI—\

T00 I

(
8 )
5- 2 (bs, 3H, 1.8-1.3 (bs,
Oaci Br NH" C 0OS/ N~/ 10 SN
Nadi azol e- 4- sul f onyl am no) - 4- br ono- N-

. 7.5-7.35

8.2, 1.8 Hz, 1 H), 6.98 (bm 1
2.
r

(2, 4- Ioro benzyl) benzam de. This conpound was
prepar g the general procedure described in
EXAMPLE 8, C (reversed phase): RT = 10.58 mn
(single ﬁe M5 15 (ESI): mlz -572 [ MkH] +, -594

[ M+Na] +. S‘FNNI\/R(4OOI\/HZ CDCI 3): (rotameric

bé;}@%ﬁgé@g) ?ﬁ%aégaz(feg% \T‘?Enﬂgmgo)ﬁqclgbidugh%g Pgnz@ HZodo-N-
1nethga behzhinidd. 71 (dd, 3 = 8.8, 7.0 H, 7 45

7.8 HZ, 11H), %A4(CIJ18HZ
Tbe QQH@POW was prepqremzdsm ihe general grecedure @ewlbeﬁ in

L gy By e

Pceelmsmo%mgmeﬂ , EBBS/UENE]3 © NMRIKI@ MHE, COTE): Nrotameric

mag%afre??@%soa%a%sﬁdwfﬁ 8., di), 8.26 (bd, J = 8.8 Hz, 1H),

| or enzy |
cgngo@ng \/\/L?I?)Zreﬂg)?er 4@‘&19 t e ge raFHzirS]o%—g{:far(bm 2H), 7.05

10 deds); ise8.4i 8.1, 2.6 Hz, 1H), 6.91 (bm, 1H), 4.7-4.35 (bs, 1.3H), 4.35-4.0

15

20

(bs, 0.7H), 3.25-3.1 (bs, 1.1H), 2.7-2.4 (bs, 1.9H).

EXAMPLE 104

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-(2,4-difluoro-benzyl)-4-iodo-N-
methyl-benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 9. HPLC (reversed-phase): Rt = 10.08 min (single peak). MS
(ESI): m/z 601 [M+H]", 623 [M+Na]*. 'H NMR (400 MHz, CDCl3): (rotameric
broadening) 8.92 (bs, 1H), 8.31 (bd, J = 7.0 Hz, 1H), 8.25 (bd, J = 8.8 Hz, 1H),
7.96 (d, J = 1.5 Hz, 1H), 7.73 (bm, 1H), 7.35 (bd, J = 7.6 Hz, 1H), 6.93 (bm,
1H), 6.85 (bm, 1H), 6.78 (bd, J = 8.0 Hz, 1H), 4.6—-4.35 (bs, 1.3H), 4.35-4.1
(bs, 0.7H), 3.05-2.7 (bs, 1.1H), 2.7-2.45 (bs, 1.9H).
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EXAMPLE 8. HPLC (reversed-phase): RT = 10.70 m n
(single peak). Ms (ESI): mz -633 [M+H +, -655

wObsa 2275 1H NVR (400 MHz, CDCI 3): (rotameric PCT/US2004/009589

broadening) 9.00 (bs, 1 H, 8.33 (bd, J =6.8 Hz, 1
H, 8.26 (bd, J = 8.8 Hz, 1 H, 7.77 (d, J = 1.8 Hz,
1H, 7.74 (bm 1 H, 7.45 (bm 1 H, 7.2-7.1 (bm
2BEXAMPIOB 106 (ddd, J = 8.4, 8.1, 2.6 Hz, 1 H), 6.91
7-4.35 (bs, 1.3H), 4.35-4.0 (bs, 0.7H),
1.1 H), 2.7-2.4 (bs, 1.9H). EXAMPLE 104
-N 15

i adi azol e-4-sul fonyl am no)-N- (2, 4-di f

O <| 08o- N- net hyl - benzam de. This
con‘po&ﬂﬁ prepared using the general procedure
descri kgtd EXAMPLE 9. HPLC (reversed-phase): RT =
10.08 m gle peak). Ms (ESI): mz 601 [ M+H] +,
623 [ M+ 14 1H NVR.(400 MHz, CDCI3): (rotameric 20

broadeni 1g) " 8. 92 (bs, 1 H), 8.31 (bd, J = 7.0 Hz, 1

~(88n2c5[1(Zbg}bhlédlaz&e84J§%|Ifoﬁyl‘é%mo}m-?ﬁ-(ﬁﬁluo% hény”a E'Fh 4
1 ) PNE) sY
(I9Hp- quthylsbwa@mde , 6 78 (bd, J = 8.0 Hz |

(s ooyt 5&3553%@9 @3'n”@f?'\sée%ﬁupr@%ﬁ%@#@fﬁ% in

PEXANEAD 9/ 049P56Y rev@@&d"aﬁas]é)E)RQ 10.MA rhrin ()Qhﬁé\bealﬁ WS
A-sul fonyl am no

2- Benzo[ adi azo :
Q?f% NJfHL/|‘P1&IM5Nabd HNMR 400 btz 4B Qb): (rma@erlc
b
Smes%?%éﬁﬁ“a‘f??‘f’@%ﬁw&ﬁé-é?' PRt AT 1B, BRBCE VR 8 He 1k,

10  1D907bsi tHY, §1. PG {tempeek)7.5M625 (bm, 4H), 7.34 (dd, J = 8.1, 1.6, 1H),

15

20

7.10 (bm, 1H), 6.82 (bd, J = 8.0 Hz, 1H), 6.05 (bm, 1H), 2.8-2.3 (bs, 3H), 1.8~
1.4 (bs, 3H).

EXAMPLE 106

J@f;c,ﬁ@

N’ ] .

s—N
2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-(2-chloro-4-fluoro-benzyl)-4-
iodo-N-methyl-benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 9. HPLC (reversed-phase): Ry = 10.33 min (single peak). MS
(ESI): m/z 617 [M+H]", 639 [M+Na]". "H NMR (400 MHz, CDCls): (rotameric
broadening) 8.96 (bs, 1H), 8.32 (bd, J = 7.0 Hz, 1H), 8.26 (bd, J = 9.0 Hz, 1H),
7.97 (d, J=1.5 Hz, 1H), 7.74 (bm, 1H), 7.5-7.3 (bm, 2H), 7.15 (bm, 1H), 7.04
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(ESI): mz 597 [M+H] +, 619 [MtNa]+. 'H NWVR (400 MHz,

CDClI 3): (rotaneric broadening) 8.94 (bs, 1 H), 8.37
woOhos5/0i22757.0 Hz, 1 H), 8.25 (bd, J = 8.8 Hz, BCHUS21M@/009589

7.90 (bs, 1 H, 7.75 (bm 1 H, 7.5-7.25 (bm 4H),

7 (R, (el 8.4] 871,825 HZL AB), 8.80)(bm, AHH04 (7o, 2319

(E)d BN Fz, 1 H), S & (?gqm1.|4)14r7|§l@42?%é-’4)21.33ﬁ)(%?"4'0 (bs,

37H)1 3627 (psq E)él,H)g%IVrz-@(hﬁ’PLEFU)OG Ol NHGO F 01

N / 15 S-N 2-(Benzo[ 1, 2, 5]thiadiazol e-4-sul fonyl am

i no) - N-(2-chl oro-4-fluoro-benzyl) - 4-

| BXAMPIEIYI - benzam de. Thi s conpound was prepared

usi ng the_general procedure described in EXAMPLE 9.
HPLC (reversed-phase): RT = 10.33 mn (single peak).
NN E,617 [ MtH +, 639 [ MkNa] +. 1H NWVR (400
:ri c broadening) 8.96 (bs, 1 H),

X Hzi 1 H, 8.26 (bd, J =9.0 Hz, 1

J=15H, 1H, 7.74 (bm 1 H),

, 7.15 (bm 1 H, 7.04 112 WD

/ US2004/ 009589 (ddd, J = 8.4, 8.1, 2.5
(bm 1 H), 4.7-4.4 (bs, 1.3H), 4.4-4.0
.1-2.7 (bs, 1.1 H), 2.7-2.5 (bs, 1.9H).

@%ﬁﬁ[ﬂrﬁ??g]tfﬁadiﬁng-ﬂéb%nﬁémir‘gﬁ-éhl o-ﬁl—%%\-'_diﬁh(l:%ro-benzyl)-N-

2-(Ben20[ 1,2, 5]th iadiazol’e-4-sul fonylam
| methylibepzamifleshl or o- benzyl ) - N- et hyl - benzani de. This

RS 55 P B B b S
IEXAMPUE7 ( HPIGE ¢revepdeld-phdse): Rr = 10.61 min (single peak). MS
(ESI): m/z 541 [M+H", 563 [M+Nal*. "H NMR (400 MHz, CDCls): (rotameric
broadening) 9.07 (bs, 1H), 8.33 (dd, J = 7.0, 0.9 Hz, 1H), 8.26 (bd, J = 8.9 Hz,
1H), 7.74 (bm, 1H), 7.63 (d, J = 1.8, 1H), 7.43 (bm, 1H), 7.31 (dd, J = 8.2, 2.0,
1H), 7.08-6.8 (bm, 2H), 4.8-4.4 (bs, 1.3H), 4.4-4.0 (bs, 0.7H), 3.1-2.7 (bs,
1.1H), 2.7-2.5 (bs, 1.9H).

EXAMPLE 108
0
Tl\l e
Cl I’l\lH Cl F
O://S
O
N7 /;
5-N

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(2-chloro-4-fluoro-
benzyl)-N-methyl-benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 7. HPLC (reversed-phase): Ry = 10.25 min (single peak). MS
(ESI): m/z 525 [M+H]", 547 [M+Na]". "H NMR (400 MHz, CDCls): (rotameric
broadening) 9.03 (bs, 1H), 8.33 (bd, J = 6.8 Hz, 1H), 8.26 (bd, J = 8.9 Hz, 1H),
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10 (ESI): mz 541 [M+Hl +, 563 [ MtNa] +. 1H NMR (400
WMHz, CDCl13): (rotaneric broadening) 9.07 (bs, 1 H),

we.28@/00zds J = 7.0, 0.9 Hz, 1 H), 8.26 (bd, J BCBUS20d2/009589

1H, 7.74 (bm 1 H), 7.63(d, J =1.8 1H), 7.43

(I?VQG(JZd = 175;@% ﬁﬁﬁ?%?r@ﬁ)?%ﬁdd(bs ﬁgoiﬁj Baa (om, 1H),

371162(an (43), 7. 1619 pm, 2HJ-205 (4B, J £.898)8.115. 6H>K£~|VFF|=L)E4 8—4.4

5&8 13057 M 608, 0 i1 L2 bs, k)22 BSR4 %),

i azol e-4-sul f onyl am no) - 4-chl or o- N- (2- chl or o- 4-f | uor o-
benzyl% N- et hyl - benzam de. 20 This conpound was
pE&PMRLE ddong ¢ he general procedure described in
EXAI\/PLE 7o HPLC (reversed-phase): RT = 10.25 min

|ngle p ak). Ms (ESI): mlz 525 [ M+H] +, 547 [ MtNa] +.
3) (rotaneric. broadening) 9.03
(bs l = 6.8 Hz, 1 H, 8.26 (bd, J =

1N*F|-I) 2005/ 012275 PCT/ US2004/ 009589

796( 5H2 1 H, 7.73 (bm 1 H), 7.61 (d, J
= 1.8 7.44 (bm -1 H), 7.16 (bm 1 H),

7.1-6.9 ( , 7.05 (ddd, J =8.3, 8.1, 2.6 Hz, 1

H, 4.8-434 [i(bs, 1.3H), 4.4-4.0. (bs. 0.7H), 3.1-2.7

(bs, 1.1 ,2725(bs 1.9H. 5 EXAMPLE 109 O N

Q- (Blbhzé[17£5]thléﬁﬁzblem -sBfdhylamino)-4-chloro-N-(2,4-difluoro-benzyl)-N-

t hi adi azol e-4-su
'F%Er' ?ﬂ?[” 2:chl oro-N- (2, 4-di fl uoro-benzyl)-N

”'?ﬁl@ﬂohﬂ%lﬁﬁmv% prepared using the general procedure described in ‘
EXAMPLE 7. HPLC (reversed-phase): Rr = 9.92 min (single peak). MS (ESI):
m/z 509 [M+H]", 531 [M+Na]". "H NMR (400 MHz; CDCl,): (rotameric
broadening) 9.00 (bs, 1H), 8.32 (bd, J = 6.9 Hz, 1H), 8.25 (bd, J = 8.8 Hz, 1H),
7.73 (bm, 1H), 7.60 (bs, 1H), 7.50 (bm, 1H), 7.01 (bm, 1H), 6.93 (bm, 1H), 6.85
(bm, 1H), 4.7-4.4 (bs, 1.3H), 4.4-4.1 (bs, 0.7H), 3.1-2.7 (bs, 1.1H), 2.7-2.5
(bs, 1.9H).

EXAMPLE 110
(0]
\
Br II\JH Cl F
O://S
N7 /
s—N

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-bromo-N-(2-chloro-4-fluoro-
benzyl)-N-methyl-benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 8. HPLC (reversed -phase): Rt = 10.28 min (single peak). MS
(ESI): m/z 569/571 [M+H]*. "H NMR (400 MHz, CDCI5): (rotameric broadening)
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Thi s conmpound was prepared using the general procedure
described in 10 EXAMPLE 7. HPLC (reversed-phase): RT =

w0 20@/0m215 ( si ngl e peak). M (ESI) n z 509 [ MPEFAIS2®31009589

[ MFNa] +. 1H NWVR (400 MHz, CDCl 3): (rotaneric

bg@@tt@@ m%@s@@odbﬁ—e%m 18 @2@?%& 8é5H% ‘T'FI)771%6 (d, J=
(b§ HZ_L 1H=U 77 46(ng, i), T%(brﬁ m ), ot timH)ZH (795 ddidnJ=184

5,8 52, 1815 d By 7 4745085, L84 6—4%1%9»49 7, 3.1-2.7

MPLE)12G—2Q [bs, Br9 F COBS/ Noml S-N
%Benzo[ 1,2,5] 5 hi adllg\’;ol e- 4- sul f onyl am no) - 4- br ono- N-

(2-chl oro-4-fluoro- 20 benzyl)-N net hyl - benzam de. ;
Ty d was prepared using the general procedure
ﬁ%@%@%%ﬂ EXAMPLE 8. HPLC (reversed-phase): RT =
10.28 mm (single peak). M5 (ESI): mz 569/571

[ M+ i 400 MHz, CDCI 3): (rotameric
bro @ ngj\J 11 2005/ 012275 PCT/ US2004/ 009589 9. 00
. =6.8 H, 1H), 826 (bd, J =
88Hz,o|1-|)777 ,J:18Hz 1H, 7.74 (bm 1
, 7 715 (bm 2H), 7.05 (ddd, J = 8.4,
81 Tyt .'6.96 (bm 1 H), 4.7-4.5 (bs, 1.3H),
4440(m>3/o7H) 3.1-2.7 (bs, 1.1 H), 2.7-2.4 (bs,

1. 9H). 5 BYMPLE 111 O Br NH F F O ONP S-N
2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-bromo-N-(2,4-difluoro-benzyl)-N-
methyl-benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 8. HPLC (reversed-phase): Rt = 10.02 min (single peak). MS
(ESI): m/z ~555 [M+H]", ~576 [M+Na]". "H NMR (400 MHz, CDCls): (rotameric
broadening) 8.95 (bs, 1H), 8.32 (bd, J = 6.9 Hz, 1H), 8.25 (bd, J = 8.6 Hz, 1H),
7.77 (d, J= 1.8 Hz, 1H), 7.72 (bm, 1H), 7.50 (bm, 1H), 7.15 (bd, J = 6.8 Hz,
1H), 7.0-6.8 (bm, 3H), 4.7-4.5 (bs, 1.3H), 4.5-4.1 (bs, 0.7H), 3.1-2.7 (bs,
1.1H), 2.7-2.5 (bs, 1.9H).

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-bromo-N-[1-(4-fluoro-phenyl)-
ethyl]-N-methyl-benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 8. HPLC (reversed-phase): Rr = 10.12 min (single peak). MS
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2-(Benzo[ 1, 2, 5] t hi adi azol e- 4- sul f onyl am no) - 4- br ono- N-
(2, 4-difluoro-benzyl)-N nethyl-benzam de. 10 This

woanpourdswas prepared using the general proce#dras2004/009589

described,in EXAMPLE 8. HPLC (reversed-phase): RT =
57g2mvz nssﬁ[mgH?‘ aealalwwa] (ESNMR @0 M358 CIMEH):Krotameric

rotaneric

broadsamald 98 (55 wsssmqp, U B9, DisiHzg 146 25 (B9, 4= 8.7 Hz,

:}-r) i?%ibfrbﬂﬁ 7%;6@“%’: 18 k2, 1{1 ?75—(_70‘;1&&%%&)87 7.7 85 (om,

Hﬂg 6@8 XoH) J =8.9+, 8H)bm053(ﬁ)n 144)724475(b($bSH)11 BEIsz 3H).
(bs 0.7H), 3.1-2.7 (bs, " 1.1 H), (bs
19H) EXAMPLE 112 O N\ I NI ~Br NHF OSN S-N

%%AEMR&E[HHZ 5] t hi adi azol e-4-sul f onyl am no) - 4- br ono- N-

[1-(4-fl Qoro- phenyl) et hyl ] - N- net hyl - be nzam de.
Thi s, m nd xwas prepared using the general

d in EXAWLE 8. HPLC
%5 m&§85¢1012275

= 10.12 mn (single peak). M
PCT/ US2004/ 009589 (ESI): nfz -550
[ MtH] +, MtNa] +. "H NWVR (400 MHz, CDC13):
(rotarreplc oadening) 8.98 (bs, 1 H), 8.38 (dd, J =
7.0, 0.9NZ) 1 H), 8.25 (bd, J:87Hz 1 H, 7.75

(bmll—bs—W?ZdJ:18l—Iz 1 H, 7.5-7.3 (bm
(0]

é%%ﬁ%@j 0('%[84@7'4(%%" ngl%%népgs)brégw-ﬁéél)flag:hﬂorgbbenzyl
Wﬁﬁg&&a e~ | NBr \NHC C, OS N~

This compound was prepared using the general procedure described in
EXAMPLE 8. HPLC (reversed-phase): Ry = 10.65 min (single peak). MS
(ESI): n/z ~587 [M+H]", ~609 [M+Nal". "H NMR (400 MHz, CDCl3): (rotameric
broadening) 9.02 (bs, 1H), 8.33 (dd, J =7.0, 0.8 Hz, 1H), 8.26 (bd, J = 8.8 Hz,
1H), 7.79 (d, J = 1.8 Hz, 1H), 7.74 (bm, 1H), 7.45-7.30 (bm, 2H), 7.31 (dd, J =
8.2, 1.9 Hz, 1H), 7.15 (bm, 1H), 6.97 (bm, 1H), 4.8-4.4 (bs, 1.3H), 4.4-4.0 (bs,
0.7H), 3.1-2.7 (bs, 1.1H), 2.7-2.5 (bs, 1.9H).

XAMPLE 114 - S s - -

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-(2,4-dichloro-benzyl)-4-iodo-
benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 9. HPLC (reversed-phase): Rt = 10.53 min (single peak). MS
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S-N 2-(Benzo[1, 2,
5] t hi adi azol e-4-sul f onyl am no) - 4- br ono- N- (2, 4-di chl oro

wohesay22d7s N- et hyl - benzam de. 10 Thi s conpoun#CWas2004/009589

prepared usi ng the general procedure described in

(SI ngl e Wﬂﬁg GWéﬁlerWaﬂ:?aﬁ-?étwwg %[g‘gﬂ ): (rotameric

[Mqaai]emng){mlm (s4061)\BLS6 (6BCI3) 7. O(ﬂ@tHHeTH);B 21(dd, J =838, 1.0
bhgba‘i’ﬁg O (32 5Pz, IHilr.73438) I B 87 Pl Tr 1467 40 (m,
d? H),7.88-7. Zzgfh (1*14?1 61)9"&1 J7=;_§1§ gz 3 (E'Hs @F%M)(S%ls]g (d, J=6.0

(d
(Hm )H) 4844(bs 1.3H), 4.4-4.0 (bs, 0.7H),
3.1-2.7 (bs, 1.1 H), 2.7-2.5 (bs, 1.9H). EXAVPLE 114

0 I NHCI G OS6 NS-N 20
2EXBSRIGE 118, 5] t hi adi azol e- 4-sul fonyl am no)-N-(2, 4-dic
hl or o- benzyl )-4-iodo- benzam de. This conpound was

preparec usi ng the general procedure described in
¢ 3 reversed-phase): RT = 10.53 mn
116 WD 2005/ 012275
(ESI) mz 619 [ MtH +, 641 [ MNa] +.
3): (rotameric broadening) 11.43
J =7.0, 1.0 Hz, 1 H, 8.21 (dd, J
1 FD, 8.08 (d, J =1.6 Hz, 1 H, 7.72
Hz,lH) 7.49-7.40 (m 2H)
, 6.99 (d, J 8.2 Hz, 1 , 6.43

(W’ZIQ @Béﬁzo ﬂZ‘EﬁthGéjdlaﬂole—ﬁsQfor@lé'r'ﬁmo?@md%%bﬁeﬁ% eth\l)-

benzamlde

This compound was prepared using the general procedure described in
EXAMPLE 9. HPLC (reversed-phase): Rr = 10.07 min (single peak). MS
(ESI): m/z 565 [M+H]", 587 [M+Na]". "H NMR (400 MHz, CDCl3): (rotameric
broadening) 11.55 (s, 1H), 8.36 (dd, J = 7.0, 1.1 Hz, 1H), 8.20 (dd, J = 8.8, 1.1
Hz, 1H), 8.10 (d, J = 1.6 Hz, 1H), 7.71 (dd, J = 8.8, 7.0 Hz, 1H), 7.41-7.36 (m,
2H), 7.36-7.26 (m, 4H), 6.98 (d, J = 8.3 Hz, 1H), 6.12 (d, J = 8.0 Hz, 1H), 5.25
(quint. J = 7.3 Hz, 1H), 1.56 (d, J= 6.9 Hz, 3H).

EXAMPLE 116

@ftﬂ@

O:S

O
N

S—N
(R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-bromo-N-(1 -phenyl-ethyl)-
benzamide.
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O~1 N SN _
(R)-2-(Benzo[ 1, 2, 5] t hi adi azol e-4-sul f onyl am no) - 4-i odo

wolke(shipienyl - et hyl ) - 10 benzam de. Thi s conpoBRQ@US2®4/009589

prepared usi ng the general procedure described in

ud‘dPW@sNg'ré &*eﬂ%rgﬂﬁ%eneﬁl mo%@d@r% H‘éébrlbed in
in Ie eak) ESI % H + 7 | M+Na] +
RO G NPLC (cperssd-phroelairs £0.00Nmikeniole peak). S4S

(FFSS@ Mgz 5PrERa i Saofs s el HNER (A0 Ecly)

(raﬂarﬁd@b brbade&nf’g 17I &3 w 1HI) 836 (ad4;lc—77 @61(01Hz ﬂ#& (8 .20 (dd, J

J =3. @71)0#&7-( H) HY 915(d2§ g@dﬁm“’lh 7-707((31 Hz= 88, H)Q le 38l),
(Gagd s, 58), 218 (o TEYERR), Po¥ (080 M EFs L, 1h), 6.12

(R, -2= (Berzof H),%.39 (duiadijez BleHs; ﬂH%ﬁOEWS j 8@)8 fzbpAm
0- N- ( 1- phenyl - et hyl )- benzami de. 005/ 012275
PCT/ US2004/ 009589 Thi s conpound was prepared using

t ly7procedure described in EXAWPLE 8. HPLC
(Egegﬁgg%qpﬁase) RT = 10.00 mn (single peak). M
(ESI): m@ 517/519 [ M+H +, 539/541 [ MtNa] +. 1H NMR
(400 Wy 3): (rotaneric broadening) 11.63 (s, 1

H, ' ., J =70 1.0 Hz, |I.H, 820 (dd, J 5 =
8g8 2O g, 1 H,,7.91 (d, J = 1.8 Hz, 1 H, 7.70
(dd, J &<8.8,_ 7.0 Hz, 1 H), 7.43-7.30 (m 5H), 7.15
(d, 3 =4 1 H, 7.07 (dd, J = 8.4, 1.8 Hz, 1 H),
6.12 (d, J 4 Hz, 1 H, 5.29 (quint, J =7.4 H, 1
H, | .8 Hz, 2H). EXAMPLE 117 0 N O

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-bromo-N-methoxy-N-methyl-
benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 8. HPLC (reversed-phase): Rr = 9.09 min (single peak). MS (ESI):
m/z 457 [M+H]", 479 [M+Na]". "H NMR (600 MHz, CDCls): (rotameric
broadening) 9.37 (bs, 1H), 8.27 (dd, J=7.0, 1.0 Hz, 1H), 8.22 (dd, /= 8.8, 1.0
Hz, 1H), 7.88 (d, J = 1.8 Hz, 1H), 7.68 (dd, J=8.8, 7.0 Hz, 1H), 7.25 (d, /= 8.4
Hz, 1H), 7.16 (dd, J = 8.4, 1.2 Hz, 1H), 2.16 {3, 3H), 3.10 (s, 3H).

EXAMPLE 118

(R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-5-chloro-N-methyl-N-(1-phenyl-
ethyl)-benzamide.
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Br NH ~ N- 10 S-N 2-(Benzo[1,2, 5]thiadiazole-4-su
| f onyl am i no) - 4- br ono- N- net hoxy- N- net hyl - benzam de.

wohbes/azeTpound was prepared using the general PpCoOMSZnB09589

described in EXAMPLE 8. HPLC (reversed-phase): RT =

9Ti§\[£;nﬂ%&§1d‘@b§ ﬁ@%ﬁg% %&ﬁ%uﬁr@ fg’i{ezqeg%é?l[ﬂﬁkﬂﬂure of

lLE]dﬁ HBEZC(( tm/ers_ed—lpha& 2R (=9.83Imin (Biryle ibeﬁk)HZMS

1653 (g SoRafhen”s ket 5l M= G0Ch) Japtameri

(sroabem ) 8. 7’r'§os q 83%%&%4%74—12— 1&&48 2%(%&290 é@Nl-rgz 1H),

57\|69 bm1 749 bd, J = 8.8 Hz, 1H), 7.49-7.30 (m, 5H), 7.21 (bd, J= 8.9

Geafibe @%ﬂkﬂ Trbis i TErCa s 423k ﬁggé%@@g)ch'o

2005/ 012275 PCT/ US2004/ 009589 Thi s conmpound was

prepar ed as descrlbed usi ng the general procedur e of

ERXAMRLE319HPLC (rever sed- phase): 9.83 nin

(SI ngI @ peak). M5 (ESI): nfz487 | I\/H-H] +, 509 [ MtNa] +.
"H N (500 MHz, CDCl3): (rotameric broadening) 8.71

(b . (bd J=6.7H, 1H, 823 (bd, J =
78 7.69 (bm 1 H), 749(bd J =88 H,
| F;“"4@7 0 @Gm 5H), 7.21 (bd, J = 8.9 Hz, 1 H),
7. 08%¢p H, 6.05 (bm 1 H), 242 (bs, 3H), 1.58
(bs, €H) MPLE 119 0 NH C O

N

S—N

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-(2,4-dichloro-benzyl)-
benzamide. |

This compound was prepared as described in EXAMPLE 41. HPLC (reversed-
phase): Ry = 9.94 min (single peak). MS (ESI): m/z ~494 [M+H]". 'H NMR
(500 MHz, CDCls): (rotameric broadening) 11.36 (s, 1H), 8.32 (bd, J = 6.9 Hz,
1H), 8.18 (bd, J = 8.7 Hz, 1H), 7.75-7.60 (bm, 2H), 7.46-7.40 (bm, 2H), 7.35—
7.26 (bm, 3H), 6.97 (bm, 1H), 6.44 (bm, 1H), 4.59 (d, J = 6.0 Hz, 2H).

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-(2,4-dichloro-benzyl)-4-methyl-
benzamide.

This.compound was prepared as described in EXAMPLE 44. HPLC (reversed-
phase): Rr = 10.43 min (single peak). MS (ESI): m/z 507 [M+H]", 529 [M+Na]".
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2-(Benzo[ 1, 2, 5] t hi adi azol e-4-sul fonyl am no)-N-(2, 4-di c
wohkors@itenzyl ) - benzani de. This conpound was pPEPAISEE4/009589

as descri bed in EXAVPLE 41. HPLC (reversed phase): RT

1 Wéwp@dg%gmé%c@m% g’anerl c maﬁﬁs [WN%BZ bd /=

(750 HE, tH), 8183bdpd= 818 #5191 J-l2,662l(ﬁd,1J|=|)8 887;08Hz b’lH) 7. 5:0 (bs,

SHsr 445-364’3%2@),,)7 3%—79%2‘%%% 1816 A5 P s iy b76 oo, v
&89 it i), 2.8 B, 1= 67z, BF2FBN).0 Ha G G

5 ﬁl ( Bengo[ 1, i2) 5] t hi adi azol e- 4-sul fonyl am no)-N- (2, 4-dic
or o- benz -4-met hyl - benzam de. This conpound was
PP bz" described in EXAMPLE 44. HPLC ?Peversed-
phase) : BT 10.43 min (single peak). Ms (ESI): niz
529 I\/H\la +. 119 WD 2005/012275
1H NI\/R (400 MHz, CDCl3): (rotaneric
’ 832(bd J= 7.0 H, 1
8Hz 7.66. (dd, J = 8.8,
, 7.45-7.40 (m 2H),
H), 718(d 'J =80 Hz, | H), 6.76
1 H, 4.58 (d J =6.1 Hz, 2H), 2.27

2-(Benzo[1 ,2,5]thiadiazole—4-suIfonylamino)—5-chloro-N-(2,4-dich|oro-benzy|)-
benzamide.

10  This compound was prepared as described using the general procedure of

- EXAMPLE 43. HPLC (reversed-phase): Ry = 10.41 min (single peak). MS
(ESI): m/z 5271529 [M+H]". "H NMR (400 MHz, CDCl,): (rotameric broadening)
11.15 (s, 1H), 8.31 (dd, J = 7.0, 0.9 Hz, 1H), 8.20 (dd, J = 8.8, 0.9 Hz, 1H),
7.68 (d, J = 8.9 Hz, 1H), 7.66 (d, J= 8.8 Hz, 1H), 7.44 (s, 1H), 743 (d, J = 8.2

15 Hz, 1H), 7.31-7.24 (m, 3H), 6.36 (bm, 1H), 4.57 (d, J = 6.0 Hz, 2H).

EXAMPLE 122

NH CI Cl

2-(Benzo[1,2,5]thiad iazole-4-sulfonylamino)-N-(2,4-dichloro-benzyl)-N-methyl-
20 benzamide.

This compound was prepared as described in EXAMPLE 41. HPLC (reversed-

phase): Rt = 10.08 min (single peak). MS (ESI): m/z 507 [M+H]", 529 [M+Na]".

"H NMR (400 MHz, CDCls): (rotameric broadening) 8.86 (bs, 1H), 8.28 (bd, J =
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NHC C OSNP SN _
2- (Benzo[ 1, 2, 5] t hi adi azol e- 4-sul f onyl am no) - 5-chl oro-N

wo easmz7shl or o- benzyl ) - benzam de. 10 Thi s coRpOMIS2004/009589

was prepared as described using the general procedure

?Zlong%/;«bﬁ’tfk?ﬁ (bdRLE (7 ﬁyewgcbé g@ ) 1%{7 73(8 Gt %‘F—Iz 1H),
(Md—m&é) fﬂ) 7. Qé& a%rébmczua,ozadaﬁep@)(bm 2}5 4s7-415 (bs,
ol 3ot g5 (o ﬂWH ) 7 0-( 48 12y 2, 7P 35,06y HE

J=88H, 1H, 7.44 (s, 1L H, 7.43 (d, J = 8.2
‘Hz. 1 H), 7.31-7.24 (m 3H), 6.36 (bm 1 H), 4.57
XAMRLE 1831z, 2H). EXAMPLE 122 ND a° CelH O

S N S-§

(BenzQ] 1, 2, 5]t hi adi azol e-4-sul fonyl am no)-N- (2, 4-dic
0 renZ thyl- 20 benzami de. This conpound
wa parled scribed in EXAMPLE 41. HPLC
(reverée'?.‘lH Cphas,e) CRT = 10.08 min (single peak). M5
(ESI):~ 1§ [ MeH] +, 529 [MeNa] +. 1H NMR (400 Mz,
CDCI 3) :O(r @ eri c broadening) 8.86 (bs, 1 H), 8.28
(bd, J =\7I20 WD 2005/012275 PCT/ US2004/ 009589 - 7.0
Hz, 1 H),58y24 (bd, J =8.7 Hz, 1 H, 7.69 (bm 1 H),
7.57 (d, J—82Hz 1 H, 744735(bm 2H) ,

72+ :gBerxzcz[ﬁ 2(5}ﬂ11|ale,\Zple74-$Blfm395rn(rth X2} -didhioratbBnip4,N-

339 bs O7H) 3.0-2.7 (bs, 1.1 H),
d'g‘}%hﬂgb 5 EXAVPLE 123 0 NNH C a C

Oiss compound was prepared as described in EXAMPLE 44. HPLC (reversed-
phase): R = 10.39 min (single peak). MS (ESI): m/z 521 [M+H]". 'H NMR
(400 MHz, CDCls): (rotameric broadening) 8.92 (bs, 1H), 8.27 (bd, J = 7.0 Hz,
1H), 8.24 (bd, J = 9.0 Hz, 1H), 7.70 (bm, 1H), 7.43-7.35 (bm, 3H), 7.30 (bm,
1H), 7.02-6.70 (bm, 2H), 4.7-4.4 (bs, 1.3H), 4.25-3.9 (bs, 0.7H), 3.0-2.7 (bs,
1.1H), 2.7-2.5 (bs, 1.9 H), 2.28 (s, 3H).

EXAMPLE 124

0
L, -
X NH CI Cl
O=
O//S
N"

S—N
2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-5-chloro-N-(2,4-dichloro-benzyl)-N-
methyl-benzamide.

This compound was prepared as described using the general procedure of
EXAMPLE 43. HPLC (reversed-phase): Rr = 10.48 min (single peak). MS
(ESI): m/z ~542 [M+H]". "H NMR (400 MHz, CDCls): (rotameric broadening)
8.72 (bs, 1H), 8.28-8.23 (bm, 2H), 7.70 (bm, 1H), 7.53 (bd, J = 8.8 Hz, 1H),
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N S
2-(Benzo[ 1, 2, 5] t hi adi azol e-4-sul fonyl am no)-N-(2, 4-di c

wahkespitenzyl ) -4, N di net hyl - benzam de. Thi s eomus2ed/009589

was prepared as described in EXAVPLE 44. HPLC

(V%B&VS?ﬂ(bnELOszaSﬂ grdd?T/ =g 1. 13@%2 AH)ST. O%rrpﬁlﬁhu 6¥54.4
(ESI): mz 521 0

( thsy drdi), & brcathsnDid)), 8. (1992 zl(iss 1111H), ,2. B—%S((bst 1.9H3:

7.0 Hz, 1 H), 8:24'(bd, J =9.0 Hz, 1 H, 7.70 (bm 1
H), 7.43-7.35 (bm 3H). 7.30 (bm 1 H), 7.02-6.70 (bm
2EXAMPIZE424 (bs, 1.3H), 4.25-3.9 (bs, 0.7H), 3.0-2.7
(bs, 1.1 H), 2.7-2.5 (bs, 1.9 H, 2.28 (s, 3H). 15
EXAMPLE 124 0 Cl a"'NHMC C OSON S-N

: oF ¢Sl thi adi azol e- 4-sul fonyl ami no) - 5- chl oro- N
, chI|orozyI )-N- net hyl -benzam de. 20 This
conpovd mas i epa ed as described using the general

procedudes of _ EXAMPLE 43. HPLC (reversed-phase): RT =
10. 48 mi ¢ff le peak). M5 (ESI): mfz -542 [ MkH] +.
"H NWR (40 , CDCI3): (rotaneric broadening) 8.72
(bs, 1H)’,\{8/28823(bm 2H), 7.70 (bm 1 H), 7.53
(bd, J = 888VHz, 1 H), 121 WD 2005/012275

ﬂé%@%%ﬁéé&zo%—%gulz%@ i&l*ﬂﬁ) 5259518%5 N %14 fﬁ.%ro ‘E)enzyl) N-
1m:en)yl benaamde (bs 0. 7H) 3.0-2.7 (bs 1.1 H)
2T¥iisommpdulier whs PrparS oy des % G

his comp undt was pr pared as described usmg e general procedure of
EXAMPLE 43. HPLC (reversed-phase): Rr = 9.82 min (single peak). MS
(ESI): m/z 509 [M+H]", 531 [M+Na]". "H NMR (400 MHz, CDCls): (rotameric
broadening) 8.70 (bs, 1H), 8.32-8.17 (bm, 2H), 7.69 (bm, 1H), 7.54 (d, J = 8.8
Hz, 1H), 7.53-7.40 (bm, 1H), 7.24 (d, J = 2.4 Hz, 1H), 7.02 (bm, 1H), 6.96-6.80
(bm, 2H), 4.57-4.4 (bs, 1.3H), 4.4—4.1 (bs, 0.7H), 3.0-2.7 (bs, 1.1H), 2.7-2.45
(bs, 1.9H).

EXAMPLE 126

O
x ll\lHl cl F
Og/SO
N"T

S—N
2-(Benzol[1,2,5]thiadiazole-4-sulfonylamino)-N-(2-chloro-4-fluoro-benzyl)-N-
methyl-benzamide.

This compound was prepared as described in EXAMPLE 41. HPLC (reversed-
phase): Ry = 9.65 min (single peak). MS (ESI): m/z 491 [M+H]", 513 [M+Na]".

"H NMR (400 MHz, CDCl3): (rotameric broadening) 8.81 (bs, 1H), 8.28 (bd, J =
7.0 Hz, 1H), 8.24 (bd, J = 8.7 Hz, 1H), 7.69 (bm, 1H), 7.53 (bd, J = 7.9 Hz, 1H),
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NaF NHF OO S/ N5 S-N _
2- (Benzo[ 1, 2, 5] t hi adi azol e- 4-sul f onyl am no) - 5-chl oro-N

wo 2a5Mzk78 | uor o- benzyl ) - N- net hyl - benzam de. TRC$/US2004/009589

conmpound was prepared as described using tEe g;eneral

P —
gvgrzaeghm?] eng{ g ﬁ%ﬂ:g& é%NBE' 11@ (ﬁq%’ §§?er 3, 7N95Eda_d J=
582, [&\ﬂl\&éHz TiH) wao@(uw 3%@0@143-)1 0 (bspO & Bc0—2 7 (bs,

b e 7 8.32-8.17 (bm 2H), 7.69
@ﬁﬁ% 5$@$%%54qc@9?3 A Hz, 1 H), 7.53-7.40 (bm
724(d J=24H, 1H, 7.02 (bm 1 H,

6 96 80 (bm 2H), 4.57-4.4 (bs, 1.3H), 4.4-4.1 (bs,
OEWPBEGZ 7 (bs, 1.1 H), 2.7-2.45 (bs, 1.9H). 15

EXAMPLE 4126 O NNHC F OSONS-N

2- (Benzo| 1, 2, 5] t hi adi azol e- 4-sul fonyl am no) - N- (2- chl or
)-N et hyl - benzam de. 20. This

d was red as described in EXAMPLE 41. HPLC
(revergefﬁ"' @ ase) FRT = 9.65 min (single peak). M

(ESI): [MeH +, 513 [MeNa]+.  1H NVR (400 Mz,

CDC13) : O( @ eric broadening) 8.81 (bs, 1 H), 8.28

(bd, J =\?F0 Hz, 1 H, 8.24 (bd, J = 8.7 Hz, I H),

7.69 (bmudyH), 7.53 (bd, J = 7.9 Hz, 1 H), 122 WO

2005/ 012275 PCT/ US2004/ 009589 7.46 (bm 1 H), 7.31

(BdBenzo{12,8]thadiazoldy4-su Ifdﬁ)ylﬁrrﬂ?o)(w cBldro-47fl0Srotiskstiyl)-4,N-
2.2.6 Hz, 1 H, 4.65-4.4 (bs, 1.3H),

d'ﬁnezfﬁﬂztk%‘}anbd?m 3.0-2.7 (bs,
This compound was prepared as described in EXAMPLE 44. HPLC (reversed-

phase): Rr = 10.00 min (single peak). MS (ESI): m/z 505 [M+H]", 527 [M+Na]".
"H NMR (400 MHz, CDCly): (rotameric broadening) 8.99 (bs, 1H), 8.27 (bd, J =
7.0 Hz, 1H), 8.23 (bd, J = 8.8 Hz, 1H), 7.69 (bm, 1H), 7.41 (bm, 1H), 7.40 (bs,
1H), 7.15 (bm, 1H), 7.04 (ddd, J = 8.3, 8.2, 2.5 Hz, 1H), 6.96 (bm, 1H), 7.62
(bm, 1H), 4.65-4.3 (bs, 1.3H), 4.3-3.9 (bs, 0.7H), 2.9-2.65 (bs, 1.1H), 2.65-
2.4 (bs, 1.9 H), 2.28 (s, 3H).

EXAMPLE 128
O
Cl 'l\l
II\IH Cl F
O://S
0O
N7 /;
5-N

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-5-chloro-N-(2-chloro-4-fluoro-
benzyl)-N-methyl-benzamide.

This compound was prepared as described using the general procedure of
EXAMPLE 43. HPLC (reversed-phase): R = 10.10 min (single peak). MS
(ESI): m/z ~526 [M+H]", 547 [M+Na]". "H NMR (400 MHz, CDCls): (rotameric
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1.1 H, 2.7-2.4 (bs, 1.9H. 5 EXAWMPLE 127 0 )a' NH Cl
aF i OOS/ s N SN 2-(Benzo[1, 2,5]thiadi azol e-4-su

woORaFi 275 No) - N- ( 2- chl or 0- 4-f | uor o- benzyl ) - 4, RET/US2004/009589

di met hyl - benzami de. Thi s conpound was prepared as

dbmﬂeh&@)BrGWHE 8162—81%%&; ezHar $eﬂb( ﬂlil)%\?reéz KRU=8.8
mn (sin I e eak) SI 505 [NM+H|
5&'?, IMM& bmg wam N/Hi @93631@)1 (bgm, @Ha)néraseM (bs,

it gﬁﬁe%ﬁ")ﬁb?g“@%% 7,055, YR &1 (B B0 41
(bm 1 H), 7.40 (bs, 1 H), 76186(bg1 11 , 77ogz(d<(jg
1E¥r)‘\,§/‘91-.%62§ 32(gsHZl %H)H) 4. 3-3.5) Enbs, gl?'m), "

2.9-2.65C§bs 1 H, 2.65- 15 2.4 (bs, 1.9 H), 2.28
(s : A LE128 O~ N'" _NHC F Oos N~ SN
i adi azol e-4-sul fonyl am no) - 5-ch

-ch ! 4-fluoro- 20
bgnzyl) Nret hyl™~behzani de. This conpound was prepar ed
as descr‘t sing the general procedure of EXAMPLE
43. HPL@( @ sed- phase): RT = 10.10 nmin (single
peak). My SESI): mz -526 [MrH +, 547 [M:Na]+. 'H
NMVR (400 l\é:lZN CDC13): (rotaneric 123 WO 2005/ 012275

PCT/ US2004/ 009589
2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-[1-(4-fluoro-phenyl)-

ethyl]-N-methyl-benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 7. HPLC (reversed-phase): Rr = 10.00 min (single peak). MS
(ESI): m/z 505 [M+H]", 527 [M+Na]*. "H NMR (400 MHz, CDCl3): (rotameric
broadening) 9.00 (bs, 1H), 8.38 (bd, J = 7.0 Hz, 1H), 8.25 (bd, J = 8.8 Hz, 1H),
7.74 (bm, 1H), 7.56 (d, J = 1.8 Hz, 1H), 7.5-7.22 (bm, 2H), 7.13-7.02 (bm, 3H)
6.97 (bm, 1H), 6.05 (bm, 1H), 2.7-2.3 (bs, 3H), 2.25-1.8 (bs, 3H).

EXAMPLE 130

o
CI\P(/IJ\NJ\@\

t \

: X NH -

Og/s
N"

S—N
2-(Benzo[1,2,3]thiadiazole-4-sulfonylamino)-5-chloro-N-[1-(4-fluoro-phenyl)-
ethyl]-N-methyl-benzamide.

This compound was prepared as described using the general procedure of
EXAMPLE 43. HPLC (reversed-phase): Rr = 9.93 min (single peak). MS
(ESI): m/z 505 [M+H]", 527 [M+Na]". "H NMR (400 MHz, CDCl3): (rotameric
broadening) 8.68 (bs, 1H), 8.32 (bd, J = 7.0 Hz, 1H), 8.24 (bd, J = 8.8 Hz, 1H),
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br oadeni ng) 8.69 (bs, '1 H), 8.32-8.23 (bm 2H), 7.70
(bm 1 H), 7.52 (d, J =8.8 Hz, 1 H), 7.43 (bm 1 H),

w@2008/0021s 1 H), 7.09.-7.01 (bm 2H), 4.65-4. 4PCiDAIS2004/009589

1.3H), 4.4-4.05 (bs', 0.7H), 3.0-2.7 (bs, 1.1 H),
é?s.'??:!Z(b@ n‘l1(l-¢)§g.5]’\-l-793‘|1bm,52ﬁ)§pi“/5’6'?o&2ﬁ= 8B Hz 1H%! 7 N (ha, $N 8.8,

22 @3edazbil 721451707 femnadb),es.85 Soinf 6hYJ 262 (bs; BH),@.6~N7 (bs,

- ,;| (4-fluoro-phenyl) ethyl]-N nethyl-benzam de. This
n%ound was prepared using the general procedure

described in 10 EXAMPLE 7. HPLC (reversed-phase): RT

= 10.00 mn (SI ngl e peak). M5 (ESI): nfz 505 [ M+H] +,

sEXAMBLE]I31 1H NVR (400 MHz, CDC13): (rotaneric

broadening) 9.00 (bs, 1 H), 8.38 (bd, J =7.0 Hz, 1

H, 8.25)bd, J =88 H, 1 H, 7.74 (bm 1 H), 7.56

(d, . H, 7.5-7.22 (bm 2H), 7.13-7.02
Hp, 1 H, 6.05 (bm 1 H), 2.7-2.3
I—B,',‘”?.ES- -8 fbs, 3H). 15 EXAMPLE 130 0 CS N

(b

(B,

~ NP S-N

2 t hi adi azol e- 4-sul f onyl am no) - 5-chl oro- N
-[1- (4-flyore<phenyl)- ethyl]-Nnethyl-benzan de. 20

Thi s conmpaung was prepared as descri bed using the

general procedure of EXAMPLE 43. HPLC

(2-€Benzaft. 2fitiediazeE-4=s0lf@8/|amino) <i-bigineo-Ppekd-difro-benzyl -

benzamide.

NH F ©33. 8
-(Benzd} 1,

This compound was prepared using the general procedure described in
EXAMPLE 8. HPLC (reversed-phase): Rr = 10.02 min (single peak). MS
(ESI): m/z 539/541 [M+H]". "H NMR (400 MHz, CDCls): (rotameric broadening)
11.54 (s, 1H), 8.36 (dd, J=7.0, 1.0 Hz, 1H), 8.21 (d, J = 8.8 Hz, 1H), 7.90 (d, J
=1.8 Hz, 1H), 7.71 (dd, J = 8.8, 7.0 Hz, 1H), 7.43 (m, 1H), 7.15 (d, J = 8.4 Hz,
1H), 7.08 (dd, J = 8.4, 1.8 Hz, 1H), 6.92 (m, 1H), 6.85 (m, 1H), 6.31 (bm, 1H),
4.56 (d, J=5.7 Hz, 2H).

EXAMPLE 132

@i?@

O:S

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-(2,4-difluoro-benzyl)-4-iodo-
benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 9. HPLC (reversed-phase): Ry = 10.07 min (single peak). MS
(ESI): m/z 587 [M+H]", 609 [M+Na]". "H NMR (400 MHz, CDCls): (rotameric
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(ESI): mz 505 [ M+H] +, 527 [ MtNa] +. 1H NWVR (400 MHz,
CDCI 3): (rotaneric broadening) 8.68 (bs, 1 H), 8.32

woOhos5/0i22757.0 Hz, 1 H), 8.24 (bd, J = 8.8 Hz, lzc’fw,szmﬁfo09ss9

WD 2005/ 012275 PCT/ US2004/ 009589 7. 71 (bm 1 :

7bﬁaa7de'h||(§gn1l1 34‘%3 114)4@ d@ﬁ)d 9/7——71@ 3 (Togl 4!;1{?0 glf (&61 =8.8 Hz,
(Bhﬁ) 8.08)(d, 3=61.8. F& ouﬂs), 7§'|4|)(dd2J1=8.877((sz, 18J)7.4%(m, 1H), 7.30

SUBTE 8 10 5 iy QD d0e i MR TIaf R i 61 fo. 1H)

(Bsﬂ(djrﬁlm)rqg@wzyﬁ:)sgﬁazm_de. Thi s conpound was
prepared using the general procedure described in 10

EXAMPLE 8. HPLC (reversed-phase): RT = 10.02 mn
(&l ). M5 (ESI): mz 539/541 [ MtH +. 1H NMWR
(g%%&quéc13): (rotameric broadening) 11.54 (s, 1
8.360(dd, J = 7.0, 1.0 Hz, 1 H, 8.21 (d, J = 8.8
1.8 Hz, 1 H, 7.71 (dd, J =
(m 1 H, 7.15 (d, J = 8.4 Hz,
1.

8 Hz, 1 H), 6.92 (m 1H),
1 H, 15 4.56 (d, J =5.7

Hz, ZFD(D’;S’@LE 132 O H7aF | NHF N~ SN
2- (Benzo| ]t hi adi azol e- 4-sul fonyl am no) - N- (2, 4- d| f
| uor o- beN\fy 4-io0do- 20 benzam de. This conpound was
prepared $rsNng' t he general procedure described in

p?eog iﬁ)ﬁg rzgl\({gseﬁi r?aﬂgrr@)ga) lﬁ%ﬁy(}]ﬁu%&bﬂ%&m—ﬂmethyl-
ﬂﬂ;rﬁ\ﬂ\éﬁuﬁéoo MHz, CDC13): (rotaneric 125
This compound was prepared as described in EXAMPLE 44. HPLC (reversed-
phase): Rr = 9.70 min (single peak). MS (ESI): m/z 475 [M+H]*, 497 [M+Na]".
"H NMR (400 MHz, CDCla): (rotameric broadening) 11.53 (bs, 1H), 8.32 (dd, J
=7.0,1.0 Hz, 1H), 8.18 (dd, J = 8.8, 1.0 Hz, 1H), 7.66 (dd, J = 8.8, 7.0 Hz, 1H),
7.51 (bs, 1H), 7.43 (m, 1H), 7.17 (d, J = 8.0 Hz, 1H), 6.91 (m, 1H), 6.84 (m,
1H), 6.76 (bd, J =.8.4 Hz, 1H), 6.28 (bm, 1H), 4.54 (d, J = 5.9 Hz, 2H), 2.26 (s,
3H).

\@i?@

O:S
0
e
sS—N
2-(Benzo[1 ,2,5]thiadiazole-4-suIfonylamino)-5-chloro-N-(2,4-diﬂuoro-benzyl)—
benzamide.

This compound was prepared as described in EXAMPLE 43. HPLC (reversed-
phase): Rr = 9.95 min (single peak). MS (ESI): m/z 495 [M+H]*, 517 [M+Na]".
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WD 2005/ 012275 PCT/ US2004/ 009589 br oadeni ng) 11. 54
(s,"1 H), 8.36 (dd, J = 7.0, 1.0 Hz, 1 H), 8.21 (d, J

we 280581275 1 H), 8.09 (d, J = 1.6 Hz, 1 H), 7.PCT(US2004009589

=8.8 7.0H, 1H, 7.43(m 1H), 7.30 (dd, J =
SJQ’NMRQgU@’MI]iz"@DC@g 9§o{a¢nergc‘5ro%dé H@Z@gﬁﬁ §5828 gmédd J=
HZ, o I HZ51E>XA&/EQE€dd33 8)8,H1 O, F’III-;I)F? 63 @, or 819 HX BHN7.67

CITSTERE 70 A dh1 BBy W) 3422 (B b o7
8 B S B L T P ey - °Rr =
9.70 min (single peak). M5 (ESI): mz 475 [ MtH] +, 497

NI\/R 400 MHz, CDCI 3 (rotarreric
[E&@ﬁﬁfrﬁg 11, 53((bs 1H), 8

)
32 (dd, J =7.0, 1.0
8.18 (dd, J = 8.8, 10Hz,1H), 7.66 (dd, J
H)

8 751(bsl , 7.43 (m 1 H),

7. ?g‘ 6.91 (m 1 H), 6.84 (m 15
1 6( J—84Hz 1 H, 6.28 (bm 1 H, 4.54
(d, @):59Hz 2H), 2.26- (s 3H). EXAMPLE 134 0 d
s |1 N/ FFF i QOS N S N20

2-(Be J@ 5] t hi adi azol e- 4-sul f onyl am no) - 5-chi oro-N
-(2, T

4- jjaor o- benzyl ) -
S_-

(
2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-benzyl-N-methyl-benzamide.
This compound was prepared as described in EXAMPLE 41. HPLC (reversed-
phase): Rr = 9.28 min (single peak). MS (ESI): m/z 439 [M+H]", 461 [M+Na]".
"H NMR (400 MHz, CDCls): (rotameric broadening) 8.82 (bs, 1H), 8.37-8.17

(bm, 1H), 7.66 (bm, 1H), 7.55 (bm, 1H), 7.45-7.25 (bm, 5H), 7.2-6.9 (bm, 3H),
4.63-4.4 (bs, 1.3H), 4.4—4.1 (bs, 0.7H), 3.1-2.65 (bs, 1.1H), 2.65-2.4 (bs,

~1.9H).
EXAMPLE 136
o)
/@ .M/\i/\ e e
\
N fl\lH =
O://S
o) ]
N"
5—N

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-benzyl-4,N-dimethyl-benzamide.
This compound was prepared as described in EXAMPLE 44. HPLC (reversed-
phase): Ry = 9.62 min (single peak). MS (ESI): m/z 453 [M+H]", 475 [M+Na]",
H NMR (400 MHz, CDClIs3): (rotameric broadening) 8.96 (bs, 1H), 8.29-8.19
(bm, 2H), 7.67 (bm, 1H), 7.42-7.26 (bm, 5H), 7.15-6.95 (bm, 2H), 6.80 (bm,
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benzani de. This conpound was prepared as described in
EXAMPLE 43. HPLC (reversed- phase): RT = 9.95 mn

wosghz7peak). M5 (ESI): mz 495 [ MtH| *, 517 P&ENSRD4/009589

126 WD 2005/ 012275 PCT/ US2004/ 009589 'H NWVR (400 MHz,
cm;t,% 5544 Gt(bm?t gelggat GTdﬂ)nﬂb@gD 714)( 370-(287 (BsH)m 1151&@17-2 35 (bs,
(?21)" 5%268(3(%HJ—89HZ 1 H, 767 (dd J = 8.8,
7.0 Hz, 1 H, 7.45 (m 1 H, 7.31-7.23 (m 2H), 6.92
(m 1 H, 6.8/ (m 1 H, 6.26 (bm 1 H, 4.53 (d, J =
SEXAMIPLRHB7Y 5 EXAMPLE 135 0 \ | NNH 0-1 N~ SN
2-( Benzo[ 2, 5] t hi adi azol e- 4-sul f onyl ani no) - N- benzyl - N
nzam de. This conpound was prepared as
descefbed MPLE 41. HPLC (reversed 10 phase): RT

'n@éle peak). Ms (ESI): m'z 439 [ MrH| +,

M. H NVR (400 WMHz, CDCI3): (rotaneric

[
broaderFPNdﬂl 82 (bs, 1 H, 8.37-8.17 (bm 1 H), 7.66
(bm 1 % (bm 1 H), 7.45-7.25 (bm 5H), 7.2-6.9

(bm 3H) 4.4 (bs, 1.3E1l), 4.4-4.1 (bs, 0.7H),
3:1-2.65 sN 1.1 H, 2.65-2.4(bs, 1. 9H). 15 EXAMPLE
136 0 N 00S N SN

2Bé etz tz[a]traa&bmeaﬂsam.@aérospg%r@md@qhmhahr%e@aIrbo‘hyn-

, N-di et hyl - benzam de.

'phenyl]-amide.

This compound was prepared using the general procedure described in
EXAMPLE 8. HPLC (reversed-phase): Rr = 8.43 min (single peak). MS (ESI):
m/z ~484 [M+H]", ~506 [M+Na]". "H NMR (400 MHz, CDCl3): (rotameric
broadening) 8.97 (s, 1H), 8.32 (dd, J = 7.0, 1.0 Hz, 1H), 8.27 (dd, J = 8.8, 1.0
Hz, 1H), 7.78 (d, J = 1.8 Hz, 1H), 7.74 (dd, J = 8.8, 7.0 Hz, 1H), 7.18 (dd, J =

8.2, 1.8 Hz, 1H), 6.94 (d, J = 8.2 Hz, 1H), 3.7-3.18 (bm, 8H).

EXAMPLE 138
O

S
NH ©
O:é

O//
he

s—N
Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-iodo-2-(morpholine-4-carbonyl)-
phenyl]-amide.
This compound was prepared using the general procedure described in
EXAMPLE 9. HPLC (reversed-phase): Rr = 8.50 min (single peak). MS (ESI):
m/z 531 [M+H]", 553 [M+Na]*. 'H NMR (400 MHz, CDCls): (rotameric
broadening) 8.91 (s, 1H), 8.31 (dd, J = 7.0, 0.9 Hz, 1H), 8.27 (dd, J = 8.8, 0.9
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Thi s compound was prepared as descri bed in EXAMPLE 44.
HPLC (reversed 20 phase): RT = 9.62 mn (single peak).

wWOB0(sES275s m z 453 [ MtH] +, 475 [ M+Na] +. 1H NVRCTAB2004/009589

MHz, CDCl13): (rotaneric broadening) 8.96 (bs, 1 H),

ﬁz29H§ 71@7 abm= ’QSDHZ mg??(?hr(Ulelsl)a 8774PHZ, P8),(Mun (dd, J =
0 (bm 127 WD 2005/ 012275
BCIT/1LE;HIO4/|'DO©§89(d 4 1hhza$i)43:¥5(—6§ (bm3ashl) 4.3-4.1
(bs, 0.7H), 3.0-2.7 (bs, 1.1 H),'2.7-2.35 (bs, 1.9H),
2.27 (s, 3H. EXAWLE 137 00 Br NHOS N 5 SN
Bograabile213d t hi adi azol e-4-sul fonic acid
[ 5- br omo- 2- (nor phol i ne- 4-car bonyl ) - phenyl]-am de.
ound was prepared using the general procedure
EXAMPLE 8. HPLC (reversed-phase): RT =
@le peak). MB (ESI): 10 mz -484 [ M+H] +,
H NVR (400 WMHz, CDCl13): (rotaneric

97 (s; 1 H), 8.32 (dd, J = 7.0, 1.0 Hz,

broad@&&sng) . . , .0, 1.

1 H, gi@, J=8.8 1.0 Hz, 1H, 7.78 (d, J =
1.8 Hz, 1 7.74 (dd, J = 8.8, 7.0 Hz, 1 H), 7.18
(dd, J N g2, 1.8 H, 1 H), 6.94 (d, J = 8.2 Hz, 1

H, 3.7-3™ (bm 8H). 15 EXAMPLE 138 0 1 leNl OO
Byl DA b o b ipeaettoon -
phenyl]-amide.

This compound was prepared as described in EXAMPLE 44. HPLC (reversed-
phase): Rr = 8.02 min (single peak). MS (ESI): m/z\419 IM+H]", 441 [M+Na]".
"H NMR (400 MHz, CDCly): (rotameric broadening) 8.95 (s, 1H), 8.26 (dd, J =
7.0, 1.0 Hz, 1H), 8.24 (dd, J = 8.8, 1.0 Hz, 1H), 7.69 (dd, J = 8.8, 7.0 Hz, 1H),
7.40 (bs, 1H), 6.95 (d, J = 7.8 Hz, 1H), 6.85 (bd, J = 7.8 Hz, 1H), 3.75-3.1 (bm,
8H), 2.29 (s, 3H). '

EXAMPLE 140

O
jeee
Br™ 7LONH ML

O:é :
/7
.
N7 5

5—N
7-Methyl-benzo[1,2,5]thiadiazole-4-sulfonic acid [5-bromo-2-(piperidine-1-

carbonyl)-phenyll-amide.
A. 4-Chlorosulfonyl-7-methyl-2,1,3-benzothiadiazole. A solution of 4-methyl-

2.1,3-benzothiadiazole (1.0 g, 6.7 mmol) and chlorosulfonic acid (2 mL) was
heated to 140 °C for 2 h, and then was allowed to cool to 23 °C. The mixture
was carefully poured over crushed ice, and the resulting precipitate was

collected by filtration and dried under vacuum to provide the title compound as
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Thi s conmpound was prepared using the general procedure
described in 20 EXAMPLE 9. HPLC (reversed-phase): RT =

w@.263/0m2215 ( si ngl e peak). M5 (ESI): niz 531 [ MPE/USEB4/009589

[ MFNa] +. 1H NWVR (400 MHz, CDC13): (rotaneric

bs easleBiidg).08- 3985(5/5) ﬁliﬂnatgrlé}%é%ufg%igg I%Egr gaQe Hed

P@WQMOMN&'@@@ MHiz, CD@I);) 873’90!1 (ﬂ= 7HA Hz118),Hz57 (dd, J = 7.4

iz 1T dH 2o g ekl o ety T
3B, T5MBRHefzofHD %Ifo@cé\‘fh NBrorfb2-(hipdidine-1-

I a |azo e-4-Ssu oni ¢ acl
iThis- enroamwmdwwa)s prepaned §s desatibed in

[ cakenibiohenyfrantide)
IE%%“{%”%’@%&“@BWQE‘S?"’*‘ o ogV5 YT 2y peragpibole or

WchlfﬁbéuIfdﬁyzz,‘Hl,Q—b[eMtbﬂrﬂadléﬁ’dle[l%fé@)]E'J HP'lLQ) ﬁév%d(ﬁf%e Ry

aneri c broadeni

s-é@ thm ﬁsmgle p@aki MSHESH: myz ~ ngezﬂvlﬁdﬁ i Nl\/g €500 MHz,

1%%@ ‘_&ta‘n‘%erbngr?%dgﬂﬁg )32 %ﬁq %Qzﬁé e 7(“%&4 2, 1H))7.82 (d, v

7—8 Sz, 1HW)7.42 (d&- £r372b1TD HzE}H)-l) 2. 1219(d68J-3$+)2 13PHz, 1H),

E-140 0 O Br ---
%@gphy'll “b%ﬁg'ﬂﬁ 11, 3172 %(ﬁraz‘élﬁb—248@l(ﬁ,f~bm100 b gH), 1.8-1.2
[({1'5- T 2- (pi peridine-1- carbonyl)-phenyl]-am de. A
4-Chl or'osul fonyl - 7-net hyl - 2, 1, 3- benzot hi adi azol e. A
sol ution of 4-nethyl-

EXAMPLE 141
N
H
Cl II\IH F
O://S
0
N7 /;
s—N

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(2,6-difluoro-benzyl)-
benzamide.

This compound was prepared using th= general procedurs described in -~ -
EXAMPLE 7. HPLC (reversed-phase): Rt = 9.85 min (single peak). MS (ESI):
neg. ion m/z 493/495 [M-HJI. 'H NMR (400 MHz, CDCls): (rotameric
broadening) 11.52 (s, 1H), 8.35 (dd, J=7.0, 1.0 Hz, 1H), 8.20 (dd, J = 8.8, 1.0
Hz, 1H), 7.76 (d, J = 2.0 Hz, 1H), 7.70 (dd, J = 8.8, 7.0 Hz, 1H), 7.32 (m, 1H),
7.20 (d, J = 8.4 Hz, 1H), 7.0-6.89 (m, 3H), 6.22 (bm, 1H), 4.68 (d, J = 5.6 Hz,
2H).

130



10

15

20

20 2,1, 3-benzot hi adi azole (1.0 g, 6.7 nmmol) and
chlorosul fonic acid (2 nL) was heated to 140 C for 2

wa 20@nd2278en was all owed to cool to 23 C. The BRUXAUSR@®4/009589

was carefully poured over crushed ice, and the
r EXWMPIE 1@peci pitate was col lected by filtration and
dried under vacuumto provide the title conpound as
129 V\D 25/ 012?/*5 PCT/ US2004/ 009589 a tan solid

Thi's material was ‘'sufficiently pure to
1H NVR (500 MHz, CDCI3): 8.31 (d, J
.57 (dd, J =7.4 Hz, 1.1, 1 H, 2.91

(d, J :Oﬂsl -z, 3H) B. 7-Methyl -benzo[ 1, 2, 51t hi ad
i azol e- 43's |c acid [ 5-bronp-2-(piperidine-1- 5

car bonyl ) - 'l -am de. This conmpound was prepared as
descri bed'\ll EXAI\/PLE 5 substituting

4- chl or osu¥T'onyl - 7- net hyl - 2, 1, 3- benzot hi adi azol e for
42-8%&1?%(2[3 elér f)]‘i’rﬂéﬂjragglé ﬁsg_r&?ﬁé@gﬂ%'@éﬂh?o( L,\IP 25¢ %R:hl%rg)benzyl
l\l&r(mm)ie m z -496[I\/H-|—|]+ 1H NVR (500 MHz, CDCIS

F@r‘ﬁs f%‘ﬁ}rﬁocup%g\ggg gpepf é@ using t&e }gfne'iglgbroce,(ﬁr{% d(eégrrbgd m
gEééM(PdLCE Iz, Hﬁchl)(revérsJe‘h }_Ewlﬁ’é’se)JRE -81(?-31 %mﬁ l&)glﬁglel%%ﬁl%) MS
JESIY negHion rm; 52&/587@22 [M-biy BFNMI{melszcms)F(roHamenc

otihps £, 1803 DT S, g Bekffi =, 1.0

| HiE, Ut ) 7re ey | =) 2 dorazzram diem {dd v 58@0/110%%?13 7.37 (d, J=8.0
prepared u5| ng cedure de-scrib ‘

AR 7725 P e hatie BrhEE) THRS.81 4065 méd, 2.0 Hz, 1H),

(Bt B AR ot = el rotamer e

broadeni ng) 11.52 (s, 1 H) 8. 35 (dd, J = 7.0, 1.0 Hz,

20 (dd, J =8.8, 1.0 Hz, 1 H), 7.76 (d, J

%@Wﬁfﬁﬁé 7.70 (dd, J = 8.8, 7.0 Hz, 1 H), 7.32

(m 1 Ho 7.20(4d, J:84Hz 1 H, 7.0-6.89 (m
68 (d, J =

3H), 6.23 (b H) , 5.6 Hz,
N™ S
H
Cl II\IH F F
O://S
0]
N\j/;j! - USROS T ORE ., - T2 TS I . B -5 Ak R

S—N

J

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(2,4,6-trifluoro-benzyl)-
benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 7. HPLC (reversed-phase): Rr = 9.95 min (single peak). MS (ESI):
neg. ion m/z 511/513 [M-H]. "H NMR (500 MHz, CDCl3): (rotameric
broadening) 11.48 (s, 1H), 8.36 (dd, J = 7.0, 1.0 Hz, 1H), 8.21 (dd, J = 8.8, 1.0
Hz, 1H), 7.75 (d, J= 2.0 Hz, 1H), 7.71 (dd, J = 8.8, 7.0 Hz, 1H), 7.19 (d, J = 8.4
Hz, 1H), 6.92 (dd, J = 8.4, 2.0 Hz, 1H), 6.76-6.69 (m, 2H), 6.18 (bm, 1H), 4.62
(d, J=5.6 Hz, 2H).
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2H). 25 130 WO 2005/ 012275 PCT/ US2004/ 009589 EXAMPLE
142 0 G C NHCDb 0oS/ N~ SN

wa20Banxof 1, 2, 5]t hi adi azol e- 4- sul f onyl am no) - 4Pciiuse@4MD9589

-(2, 6-di chl oro-benzyl)- benzam de. 5 This conpound was
prepared using the general procedure described in
EXAMPLE 7. HPLC (reversed-phase): RT'= 10.31 mn
(EXAQMRLIPEA¥) . M5 (ESI): neg. ion mz 525/527/529 .
[MH -. 15INI\/R(OO MHz, CDCI3): (rotaneric

roadeni ng) 11. (s, 1 H, 836 (dd, J =7.0, 1.0 Hz,
H) N

0 1 Hy,

&l J }@Cl 10

m

I

b

1 =8.8 1.0 Hz, 1 H, 7.76 (d, J

2. ,

( \ .25 (m 1 H, 7.18 (d, J =
8. 4

(b

H

2-

J,=8.8, 7.0 Hz, 1 H), 7.37
, 7
,Oas 6.91 J =284 20H, 1H, 6.16
1 HY, @ (d, 5.4 Hz, 2H). EXAMPLE 143 0 F
e C »F OSSN 15
(Benzol[ % 2&5] t hi adi azol e- 4-sul f onyl am no) -4-chl oro- N
(2,4,6-trTfluoro-benzyl)- benzam de. This conpound

Benzgid/x8thiadiagolkch soEoRyian l L -
\AMNPL?I? ﬂPLC l(rgverged @L asgznme @rcﬁr\dgsa:% teRlofd benzyl)

¢HAdBeak). MS (ESI): neg. ion mz 511/ 513 [MH] -
1 d .
Thl%'SW{T(Spiﬂfi\dWs g@ﬁr?& Hs“ﬁh@%’e?all?pg Eéc? fe% cH%ecéin
(EMAMPLE 8 8—]PL’IC Qrevblzsedlplh-&se)7R¥5= (017431111‘1 (glnglé'Bea% MS
7.71

d‘;sq jcre qgl @z@ 6%/5638[%&H] B @IR 509 M‘-g y:@@g)ggrotamenc
(Broadbhing$11&7(RMmy H}, 886 (4d.S£=7.0, 1.0 Hz, 1H), 8.22 (dd, J= 8.8, 1.0
Hz, 1H), 7.76 (d, J = 2.0 Hz, 1H), 7.71 (dd, J = 8.8, 7.0 Hz, 1H), 7.40 (s, 2H),
7.18 (d, J = 8.4 Hz, 1H), 6.92 (dd, J = 8.4, 2.0 Hz, 1H), 6.13 (bm, 1H), 4.83 (d,
J = 5.4 Hz, 2H).

EXAMPLE 145
0]
N
H
Cl II\IH
O://S\,//\\ e et s —m
O
N7 )
S—N

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(1 -methyl-1-phenyl-
ethyl)-benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 7. HPLC (reversed-phase): Ry = 10.21 min (single peak). MS
(ESI): neg. ion m/z 485/487 [M-HJ. "H NMR (400 MHz, CDCl3): (rotameric
broadening) 11.59 (s, 1H), 8.35 (dd, J = 7.1, 1.0 Hz, 1H), 8.22 (dd, J = 8.8, 1.0
Hz, 1H), 7.75 (d, J = 2.0 Hz, 1H), 7.71 (dd, J = 8.8, 7.1 Hz, 1H), 7.41-7.32 (m
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(d, J = 5.6 Hz, 2H). 131 WD 2005/ 012275
PCT/ US2004/ 009589 EXAMPLE 144 0 I HC NH O 5 C

waa®s/012¢75 SN PCT/US2004/009589

2- (Benzo[ 1, 2, 5] t hi adi-azol e- 4- sul f onyl am no) - 4- chl oro N

4401 B P 9, BBy e st ot s

AMPLE 7. HPLC (reversed-phase): RT = 10.74 mn
(single peak). MS- (ESI): neg. ion mlz 559/561/563
[MH-. 1H NWR (500 MHz, CDCI3): (rotameric

?@WEQE 6 11.47 (s, 1 H, 8.36 (dd, J = 7.0, 1.0 Hz,
250 dd. 3 = 8.8 1.0 10 H, 1 H), 776(d, J =

CDH)_, 7. 71(d J =288, 7.0H, 1H, 7.40
(s 78 J=8.4Hz,1H),692(d,J=
6.13 (bm 1 H), 4.83 (d, J = 5.4

;5 O O NHON 15 s-N
(Benga gg 5]th| adi azol e- 4- sul f onyl am no) - 4-chl oro- N
ar g

-(1- net phenyl = ethyl)-benzam de. This conmpound
was pre sing the general procedure described in
EXAMPLE T\I PLC (reversed-phase): RT = 10.21 nmin
(single psak). M5 20 (ESI): neg. ion m z485/487 [MH|

g(g) yy\@q}] gl ggﬁb@g%c j)?g_ 4#@%‘@@3{ bé) B! fﬂ&&gng-T%Z k(lj%laﬁgro—
iph%n?ij e’ehﬁ] bé‘ﬁzarﬂld@ Z Z|)5 (g 4~i ; ; ( Hz, 1 7.71

This compound was prepared using the genera procne]dure descnbed in
EXAMPLE 7. See EXAMPLE 42 for preparation of (R)-1-(2,4-dichloro-phenyl)- |
ethylamine. HPLC (reversed-phase): Ry = 10.63 min (single peak). MS (ESI):
neg. ion m/z 539/541/543 [M-H]J. 'H NMR (400 MHz, CDCls): (rotameric
broadening) 11.53 (s, 1H), 8.35 (dd, J = 7.0, 1.0 Hz, 1H), 8.21 (dd, J=8.8, 1.0
Hz, 1H), 7.74 (d, J = 2.0 Hz, 1H), 7.70 (dd, J= 8.8, 7.0 Hz, 1H), 7.42 (d, J= 1.0
Hz, 1H), 7.3-7.25 (m, 2H), 7.28 (d, J = 8.4 Hz, 1H), 6.95 (dd, J= 8.4, 2.0 Hz,
1H), 6.37 (d, J = 7.2 Hz, 1H), 5.42 (quint, J = 7.2 Hz, 1H), 1.57 (d, J=7.0 Hz,

3H).

EXAMBRLE 147 -

I g
IIIII

(R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-[1 -(2,4-difluoro-
phenyl)-ethyl]-benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 7. See EXAMPLE 39 for preparation of (R)-1-(2,4-difluoro-phenyl)-
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WD 2005/ 012275 PCT/ US2004/ 009589 4H), 7.32-7.26 (ni,
2H), 6.94 (dd, J = 8.4, 2.0 Hz, 1 H), 6.21 (s, 1 H),

wWa208/00%75 6H). EXAMPLE 146 o0 = ~ ~ C NH H €CTMS2004/009589

LS ~ NA/ 5 SN

| I :
(Sntgsnactuc s Suiahases . b IR e

-e
caﬁ@deﬂdn@a‘iéﬂﬁ%ﬁ\ﬂéﬂ ushl hé/llRlﬁéO@Mﬁz LDPhidentameric

SRR TR 08 RN 42, 9o =05, 10

T -
eHlaymamms (dHPJ-€2((D eiren B a7, quala)o % ?{%@ g% >3 /@42 32 (dt, J =

(§454—|%| ; peaNLF? %/Ef(()é)Efﬂl:I)zB4dZCﬂBi)) 6. Q#dddmém&:4 2.0 Hz, 1H), 6.93—
bé%@d(ﬁg Zﬂv ?ésg (%3J(5§ 71HEPl1 13)8 5?_@4 qqu) J =7 ;14|9 1]Hj 155 (d, J =

270 M, 3H).H), 7.70 (dd, J =8.8, 7.0 Hz, | H), 7.42

.(d,J—l.O Hz, 1 H, 7.3-7.25 (m 2H), 7.28 (d, J =

8.4 Hz, 1 H), 6.95 (dd, J = 8.4, 2..5) Hz7 %Sl—é H)1 H§3.37
5 Hz, 1 , 5.42 ui nt, =

(EXAM(FZI',E?JZQ 7.0 HZH? 3H). '(gXAI\/PLE-l, 47 - O=H7d
@S N' SN 20 _

(R - Bd 2004, 5] thi adi azol e- 4- sul fonyl am no) - 4- chl o
ro- - d oro- phenyl)-ethyl]-benzam de. This

: CHTCh Ny red using the general procedure

descri teeck in  EXAVPLE 7. See EXAMPLE 39 for

pr epar atd’o @ (R)-1-(2, 4-di f | uor o- phenyl ) -

s N
2-(Benzo[1 ,2,5]thiadiazole—4-suIfonylamino)-4-bromo-N-(2,6-diﬂuoro—benzyl)-
benzamide.
This compound was prepared using the general procedure described in
EXAMPLE 8. HPLC (reversed-phase): Ry = 9.93 min (single peak). MS (ESI):
neg. ion m/z 537/539 [M-H. 'H NMR (600 MHz, CDCl3): (rotameric
broadening) 11.46 (s, 1H), 8.35 (dd, J = 7.0, 1.0 Hz, 1H), 8.20 (dd,J=8.8,1.0
Hz, 1H), 7.92 (d, J = 1.8 Hz, 1H), 7.70 (dd, J = 8.8, 7.0 Hz, 1H), 7.32 (m, 1H),

- 7.124d, J=8.4 Hz, 1H), 7.08 (dd, J = 8.4, 1.8 Mz, 1%}, 7.00-8.52 1 2H), 6.2

(bm, 1H), 4.67 (d, J = 5.6 Hz, 2H).
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133 WD 2005/ 012275 PCT/ US2004/ 009589 et hyl am ne. HPLC
(reversed-phase): RT = 10.10 mn (single peak). M

WOBSI5)012278eg. ion nfz 507/509 [ MH -. "H NVR (200/Usknd/009589

CDCI 3): (rotameric broadening) 11.58 (s, 1 H), 8.35

1.0.Hz, 1 H), 8.20 (dd, J—88 1.0
ﬁgwfﬂ%—ﬂ?@n (d J=2.0H, 1H, 7.70 (dd, J =
8.8, 7.0 ¢k, §l, 7.32 (dt, J = 585)63Hz,1H),
7.25 =8 4H, 1 H, 6.94 (dd, J = 8.4, 2.0 H,
1 H N6.F0 Um 2H), 6.39 (d, J = 7.7 Hz, 1 H),
5 534 60 4 4 Hz, 1 H, 1.56 (d, J = 7.0 Hz,
3 E>@L§L|5148OF HBr NHFI / ,S N~ 10 SN

2- (Benzoﬂ t hi adi azol e- 4- sul f onyl am no) - 4- br ono- N-
(2,6-dif penzyl ) - benzam de. This conpound was
pr epar ed NSI g the general procedure described in
EXAVPLE 8.SHPLC (reversed- phase) RT = 9 93 mn

(i/}(é@nzo Q?m g@gé%mf@ﬁ%ﬂ (4 B ﬁ‘]l ZS%/(?CNOI'O -benzyl)-

bb@ﬁ)@@mu@g) 11.46 (s, 1 H), 835(dd J =70, 1.0 Hz,
1 H, 8.20 (dd, J =8.8, 1.0 Hz, | H, 7.92 (d, J =
1Tigisigompound was peegated using Begyereral pﬂzpedurﬁ)destnsed in

SEXAMPIE B, HelofevsRpPpded): Reis 1034 gfim Gingle pak), M

5(ES Iizneg? it m/zeagm1mszmw]ofgxzmmm@wﬁﬁr@%@@#}?%amenc
Eﬁ%’é’ﬁénmg)ﬂcﬁs (s, 1H) 836 (dd J 70 3)9Hz 1H) 8.21 (dd, J=8.8,0.9
Hz, 1H), 7.92 (d, J = 1.8 Hz, 1H), 7.71 (dd, J.= 8.8, 7.0 Hz, 1H), 7.37 (d, J= 8.0
Hz, 2H), 7.25 (m, 1H), 7.11 (d, J = 8.4 Hz, 1H), 7.07 (dd, J = 8.4, 1.8 Hz, 1H),

6.15 (bm, 1H), 4.87 (d, J = 5.4 Hz, 2H).

EXAMPLE 150

0] F
N
H
Br N F
O=

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-bromo-N-(2,4,6-trifluoro-benzyl)-
benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 8. HPLC (reversed-phase): Rr = 9.97 min (single peak). MS (ESI):
neg. ion m/z 555/557 [M-HJ. "H NMR (400 MHz, CDCl5): (rotameric
broadening) 11.44 (s, 1H), 8.35 (dd, J=7.1, 0.8 Hz, 1H), 8.22 (dd, J= 8.8, 0.8
Hz, 1H), 7.91 (d, J = 1.7 Hz, 1H), 7.71 (dd, J= 8.8, 7.1 Hz, 1H), 7.12 (d, J = 8.4
Hz, 1H), 7.08 (dd, J = 8.4, 1.7 Hz, 1H), 6.78-6.67 (m, 2H), 6.19 (bm, 1H), 4.61
(d, J=5.6 Hz, 2H).
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N~ S-N 2-(Benzo[1, 2,
5] t hi adi azol e-4-sul f onyl am no) - 4- br ono- N- ( 2,

wO-20050h2208 0- benzyl ) - benzam de. 5 Thi s conpoun#CWAS$2004/009589

prepared using the general procedure described in
EXAMPLE 8. HPLC (reversed-phase): RT'= 10.34 mn
(single peak). Ms (ESI): neg. ion mz 569/571/573

[ BXAMPLE NIBRR (400 MHz, CDCI3): (rotaneric broadening)
J=7.0, 0.9 Hz, 1 H) 8.21

'H, 7.92 (d, J = 1.8 H, 1
OHz, 1 H, 7.37 (d, J =8.0
H, 7.11 (d, J = 8.4 Hz, 1
X .8 Hz, 1 H, 6.15 (bm 1 H
g F

. _ Y
4.87 (dy=g8. =-%.4 Hz, H) EXAMPLE 150 O HBr NH 7F
F OS N 15 |
2- (Benzo| N7 t hi adi azol e- 4- sul f onyl am no) - 4- br ono- N-

(2,4,6-triflyoro-benzyl)- benzam de. This conpound was
prepared using the general procedure described in

EX4BBhIo[8,2, 5ThiEdiazeleed-salonyianto)-Rbrom8-NL(2, Hiditrichloro-benzyl)-
(single [pea%m‘ M5 (ESI): c)'ﬁjheg o o as ey T igre-benzyD)

id800 MHz, CDCI3): (rotaneric 20 broadeni ng)
%ﬁ%@”cf“ﬁm“ﬂﬁasg “HRyLEoigh B oshered gty flprBadn
HEXANIFILE BHPUCHrdefsedpliade); RE =H0.78.mMR (bthgld peald. 1S
%SI%%QQ /:(' éﬁ$/69%(_%078 1 1&“@2 iS(gg MH%ESQEbg (rotameric
é@%ﬁg@gl%%?ﬁgl Qﬂz%sﬁ HR@@H%@QP&L(’;Q@%% HEMMEReH, 9 LB.8, 1.0
Hz, 1H), 7.92 (d, J = 1.6 Hz, 1H), 7.71 (dd, J = 8.8, 7.0 Hz, 1H), 7.40 (s, 2H),
7.10 (d, J = 8.4 Hz, 1H), 7.07 (dd, J = 8.4, 1.6 Hz, 1H), 613(bm 1H), 4.82 (d,
J =55 Hz, 2H).

EXAMPLE 152

@t@@

/ \//\
C i~
N" )
sS—N

nan = T e s

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-bromo-N-(2-chloro-4-fluoro-
benzyl)-benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 8. HPLC (reversed-phase): Ry = 10.20 min (single peak). MS
(ESI): neg. ion m/z 553/555/557 [M-HJ. "H NMR (500 MHz, CDCls): (rotameric
broadening) 11.51 (s, 1H), 8.36 (dd, J=7.0, 1.0 Hz, 1H), 8.21 (dd, J= 8.8, 1.0
Hz, 1H), 7.90 (d, J = 1.8 Hz, 1H), 7.71 (dd, J = 8.8, 7.0 Hz, 1H), 7.49 (m, 1H),
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N SN
2- (Benzo[ 1, 2, 5] t hi adi azol e- 4-sul f onyl am no) - 4- br ono- N-

W02005/062275 1 chl or o- benzyl )- 5 benzani de. Thi s ceapmwszm4/009589

was prepared using the general procedure described in

(SI IqudE o= MBL@dHEVﬂHSdeTQ;g@Sﬁ%gnBﬁ Z 6837/728327@'0‘6 8.4,1.9

EﬂqH) I-{)Qlﬁ/l(m( 3600, @\/Hi (bKIDCI:H3)4 60r(df drre6.0dHz, BH)adeni ng)
1142(s 1H, 836 (dd, J =7.0, 1.0 Hz, 1 H), 8. 22

(dd, J =8.8, 1.0 10 Hz, 1 H), 7.92 (d, J = 1.6 Hz, 1
HEXATMFE 8d, J = 8.8, 7.0 Hz, 1 H, 7.40 (s, 2H)),
7.10 (d, J = 8.4 Hz, 1 H), 7.07 (dd, J = 8.4, 1.6 Hz,
"1 H), 4.82 (d, J =5.5 Hz, 2H).
| Br \HHCO F 01v I ~~ N-/

i adi azol e- 4-sul f onyl am no) - 4- br ono- N-

(2-chl o®eg 4- £ uor o- -benzyl) - benzani de. This conpound
was prepér 8 5ing the general procedure described in
EXAMPLE 8. / (reversed-phase): RT = 10.20 mn

M5 20 (ESI): neg. ion mlz 553/555/557
R (500 MHz, CDCI3): (rotaneric

by ?Bgﬁﬂb[lﬁ‘%) S]gilaé%zéf%% % ff%nydgmﬁlgj)(ég Bf%nlo ;\l g’bg'keéﬂylol EFlenyI-

1etByl)+zbenZam)|de7 71 (dd, J = 8.8, 7.0 Hz, 7. 49
WO 2004/ 09589
7'Fpi'§(085qwd3 i péogggwééézggc%%}/e%ﬁ@%gce ure described in

1FED(AK/H:3L(E dd, HPL8C ?e@e?sed‘Bhas’e)"b?T -Z|1)(§)§6 (A M__@IE@G %éalélms

5531 IV-HT . ' NMR (400-MHz, CDCl): (rotameric
broadening) 11.54 (s, 1H), 8.35 (dd, J=7.0, 1.0 Hz, 1H), 8.22 (dd, J = 8.8, 1.0
Hz, 1H), 7.91 (d, J = 1.9 Hz, 1H), 7.71 (dd, J = 8.8, 7.0 Hz, 1H), 7.41-7.33 (m,
4H), 7.31-7.27 (m, 1H), 7.22 (d, J = 8.4 Hz, 1H), 7.10 (dd, J = 8.4, 1.9 Hz, 1H)
6.21 (bs, 1H), 1.78 (s, 6H).

(ESI) neg jon m/25

H

EXAMPLE 154

(R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-bromo-N-[1-(2,4-dichloro-
phenyl)-ethyl]-benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 8. See EXAMPLE 42 for preparation of (R)-1-(2,4-dichloro-phenyl)-
ethylamine. HPLC (reversed-phase): Ry = 10.70 min (single peak). MS (ESI):
neg. ion m/z 583/585/587 [M-H]. "H NMR (500 MHz, CDCls): (rotameric
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Br NHONPI 5 S-N 2-(Benzo[ 1, 2,
5] t hi adi azol e-4-sul fonyl am nci ) - 4- brono- N (1- net hyl -1 -

wohaeosyi2278t hyl ) - benzam de. This conpound was pPeEPAISE@®4/009589

usi ng the general pr ocedure descri bed in EXAMPLE 8.
Iigﬂegég(sapﬁmrﬁeﬂr fég )8. 38}8?5‘2 276&”% D 143! %W&M J2838, 1.0
(H_O1INHZ,.9TOEI B 1. Q Hat akter7.¢1 kﬁd@aﬂerﬁ &,g‘b 0Hz, 514r|)( g 43](t J=1.2

gz, Py 58fn. J=gdve am T od Gl £ f8 1457626 (0 v =73

(7|0Ig 1_H '—5431 ?quu?t QﬁzﬂzHPH ﬁjéel(cg_fzéﬁf, b2 10

(dd, J 84 19Hz 1H) 6.21 (bs, 1 H), 1.78 (s,
6 LE 154 O0i Br NHCI G OS N S-N
%Mﬁgn 2, 5] t hi adi azol e- 4-sul fonyl am no) - 4- br om
0-N-[1- (2 4-dichloro- phenyl)-ethyl]-benzan de. 20

> prepared using the general procedure

k’jn LE 8. See EXAMPLE 42 for
p%r . ',\(ﬂ_{ EI -(2, 4-di chl or o- phenyl ) -
et hyl ar@) PLC (reversed-phase): RT = 10.70 nmin
(single M5 (ESI): neg. ion mz 583/585/587
[MH " 1H (500 MHz, CDCI3): (rotaneric 137 WO

2005/ 0122 5 CT/ US2004/ 009589 ~ br oadeni ng) 11.47 (s)’
8.3 —(Nzld J=7.0 1.0 Hz, 1 H), 8.21 (dd, J =

8(@-2 @enzg’%? éttﬁgq@z?olg-l - glfop‘]yjp;npp) 43br9mp-Ell)-[’1 H;;,Z—éifluoro-
freriifoglapi 1o, 11, 711,60 3 C 8k Do
7THis lepmpbuFp, was p&paded disingZh@ generadlidrocedure described in
EXAMPLE 8. See EXAMPLE 39 for preparation of (R)-1-(2,4-difluoro-phenyl)-
ethylamine. HPLC (reversed-phase): Ry = 10.17 min (single peak). MS (ESI):
neg. ion m/z 551/553 [M-H]. '"H NMR (500 MHz, CDCls): (rotameric
broadening) 11.52 (s, 1H), 8.35 (dd, J = 7.0, 1.0 Hz, 1H), 8.20 (dd, J = 8.8, 1.0
Hz, 1H), 7.90 (d, J = 1.8 Hz, 1H), 7.70 (dd, J = 8.8, 7.0 Hz, 1H), 7.31 (dt, J =
8.4,6.2 Hz, 1H), 7.16 (d, J = 8.4 Hz, 1H), 7.10 (dd, J = 8.4, 1.8 Hz, 1H), 6.89
(m, 1H), 6.85 (m, 1H), 6.37 (d, J = 7.6 Hz, 1H), 5.33 (quint, J = 7.5 Hz, 1H),
1.56 (d, J=7.0 Hz, 3H).

EXAMPLE 156

o) F
N
H
! NH F F
O:é
/,
O/
N"

S—N
2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-iodo-N-(2,4,6-trifluoro-benzyl)-

benzamide.

138



10

15

T AT G

20

5 EXAMPLE 155 O" Br NH~F: F O S 1 b rO Noml SN
(R)-2-(Benzo[ 1, 2, 5]t hi adi azol e-4-sul f onyl am no) - 4- br om

WO0-2005[012272, 4- di f I uoro- phenyl) - et hyl ] -benzam decTa182004/009589

Thi s conpound was prepared usi ng the general procedure

‘*ﬁ?s‘:éérﬁﬁguh@ waw&% r%%eﬂofe described in

preparation of I§‘glfluoro en

@WMEIIErﬁa HHIEEIWV@S@@%@S@):%@ 9. y(mn@e neak). MS (ESI):

nBonioe TSR T bR (G0 ke R SRAeRRTc b fbenino)
(s, 341(§")1H888%§'_@GdJ -% B, 700Hz 11+®) 8221 Gdd")/ 8. 82@ co Hict, 1B1),

J
'B‘VGD(C(dﬂ=1ﬁ HZB1I8 7771)(¢@,J'1'8|.§ 7@@11@-&735)(9(1 é—483 1.6

v L d, 1 ,
34 17 g bl nﬁf&z 447 ?M{%w 2@%6*8%”’“ S
@564422714)6F|z , 5.33 (quint, :75Hz 1 H,

.56 _(d, J-= 7. O Hz 3H). 20 EXAI\/PLE 156 O F HI NH
IF F OSI N/ SN 2-(Benzo[l,2, 5]thiadiazol e-4-su

4-io0do-N-(2, 4, 6- trlfluoro benzyl) -

g@%%hﬁ?e{]@l% WD 2005/ 012275 PCT/ US2004/ 009589 Th| S
gonpougmdwas pCepared using the general pr ocedur e

eSCL |

H
! NH Cl Cl

O:é

O//
N"

S—N

' 2-(Benzo[1,2,5]thiadiazole-4-su|fonylamino)-4-iodo-N-(2,4,6-trichloro-benzyl)-

benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 9. HPLC (reversed-phase): Rt = 10.83 min (single peak). MS

(ESH): neg. ion m/z 651/653/655 [M-H] . "H NMR (400 MHz, CDCls): (rotameric
broadening) 11.34 (s, 1H), 8.35 (dd, J = 7.0, 0.9 Hz, 1H), 8.22 (dd, /= 8.8, 0.9
Hz, 1H), 8.10 (d, J = 1.5 Hz, 1H), 7.72 (dd, J = 8.8, 7.0 Hz, 1H), 7.39 (s, 2H),
.7.29(dd, J=8.2, 1.5 Hz, 1H), 6.93 (¢, /= 8.2 Hz, 1}, £.13-m, 484 -~
J=5.5 Hz, 2H).
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EXAMPLE 6. HPLC (reversed-phase): RT = 9.96 mn
(single peak). M5 (ESI): neg. ion mz 603 [MH-. "H

wolehvs(a0s VHz, CDC1l3): (rotaneric broadeni ng) PAT/USZ2004/009589

10

15

20

(s, 1 H, 835 (dd, J =7.0, 1.0 Hz, 1 H), 8.21 (dd, J

—E&A&/IPEEOISHZ 1H, 5810 (d, J=1.6H; 1H, 7.71
8.8, 7.0 Hz, 1I—|),730(dd J=28.3 1.6
H)0695(d J =8.3 H, 1H 78-6.69 (m
= Hz,

: , 6.
H) 4.60 (d, J 5.6 2H) .
IHI~INHCICI Qs / N I 10 SN
'- z adl azol e- 4-sul f onyl am no) - 4-i odo- N- (

2 4, 6Od |c | of - benzyl )- benzam de. This conpound was
preparq§ g the general procedure described in
EXAMPLE 9,/ C (reversed-phase): RT = 10.83 mn
(single ﬁea ). M5 15 (ESI): neg. ion nfz 651/ 653/ 655
[MH-. "$T™MR (400 MHz, CDC13): (rotaneric

: bﬁgggﬁgb[g? ?ﬁljnaé%zgﬁe 4% Wénglgnﬁ@o)(@ngc%l%o ébﬂl‘e%r% é’e%l

LicgoHmnzatgle. 7,72 (dd, ) ='8.8,'7.0 He, 7.39

This Goquic Wal prepared s*.smﬁw,e @_%e.ral rzf@cq@lgremscn%ed in

é@&%(nmﬂo%%éf rﬁﬁﬂ%}éﬁ%@é‘é&%ﬂéé&: RPAMYLE n]\ﬁg(s%glé pé"é\(f' MS

2(Shrme. dor2nl; NGB 44~bNMR>muchHzopD@|e)2(mt¢menc

Opitadette) 1LY, i 8 B4R 99 Hz, 1H), 8.21 (dd, J= 8.8, 1.0
Hz, 1H), 8.08 (d, J = 1.6 Hz, 1H), 7.72 (dd, J = 8.8, 7.0 Hz, 1H), 7.49 (m, 1H),
7.30 (dd, J = 8.2, 1.6 Hz, 1H), 7.17 (dd, J = 8.3, 1.6 Hz, 1H), 7.03 (m, 1H), 6.98
(d, J = 8.3 Hz, 1H), 6.41 (bm, 1H), 4.60 (d, J = 6.0 Hz, 2H).

EXAMPLE 159

(R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-[1-(2,4-dichloro-phenyl)-
ethyl]-4-iodo-benzamide.

This compound was prepared using the general procedure described in
EXAMPLE 9. See EXAMPLE 42 for preparation of (R)-1-(2,4-dichloro-phenyl)-
ethylamine. HPLC (reversed-phase): Rr = 10.75 min (single peak). MS (ESI):
neg. ion m/z 631/633 [M-HJ. 'H NMR (500 MHz, CDCls): (rotameric
broadening) 11.38 (s, 1H), 8.34 (dd, J = 7.0, 1.0 Hz, 1H), 8.22 (dd, /= 8.8, 1.0
Hz, 1H), 8.09 (d, J = 1.6 Hz, 1H), 7.71 (dd, J=8.8, 7.0 Hz, 1H), 7.42 (t, J= 1.2
Hz, 1H), 7.31 (dd, J=8.2, 1.6 Hz, 1H), 7.25 (t, J = 0.8 Hz, 1H), 7.03 (d, J = 8.3
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5 Thi s conmpound was prepared using the general
procedure described in EXAMPLE 9. HPLC

wonrensansxrs- phase) : RT = 10.26 min (single peakPCTNB2004/009589

(ESI): neg. ion mz 601/603 [MH -. 1H NMR (400 MHz,

(ngg H), 69}@3&@“7‘?@%’ %ﬁbe@ugq%ﬂ% df‘5 7(J§Hz 15% 1%83(8 J=6.9

Htlz,?ng-J) 8.08 (d, J = 1.6 Hz, 1 H), 7.72 (dd, J

88,70Hz,1H),749(m1H)'10730(dd J =
8.2, 1.6 Hz, 1 H, 7.17 (dd, J = 8.3, 1.6 Hz, 1I(—I)b,

7 , 6.98 (d, J =83 Hz, 1 H, 6.41 m 1
FDES;&‘A\@%%E?(?@J = 6.0 Hz, 2H). EXAWPLE 159 0 H I NH
c c 9Nz 15 :

(R £ 2, 5] t hi adi azol e- 4-sul f onyl ami no) - N-[ 1-(
2, ( 0 yl)- ethyl]-4-iodo-benzam de. This
s ag épaged using the general procedure
descri in EXAVWPLE 9. See EXAMPLE 42 for

preparqgfl (R -1-(2, 4-di chl or o- phenyl ) -

et hyl am n LC (reversed-phase): RT = 10.75 mn
(single Me MS (ESI): 20 neg. ion mz 631/633

[ M H] - 13—'I’WI\/R(500I\/HZ CDCI 3): (rotaneric

gl oMb il i

1et£51yl-}lzl loﬂioHi)enzénﬂde(dd J =8.8, 7.0 Hz, 7 42
7.31 (dd, J 8. 2 1
,_é' hls-pog@oqqnd \gas p(ppgrgg usinghe g;en@gal(mocgdwegi@cr@a@ in

A b o 0L B iy ). i b
(ethylaming. $1PLLE (re¥bjsedEptideR) ER 6010.2D mih (Mgl F&ak). MS (ESI):
& 9%n M99 [R-AY. "H NMR (500 MHz, CDClL): (rotameric broadening)
11.43 (s, 1H), 8.34 (dd, J = 7.0, 1.0 Hz, 1H), 8.20 (dd, J = 8.8, 1.0 Hz, 1H),
8.08 (d, J = 1.6 Hz, 1H), 7.71 (dd, J = 8.8, 7.0 Hz, 1H), 7.35-7.27 (m, 2H), 6.99
(d, J = 8.3 Hz, 1H), 6.89 (m, 1H), 6.84 (m, 1H), 6.37 (d, J = 7.9 Hz, 1H), 5.32
(quint, J = 7.4 Hz, 1H), 1.56 (d, J = 7.1 Hz, 3H).

EXAMPLE 161

Tl e e m e A B 3 L

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-(2,6-dichloro-benzyl)-
benzamide.

This compound was prepared as described in EXAMPLE 41. HPLC (reversed-
phase). Rt = 9.78 min (single peak). MS (ESI): neg. ion m/z 491/493 [M-HJ.
'H NMR (500 MHz, CDClIs): (rotameric broadening) 11.32 (s, 1H), 8.31 (dd, J =
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(R)-2-(Benzo[ 1, 2, 5] t hi adi azol e-4-sul fonyl am no) - N-[ 1-(
2,4-di fl uoro-phenyl)- ethyl]-4-iodo-benzam de. This

woanpourdswas prepared using the general proce#dras2004/009589

described in EXAMPLE 9. See EXAMPLE 39 for

1 f —
Y DU H M. (YA e 1 HHICT T2RACDE 81 SIE. tH), 7.66 (dd, v =
(848r@'LQaHraeﬂiH) 7.86(d, EBF)&OlIleg2H)p713@1(m 8%9, ¥ M4{m,. 1TH)}16.95 (m,

I TRl (R ) T

—88 1.0 Hz, H), 8.08 (d, J:16Hz 1H, 7.71
(dd, J = 8.8, 7.0 Hz, 1 H), 7.35-7.27 (m 2H), 6.99
(BXAMPLB182Hz, 1 H), 6.89 (m 1 H), 6.84 (m 1 H),

d, J =729 Hz, 1 H, 53215 (quint, J =7.4

( = 7.1 Hz, 3H). EXAWPLE 161 H NH

hi adi azol e- 4-sul fonyl am no)-N- (2, 6-di c
= 20 benzam de. This conpound was
descri bed in EXAMPLE 41. HPLC (reversed-
9.78 mn (single peak). M5 (ESI): neg.
93 [MH -. 1H NWR (500 MHz, CDCl 3):
(rotarnegi, broadening) 11.32 (s, | H), 8.31 (dd, J
141 WO 2005/ 012275 PCT/ US2004/009589 7.0, 0.8 Hz,
H}- (BSnZdﬁ (A5]tHiadiagoR-4Hsulfdnykamint ) M-(2 d, 6-FriffcBo-behzyl)-1
I—P) g(dd J = 8.8, 7.0Hz, "I H, 7.37 (d, J =
%” Agmidery 732 (m 1 H), 7.24 (m 1H), 6.95 (m
iE%ISWMd \ﬂfag'}),re;faﬁég a%chﬁs&gﬁﬁéi#E%Mlzt& 41° BOMRI&ersed-
2piiase) B £, 246]n0ini (aitigkz péak)4-Ma(EShY hagi ioo)mit 477 M6t

"NMR'Y S RIEY ¥DG1y): (rotameric broadening) 11.28 (s, 1H), 8.32 (d, J = 7.0
Hz, 1H), 8.18 (d, J = 8.8 Hz, 1H), 7.70 (d, J = 8.4 Hz, 1H), 7.66 (dd, J = 8.8, 7.0
Hz, 1H), 7.33 (m, 1H), 7.25 (m, 1H), 6.96 (m, 1H), 6.73 (m, 1H), 6.21 (bm, 1H)
4.60 (d, J = 5.6 Hz, 2H). ‘

VHII

EXAMPLE 163

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-(2-chloro-4-fluoro-benzyl)-
benzamide.

This compound was prepared as described in EXAMPLE 41. HPLC (reversed-
phase). Rt = 9.68 min (single peak). MS (ESI): neg. ion m/z 475/477 [M-H]".
H NMR (400 MHz, CDClg): (rotameric broadening) 11.39 (s, 1H), 8.33 (dd, J =
7.0, 1.0 Hz, 1H), 8.18 (dd, J = 8.8, 1.0 Hz, 1H), 7.69 (m, 1H), 7.66 (dd, J = 8.8,
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benzani de. This conpound was prepared as described in
EXAMPLE 41. HPLC (reversed- 10 phase): RT = 9.46 mn

wosghz7peak). M5 (ESI): neg. ion m z477 [ M HPCTHS204MB09589

(400 MHz, CDC13): (rotaneric broadening) 11.28 (s, 1
Hy .0 8z 3PH), &.50 (m, THY, 7.3|Z~.-71.326|'(1)n, 72&18(1381((33(@3 J= g.-sgzrégHé,lm),

::%, 7.70|_sd J = 8.4 Hz, H), ,

031(my)TH)7 743D (1 Th).1943 toras 1M 4.60 Ky, J 6.608 HamH). H) ,
6.73 (m 1 H, 6.21 (bm 1 H, '4.60 (d, J =5.6 Hz,
2H). 15 EXAMPLE 163 O aNH C' F CQoi S N SN
2EXKBMMRIOE 162, 5] t hi adi azol e- 4- sul f onyl am no) - N- (2-chl or
o- 4-fl uoro- benzyl )- benzam de. 20 This conpound was

prepar edjas desgcribed irn EXAMPLE 41. HPLC (reversed-
ph . = mn (single peak). M5 (ESI): neg.
i.on 47b/ 4 MH'. 1H NVR (400 MHz, CDCl 3):
(rot rile IBF oadeniFng) 11.39 (s, 1 H), 8.33 (dd, J =

7.0, 9€%6Hz 1 H), 8.18 (dd, J = 8.8, 1.0 Hz, 1 H

7.69 (ng 7.66 (dd, J = 8.8, 142 WO 2005/ 012275
PCT/ US20 589 7.0 Hz, 1 H), 7.50 (m 1 H):,
7.37-7.28_(In 2H), 7.17 (dd, J = 8.3, 2.6 Hz, 1 H

7.03 (m T H), 7.00 (m 1 H), 6.43 (bm 1 H), 4.60 (d,
Jz-gaénib[lﬂa,5]%1%iaEéﬁeWbaf&r%ﬂa&incﬁ-4-HéﬂkM&(£4,élfri'ﬂuHPd‘joenzyl)-
5 SN 2-(Benzo[ 1, 2,

w@mmdazm e- 4- sul f onyl am no) - 4- net hyl - N-( 2, 4,

OrhiS b RdRR€ Yldpared as described in EXAMPLE 44. HPLC (reversed-
phase): Rr = 9.69 min (single peak). MS (ESI): neg. ion m/z 491 [M-HJ. "H
NMR (400 MHz, CDCls): (rotameric broadening) 11.42 (s, 1H), 8.31 (dd, J =
7.0, 1.0 Hz, 1H), 8.18 (dd, J = 8.8, 1.0 Hz, 1H), 7.66 (dd, J = 8.8, 7.0 Hz, 1H),
7.51 (bs, 1H), 7.14 (d, J = 8.0 Hz, 1H), 6.77-6.67 (m, 3H), 6.16 (bm, 1H), 4.58
(d, J=5.7 Hz, 2H), 2.27 (s, 3H).

EXAMPLE 165

0 Ci
N
H
yH Ci7. > C

O=
P

O
N//

S—N

2-(Benzo[1 ,2,5]thiadiazole-4-suIfonylamino)-4-methyI-N-(2,4,6-trichloro-benzyl)-
benzamide.

This compound was prepared as described in EXAMPLE 44. HPLC (reversed-
phase): Ry = 10.47 min (single peak). MS (ESI): neg. ion m/z 539/541/543 [M-
HI'. "H NMR (400 MHz, CDCls): (rotameric broadening) 11.40 (s, 1H), 8.31 (d,
J=7.0Hz, 1H), 8.18 (d, J= 8.8 Hz, 1H), 7.67 (dd, J = 8.8, 7.0 Hz, 1H), 7.52 (s,
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benzam de. This conpound was prepared as described in
EXAMPLE 44. HPLC (reversed- phase): RT = 9.69 mn

womsghz7peak). M5 (ESI): neg. ion m z491 [ M HPeT/USR002/009589
NVR (400 MHz, CDClI 3): (rotameric broadening) 11.42 (s,

A oﬁﬂﬁw (@ JZ‘@PC@Z Otz 675,00 ) B6 ik k) .50 (om,

TN 4(t%s(d, U #+p,5 Az12H},2.20 (s; 3H)0 Hz, 1 H), 6.77-6.67

(m 3H), 6.16 (bm 1 H, 4.58 (d, J =5.7 Hz, 2H),

2.27 (S 3H) 15 EXAMPLE 165 OC HNHC C 0-1 N

EXAMP |

2- (Benzo 1 2 5] t hi adi azol e- 4- sul f onyl ami no) - 4- net hyl -
Gltri chI oro- benzyl)- benzani de. This conpound

ase): RT = 10.47 mn (SI ngl e peak). M5
(E i g 539/541/543 [M H-. 1H NWR (400
MHz, (DD@B) (rotanmeric broadening) 11.40 (s, 1H),
831(’/ 7.0 Hz, 1 H, 8.18 (d, J = 8.8 Hz, 1 H),
7.67 (dd, 8.8, 7.0 Hz, 1 H, 7.52 (s, 143 WO
2005/ 012f2§ PCT/ US2004/ 009589 1 H), 7. 39 (s 2H)

7.11 (d, S~ 8.0 Hz, 1 H, 6.75 (d, J = Hz,

%_;'é) r%ﬂgl_fat %1351%594 &ﬁl’f@{/l@ﬁ@%—%ﬂ@-}:ﬂ@o ézfﬁ?o?ofb%nzyl)-m
Inédshbentdmiticn] t hi adi azoI e-4-sul fonyl am no)-N-(2-chlo

r'lohlg c%lmup%ru%dbvsgsz plrepared as elsfzr? Se bed mn?EX%MPLE 44. HPLC (reversed-
phase): Rt = 9.89 min (single peak). MS (ESI): neg. ion m/z 489/491 [M-H]".
'H NMR (400 MHz, CDCls): (rotameric broadening) 11.52 (s, 1H), 8.32 (dd, J =
7.0, 1.0 Hz, 1H), 8.18 (dd, J = 8.8, 1.0 Hz, 1H), 7.66 (dd, J = 8.8, 7.0 Hz, 1H),
7.50 (s, 1H), 7.49 (dd, J= 8.5, 6.0 Hz, 1H), 7.18 (d, J = 8.0 Hz, 1H), 7.16 (dd, J
= 8.3, 2.6 Hz, 1H), 7.02 (m, 1H), 6.76 (dd, J = 8.0, 0.8 Hz, 1H), 6.39 (bm, 1H),

4.58 (d, J = 6.0 Hz, 2H), 2.27 (s, 3H).

EXAMPLE 167

5—
(R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-[1-(2,4-difluoro-phenyl)-
ethyl]-4-methyl-benzamide.

This compound was prepared as described in EXAMPLE 44. See EXAMPLE
39 for preparation of (R)-1-(2,4-difluoro-phenyl)-ethylamine. HPLC (reversed-
phase): Rt = 9.76 min (single peak). MS (ESI): neg. ion m/z 487 [M-H]. !
NMR (400 MHz, CDClg): (rotameric broadening) 11.52 (s, 1H), 8.31 (dd, J =
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This conmpound was prepared as described in EXAVPLE 44.
HPLC (reversed- phase): RT = 9.89 mn (single peak).

wOB0(sES$275 neg. ion nmz 489/491 [MH-. 10 1H RWU(SM@/009589

MHz, CDCl 3): (rotaneric broadening) 11 52 (s 1

9% (00 0l i43 8.1 48 g 0 L5 e

(E‘ S01(sHf H),77. 39 (ddd,= 8. 8=684 blz, 6H, #i19 ( ~V'|)= 8. GHI281H§, 6@1 -6.80
FH‘ QHE)ZG 7% (g8 (‘?oé E'E( ?ZE'% %35@8»' R Oi‘|2H)1 H)65§g (gbmt ui 7.4

SRV MUY T (5, -

(R) - 2-(Benzo[ 1,2, 5] t hi adi azol e- 4-sul fonyl am no) - N-[ 1- (
2,-4-di £l uqgrQq- phenyl ) ethyl]-4-nethyl-benzam de. 20
Tﬁ%@ﬁ{}&%ln#pg@%d was prepared as described in EXAMPLE 44.
See EXAMRDRE 39 for preparation of

(B 4- di.f | ygro- phenyl) et hyl am ne. HPLC

(reyv ed- ha 9.76 m n (single peak). M
(ESI r?%d 87[MH] "H NWR (400 MHz,
CDC13) 1o térrerl c Dbroadeni ng) 11.52 (s, 1 H), 8.31
(dd, J =//Si 2005/ 012275 PCT/ US2004/ 009589 7.1,
1.0 H, 4 .16 (ddy J = 8.8,, 1.0 Hz, 1 H), 7.66

(dd, J = 8”8 7.1 Hz, 1 H, 7.50 (s, 1 H), 7.31 (dt,

J:88 GSANHz 1H) 719(d J—8OHz, 1 H,

6 gzé 8[9 é 1 H, 6.35

(%- gnzol[%,% ],t&ladlfzpbe 4-§ulgf,qn3(l@|mmq) 5 ghIquzN4(2 Gizloroﬂ#t},loro—
z%zl)(éenz%ﬁ%d .54 (d, J = 7.0 Hz, 3H). 5 EXAMPLE 168

O C"'NH aF

This compound was prepared as described using the general procedure of

EXAMPLE 43. HPLC (reversed-phase): Rr = 10.15 min (single peak). MS

(ESI): neg. ion m/z 509/511 [M-H]. "H NMR (400 MHz, CDCls): (rotameric

broadening) 11.17 (s, 1H), 8.31 (dd, J=7.0, 1.0 Hz, 1H), 8.20 (dd, J= 8.8, 1.0

Hz, 1H), 7.67 (dd, J=8.8, 7.0 Hz, 1H), 7.67 (d, J = 8.9 Hz, 1H), 7.48 (m, 1H),

7.29 (m, 1H), 7.25 (m, 1H), 7.18 (dd, J = 8.3, 2.6 Hz, 1H), 7.04 (m, 1H), 6.37

(bm, 1H), 4.58 (d, J = 6.0 Hz, 2H).

EXAMPLE 139

Ci N
H
NH F F

(R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-5-chloro-N-[1-(2,4-difluoro-
phenyl)-ethyl]-benzamide.

This compound was prepared as described using the general procedure of
EXAMPLE 43. See EXAMPLE 39 for preparation of (R)-1-(2,4-difluoro-
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016/ 1. N SN
2- (Benzo[ 1, 2, 5] t hi adi azol e- 4-sul f onyl am no) - 5-chl oro-N

WO (2805mh2208 0- 4- f | uor o- benzyl ) - benzam de. 10 ThPET/US2004/009589

conmpound was prepared as described using the general

OERERA i EENELE (B L0 W R il ok,

gMB gi&l [Mg—l]llen /e SRV QAA-HYHZ ' H NIWR&}OO MH:Z(, @D(Blg)l (rotamenc
an Btk ”@)1(1&1,7 5 1@)88%35?9(1@;/?@0 iq_b-lz ?H);-/B ‘(%ddy 8.8, 1.0
8&-& 1%107 b'?éleH)s 8ﬁ$ﬁl{)d‘é§é @dS; Qg% 7 rgQ 1(],1) P34 25 (m,

838| ), ©98—6182 ( ln H), 8. 322ﬁ(|)(x mEXil\?l;?{_zE, %EB ?é( quIntlJ@H7 4 Hz 1H),
NHS‘% i&’duc ézdg{ 3%5- N 20

(R) 2- (Benzo[ 1, 2, 5] t hi adi azol e- 4-sul fonyl am no)-5-chl o
éz 4-di fl uoro- phenyl)-ethyl]-benzam de. This
ﬁ@dﬁlﬁbl Vid® prepared as described using the general
procedur of. EXAMPLE 43. See EXAMPLE 39 for

pr epar at on of (R) 1-(2,4-difluoro- 145 WO 2005/012275
PCT, 3588 phenyl)-et hyl am ne. HPLC
( ed- b RT:10 12 min (single peak). M
Sl)~ n'é'g ion"mz 507/509 [MH -. "H NW (400 Mz,
CDCI3) “$ropanmeric  broadening) 11.17 (s, 1 H), 8.30
(dd, J&71.OHZ, 1 H, 818 (dd, J =8.8, 1.0
Hz, 1 H)\ e (d J =88Hz, 1 H, 7.66 (dd, J =
8.8, 70é—lz , 7.34-7.25 (m

(R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4,N-dimethyl-N-(1-phenyl-
ethyl)-benzamide.

This compound was prepared as described in EXAMPLE 44. HPLC (reversed-
phase): Rr = 9.81 min (single peak). MS (ESI): m/z 467 [M+H]", 489 [M+Na]".
'H NMR (400 MHz, CDCls): (rotameric broadening) 9.08 (bs, 1H), 8.34 (dd, J =
7.0, 0.7 Hz, 1H), 8.20 (bd, J = 8.8 Hz, 1H), 7.69 (bm, 1H), 7.45-7.37 (bm, 4H),
7.37-7.26 (bm, 2H), 7.01 (bd, J = 7.6 Hz, 1H), 6.78 (bd, J = 7.8 Hz, 1H), 6.05
(bm, 1H), 2.7-2.25 (bs, 3H), 2.25 (s, 3H), 1.7-1.4 (bs, 3H).

EXAMPLE 171

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-(2,4-difluoro-benzyl)-N-methyl-
benzamide.
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5 3H), 6.92-6.82 (m 2H), 6.32 (d, J = 7.8 Hz, 1 H),
5.29 (quint, J = 7.4 Hz, 1 H, 1.56 (d, J = 7.2 Hz.

WGOs/EXAPLE 170 O NH OOS/ N S-N 10 PCT/US2004/009589

(R)-2-(Benzo[ 1, 2, 5] t hi adi azol e-4-sul fonyl am no) - 4, N-di

”E'hfis\’d:orﬁbédndp%@ rep&edyds d&&H EX% I\/IJJH?%NPEEL%“)H%% reversed-

was prepared escribed In

(PBgeek &1-= thésré)n (skigle- peak)l MSdE(Si) myizel TS H] " MBD7 [M+Na]".

@MRI?@%@%@E%%'O aBmen 1 br LSQ"WSESW 1) o527 (bd, J =

(ecv H:ZG’-SI—I?—ES T2 0d,U 7 8HZH211||=I|)7 7.87 %ngi’pl 7]55—7974%2@61 1), 7.54

(dnJ 7@)3 Hz, o), (i%o bm=1).67. Hﬂ 71)0+me @H)86 @3dbrd, tH), 6.84

it e 55 PR 0l G B P 1

F2R (b9, $9HY. 20 S-N 2-(Be nzo[1, 2,
5] thi adi azol e- 4-sul fonyl am _
i no) - N- (2, 4-di fl uoro-benzyl)-N-nethyl - benzani de. 146
V‘QX;\WO@II 75 PCT/US2004/ 009589 This conmpound was
prepared- as descri bed in EXAMPLE 41. HPLC (reversed-

= 9.41 m'n(single peak). M5 (ESI): mz 475

A NG 1H NVR (400 Mz, CDCl3):
'3\7br 8.83 (bs, 1 H), 8.27 (bd, J =
. J=87H, 1H, 7.67 (bm 1
,7(558745(bm1|—|) 7.54 5 (d, J =8.3Hz, 1H;
7.30 ( , 7.10-7.00 (bm 2H), 6.93 (bm 1 H),
6.84 ( . 4.65-4.4 (bs, 1.3H), 4.4-4.1 (bs

\

0. 7H), 3N6-N.65 (bs, 1.1 H), 2.65-

2-(Benzo[1 ,2,5]thiadiazole-4-sulfonylamino)-N-(2,4-difluoro-benzyl)-4,N-
dimethyl-benzamide.

This compound was prepared as described in EXAMPLE 41. HPLC (reversed-
phase): Ry = 9.80 min (single peak). MS (ESI): m/z 489 [M+H]*. 'H NMR (400
MHz, CDClg): (rotameric broadening) 9.00 (bs, 1H), 8.27 (bd, J = 6.9 Hz, 1H),
8.22 (bd, J = 8.8 Hz, 1H), 7.68 (bm, 1H), 7.6-7.4 (bm, 1H), 7.42 (bs, 1H), 6.96—
6.85 (bm, 2H), 6.85-6.75 (bm, 2H), 4.65-4.3 (bs, 1.4H), 4.3-4.0 (bs, 0.6H),
2.9-2.65.(bs, 1H), 2.65-2.45 (bs, 2H), 2.28 (s, 3H).

EXAMPLE 173

2-(Benzol[1,2,5]thiadiazole-4-sulfonylamino)-N-[1 -(4-fluoro-phenyl)-ethyl}-N-
methyl-benzamide.
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2.4 (bs, 1.9H. EXAMPLE 172 O NNHFF OOS N 10

wa20Benxof 1, 2, 5] t hi adi azol e- 4- sul f onyl ani no) - NPC2/U42ai /009589
| uoro- benzyl)-4, N dinethyl-benzam de. This conpound

WA Ssrebes dés EXAMPEELL. HPLC d-
(reiﬁfgg?@éﬁhgggﬁ lgRT E 9.%0 th ngl e peak). I\/II§ (reversec

( EbRse): R~ 248 minsingle perVAMBAES!): 1%/zMiA, [MBII1,3493 [M+Na]”.

619 IR (4B it GO rotahibrisioafenhon 631t Ty 35 (b, o =
Hp.9 Fz61H), 8.2 (0d, U +i8,7 FIZAQH&WSJO ) mf,-ﬁﬁs (6 8P=E8Hz, 1H),
2H), 6.85-6.75 (bm_2H), 4.6 -4.3gbs, .4?, £ 3-4°0

( H43-6.3Hbm, aﬂb];g.%@mbyﬂ),ll 1H)-7.05¢6m2 348, (.64, (bawi)H), 6.05
25, 1), 2602 330 BB EAdFps Qs N ¢ F @ S TN

2-(Benzo[ 1, 2, 5] t hi adi azol e- 4-sul f onyl ani no) - N-V&)l- (4-fl
u - )-ethyl]-N nethyl -benzam de. 147
2@8@#@%;@% 4pCT/ US2004/ 009589  Thi's conpound was
preparedpas descri bed i n EXAMPLE 41. HPLC (reversed-

phase): IRT ¥ 9.48 mn (single peak). M5 (ESI): mz 471

[ 4 ]+. "H NVR (400 MHz, CDCI3):

(1 'ilg\br ing) 8.83 (bs, 1 H), 8.35 (bd, J =

6.9 Hzo W'H), 8 22F(bd, J =87 H, 1 H, 7.70 (bm 1

H, 7.48b#J = 8.3 Hz, 1 H), 5 7.48-7.35 (bm 2H),

7.23 (B 1 H), 7.19-7.05 (bm 3H), 7.01 (bm 1 H),
5N

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-[1 -(4-fluoro-phenyl)-ethyi]-4,N-
dimethyl-benzamide.

This compound was prepared as described in EXAMPLE 43. HPLC (reversed-
phase): Rr = 9.72 min (single peak). MS (ESI): m/z 485 [M+H]", 507 [M+Na]".
'H NMR (400 MHz, CDCl3): (rotameric broadening) 9.03 (bs, 1H), 8.35 (dd, J =
7.0,0.8 Hz, 1H), 8.22 (bd, J = 8.8 Hz, 1H), 7.70 (dd, J = 8.8, 7.0 Hz, 1H), 7.5
7.25 (bm, 1H), 7.35 (bs, 1H), 7.11-7.05 (bm, 2H), 7.01 (bd, J = 7.6 Hz, 1H),
6.79 (dd, J=7.8, 0.6 Hz, 1H), 6.05 (bm, 1H), 2.8-2.2 (bm, 2H), 2.25 (s, 3H),
1.65—1.45 (bm, 6H). -

EXAMPLE 175

L0,

0

N
O:é

%

/,
0
N" T

s—N

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-(2,4-difluoro-benzyl)-benzamide.
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(bm 1 H), 2.9-2.3 (bs, 3H), 2.2-1.8 (bs. 3H). EXAMPLE
174 O i N't"'aNH OS | NSN10

wa20Banxof 1, 2, 5]t hi adi azol e- 4- sul f onyl am no) - NPCT/US2004/009589

10

15

20

-(4-fluoro-phenyl)-ethyl]-4, N dinethyl-benzam de.
Tithis éd?ﬁﬁ&kh’djw‘é@%r@ﬁﬁﬁara%dd@s%ri@@aciﬁ E*?@Q\/IPDEE‘?QAWPEC“(?’eversed—

HPLC (reversed- phase) (sin

VBhasa) Rr 47486 (Siché ﬁﬁaBXD?Mﬂ\(IElﬂd] 11/ 4B [NMH](MEB [M+Na]".
o AR 40 g 2L BEE)! Goghigic tropdbnigh 1 ks, i) 8,33 (d. v =
|(‘|¥ 0 I4izH)H 8. ﬁ)gd do= 8 H281ﬁ)7 776Q_$JT|ZJ =8, 3*)—12 H} 766?(éd J=8.8,
(B@ Ha, tHz 7643-I(zm 1Hb-|)7 3567 26 (d@H) ,]6;977(d8J =076 Hz,,1l—1) 6.91 (m,

WE')%Q%(&B%@%A? St TR s B S e bos 4

2- (Benzo[ 1,2, 5]thiadiazol e-4-sul fonyl am
| no - 4-di fl uor o- benzyl ) - benzam de. 148 WO
I2&7156PCT/ US2004/ 009589 Thi's conpound was
pr epared @s described in EXAMPLE 41. HPLC (reversed-
p%ﬁse) = 9.47 mn (SI ngl e peak). M5 (ESI): niz 461
Wi&H+. ' H NVR (400 MHz, ' CDCI 3):
(rot |c roing) 11.39 (s, .1 H), 8.32 (d, J =
.0 Hz, 1,*#-!) 8.17 (d, J =8.8 Hz, 1 H, 7.69 (d, J =

7
8.3 Hz, 18 7.66 (dd, J = 8.8, 5 7.0 Hz, 1 H), 7.43
(m 1 HO 7.25(m 2H), 6.97 (d, J = 7.6 Hz, 1
6.91 (M) 1 H, 6.84 (m 1 H), 6.35 (bm 1 H),
d, Js=5.8 Hz, 2H). .

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-benzyl-5-chloro-N-methyl-
benzamide.

This compound was prepared as described using the general procedure of
EXAMPLE 43. HPLC (reversed-phase): Rt = 9.75 min (single peak). MS
(ESI): m/z 473 [M+H]", 495 [M+Na]*. 'H NMR (400 MHz, CDCls): (rotameric
broadening) 8.82 (bs, 1H), 8.30-8.18 (bm, 2H), 7.75-7.50 (bm, 2H), 7.42-7.29
(bm, 5H), 7.24 (bm, 1H), 7.1-7.0 (bm, 1H), 4.6-4.3 (bs, 1.3H), 4.3-4.1 (bs,
0.7H), 3.0-2.7 (bs, 1.1H), 2.7-2.35 (bs, 1.9H).

The compounds of EXAMPLES 177 and 178 were prepared using the general
procedure of EXAMPLE 5.
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EXAMPLE 176 0 CI NH OGS I N S N10

2- (Benzo[ 1, 2, 5] t hi adi azol e- 4-sul f onyl am no) - N- benzyl -
woehisozz78- met hyl - benzam de. Thi s conpound waBCT/US2004/009589

prepared as described using the general procedure of

EXAMMEL B3 7/HPLC (reversed-phase): RT = 9.75 mn

(single peak). Ms (ESI): m z473 [ MtH] +, 495 [ M+Na] +.

"H NMR (480 MHz, CDCI3): (rotaneric 15 broadeni ng)

8. 82 8.30-8.18 (bm 2H), 7.75-7.50 (bm
2H) , ég (bm 5H), 7.24 (bm 1 H), 7.1-7.0 (bm
1Bk 1.3H), 4.3-4.1 (bs, 0.7H), 3.0-2.7
(bs , 2 T- 2.35 (bs, 1.9H). The conpounds of

d 178 were prepared using the general
20 procedupe o= EXAVMPLE 5. 149 WO 2005/ 012275

PCT/ USZOOEI{/ 009589 EXAMPLE 177 ON Br NH 0-1 QAS N~
/| SN 5- I\/éT'HyI benzo[ 1, 2, 5] thi adi azol e-4-sul fonic

gg; (e)tg]wg ?é%1%§]mé$n&gkgl'e-nfﬁ)]&df?%p’:ld ISryomps2y{Ripgrigine-1-
Exadienid)-phéng]dsmide.
5 MS (ESI) m/z 495 [M+H]".

1

EXAMPLE 178

@fi@

O:S
N\J:J\Br
S—N
7-Bromo-benzo[1,2,5]thiadiazole-4-sulfonic acid [5-bromo-2-(piperidine-1-
10  carbonyl)-phenyl]-amide.
MS (ESI). m/z 559/561/563 [M+H]", 581/583/585 [M+Na]".

The compounds of EXAMPLES 180 through 182 were prepared using the
general procedure of EXAMPLE 7.
15

EXAMPLE 180

@iﬂ@

O:S
O
N7 )
2-(Benzo[1 ,2,5]thiadiazole-4-sulfonylamino)-4-chIoro-N~(4-fIuoro-benzyl)-N-‘

methyl-benzamide.
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Br NHOS Ns Br SN
7- Brono- benzo[ 1, 2, 5] t hi adi azol e-4-sul fonic acid
wO3edsroo0s 2- (pi peri di ne-1- 10 car bonyl) - phenyl PeamiSe®4/009589

M5 (ESI): nmlz 559/561/563 [ M+H] +, 581/ 583/ 585 [ M+Na] +.
TMS (ESNoned So in/EXBNRIHIMB . t hrough 182 were
prepared E%g;jng the w2 general procedure of EXAMPLE

. 15 EXAMPLE 180 ONC NHF &S s N S-N

§@Y€m ]15% 5] t hi adi azol e- 4-sul fonyl ami no) - 4-chl oro- N

4 uoro-benzyl)-N nethyl - benzam de. 150 WO
2005/ 012235 PCT/ US2004/ 009589 Ms (ESI): neg. ion nf/

489/ 4 MPLE 181 O N~~. C NHCO OS
é 5 | azol e- 4- sul f onyl ani no) - 4-chl or o- N
F4 chlgtg benzyl) nmet hyl - benzam de.
O
N7 ]
s—N

5 2-(Benzo[1,2,5]thiadiazole-4-suIfdnylamino)—4-chIoro-N-(4-chIoro-benzyl)-N-
methyl-benzamide. ‘
MS (ESI): neg. ion m/z 505/507 [M-H]".

EXAMPLE 182
O
Jeat =
Cl N
(@)

10 S—N
Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-chloro-2-(1,3,4,5-tetrahydro-
benzo[c]azepine-2-carbonyl)-phenyl]-amide.
ME (ESI): m/z 499/501. [M+H]", 521/523 [M+Na]".

15 The compounds of EXAMPLES 183 through 185 were prepared using the
general procedure of EXAMPLE 8.
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M5 (ESI): neg. ion mlz 505/507 [MH'. EXAMPLE 182 O
N C NHO-1 N 10 SN
weemsofid272, 5]t hi adi azol e- 4-sul foni ¢ aci d PCT/US2004/009589
[5-chloro-2-(1, 3, 4,5-tetrahydro- }
berARIEL R8BI ne- 2- car bonyl ) - phenyl ] -am de. M5 (ESI):
mz 499/501. [MH] +, 521/523 [ MtNa] +. 15 The conpounds
of EXAMPLES 183 through 185 were prepared using the
5 edure_of EXAMPLE 8. 151 WD 2005/ 012275
i EXAMPLE 183 O" Br NHF OO S/

N>NH F

2- (Benz@fd, 2,5] t hi adi azol e- 4- sul f onyl ami no) - 4- br ono- N-
[ 1- (4-fldo @ enyl )- ethyl]-benzam de. 5 M5 (ESI):
neg. ion nmk 3/535 [MH -. EXAWMPLE 184 O\ |~ Br NH
F QCS | N\SN[/\]

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-bromo-N-[1 -(4-fluoro¢phenyl)-
ethyl]-benzamide.
MS (ESI): neg. ion m/z 533/535 [M-H].

EXAMPLE 184
O
N
L
Br NH F
O:é
/

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-bromo-N-(4-fluoro-benzyl)-N-
methyl-benzamide.
MS (ESI): neg. ion m/z 533/535 [M-HT".

. EXAMPLE 185

Br NH - Cl

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-bromo-N-(4-chloro-benzyl)-N-
methyl-benzamide.
MS (ESI): neg. ion m/z 549/551/553 [M-H]".
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S-N
2- (Benzo[ 1, 2, 5] t hi adi azol e- 4-sul f onyl am no) - 4- br ono- N-

wO04edsloaza78- benzyl ) -N- 10 net hyI -benzam de. NS PEBIUS2004/009589

neg. ion mz 533/535 [MH]- EXAMPLE 185 O\ Br NH Cl
Ol corygs  EXAUPLES 186 throuoh 195 were grepares ysing e
(ge@wabpmd@duzg/bj EXAMRILEYL - benzani de M5 (ESI): neg.
ion mz 549/551/553 [MH) - 152 'WD 2005/ 012275
PCT/ US2004/ 009589 The conpounds of EXAMPLES 186
t EXpuh B2 98ewer e prepared. using the general procedure
of EXAMPLE 9. EXAMPLE 186 0 CI of NI o | NHHC
b 5 &N 2-(Benzo[ 1, 2, 5]th iad iazole-4-su

: 6-d ich Ioro benzyl ) - 4-i odo=
neg. ion nfz 617/619 [MH 10

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-(2,6-dichloro-benzyl)-4-iodo-
benzamide.
MS (ESI): neg. ion m/z 617/619 [M-HJ".

EXAMPLE 187

o)
N
H
| NH cl
Og/s
N

S—N
2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-[1 -(4-chloro-phenyl)-ethyl}-4-
iodo-benzamide.
MS (ESI): neg. ion m/z 597/599 [M-HT.

EXAMPLE 188

@f&ﬁ@

O:S
N” /;
5—N
2-(Benzo[1 ,2,5]thiadiazole-4-sulfonylamino)-N-(4-fluoro-benzyl)-4-iodo-N-

methyl-benzamide.
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2- (Benzo[ 1, 2, 5] t hi adi azol e- 4-sul fonyl am no)-N-[ 1- (4-ch

woOanw/penyl ) - et hyl ] - 4- i odo- benzanm de. M5 ( ESPCY/USZ®E/009589

10

15

ion mz 597/599 [MH - 15 EXAMPLE 188 O \ | o | NH
MBS IY: ne!‘é~ ich Mb/z 581 [M HI".

2-(Benzo[ 1, 2, 5] t hi adi azol e- 4- sul fonyl am no) - N- (4-f | uor
0- benzyl) 4-iodo-N- et hyl - benzam de. 153 WO

2@ qggpcw US2004/ 009589 M5 (ESI): neg. ion niz
EXAMPLE 189 O | 'la NHd OOS N S-N

hi adi azol e- 4- sul f onyl am no) - N- (4-chl or
I\I- nmet hyl "benzam de. M5 (ESI): neg.
\7/5 H-. The conpounds of EXAMPLES 190
5 were pr epar ed using the 10 general
MPLE 39.

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-(4-chloro-benzyl)-4-iodo-N-
methyl-benzamide.
MS (ESI): neg. ion m/z 597/599 [M-HT".

The compounds of EXAMPLES 190 through 195 were prepared using the
general procedure of EXAMPLE 39.

EXAMPLE 190

FsC NH CI cl

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-[1-(2,4-dichloro-phenyl)-ethyl]-4-
trifluoromethyl-benzamide.
MS (ESI): m/z 575/577 [M+H]", 597/599 [M+Na]".
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EXAMPLE 190 O aCl F3C NHHC/”oos e NI SN

2- (Benzo[ 1, 2, 5] t hi adi azol e- 4-sul fonyl am no)-N-[ 1-( 2, 4-
wdiz2eisloazos phenyl ) -et hyl 1-4 15 PCT/US2004/009589

tr| f1 uoromnet hyl - benzam de. M5 (ESI): m z 575/ 577

%qg};j!pg; 599 [ M+Na] +. 154 WO 2005/ 012275

P 25%?%09589 EXAMPLE 191 O \ I N F3C NH Q'S

N~ S— N O

%l hi.adi azol e- 4- sul fonyl am no) - N- benzyl - N

-rret rlf onmet hyl - benzam de. 5 M5 (ESI): nmz

5[9% Na] +. EXAMPLE 192 O F3BCNHF OS
Nofr S— I\d)\

2- (Benzo hi adi azol e- 4- sul fonyl am no) - N- (4-f | uor
0- benzyl ) - N, yl-4- 10 trifluoronethyl-benzam de. M
(ESI): n12N€21 [ MtH +, 547 [ MkNa] +. EXAMPLE 193 O e\
( NI ~ s—N
2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-benzyl-N-methyl-4-
trifluoromethyl-benzamide.

5 MS (ESI): m/z 507 [M+H]", 529 [M+Na]".

EXAMPLE 192
0]
N
\
FsC NH F
O://S
@)
N7 /;
5-N

2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-(4-fluoro-benzyl)-N-methyl-4-
10 trifluoromethyl-benzamide.
MS (ESI): m/z 525 [M+H]", 547 [M+Na]".

EXAMPLE 193

0]
N
\
5C NH Cl
O:é
/,
&
N” /;

s—N
15 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-(4-chloro-benzyl)-N-methyl-4-
trifluoromethyl-benzamide.
MS (ESI): m/z 541 [M+H]", 563 [M+Na]".
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FSCNHC OOS N / SN 15
2- (Benzo[ 1, 2, 5] t hi adi azol e- 4-sul fonyl am no) - N- (4-chl or

wOo-2b5ra9275 - N- met hyl -4 trifl uoromet hyl - benzam i deT/usB04/009589

10

15

(ESI): mz 541 [MrH +, 563 [M:Na]+. 155 WO
2 G0 MLRR #B4PCT/ US2004/ 009589 EXAMPLE 194 O ~ | N |
s F3CNHF 006 N- SN

2- (Benzo| 5] t hi adi azol e-4-sul fonylam no)-N-[1
-(4-f ethyl]-N

met hy, et hyl - benzamde. 5 M5 (ESI): mz
SBC a] +. EXAMPLE 195 O ~ | NI i

FBCNHOg OS5~ Ns/ SN

(R) - 2- ( Ba#iza 2, 5]t hi adi azol e- 4-sul f onyl am no) - N- net h
yl -N-(1- phep et hyl )-4- 10 trifluoronethyl - benzam de.
MS (ESI): W zl521 [M+H +, 543 [ M+Na] +. The conpounds
of EXAMPLES 16 t hr ough 198 were prep3rcd Using the

990 BeALo L6 fMtRBle-FXNBhAafino 1R-[1-(4-fluoro-phenyi)-ethyi]-N-
methyl-4-trifluoromethyl-benzamide.
MS (ESI): m/z 539 [M+H]", 561 [M+Na]".

EXAMPLE 195
0 =
. :
\
FsC NH
O://S
0]
N7 /
s—N

(R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-methyl-N-(1-phenyl-ethyl)-4-

trifluoromethyl-benzamide.
MS (ESI): m/z 521 [M+H]", 543 [M+Na]".

The compounds of EXAMPLES 196 through 198 were prapared using ths
general procedure of EXAMPLE 40.

EXAMPLE 196
Q =
Il
H
NH CI Cl
O:é
O/
N” /

S—N
(R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-[1-(2,4-dichloro-phenyl)-
ethyl]-4-fluoro-benzamide.

F
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EXAMPLE 196 O ~ |1 HI ~FNHC C OSO' 1 N SN
(R) -2-(Benzo[ 1, 2, 5] t hi adi azol e- 4- sul f onyl ami no) - N-[ 1- (

wa 2d05¢i1 2215 or o- phenyl ) - et hyl ] - 4-f 1 uor o- benzam #eT/Us2®4/009589
WD 2005/ 012275 PCT/ US2004/ 009589 Ms (ESI): mz

W(é@ﬁ mmafsmwmg Havyed pM+IRXAMPLE 197 O F NH
2 (Benzo[ 1 2, 5] t hi adi azol e- 4-sul f onyl am no) - N- benzyl -

E%Alfﬁ Eghdzjet hyl - "benzami de. M5 (ESI): nfz 457 [MH—I]+

EXAMPLE 198 O~1 ~~ F NHNF O S NP 10

nyl)- ethyl]-Nnethyl-be nzam de. M

t hi adi azol e- 4-sul f onyl am no) -4-fl uoro-N
@ H 511 [ MtNa, +. 15 Assay Met hods

2-(Benzo[1 2 5]thiadiazole-4-sulfonylamino)-N-benzyl-4-fluoro-N-methyl-
benzamide. '
MS (ESI): m/z 457 [M+H]", 479 [M+Nal".

EXAMPLE 198

Jsaasy

O=g
e

s-N
2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-fluoro-N-[1 -(4-fluoro-phenyl)-
ethyl]-N-methyl-benzamide. '
MS (ESI): m/z 489 [M+H]", 511 [M+Na]".

Assay Methods

Binding Assay

Assay development

Zinc Finger Proteins (ZFP) specific for the CCK2R gene were identified by
Sangamo Biosciences. The ZFP domain was fused with the herpes simplex
virus VP16 activation domain, and the fusion protein was subsequently cloned
into the pcDNA3 mammalian expression vector (Invitrogen, San Diego, CA).

Tet-inducible cell lines expressing the coding region from the ZFP vector were
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Bi ndi ng Assay Assay devel opnent Zinc Finger Proteins
(ZFP) specific for the CCK2R gene were identified by

waQoBanzpaso Bi osci ences. The ZFP domai n was f used/usedon/009589

the herpes sinplex wvirus VP16 activation domain, and

t BRakats LSRgRAOTERE xR T8 o G 3%&% n9" @fter iz%é’%{sh& selection
pcDNA3 an

manmal 1 an expressi on ve tor nvi trogen,
Dinegdiuren)ediumetontaiding 40EmgéinL Zeéaves (Iexifroges), sixty drug-
BB S L e 5 el e pgosionas v
TaRBCKRA3 irﬂ\dc‘ﬁ@h:utddn%c{iﬂidﬁ/bf 488RDlineMNdt tﬁl%o&#g%h%dﬂfm. The

sel ection in culture nmedium cortaining
zegltline withie mast@ppropriaty CEKRR ZFEscensinict siashlsed in all further

a0 L e B R G om0 "

doxycycline to the culture nedium The 5 cell Iine
with the nost appropriate CCK2R ZFP construct was used
i Qelcplitgigr t her  assays and was terned the HEKZFP cel |

| e : i

SHERZERE R sibte By R MER L ol Boy et QU LeBlobafiie 2 mu),
( BEnigtint glom;)itsﬁﬁd? §hd 8RERIBYdN (SPuGMIL) a0 %OPBEBRY).
(v/iv).. ~HEKZFP cells were treated wth 2mM dox _cgcl i ne

(d Fagellsi were keatedguth 2mbt doxyygline (aSlgma«éw%@ sMidJSA)

t l.at ed i I.ec ar

| 2 PR YRLETR BP0l A8 SRR BRI Grip rocoptor
uselective zinbliagecploteins adarere HevededLRNR) L efsdraldl|@eraper.
Menbranes were prepared fromthe HEKZFP cells after

i nduction. Frozen cell pellets (-40 C) were thawed in

1 embggﬁ%ﬁ%@at@n(lo mM HEPES, 130 mM Nadl, 4.7 mM

nmv EGTA and 15.4 ng/ 100nL bacitracin
aMenpifade@vera gegriardd froomthie HEKZRd pells #fterahdudtm. Brozen cell

Pharnaco] . (1996) 20 118(7):1717-1726). The thawed

PR 6 £ 45 WERRGHERID b DUEGT (1 (16rmNHHERE] 7130 mi

1 T r : f ' itraci

13 APPSR R ARl Dfl pciracn o

dpld 7a2 ] adapEderemierAdtiamies etval. elr?;%el-. P@enh:e\}:élugmggn _

0 0 t _the receptor-nmenbrane pel]ets mn

1@?@3&55 7 z—n'i }2%; 356 f}aa&seﬁpw@i'ﬁ&vvﬁ@ aomeggugsémirw @ rolytron

bf iy (77X 129). ITHehéthbgBnste8 Hdrb QRitrifuged for 5 min at 1500 rpm
(600 X g), and the resulting pellets were discarded. The supernatants were re-
centrifuged in order fo coiiect the receptor-membrane pellets (25 min 15,000

rpm; 39,800 X g), which were re-suspended in buffer A.

Incubation Conditions

All assays were conducted in 96-well plates (GF/B millipore filter plates) using
buffer A. For the optimal cell number determination experiments, cells in
concentrations ranging from 2.5 X 10° to 12.5 X 10° cells/well were incubated
with 20 pM ['?]]-BH-CCK-8S (50 pL 60 pM solution) in a total volume of 150
uL. Total binding of ["*I]-BH-CCK-8S was determined in the presence of 15
uL of buffer A. Non-specific binding of ['*°l]-BH-CCK-8S was determined in the

presence of 15 pL of 10 uM YF476, a CCK-2 receptor selective antagonist that
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Al'l assays were conducted in 96-well plates (G-/B
mllipore filter plates) using buffer A For the

wopbisra27sel | number determination experi nent spPCTRISE®4/009589

in concentrations ranging from2.5 X 105 to 12.5 X

LQ%tﬁae dray"ﬁﬁﬂelé&ﬁ?% M@%%l nad BN R %s The assay -

L 60 solutlon) In a

'vpn‘eparﬁatrmh wadincubafkat fak 1th aﬂ211ﬂ3 o€, i@ fHgn tﬂild-é%&y&ias

was determ ned in the sence of! 15 L of buffer A.
NGRATIEI5ER4 PV éaiwﬂﬁﬁf@%ﬁ)%gfr tf‘@mwa@itpwadasr%gced pressure. The

f
CBRBTTRSE re Vel G20 YR sk Phoflipd B8 YT ) B thn
2{51p Q&EZ&UW@Q%SWO the fhter ﬁ_ﬁté‘f #ound radioactivity
unrel ated to the radioligand [ 125l CCK-8S. The

aWas fletesmined Bsingm Tercaunt (Backedd SqnehcatMgri'eem: Chhith a

L ORSB 557 i Bl BRb B ERAA oG R petetn
18 tretr of e wwﬂaﬁsetnrfoeasé lifMBthed SsBAys!NTo vidligsteRRS

(100 L), and then 5 100 L of scintillation fluid was
araéwgiaad cracentration andinsubgiiemtimeder §1g assay ygatuggtion and

Sﬁﬁ@ﬁﬂlﬂ@%P;ﬁhaﬁﬁ%erg%gd'?&mélﬁqgg?g% ﬂ Iﬁ%bﬁgﬁe

coun r om ese .
eRipEmaueidgical Credrbcieoinationt oBCholecétokinire Rleeteptdns inlfhenHuman

buf f ch th
VanTURip el Tiast BPGHIRAS GHRNAIRIMGT bna J9RsrecHinty
tdf"ﬁ’ov(ePéohPSu S Nas Hﬁté& ? tlég rﬁ/gﬁ‘\%}éﬁe %égﬂré‘t%ns with

studi es we SO con ucted
PHapb®t cbogietiay liGhad a(aﬂqeramM)]favfG(ﬂmm at2$i3)R(Bnlt'1F ine assay
Rece tors in th troint Stln Tract PhD

T GAPYESS GCORMa R Pro et fhoiay of
novel corrpounds was estinmated by |ncubat| ng nenbrane
preparations with 15 gL of conpeting ligand (0.1 pM1
rigtafAnalggismi n at 213 C. The assay 15 was then

t ed di d ab

(b RAiAef 568 defimided USBUBS Batiafiar At Neh” (LERG FibW. H.
W@bfoBldéhePﬁ FharfA2e80, FITB \élzéﬁac) 3@9@%&3 (Bi ochem
Phar macol ., 1973, 22(23):3099 K; 0 L 1+ 20

_To!Ssorcu nt prob!...,~ ens assom at ed .
conmpputgr - assi st ed data anal ysis of conpounds with
| ow éf’fg—nl ty, the data obtained in the current study
wer e
Te cwrcumvent problems associated with computer-assisted data analysis of

compounds with low affinity, the data obtained in the current study were
weighted according to a method described by Morton. In brief, 100% and 0%
specific binding were defined independently using total binding and binding
obtained in the presence of a high concentration of the reference antagonist, 2-
NAP.

Table 1

EXAMPLE pKi EXAMPLE pK;
2 6.8 63 6.2
4 7.0 70 7.5
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wei ght ed according to a nethod described by Morton. In

brief, 100% and 0% specific binding were defined
wonadsperdent | y using total binding and bi ndi ngP@5/US2004/009589

obtained in the presence of a high concentration of

he T&f erence amg agoni st 792~ WRP._gaib'i"E‘l EXAVPLE pKi
EXAMPLE pKI 2 6.8 63 Z 0 70°7.5 |159 WO

P005/®1227b PCH/4USZOO4/ 089589 576 79 7.1 6 8.4 89
2 10 8 D 138.7. 5 122 6 7 140 7.0 36 7.8 Table 2

=0

EXAMVBPE pKl  EXAMPLE pK; 13433 6 4 117-%.4 |58 6.9 118

9 9 6.2 1 7.6 [ 105 1:-7 11 7.8 195 8.1
112 873 au nea-pi g Gastric Corpeal I\%scl Assay 5.
CCK236eceptor-vtmdi ated nuscl e contracti oh was neasur ed
» an-isol d _nmuscle-strip assay of gui nea-pig
gastric corpeal nuscle according to the nethods
desgeiped by Roberts et al. (S.P. Roberts, E A
Harper, GF. Watt, V.P. Gerskowitch, RA Hull, NP

SEXAIRKE land p]KW Bl exXaMBIE J. Pbﬁir macpl ., 1996,
118( 7+ 1779-1789) In brief strips of nuscle were

di ssé8t ed jand 44 suspendEd i n | sol Bidded t] ssue organh

bathgsfor soteEc nusct oftiract cordi ng. The
bat h§8 cont ai nig%g Krebs-ﬂensel eit le ut| on, were

mai nggi ned at 624 C jand ggssed conglghuously with 95%
02 and 5%iC02. CCK1 receptors | known to pe present in

t hi s1ssay| wer@Obl ocked 165 ng |a “seTécti ve
LUHL.FIUI'L ratyon 73 195 X
112 8.3

Guinea-pig Gastric Corpeal Muscle Assay

CCK2 receptor-mediated muscle contraction was measured in an isolated
muscle-strip assay of guinea-pig gastric corpeal muscle according to the
methods described by Roberts et al. (S.P. Roberts, E.A. Harper, G.F. Watt,
V.P. Gerskowitch, R.A. Hull, N.P. Shankley, and J.W. Black, Br. J. Pharmacol.,
1996, 118(7):1779-1789). In brief, strips of muscle were dissected and

suspended in isolated tissue organ baths for isotonic muscle contractlon

Vo At [ el e e B2

”'recordlng The baths contalnlng Krebs Henseleit solution, were malntalned at
24 °C and gassed continuously with 95% O, and 5% CO,. CCK1 receptors
known to be present in this assay were blocked using a selective concentration
of a suitable CCK1 receptor antagonist (e.g. 2-NAP). The effectiveness of the
test compounds was assessed by measuring their effect on contractile
concentration-response curves obtained using a well-characterized surrogate
for the hormone gastrin (pentagastrin). The title compound of Example 5

behaved as a competitive antagonist in this assay with a pKz value of 8.8.
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of a suitable CCK1l receptor antagonist (e.g. 2-NAP).

The effectiveness of the 15 test conpounds was
wagssaazdsby nmeasuring their effect on contracPCiraS2004/009589

concentration-response curves obtained using a

wel | - surrogate for the hornone gastrin

(pent gggétrl nlmé$ﬁ% title conpound of Exanple 5

behaved as a conpetitive antagonist in this assay with

pKB val ue of 0 WD 2005/ 012275
aCT/U§9§UHP@@@%Q§§“V%§?a?S clained is: 1 A conpound of
formula (1): 0 NRL Ra0-4 \R2 1H (I) S02 Rpn0-3 NS
5 Rl and R2 are each indepengently selected fromthe
group consisting of a) H Cly7alkyl, C2-7alkenyl,
C2_7al kynyl, C3-7cycl oa JRcycl oal kenyl
benzo- f usedC4- 7cycl,0al K ery\tye poi nt of
attachnment is a c Bﬁn\\gt m adj Btent to the ri.ng
junction, C3-7cycloal ky Hkyl, 10 b
napht hyl - (CRS2) -, benzoyl CO ggkyl (CRS ) phenyl ,
sai d phenyl . optionally fused at two adjacent carbon
atons to Rf, phenyl - (CRS2) - Wq\phenyl optional l'y
fused at two adjacent gByba onssto Rf, Rf is a
linear 3- to 5-nenbered R grgn nDlety having 0 or
1 unsagurated bonds and having 0, 1 or 2 carbon

Rindret B wihe each indepensiently pelepfed Eomahe grewsssposisipeph

bor ne) 5 CrBoh rere KeRgG .ﬁgg‘%y“‘?‘"‘ , D FGHIRANCA Rloalkenyl

hers whi Eénié-ﬂ:sedc4,7cycloékylaﬂi¢brenhe cprmmthf altteckment seal carbon

5. niﬁééféufm”?éﬁmgi {7 ey b e aycRa A palk: of

ot LS FRBhIRURIS, behEh ARSI CROE pRghR e

havi ng Oopt‘iorﬁalbyd‘dsed aht\d/o adjacent carbon atoms to R', phenyl -(CR%)-,
said phenyl optionally fused at two adjacent carbon atoms to R',

R'is a linear 3- to 5-membered hydrocarbon moiety having 0 or 1
unsaturated bonds and having 0, 1 or 2 carbon members which is a
carbonyl,

c) Ar’-(CR®,)-, where Ar® is a 6-membered heteroaryl having carbon as a
oomtcfﬂﬁacmnenthavmg1 or 2 hetsrnztors mambers which arg.—...
-N= and optionally benzo fused or pyrido fused,

d) AP~(CR®,)-, where Ar’ is a 5-membered heteroaryl having carbon as a
point of attachment, having 1 heteroatom member selected from the
group consisting of O, S, >NH or >NC+.alkyl, having 0 or 1 additional
heteroatom member which is -N= and optionally benzo fused or
pyrido fused,

e) ArS-(CR®,)-, where Ar®® is phenyl having the point of attachment and
fused to a 6-membered heteroaryl having 1 or 2 heteroatom

members which are —N=,
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het er oat om nenber which is -N= and optionally benzo
fused or pyrido fused, e) Ar6-6-(CRS2)-, where Ar6-6

woOo@heys havi ng the point of attachnment and peE/US®edoIss9

to a 6- nenber ed heteroaryl having 1 or 2 heteroatom

s /. .
noT JaRsoargh é@sg"heﬁ %§§H98§gg%'8&\ﬁh%%?8'”&?8?33?'%’“% and
phenyl héuse’cgtd hé- nnembtered hatdraallwﬁat/mgmdhéteﬁ@ioﬁﬁnémber
5- nenbered oare‘ havi ng 1 het er gat om nenbe

sel ect ed SFJ OHBr?§P§iSF'H§ oh00, ®, >HH 9NHN§1 4alkyl and

&Nﬁée?‘a’m“?é‘gﬂ"@ ”aé"d*g’r%' fetetoRES b REE SN
vvhereg)FQ?u mikyl(DzQaadHSr(buaﬂ;kykul taneousl y H and, except
in posjti

i s suls¢ |%o'§f@@d% e @Ot ?L'm‘ﬁpq’@t%%%ﬁ’g'ﬁ aﬁachcgptﬁ‘@ POSltlg%S where
' ndependmléyncﬁ@éteet @é’crf bP8) tb |§‘38H%’nt8ferbs\h/ﬁﬁ Qng 8Tor 3 of RY,

Cl-4al kyl , hydroxy, fluoro, oro
trif I%%Isdh@@mnder@lmsﬁmiedﬁbhyme grbQp consisting of Cqalkyl,

o G- 4 ROI: 150 R, loresebmiparodl RSTOTSHATihIHoC . alkyl
Cl_4al kyIC3:,alkytehikiBC.. 4éﬂ¥yl4éidﬂ%bkg%‘?ﬂno@hé‘lﬁillkb‘lbsa 45 ,

IS i ndependentl sel ected fromt group consi sting
hydr ogen C1 4@@@10@4&"(% H3-Cuotlbsite Onyalkyl@rCnediyl 464 ka}4koxy and

Cl_4al kyl 4al kyl, 15
di Cl-4ar F%%&%O 4al kyI HO- C1- 4al kyl , HS-C1-4al kyl ,

C1 4&%;I|r85ep@hd@atly$ele@t&l fPbentyk; greap c@hi‘,l@,flﬁ@bf M?dm‘)gen
R1 and betakento ether wth the nitrogen to

which th |, fiffupspmgth rﬁmm&galkybﬁedakw&wmﬁ& alkyl,

roup copsks _ ) )
10- Oca. 4@?&1@%@&‘%’?@%"& HE5Seralkd HSCrallyh Grapiky!s
mono- or Cidakgldrsd phertydd with RP, RP is i ndependent |y

seI ect ed fromthe group consisting of hydroxy, 1_4al
@5[171 |ky|, pirenyr; nono= -al= or tri-ri io

Sﬂbéhd 'Rgtrﬁa Be tAK&MHgedt A h%xﬁf g@ﬁ{ ko \A%'i_{:H fh)exaarél aftached

nmenber ed heterocycl IC ring sal rocyclic ri

havi nprol afe geleetgdifrano tiae grcememmsimgnﬂrrber s separat ed

fr oml)t ﬂ? dyati %%Sercyclo[S.Zﬂ 0% 6]dec-4-yl, optionally mono- or
di-substituted with RP,

RP is independently selected from the group consisting of hydroxy,

wawawa

C1.salkyl, hydroxyC i 4aikyi, pitenyi, morio=, di- or tri-haioc SUbstituted
phenyl and hydroxyphenyl,

i) a 4-7 membered heterocyclic ring said heterocyclic ring having 0 or 1
additional heteroatom members separated from the nitrogen of |
attachment by at least one carbon member and selected from O, S,
-N=, >NH or >NRP, having 0, 1 or 2 unsaturated bonds, having 0, 1
or 2 carbon members which is a carbonyl, optionally having one
carbon member which forms a bridge and having 0, 1 or 2
substituents RP,

iif) @ benzo fused 4-7 membered heterocyclic ring said heterocyclic ring

having 0 or 1 additional heteroatom members separated from the
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attachnment by at | east one carbon nenber and sel ected
fromO, S, -N=, >NH or >NRP, having 0, 1 or 2

wans@toazzas ed bonds, having 0, 1 or 2 carbon neabaIS$004/009589

which is a carbonyl optionally having one 30 carbon

menber Wir&@br&@f @ﬁa&rﬁérﬁt‘j&ﬁaﬂegsm B&rbn rie@ber and selected

substi t uent a benzo fused 4-7 menbered
het er ocyfd©r$ n@J% anNH herbiRSchaving Orcprn‘gadﬂlaonalgmsaéwated

LB 3o RE054 LA LBARE pREREF Al S, i

at t achmegty, @y ofB Ha¢@§ab§n@eﬁt@r&pmerwm@heam@ oty eatidthving 0,
fromo0, S '-N=, >NH or >NRP having 0 or addi ti onal

unsat ur at edZ Sblbﬁhtslenh?d&l,ng 0, 1 or 2 car bon manbers

whi ch i S car

subst PekArEEReRLhaiaR kRl i 3l ferelloyBg fhg paying Qor 1
1 or 2 sadsifioid!eRtsroRdm momberd- sbpﬁf:@tbdrf&ﬂn the mtrogen of
het erocyclic ring said heterocyclic rlnlg g {%% fo

addi ti oraitadhetentiyiaiieastane ear éew%meg an ted from 0,5,
nitrogen n I gqq%ﬁ

and sel e(!\?jég@ﬁé?ggl@ Ea\tﬂx@ 1 cﬁaﬁﬁﬁn%%% I%\F}ldn’g ,ﬁ%o’ 1
or nﬁ UnSc\S;\!chJ bﬁtbﬂih rhemlb@gs hmlvamg DecarbotP arlrd Qﬁ)qtmaﬂwlnaving one
menbers which is a carbon avi.ng _one .
car bon nEdfhen WEWWBMQB%Q“ %ﬁfg} t? Lﬁé[rgqy&g(}glppgused at
ring fus@%éﬁ*acéﬁ%a@%ﬁ%%s SRR aastaQUr%téd)thH'%r%n adiacent

sat ur at or an adjacent cafrbon and nitrogen
atom f ormrbgnzarﬁlamnog&redtdmmmmnga gatdratedrbenddo a 4-7
hydr ocar bon ri

d .
15 het er B&THA rﬁawgmcaﬁgqn gpg,tlpe é’rﬂﬁ‘ﬁ%ﬁq@ '38flonal
sel ect edn{{Rmt8m rﬁembé?":not%\t'ﬁh@rr|n§|‘}lﬁi?stldha\z§élé@t&j frémoD, S,

2 unsaturat ed bonds, having 0, 1 2 carbon nenbers
whi ch i s-Ne, et onyNRE Batiagihd @2mn§atuzate§@@§dﬁt h@‘ﬂﬂgo 1

RP; V)

8- ox0- 1, gr%cgrqoegwgmﬁrgw uig.a carbgoyland,naving Qs ore
al][1, 5] dgmﬁuémsw optionally having O, 1 or 2
substituents RP; | nde endent|y, sel ected

the &) Bprochhdh gtt@tn@wo SRS RometiahesmsRoLL Al Sidiazocin-
5 SOveh ongh it Y g ey
-FEhiseindiepen sty wblectedbtorh, the%uﬁabhgnlstmg of -C4 aalkyl
i ﬁ?%\?g%g | é’;ﬁ'@,‘f’fg'm mggﬁglyphenﬁ f%raXyl thlenyl benzyl pyrrol-1-yl,
-OH, =GC1waikyi; ~OCa.ecyciaikyl, -Ophényi, -Obenzyl, -SH, -SCT1.ealkyl,
-SCa.scycloalkyl, -Sphenyl, -Sbenzyl, -CN, -NO;, -N(RY)R* (wherein RY and
R? are independently selected from H, Cqsalkyl or CqcycloalkylCq.salkyl),
~(C=0)C1.4alkyl, -SCF3, halo, -CF3, -OCF3, and -COOC 4alkyl, or,
alternatively, two adjacent R?, may be taken together with the carbons of
attachment to form a fused ring and selected from the group consisting of
phenyl, pyridyl and pyrimidinyl;
R® is, independently, selected from the group consisting of -C1.salkyl and
halogen;
and enantiomers, diastereomers, hydrates, solvates and pharmaceutically

acceptable salts, esters and amides thereof,.
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25 Rz are independently selected fromH, Cl1-4alkyl or
Cl- 6cycl oal kyl C1-4al kyl ), (C=0) C1-4al kyl, -SCF3,

waabw/01222F3, - OCF3, and - COOCL- 4al kyl, or, PCT/US2004/009589

alternatively, two adjacent R38, may be taken together
h&k nﬂid@%l"t!f‘?@ﬁn&lﬁlfo@hﬁbﬁnﬁmﬁi%dcdm nds in
thqgél e%\?géjg?&gmgt ﬁe group consisting of phenyl peb
Wmldyl and pyrimdinyl; 30 Rb i's, independently,

selected fr th nS| n
hal oé&ﬁneé’ﬁg{nﬁ‘&ﬁl? lﬁ‘n‘é?%n EPB &g’o\ﬁ@?g%h?fg’% 8¥b§% &
sol vg 2 ARG RESYihGRt |y acceptabl e salts,

esters and am des thereof,. 163 WD 2005/012275

PCT/ US2004/ 009589 with the provi so that the conmpound
of formla I cannot i ncl ude gonpounds in. which: A
one of |R |s phenyl sbs' ted with 1, 2, or 3

2% e rmula: 500 / N
NH S@ SOZ S M and 6--N 2. The
g claiml « 9 and. R2 are,
inoepe ntIy sel ected fromthe group consisting of
0.C1l_7al kyl, ethenyl,S@sopenyl, butenyl,
| propynyl, cyclobutyl, cyclopentyl,
cycl of@éxy ,(qucl oheptyl Cy rehnenyl , cycl ohexenyl ,
<« /. 2,3, 4-tetra -ng%hthal en-1-yl,
6, 7, 8)8=teTNahydind- 5H- benz o®y<T omept.en- 5- yl,
cycl obutyl C1_4al kyl, cycl opentyl C1_4al Kyl
cycl ohexyl O _4al kyl, cycloheptyl d _4al kyl, 15 b)

enyl = r n 1 ohe
o0 encchpfothd B ERIN Y hgPRISAI A TIpohdary
Sseﬁede@fmm t‘rmt‘gmup oma]plsltlhgloén 1,2,3 or a-y!.

gpt7| |8n g(r‘r Qﬁgyg %Bgr&yla{fopsé%?/ls%denyl éthyny(? rgp}/’%yl cyclobutyl,
cyclopentyl, cyclohexyl, cycloheptyl, cyclopentenyl, cyclohexenyl, indan-1-yl,
1,2,3,4-tetrahydro-naphthalen-1-yl, 6,7,8,9-tetrahydro-5H-benzocyclohepten-5-
yl, cyclobutylC.4alkyl, cyclopentylCsalkyl, cyclohexylC4.4alkyl,

cycloheptylC1.4alkyl,

b) phenyl, 6,7,8,9-tetrahydro-5H-benzocyclohepten-1,2,3 or 4-yl,
optionally 5,6,7,8 or 9 oxo substituted, 5,6,7,8-tetrahydro-naphthalen-1,2,3 or
4-vl, ontionally 56,7 or 8-oxe-substitited; benzyl; 6,7,8,9-tetrahydro-5H-
benzocyclohepten-1,2,3 or 4-yimethyl, optionally 5,6,7,8 or 9 oxo substituted,
5,6,7,8-tetrahydro-naphthalen-1,2,3 or 4-ylmethyl, optionally 5,6,7 or 8 oxo
substituted, 1-phenyleth-1-yl, benzhydryl, naphthylmethyl, benzoylmethyl,
1-benzoyleth-1-yl,

c) pyridylmethyl, pyrazinylmethyl, pyrimidinylmethyl, pyridazinylmethyl,
quinolin-2,3 or 4-ylmethyl, isoquinolin-1,3 or 4-ylmethyl, quinazolin-2 or
4-ylmethyl, quinoxalin-2 or 3-ylmethyl,

d) furanylmethyl, thiophenylmethyl, 1-(H or Cq.4alkyl)pyrrolylmethyl,
oxazolylmethyl, thiazolylmethyl, pyrazolylmethyl, imidazolylmethyl,
isoxazolylmethyl, isothiazolylmethyl, benzofuran-2 or 3-ylmethyl,
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benzocycl ohepten-1,2,3 or 4-ylnmethyl, optionally
5,6,7,8 or 9 oxo substituted,

w6 260501875 et r ahydr o- napht hal en- 1, 2, 3 or 4-yl mePayius2004/009589
optionally 5,6,7 or 8 oxo 20 substituted,

1behf&mlr?§wénlz ¥t 3-JhR8 gydlrw]o& Qﬁ@l H‘%‘haéél oL 3rethyl, 1-H

benzo 1-benz

ppr @zualyylr)ﬁi-hbenzmrydazml-dl-yimleﬂqﬂ fbénzop)(azmiaz ylﬁryétﬁylt hyl ,
nol § vl met hyl , isoquinolin-1,3 or _
;l%tbwpl ch,m lin-2 or 4-ylmethyl, quinoxalin-2
3

‘ir 5 YVl 5257 o RTRG Mol 5 00 R

St ﬁum@ouﬂ -, Fopr 8-yiyetnd qumoxmmps G;mmd&whgihyet hyl ,

10

15

20

Wéﬁz‘}@%%mﬁ%;@&yl;% EWrobBUEN! 4-0‘?1%8519nzyl, 2 4-dichiorobenzyl = ™™

25

30

o e DRATZBh N ey Bt e Ber kit B b g0 2Pty

b . 1. 4al ky) -1
oUTE g ek S0 el L

HChelisyril bial@@mzmqaméﬂt@ﬁ or eyhzm@dm,zm&nz@oyammﬁla or

b?ﬁgﬁfﬁ‘g“ﬁéaﬁéﬁof‘ihﬁ e Vi mechyi©

qU| nazg) Cnadlk@o? and, HS g, mak)hyl qui noxal in-5,6,7 or:
or 7-ylnmeth

| met benzof ur an- I
DEHEt: $POPREALID B Is SubstRUachwig: 1, 2107 HHobRY.
Cl. 4al ky) - 1 H-i ndol - 4,5,6 or 7-ylnethyl, 1(Hor
Cl_4al kyl)-1 H benzi m dazol=4,5,6 or 7- yI met hyl ,

b&nzooXbe cbm@oﬁna ojrclalﬁr yiumerdiyiR drenROLR deb élncfen@ly,
or 7% Cl 4dal kyl O and HSCl 4a|k
WRIPE QZI[E g‘Fe 9)’0% %S'@@gsfefﬂwmﬁredn%hvﬁ GU‘yl,lbUtZL hexyl,

3 I
NS 30 D00 e RPNISE GBS R or
c@msSlskatmgtedf beyzid otyphenyletra§yl, fatdwlmewm )He,nzbylésﬁyl

?*P%BE‘S?"?%} 7 é{hﬁ?‘&ytéh Gso R cighenimetyl, pyridylmethyl,

raRghleth ,2738t@f d}é%a‘iﬂ‘ﬁﬁéléﬁlﬂt d Hﬁg}ad/;’ h h
ﬁ%engl eetthﬁ’ , urrgﬁ}% nmet hyl , benzgyf)‘3 where eac

1IMBBIES & é@bﬁtmutyzri wite®h 2>0r TelcRdhexyl
cycl ohexyl met hyl , pyridyl net hyl, naphthylnethyl,
1, 2,3, 4- tetrahydro napht hal en-1-yl, benzhydryl, where

etich Thsrbempbang whsldirhut @Herdit R1(hnd3R2 are, q’rﬁdé’péﬁdeﬁﬁ%/
he conpound of claim1 wherein RL and ar e,
%@%@ﬁg@ﬁmi Re grayg cansisingrad Mydrreoes m@ihuloﬁmy&tbuw phenyl,

3,4-dichlorobenzyl, 2,6-dichlorobenzyl, 2,4,6-trichlorobenzyl, 2-fluorobenzyl,
4-fluorobenzyl, 2,4-difluorobenzyl, 2,6-difluorobenzyl, 2,4,6-trifluorobenzyl,
2-chloro-4-fluorobenzyl, 2-fluoro-4-bromobenzyl, 2-fluoro-4-chlorobenzyl,
2-methylbenzyl, 2-methylsulfanylbenzyl, 2-trifluoromethylbenzyl,
1-phenyleth-1-yl, 1-phenylprop-1-yl, 1-(4-bromophenyl)eth-1-yl,
1-(4-fluorophenyl)eth-1-yl, 1-(2,4-dibromophenyl)eth-1-yl,
1-(2,4-dichIorophenyl)eth-1-yl, 1-(3,4-dichlorophenyl)eth-1-yl,
1-(2,4~difluorophenyl)eth-1-yl, 1-(4-methylphenyl)eth-1-yl,

1-methyl-1-phenyleth-1-yl, 1-phenyl-2-dimethylaminoeth-1-yl, 1-benzoyleth-1-yi,

cyclohexyl, 1-cyclohexyleth-1-yl, furan-2-yimethyl, naphth-1-ylmethyl, methoxy,
165
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V- - enzy ;- 2--bre.,,o c fzyl; 2 chlorobenzyl,
4- chl orobenzyl, 2,4-diLzl orobenzyl ----
W@ 2do5¢iz215 or obenzyl , 2, 6-di chl or obenzyl , PCT/US2004/009589
2,4,6-tich|orobenzy| 2-fluorobenzyl, 25
- . | _
éwe&h@ﬂ? IZ% meﬁﬁﬁ%}fdrgﬁﬁgﬁf'ﬁ% 1,2,3,4- tetrahydro naphthalen-1

bbenz r obénz
}dh;blmm-Q-mydIOXMHdzyll beﬁzﬁ;lduydré—h@dbmmmihwpmendm -1-yl, and

M Jl,%élr ﬁ&ﬂﬁ)/%@?ﬁ)ﬁ%ﬁehéowq"%q% %éi‘hyl benzyl ,

1- phenyl eth-1-yl, 1-phenyl prop-1-yl,
1-(4-bronnpheny|)eth-l-yl, 1 )
:f'} (4- fﬂhemommbmmd yfeclaim ywherein one of R* and R” is H or Cy4alky!
2, 4- d| henyl )et h-1-yl

Yir SicspUiet o7 Dot ey oo y
1-(3, 4- dlchlorophenyl)eth 1-yl,
1-(2,4-difluorophenyl)eth-1-yl, ) 5.
6. (4- msersormbeuryd 9>f:_~¢|am11y4/herem one of R' and R is H, methyl or ethyl.
1- et hyl - 1- phenyl et h- 1-yl ,
1- phenyl - 2- dlnethylanlnoeth 1-yl, 1- benzoyleth 1-yl,

C?YC| olmeeydompo Wbﬂha%ryhahlﬁlerérw'at ledstibas-o? R/l aret R bre
5: ht h-.1- | rret hyl met hoxy, 165 WD 2005/ 012275

R@SQGO (ﬁ%%@gd freen Mg QWL@étWIS‘Sth of

6 ne pyl yhept - 2-yl , H
tetr I o- naphthalen-
&% kyidenZoyl nyl )\Ar )\Ar
4- hydroxynﬁthylplper|d|n 1-vyl,

XRSG 7,8, SHteRSrahydro 5H benzocycl ohepten-2-yl. 5
HS\ onpou of claim1 wherein one of Rl and R2 is
or ACY

&% the other is not Hor Cl _4al kyl .

6., Thes f
Wh%ﬁﬁgrﬁg’?"{ﬁf@r&”%%w or{8' BuRoBi e g e
\Waas@ atonsd td RBaihd, aneepf inRdositishsRRhareeR® is indicated, each

[ nde endenttﬁg{ selected fromt he qgr oups consi sting of

maembesis gybsiityted WihyO,H, Z\:RB 9f R napht hy! |

CO_4al kyl benzoyl, phenyl, "ArS, HRs HRs Ar6-6 and
Ar6-5, where Rs is not hydrogen sai d phenyl is

@t i orfdld gorhpsend af claim TadhaeimR’ islslectad iom e goupo

SapRsig b q?ﬂtgh Bev e beB-tERF, “eHasHREHEHiEHegana

C-T@?C _of claim!|l wherein Rf is selected from
gr-oup conS| sting of -CH2CH2CH2-, - CH2CH2CH2GH2-~; s mmmser e e
- CH2CH2CH2CH2CH2 - and 20 (C-O) CH2CH2CH2-. 9. The

gfgﬁgurrhde ggmgcl)und og‘ claim 1 wﬂerem RS lssgtlalggtt %q‘rcgr%(fﬂ% ?c?up

consisting of hydrogen, methyl, ethyl, propyl, trifluoromethyl, aminomethyl,
methylaminomethyl, dimethylaminomethyl, hydroxymethyl, methoxymethyi,

thiomethyl, methylthiomethyl and phenyl.

10.  The compound of claim 1 wherein R® is selected from the group
consisting of H, methyl, ethyl, hydroxymethyl and dimethylaminomethyl.

11.  The compound of claim 1 wherein R is selected from the group

consisting of methyl, ethyl, propyl, t-butyl, hydroxy, fluoro, chloro, bromo, iodo,
166



consi sting of hydrogen, nethyl, ethyl, propyl,
trifluoronethyl, am nonethyl, nethylam nonethyl,

wdizoestong27am nonet hyl , hydr oxynet hyl , et hoxymePayius2@5%/009589

t hi onet hyl, methyl t hi onmet hyl and phenyl. 10. The
CAMRHSHo0 b S BA cyaBl P oRG e B

ahmdr@b(ymethI anetimxynieyhyl thimn&thyl ‘ﬁimhylﬂmpmﬁmomedkmynethoxy,

I _wherein cted fromthe group consisting of
Y Imexe Pa“ﬁsegbg‘me”? a®fBtyl, hydroxy, fluoro,

chl oro, brono, iodo, 166 WO 2005/ 012275
PCT/ US2004/ 009589 tri f | uor onet hyl , am nomet hyl ,

5 néZhy| Ahesemuduid of dilaiet hwmmlndﬁh"erstspllected from the group
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h%@ﬁjﬁéﬁg{)p%ﬁmyﬁ dﬁ?%@ Ch}PéP h%rﬁ/rr,lo’ é?ﬂ%??fj trifluoromethyi.

met hyl mer capt o and et hyl nercapto. 5 12. The conpound
of claim1l wherein Rq is sel ected fromthe group

cohsi sThe @ompqmdrqﬂclalnw wieyein Rl and, Rictaken dogethenwith the

5980 Whiicn HRAOITE AMbned Btk Rt BRHEE Rbufsfafibting of
to whi ?hOt-(Dxea-zmiza -ficyslofBg. 1207 ¢ed- ggjied fromthe group
consi s

10
10- Oxall)é gzc—;{olﬂﬁ-ﬂw&-@wow -1-ybopysTediglin-4-y 2-imidpzolin-1-yl, 3-(H or

_ ZRF))Yrﬁél% Pﬂ if- 1'—§/II Dlp%r@W-h?/ll ' Rorbhioth4-Y iHiGhbABHGih zﬂ/l 3~(H or

2-i'm

HRB)prpeniaan—;dll azépam 1- ypltpmzoddm-ﬂeyb(bxamrdﬁm&ylmﬁ dthydro-
thio QIhOl }'51 F RP) pi pera2| n-
PR Fet'Q'ﬂl a&loY" 8 %e%Qf}/mer%Q%(fol'i L] ﬁagh W‘Q has 0 or 1

%r%éiuﬂ%)(é’d Bon@ﬁérnﬁcﬂaslo A or 828H ilrlb’é{g MIEH & 4 a%ltbgnyl

menber of ii) in each ring has
bond aitd3 Hadihpdrot2idrquinadiar byh 3n¢bdﬁ3/dso-\m=ri thlnotm-a -yl, 2,3-

VG DPE ST S M onar ity dradsoindgh 2-v,

ltetralydmodbenzale] déeliaze inr1 |, where each ber of i
oxoyl 3-dih Oigdro |s]g| nMo 5 tetrzﬂ?/rgr Sro i g[%ach fing

ch?tﬁ T dAu}siaidirated borghand h@édh 1’rm1ﬂaeartmm merr)bar:ﬂ\/\élaIIHBre a
réd?g t]as O or, 1 unsaturated bond and has 0, 1 or 2
o 'henbers which are a 20 car bonyl , iv)

de;:aﬂymly @ecahydcd)-lqnmthM-yloébtahydlfdltsbqgmbhﬁl@ ViNodaWero-[1 or
a o- ] pyri
yﬁ - J’rn%l'éfl %I%hydr%mdéwcﬁfloo¢t§bvdf@dsgm¢p12-yl hexahydro-

t e)f(&];)\hé& dé[b ﬁé’i’gl gpg E(?)[&F%FVJ E:}%Iupu# Jag/cip)(“gm 4-)}1 (5,64 31 8H or
FER))~ dwahwm -d-5 or 8,600r 1L7Ebr01r 8]11,aiﬁhﬂ‘ryr|dm -1-yl, (5,6,7 or 8-H or R)-
@é&%ﬁaﬁ %'Og 2 0"258 2 §]“?P8ﬁ‘y2'd8] “Rabrit hﬂm Ri-Actahydro-
A g 1 S o,
RP-octahydro- pyrrolo[3 2- c]pyrldln -5-yl, 1-H or RP-octahydro-pyrrolo[2,3-
b]pyridin-7-yl, 6-H or RP-octahydro-pyrrolo[3,4-b]pyridin-1-yl, 1-H or RP-
octahydro-pyrrolo[3,2-b]pyridin-4-yl, 5-H or R-octahydro-pyrrolo[3,4-c]pyridin-2-
yl, 6-H or RP-octahydro-pyrrolo[2,3-c]pyridin-1-yl, 1-H or RP-octahydro-
pyrrolo[3,4-b]pyridin-6-yl, 7-H or Rp-octahydro-pyrrolo[2,3-b]pyridin-1-yI,
octahydro-1,5-methano-pyrido[1,2-a][1,5]diazocin-3-yl, where each member of

iv) in each ring has 0, 1 or 2 carbon members which is a carbonyl, each ring of
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RP- oct ahydr o- pyrr ol

0 c] pyridin-5-yl, 1-H or
RP- oct ahydr o- pyrrol o
0

3, 2-

%2 3- b]pyridin-7- yI 6-H or
WeRew@mi 241y dr o- pyrrol o] 3, 4-b] pyridin-1-yl, 1-H 8CTRB2004/009589
oct ahydr o- pyrrol o[ 3, 2-b] pyri di n-4-yl , 5- H or

- rq 5 - ;

By SoRy 1 815l e pBYCs 4ha chofbatbongfy i has 0,1 or
RRyreszitaiayestt bongs;r r ol o[ 3, 4- b] pyridin-6-yl, 7-H or
RP-'oct ahydr o- ol o] 2, i_n-1-
oct ahWﬁ%lXP E%z/ééﬁ%%%h%ﬁi;b}cfg?[ﬂ ‘g5d]1[9¥¥9§‘]°d| azocin-3-yl
?gﬁggwegx%ﬂbrﬁg‘gmgmﬁ% |v) in each ring has 0, 1 or 2

s a carbonyl, each ring of 167
WD e26 @560 Ta@Mbe PGl U2 4Y 009589 further svbstiwiehwih ®, dror 2 of
|_punsaturated bonds and each secondary ring has 0, 1
& - 2 unsaturated bonds, v)
8-o0xo0-1, 5, 6, 8-tetrahydro-2H, 4H 1, 5- met hano-
pyrido[1,2-a][1,5]diazocin-3-yl, 5 where each nenb

df4 i ) Tha ggmpoung of efpinarl wf)enesn RiranttR’ &alest togathed With the

M%?%?fhto \p@lcgﬁgeﬁgﬁ%ﬁ% %%t sheg&%ﬁ ;1'12919 ﬁie o'ﬂtpr%dn&stmg of
11Q)-¥4H- ﬁt‘aztabl%y@lbgi zﬂt(ﬁé]&@ -BNE 2sgyresiinethyf, riopyrediim- g-lyQup

consi stin
mrr@kami—g(kg,mld@wmoi-gl smidegeligindeyl, ,@1pyqudm 1-yl, morpholin-4-yl,

| L4 in-3-1
BB SR 1) bl P Hieslic Bl oz, -
@Bmdrﬁ—pﬂfrml —yltﬂlbnmr@B;ﬂ-tmrahwlm -2pi, @Me&mtmalyd) pyrldo[1 2-
aze an-1-yl, thlazolldln Y xazol i.di n-3:-yl!
H,%ﬂﬁrﬂ;@p@ Pk @getiding]-yl, oc ahydro ~quinolin-1-yl, 3;4-dihydro-2H-

L 51, 5 o R GDY GBI St Lo o b ArcRsérdofurter

zocin

atibatituded withi G dl cnmz pfRP, 3, 4- d| hydro 2H 15
quinolin-1-yl, 3,4-dihydro-2H quinolin-2-yl, where
each nenber is further substituted with O, 1 or 2 of

Rsg 15. Tﬁ@@orﬁﬁaaﬁémﬂc@ﬁmql wheteln Wiengi R? BkeAndgéthet akthrthe
together wt nitrogen to which they are attached

anisogen txwhithftheyhars ettgelneh atsoselestedifgorafthe geoup consisting of
;E g;eqttg% 10}0@ ax%gf' y%ﬁﬁa églyg G?Jesc-z-yil - tBIf g, ‘by}’rjolldln -1-yl,

22 Ry SRy dERi I rEMTdireh L)ﬂ“l‘t‘rﬂdnyiethyl 3-ethylpyrrolidin-1-yl, piperidin-1-yl,
, 4-di net hyl - 3-et hyl pyrrolidin-1-vyi,

-nmthylpmeﬂ@lm ~Hiyh-4th roanﬁya/ﬂmse%@ﬂ § lg%mnaﬂmpeﬂm 1-yi,

eu 1 piperi y }

ARy P Ay PR v Koyt qetahydro

Qﬁb@lhmldr rgZ ylg@énahydfo qui&o}nh 1-glethadgodidim-8nyl, r#h-idimathyl-2,5-
thiazolidin

d?iRy@rooryig! T10yl 8- -Q¥e:1, -1,5,6 g?etrghyd%oiﬁgH 1,5-methano-pyrido[1,2-
d
o e B B S e ol i 23

16.  The compound of claim 1 wherein R® is selected from the group
consisting of hydroxy, methyl, ethyl, propyl, hydroxymethyl, hydroxyethyl,
phenyl, p-halophenyl, m-halophenyl, o-halophenyl, and p-hydroxyphenyl.
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16. The compound of claim 1l wherein RP is selected
fromthe group consisting of hydroxy, nethyl, ethyl,

wonroeEyi2278ydr oxynet hyl , hydroxyet hyl, 30 phenpCT/US2004/009589

10

15

20

25

30

p- hal ophenyl, m hal ophenyl, o-hal ophenyl, and
A7NY AR GBI ARSI DRR R750| BB HRAA M BRARSI
7 The corrpounofjo]tfq lc laim]l wherein RP is sel ectged

fct)nmstlh@ ofy hpdmxypmamyd;,tethgl bydrioyumerty], histrexyethy: phenyl,
S g&%@ég@y%ﬂw E ﬁ)ﬂ‘logq]-&n%rcsubstltuted phenyl.

nono- chlorosubstltuted phenyl. 5 18. The conpound of
claiml wherein Ra is selected fromthe g
d@nsi Sthengpropoured bf clairetthyherepy Bpig seleele ,fpcpm the group

f’q@ﬁgﬁﬁﬁé Oﬁff)ﬁ:tb}%p G ﬁ{})/r lﬁrgéﬂcéﬁglﬁw lgp%(eqpy? nQ%/L:}(])gxéﬁﬂ né’)}dobutyl

Y fuldh9Pex¥nyl, BYESIORYDBeXYyY!, ﬁydrbgia whethoxy, ethoxy, propoxy,
ycl dpent oXy, phenoxy, benzoxy

Syclopropoxs, tygobyioxy - @@Wpaﬁmyd/py enc7>9b%§ﬁyp¥y,_ §15[9ﬁ§methyl

B orS Rl w5 RSB “Seqgey’, N0z O amipo,
-din@thylar¥eo3 (@ubrmwﬁe(mwadmwo at8tyl, TS@FQoImb@dBof-CFg,
claim’l wherein there is one Ra.. 1,5 20. The conpound
dPCEb andhcarimemathylt here is one Ra positioned on the
ring para to the am de substituent. 21. The conpound
of claim1l wherein tw adjacent Ra are taken together
wig.h tThee campounsd of clirnaiciherein thereds ona Rused ri ng.

20 22. The conpound of claim 21 wherein the fused ring
is benzo. The-eonp oun i -of cl am i -wher e- ir, Rais

?ﬂ ect-feb E%ﬁ’iﬂ&bhh@ of CRIHA 1 Wﬁ@ﬁélﬁ‘lh&@ |§’Bn€|Raf;§bsnFone@ on the ring
enzo, |, CF3,

fused , by hoxy, ethoxy, propoxy, i
Z;&rartorbbexyzmiéebahwtuentycl opent oxy, 2-propenyl, phenyl,
furanyl, thienyl, am no, pyrrol-1-yl, dinet hyI am no,
(cycl ohexyl net hyl ) am no, -Snethyl, -Sethyl, -S-t-

b y1 ', TheB8RMBUNd oPElim 1 meﬁmmltwa@djjmhﬂa ar@4akeFhiwgether
corrpound of claim1l wherein Ro is absent or sel ected

f withrtherearbens gf tipcmest i fofg afusesting., ethyl, I, F,
G and Br. 25. The conpound of claim1 vvherei n Rois
absent. 169 WD 2005/ 012275 PCT/ US2004/ 009589 26. The

ceppouTie ebnfpoanthot cldier 21 wheeeid tipd fuseeloing isdzerizp.
accept abl e

. 23. - The-eompound-of claim +wherein R? is selected from the group

consisting of nitro, F, Cl, Br, fused benzo, |, CF3, methoxy, ethoxy, propoxy, i-
propoxy, ethenyl, cyclopentoxy, 2-propenyl, phenyl, furanyl, thienyl, amino,
pyrrol-1-yl, dimethylamino, (cyclohexylmethyl)amino, -Smethyl, -Sethyl, -S-1-
butyl, -Sbenzyl, -SCF 3, i-propyl and methyl.

24.  The compound of claim 1 wherein R® is absent or selected from the

group consisting of methyl, ethyl, I, F, Cl and Br.
25.  The compound of claim 1 wherein R is absent.
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salts
hydr o

are selected fromthe group consisting of
brom de, hydrochloride, sulfate, bisulfate,

waibosatnez7sacet ate, trifluoroacetate, oxal ate, vareSa002/009589

ol eat

e, palmtate, stearate, |aurate, borate,

b
oo gl oRnD M 54 gma i e

n§§9$
gHﬁX

Bgam
[ 5-ch

aféése@p’@dcffmpttbﬁ@r@m CfamSlstutg ofria)tdfolamdnlde ?ydrochlorlde
Oﬁ%hggﬁsﬁgfqﬁlﬁgg%qtate gﬁl a%a %%leﬂ%% ev%lerg?e oleate,
die 2stebtdib Adupae! Borkts

IEo?o 2%3 eridine-1 c?}élggbf‘e) %‘%gte prosphaC}e tos¥late

pi p
5 Béwzaécf 1malesia, ium@raigoseccinate| tastrate, alaphthylate mesylate,

L []-am de; 3
oLieBhEEEEl R RTINS shudBiGioha S,
[4 brom) 2- (p| peridi ne-1- carbonyl)-phenyl]-anide; 4
Benzo[ 1 }3\ t hi adi azol e-4-sul fonic acid
L3 (pt BZH oATEMRRUIL G Fipd Teqn theberupeyngisting ofe; 5
1,72, 5] thiradiazote4- bUI ont¢ a .
E%r Dno- 2- (pi peri di ne-1- car %WP? ghenyl] am de; 6
Bénzol 1, 2Béhtdi[ﬂ{awlﬁ}im@ki%zétewlsfuﬁﬂhi% a’%ﬁd f5- chloro 2- d(glperldbne -1-
‘ :5-io'0w2(p|per|d|ne1carbo%2I henyl ] - am
Benzo[ 1, 2, 5] t hi adi azol e-Cerkenybp @ﬁkamrde y
-Te ORI —phenyl —anmdes -
11 Beh 8 QF%{O[E %ﬂ”ﬁ?g{? g'z‘golll é“ﬁsﬁﬁl“r"y ‘#1"5 Rijor 2 (Pipendine:1-carbonyl)
| 5- et hoxy- 2- (pi peri di ne-1- paéhp]p}a}md@henyl ]-am de; 12
arzel1 -2 Sl1thiadiazole-4-sulfonlc aci
[3- (pi per BaneRt] £ ﬁ@éﬁ'ﬁ@'ﬁ@'ﬁ Hsulherp eeid ﬁdhl@r@mq-2s(mn$eldlne-1 -
13 Benzo[ 1, 2,5]thiadi az
- i sopr opoxy- 2- (pi peri gganew |§ Hy?rﬁdﬁnenyl ] - am de;
14 Benzo[Berzofl, Qtﬁ]mdazcﬂzzﬂl@-ﬁsmfdnf@ﬁd:lﬁ [84pRperidine-1-carbonyl)-
[ 5- cylcl opent yl oxy- 2- ( pi peri di ne-
1- carponyl ) - phenyl ] - ani dé@Phihalepg3-vhasride2275
7Us20 - N r—
Sonzol 1. 2 S/t BeLnatgeqleskyiionic agid [§-bromo-2-{piperidine-1
[ 2- (pi peri d| ne- 1- car bonyhjbdmWiphdnyienide} - am de;
6 Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-iodo-2-(piperidine-1-carbonyl)-
phenyl]-amide;
10 Benzo[1 2 5]th|ad|azole-4-sulfon|c acid [5-methoxy-2- (plperldlne 1-
B I carbonyl)-phenyl]-amide; - T
11 Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-ethoxy-2-(piperidine-1-
carbonyl)-phenyl]-amide;
12 Benzo[1,2,5]thiadiazole-4-sulfonic acid [2-(piperidine-1 -carbonyl)-5-
propoxy-phenyl]-amide;
13 - Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-isopropoxy-2-(piperidine-1-
carbonyl)-phenyl]-amide;
14 Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-cyclopentyloxy-2-(piperidine-
1-carbonyl)-phenyl]-amide;
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16 Benzo[ 1, 2, 5]t hi adi azol e-4-sul fonic acid

[ 5-al

| yi -2-(pi peridine-1-carbonyl)- phenyl]-am de; 17

weemsofid272, 5]t hi adi azol e- 4-sul foni ¢ aci d PCT/US2004/009589

[ 5-et

hyl - 2- ( pi per| di ne- 1- carbonyl)-phenyl]-am de; 18

ﬁium,@! ﬁ%'d \634‘%@??\{00%5& g;?]g%r;/dmg a1mcarbonyl _5-vinyl-

Benzo[ 1, 2, 5] t hi adl azoI e- sphiehglj-iammde; d
[ 4-( b

peridine

Bns b EENZOEY 21 e dt oo as o Bl 2 APipandine-1-carbonyl)-

[5-furan-2-yl-2-(piperidin
carbonyl) - phenyl ] - am de; %ﬁnyl] -amide;

[ 5-fu
22 B¢

Bean

[1, 2%51]11612 ;ﬂ(ﬂ]azamezélesmsﬂmmc aeid [§-ethyl-2-(piperidine-1-
Ir an yl i peri di h | q
2nzol 1, 2, 5]thloa8, az@rgoaéwﬁ }2'%”%\@(? enyl ] - am de;

Mg

RN e2!5tﬁ a- -§Pﬂf nic acid [2-(piperidine-1-carbonyl)-5-
v BETHNIG e IR

yhen-

[ 2-(H

pyrr ¢t=%-yl - phenyl ] - am

Benzo[ 1 2 5] t h| adl azol e- chrpyI -bbeny]-aniide;

[ 2 (F arhonul ) B

R ophent[@‘P ‘T@@}Wpﬁlagﬂed%sulfgwc acid [4 ~(piperidine-1-carbonyl)-
Benzo[ 1, 2, 5] t hi adi azol e- 4), r}é/p BL

[ 5- am no- ZJQ peridine-1 carbonyl ohenvl] -am de; 25 .
Benz ¢ 1 B2nablR Sithimrlezelet4 suilfboiv acic §-tiran-2-yl-2-(piperidine-1-

i peri di ne- 1- car bon

%eé'}]o%l -phenyll-amide;

Nz
- di
1- carn

il lBé»n?btn ﬁhf&?ﬂz%1én%ﬂ%ﬁ@ &cidfB-furan-3-yl-2-(piperidine-1-

nmet hyl a pi peri di ne-
bonyl ) phenyl ]- am d@‘bongw phenyl] -amide;

RBoanzal 1 2 A

[ T'( ik L’%ﬁ}ﬁ@{,} %é[]’lh leng)suﬁfonlc Scid T?‘i'plperldme 1-carbonyl)-5-

Benz

(pi peridi ne-1-car bonylt}"o?hgmg M ‘g’ﬁ'@m,am%

Benzo[ 1, 2, 5]t hi adi azol e sul foni ¢ Aaci

[23 net hyBenzbl bRg[thadigsqhedishiesiclacid [2- (plperldlne 1-carbonyl)-5-
car banyl h I

Benz [>1/ )2 g] te El)/azjl g;noﬁgiog%gmi}—ghpt&erygi-%mde

(2 etjhyT gy b- ﬁﬁﬁéﬁl@ﬁlém §@fdnic acid [5-amino-2-(piperidine-1-
car banyl ) phenyl -am de;

?en_zc[ 1, 5] t hi adi azol ecarbmw)me@yﬂ@nmde

8 oo A et e S g f2 4piprgdine-T-carbonyly-5-

PCT/ U82004/ 009589 31 pyrrol-1-yl-phenyl]-amide;

[1. 2 Blthiadiazole-4-sulfonic _acid

" |[28 be ngangghf,a,ﬁyh@qu,glqyérsmfpﬁ@_qmd [5- dlmethylammo 2 (plperldlne-

1-carbonyl)-phenyl}-amide;

27 Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-(cyclohexylmethyl-amino)-2-
(piperidine-1-carbonyl)-phenyl]-amide;
28 Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-methylsulfanyl-2- (plpendme 1-
carbonyl)-phenyl]-amide;
29 Benzo[1,2,5]thiadiazole-4-sulfonic acid [5—ethylsulfanyl-2-(pipefidine-1-
carbonyl)-phenyl}-amide;
30 Benzo[1 ,2,5]thiadiazolé—4-sulfonic acid [5-isobutylsulfanyl-2-(piperidine-

1-carbonyl)-phenyl}-amide;
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car bonyl ) - phenyl ] -am de; 32
Benzo[ 1, 2, 5] t hi adi azol e-4-sul fonic acid

w20(spipesi di ne- 1- car bonyl ) - 5- PCT/US2004/009589
trifl uoronet hyI phenyl ]-am de; 33
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34 Bewzo[l 2, 5] t hi adi azcdaebdn;&),lbiﬁ@ﬁyl]samwa;l
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| 5- net

faValvial

S e B2 g SRR EREEB-4-ED MR heid [2UBYe-b-(BleEine-1-

'azo fonic

hyI 2- (pi peri di ne-ch{bcmylbphmw}-@h&iwl ]-am de; 54

2 51t hi adi-azole-4-syl fonic
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paza-tricyclo[5.2.1.02, 6] SR phenyl ] - ani
de: bB0.Benzo[1, 2. 5] t hi adi azgl )e‘-%l‘?@{ﬂl }FQI% acid

[B36ch

orBerizo h2r5]thiadiareie4-safdmia gtid-[p/HBRdighlored-@peridine-1-

62 Behzo[ 1, 2, 5]t hi adi azole 4-sul foni c ac:ld [ 5-ch
or 0- 2- (4- hyd roxym et hyA&l Qﬂ@e‘?

henyieanide; e

{5 ch

'Bgﬁ;gfgy%é%%lﬁ%%]lhl%ESI 4;§F#fon|c acid [5-isopropyl-2-(piperidine-1-

azole oni c
oro 2-[4-(2- hydro>cgarbonyl) phenyl] amlde

[ 5-ch

T 2 bl arolec P E LIS 1B methyI-2-(piperidine-1-

or o- 2- ( 2- hydroxyﬁ%tamfény@)vﬁﬁéﬂyudérﬂ%*e

- carbonyl ) -phenyl]-am d

Bahzo[ Benzo[t, E@Hﬂlna{haﬂcée#&dfdrmaclde[5+orhﬁloro—2 -(1- methyl -10-oxa-4-
[ 5-ch] oro- 2-

di hydr o- pyr réﬁaetr 'fy(léjggogﬁﬂ lcfﬂ’?@ﬂ?r‘} -carbogyl)-phegyll-amide;

zo[ 1, 0. -
[B(gm( azep?ﬁéﬂldpl gfﬁggﬁ@dl)ﬁzéeﬁié%lwlg ﬁgﬁ)ﬁ -chloro dz yrroéldme -1

Benzo[ 1,2, 5] t hi adi azol ecﬂirmnyﬂ)dvh@yﬂeardlde

S ar boRy T 7T PO G EIsET <N R i porr g hydroxymethyT
PCT/ US2004/ 009589  piperidine-1-carbonyl)-phenyl}-amide;

63 Benzo[1,2,5]thiadiazole-4-sulfonic acid {5-chioro-2-[4-(2-hydroxy-

phenyl)-piperazine-1-carbonyl]-phenyl}-amide;
64 Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-chloro-2-(2-hydroxymethyl-
pyrrolidine-1-carbonyl)-phenyl]-amide;
66 Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-chloro-2-(2,5-dimethyl-2,5-
dihydro-pyrrole-1-carbonyl)-phenyl]-amide;
68 Benzo[1,2,5]thiadiazole-4-sulfonic acid [2-(azepane-1-carbonyl)-5-
chloro-phenyl]-amide;
70 Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-chloro-2-(2-methyl-piperidine-
1-carbonyl)-phenyl]-amide;
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71 Benzo[ 1, 2, 5]t hi adi azol e-4-sul fonic acid
[ 5-chl oro-2- (oct ahydro

woOoegwioki ne- 2- car bonyl ) - phenyl ] -am de; 72  PCT/US2004/009589
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137 Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-bromo-2-(morpholine-4-

" “carbonyi)-phenyl]-amide;

138 Benzol[1,2,5]thiadiazole-4-sulfonic acid [5-iodo-2-(morpholine-4-

carbonyl)-phenyl]-amide;

139 Benzo[1,2,5]thiadiazole-4-sulfonic acid [5-methyl-2-(morpholine-4-

carbonyl)-phenyl}-amide;

140 | 7-Methyl-benzo[1,2,5]thiadiazole-4-sulfonic acid [5-bromo-2-(piperidine-
1-carbonyl)-phenyl]-amide;

177 | 5-Methyl-benzo[1,2,5]thiadiazole-4-sulfonic acid [5-bromo-2-(piperidine-
1-carbonyl)-phenyl]-amide;
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1- (2, 4- di chl or o- Mersbpnathbenzaeidani de; 155

B R T L R

enzo[ 1, 2, 5] t hi adi azsHeyhetiylfigandammidep) - 4-i odo- N-
b-trifl uoro- hpmvﬁzﬂ hpn;gm)fie- 157 (

:nz §RI-22Beneal laabitbiadiazolesdrsufepyamine)4promadiil(2.4-

b-tri chl oro- be ) - 1 de- Har

inzo[ 1, 2, 5] t hi ag’?“i‘z'%@?%’%gﬂﬁbérﬁng%@q% (2-chl or

| UgR?-Zb([BWbP;-,Z,SHtﬁ[é@iél@l@atélﬁf@h%/laixﬁﬁo)-4-bromo-N-[1-(2,4-
- (Benzo[ 1, 2, 5] t hi adi azol e- 4-sul fonyl am no) - N-[ 1- (

i ehl oro- phenyldfuaraieryl)iesbyl-benzamidse: ~ 160

R R e S L R e orc-
nﬁg[ 1;d2§ 5]ht hi adi f\{z.ol %%ﬁ%émﬂ\iam no)-N-(2,6-dic

A5(7B6nz2{ Berzd | 25 lHiediasple-4tsyiiemiapinatidniofiol-(2,46-gighloro-
rifldoro-benzyl)- benzam gg;..16 .

2-(Benzo[ 1, 2, 5]t hi adi azol gé%@ﬁ?‘?'}ﬁ?ﬂ"g% no) - N- (2-chl or
o58- f|l uoroBdrenpy R Bithiuiaduleld -sulfbbglamino)-N-(2-chloro-4-fluoro-
2-(Benzo[ 1, 2, 5] t hi adi azol e- 4- sul f gnyl am_no) - 4- net hyl - N
-(2,4,6-trifluoro benzyl)-4-iodo-benzamide;

159 (R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-[1-(2,4-dichloro-
phenyl)-ethyl]-4-iodo-benzamide; ‘
160 (R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-[1-(2,4-difluoro-
phenyl)-ethyl]-4-iodo-benzamide;

- = 787 | 2:(Benzo[l 2.5]ihiadiazole-4-sulfonylamino)-N-(2,6-dichloro-benzyl)
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benzamide;

162 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-(2,4,6-trifluoro-benzyl)-
benzamide; -

163 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-(2-chloro-4-fluoro-

benzyl)-benzamide;
164 | 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-methyi-N-(2,4,6-trifluoro-
benzyl)-benzamide;
165 | 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-methyl-N-(2,4,6-trichloro-

benzyl)-benzamide;

180



benzyl ) - benzam de; 165

2- (Benzo[ 1, 2, 5] t hi adi azol e- 4-sul f onyl am no) - 4- net hyl -
woRasMIR75r i chl or o- benzyl) - benzam de; 180 WD PCT/US2004/009589
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N20] 2—! Bgﬁié i %"ﬂ}}lﬁéﬂ a%oré &%be’r‘rﬁ'iéﬁ\rﬂd}gl} Dhforsd Roro-

uor o- bénza
(Benzo[l 2 5] t hi adn@apuenéthyubémmuam no) - N-[ 1- (

fluore nhanvl) 't hvl - henzam de: 168

D A

zjgée
r(2-¢
R) - 2¢

hzo[(T) 2 GanapElo? b asliagolerfripnylaniny -b-ldrRat-gifioro-

nl oro-4 fl uoro-

(Benzo[1,2,5]thia mzo?@ E{ gﬁ?/%%ldr%) 5-chl o

r 9681 |
R -2}
et hy

1- 22Bénzalt {2, Sitiadizze ey )suﬁbdméﬂmrite)r&amom (JQZ@hloro 4-
(Benzo[ 1, 2, 5] t hi agi azol e- 4-sul f onyl am no) -4, N-d
- N (1- phenyl et hﬁwroofé?fﬁélﬁr%"zaan

Z? Ggse
ony| a
met hy

D_( R

”ZOL’R‘O? Rl_éhng[j@ Sﬁﬁlgﬂ%zﬁ bz1f'-su|f3)n¥\|am|no) -5-chloro-N-[1-(2,4-

l"uoro-benz
- benzam de - - diIIZlBro -phenyl)-ethyl]-benzamide;

2ol 1.2 Elthi adiazgole-4- nn\-l\L(? 4-dif

169 of
- (Be
uor o-

le-4-sul fonyl am
belBl#yBanzell b Ruadiazolecdrsnlioadaming-4,N-dimethyl-N-(1-
174

nzo[ 1, 2, 5] t hi adi azﬁé‘gﬂéﬁeﬁﬁg'%zam %mlc%?) N-[1-(4-1l

henvl )- et hyl] -

P17 Be
uor o-
P- (Be

hz2{(Belzdl thbdubdinable-4-ss lﬂblﬁ)ﬂamhrﬁjﬁMLSQ ANifldorodbérnzyl)-N-
phenyl) ethyl]-4, N-dingt hgl - benzam
nzo[ 1,2, 5] t hi adi azol d08U¥l

175
eRERMIER no) - N- (2, 4-di f

0
2- (Be
-chl o

e 2ar T, 2 Ly Rl Aar crol e Fary a2y ber e 4N

I o- N rret hyl - benzam dé|metﬁ§ﬂ€benzamlde

Elt+thiadi 4> stHfonvlamnoe)-4-chloro-N

2—{Be
NEL
?2-(Be
5]t hi

129U

| uo?XBeB@{‘éﬁ @Naﬁ@@ﬁgﬂ-drﬁeﬁeawea@%)iw -(4-fiuoro-phenyl)-
1, 2,
n(ZJIioglzoI e-4- sul fonvl arrl Xuyl RF?)%%mH- (4-ch | oro-

bk y| ) - ByBethfi; Zyéhlzladiadete-4-]saﬂonylam|no) N- [1 (4-f|uoro -phenyl)-
2- (Benzo[ 1, 2,5]thi adi a ul fo am no 4- br ono- N-
[ 1- (4-fl uoro phenyl)- Sﬁ(!] b‘g nzaml
175 2-(Benzo[1,2,5]thiad |azole-4-sulfonylam|no)-N-(2,4—difluoro-benzyl)-
' benzamide;
176 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-benzyl-5-chioro-N-
methyl-benzamide;
180 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chioro-N-(4-fluoro-
benzyl)-N-methyl-benzamide;
181 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-chloro-N-(4-chloro-
benzyl)-N-methyl-benzamide;
183 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-bromo-N-[1-(4-fluoro-
phenyl)-ethyl]-benzamide;
184 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-bromo-N-(4-fluoro-
benzyl)-N-methyl-benzamide;
185 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-bromo-N-(4-chloro-

benzyl)-N-methyl-benzamide;
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2- (Benzo[ 1, 2, 5] t hi adi azol e- 4- sul f onyl am no) - 4- br ono- N
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2- (B(Enzo[ 1, 2 5] t hi adl azoI eiodoshﬁrfzemjd@,m no)-N- (2, 6-dic

JBZE« g @’%‘Z@i%@ﬁ@%@e /AR fpﬂxﬁyﬂaﬂ) el -(drghioroarhanyl)-

=

i

|—\ D

R
N-{ﬁJ

|:
, o] t

nzo
zyl
nz

L or ol phenyi ). et hyl ] - 4. éipgRAiBaB AT Lainiad 88
2- (Beano[ 1, 2, 5] thiadi azo I fonél a(%no) N- (4-chl or

| di chl or o- phenylj- ethyl]-4-trifluoro benzam d
TR0t ?G%T}@ﬁ@naﬁme b SHE G gatno Tog 42 4-dighiore-phenyiy
49( B of{-(tBenB:][ﬂ 1, %ithiadier ele-sulfdryigmine bpeneylN-on tbyl-4-
ethyl]-N-nethyl-4-trifluoronethyl-benzam de
(R - 2- (Benzo[ 1, 2, 5]rhbitgtldarnmlcrofhethyifsshradiiieo) - N [13 (
-f N- et hyl
2- ( %&2:120[ 1m§ ﬁ’ﬁ%pﬁﬂ, azgﬁg/-l ﬁﬁgﬂvﬁl‘%ﬁﬂ‘?thﬁ%‘%eﬂzaﬁ‘f’FuOr o-N
anmouht of inert e hyl)-4-trifluoromethyl-benzamide;

2-(Benzo[ 1, 2, 5]t hi adi azol e-4-sul f onyl am no) - N- (4-f1 uor
d8Benz3H(Benzal deb5]Na|aélalagle-4)enIiamnylalm;mo)-:lm}%-ﬂuoro benzyl)-4-iodo-
0-behzyl ) - 4-i odo- N-rmeth Qﬁpa

80BerZMdnzo] 5J2t5]trﬁ§duaz&bﬂt-§uwﬁémw h(m)}rﬂﬂré-%ehéylfcn -iodo-
191 N- methyl benzamlde

S¥aCEESTE
2- (Benzo| ]t hi adiRnod- ﬁﬁw&mwbeﬁkm)dé\# (4-fluor
0- ben )-N_nethyl -4-trifluoronethyl -benzam de; 193
0- beﬁzyl )- N et hyl - fl uor | - bepzam de; 194
2-(Benzo[ 1, 2, 5] thi adi agrlﬂ“& %“Qﬁ]mf'bﬁé?‘dﬁi%o) N-[ 1- (4-f1
4QP 01 pheZﬂ@ano[‘l 2 ,5]thiadiazole-4-sulfonylamino)-N- (4-f|uoro benzyl)-N-
(R) - - (Benzo[ 1, 2, 5]mﬁtfw&4dzﬂlu@rom@hylfhﬂmaandm) N- met h
?8% “2"(’%@20[1 2 ‘Sﬁﬁlgdlazjie 4-suLI'ch’>ny é‘fﬁl”g) Nz &" éhﬂBfouﬁénzyl)
4d-gichloro- phenyl)-ethyl]-4-fl uoro-henzam de;
494 Benz &r(Benze| . BiShbiagiardle-4-s tionylapminm-Noli - (4-aresphenyl)-
1b5- 4(R}2L©Bénzd[hlﬂ,15!]|tﬁla@bhdlb}4 %bl‘l’@ﬁ}héiﬂmrhﬁw@tﬁlﬁl -N-(2henyl-
A pharmaceuti cal osition conprising a suitable
196 (R)-2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-N-[1-(2,4-dichloro-
phenyl)-ethyl]-4-fluoro-benzamide;

T197 | 2-(Benzo[1,2,5]thiadiazole-4-suifonylamino)-N-benzyl-4-fluoro-N-methyl-

benzamide; and

198 2-(Benzo[1,2,5]thiadiazole-4-sulfonylamino)-4-fluoro-N-[1-(4-fluoro-
~ phenyl)-ethyl]-N-methyl-benzamide.

29. A pharmaceutical composition comprising a suitable amount of inert
pharmaceutically acceptable diluent and a pharmaceutically efficacious amount

of a compound of formula (I):
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pharmaceutically acceptable diluent and a
phar maceutical ly efficacious anount of a conpound of
woaomoiz761): 5 182 WO 2005/ 012275 PCT/ US2004/ 809482004/009589
11 R1 Rao-4 R2 NH (I) sot Rbo-s ~ N wherein Rl and
R2 are each independently selgcted fromthe group
consi sting of a) H Cl-alkyl, | C2rtal kenyl,
C2- 7al kynyl , C3-7cyclo ‘7cycl oal kenyl, 5
benzo- f usedC4_7cycRbay ere 4ze point of
attachnent is a carbon jacent to the ring
junction, C3-7cycloal kyld -alkyl, b) nap(h][hyl - (CRS2) -,
benzoyl CO- 3al kyl - (CRS2) -, phe¥82 , sai d phenyl
optionally fused at two adjagent garbon atons to Rf,
phenyl - (CRS2)-, said phen oval ly fused at two
adj acent carbon atons tFoo-BF [ 100 Rf s a linear 3- to
5- menber ed hydrocar bon noi et avNng 0 or 1
\l;l\ﬂﬁéFéilﬁat ed bonds- and having O, 1 or 2 carbon nenbers
|10h isza carbonyl, c) Ar6-(CRS2)-, where Ar6 is a
6Rmantdr ‘eatelastobrindeyéndently rsglexded fnomatheagroppiaunsisting of
of . att

oo 3 NEralig Gt e URTHE KGRy, Ceaeydodikeny,
fused, d)oeﬁ&é—‘f_(x@%ﬁ%)jcgcl%k&mﬁél% i@, foiRt SRItRRNANt is a carbon

het eroaryl having carbon aS a . point of attachnent,

havi ng 1 atemadizeasvntorhtbeng gnetipn constysidatkylGf.ralkylS,

et er DAEAMITGE ek oD SrBYsErRGH: PhART seigapwgy
fused or cpliopsilly figell us 6lo a8)aodhb carboRREi8ns, toviiepBenyl-(CR®,)-,

Ar6-6 is phenyl having the point of attachnent and ;
fused t o SaicPhembeptienaibtfuped ) twaadiasgntcabop atoms to R,

het ergat AMnear 3- to 5-membered hydrocarbon moiety having 0 or 1

unsaturated bonds and having 0, 1 or 2 carbon members which is a
carbonyl,

c) Ar’-(CR%,)-, where Ar® is a 6-membered heteroaryl having carbon as a
point of attachment, having 1 or 2 heteroatom members which are
-N= and optionally benzo fused or pyrido fused,

d) Ar’~(CR%,)-, where Ar° is a 5-membered heteroaryl having carbon as a

_..point of attachment, having 1 heteroatom member selacies frem the .
group consisting of O, S, >NH or >NC1.alkyl, having 0 or 1 additional
heteroatom member which is -N= and optionally benzo fused or
pyrido fused,

e) Ar’®(CR®%)-, where Ar®® is phenyl having the point of attachment and
fused to a 6-membered heteroaryl having 1 or 2 heteroatom
members which are —N=,

f) Ar®®-(CR®,)-, where Ar®® is phenyl having the point of attachment and
fused to a 5-membered heteroaryl having 1 heteroatom member
selected from the group consisting of O, S, >NH or >NC;_4alkyl and

having 0 or 1 additional heteroatom member which is -N=,
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menbers which are -N=, f) Ar6-5-(CRS2)-, where Ar6-5
i s phenyl having the point of attachnent and 25 fused

woao@/032218nber ed het eroaryl havi ng 1 het er oat ORCTRISR®A/009589

sel ected fromthe group consisting of O, I Si1 >NH or

>NC1- d r 1 additiona et er oat om
nenbe@a(tmﬁwlkﬁ?sa-n!a%@gé W 2005/ 012275

PCT/ Us2e@4R e%ﬁ arg)ﬂOtﬁlMdthoOslya‘H@nldS@iéaitkuIposmons where

where R1 r not S t aneou except

in posit |F§)m§ 'Rﬁ‘é‘%@g ch Q]L gﬂﬂ ?@H%S@@&Wﬂh 1; 8, gy 3 of RY,
| ndependonc T an eipced Fonplhe tighe Fé@’é‘ﬁé?ﬁ@?"’? Crgplko

i ndependen sel e

C1 4gl kylhydEg)Wyﬂu@Sw ChfqudDromQ;Mdn dnﬂdwronmthylpdmmo& aalkyl,
trlfluor

Cl. 4al kyl 4 5%’@“@%&9&5’@?@ -AUVIAMIBR eyl KiQcn-4alkyl,
HO- C1. 4alQqyblkyl L 4alky IH3-Cl L 4RYKY, a y M@ﬁ%ﬁﬁkﬁém 4alkoxy and

Cl_4al kyl S-C1 _4al kyl, C1. 4al koxy an

i s”i ndepénd@W¥ISr. sel ected fromthe group consisting of
i nacr i gRrdbedd Stetad bt GaFk Bnsisting of hydrogen,
di C1_dal malkvhmquﬁeiﬂeugw Fﬂ@*ﬁ%‘hélk&v'C1t4b'fﬁyﬁln|ﬁglb)‘fxélkyl
Cl_4al kyl a an eny or, alternativ
RIand RGBT B eC WA, 8 Coisbikaly G sblsy1S-
whi ch they afg d ?ﬁgﬁq 15 and are selected fromthe
gr oup conS|st"rng of 1)’

10- Ot~ altematl‘telycycl 0[5 2. 1 02' 6] dec- 4-yl, OIopti gnal : y
bstl ut h RP, RPlSln ependent | y
JR1'q B ok R dRge fabiedieri UG igogen g sty hey e aftached

Cl. 4aldnd aré@&é&éﬁ%ﬁ%@%huﬁ{tﬁ@é&rnﬁ o-, di- or
tri-halo substituted 20 oxyphenyl i)
a 4- 1) fxeréazadrieyaebd. il@ ]:daﬁ deli dp:lmaélyanngndﬂar
ring havgpglg@%%{tﬁé "Hﬁfl btional heteroatom menbers

separate ogen of -attachnent by at

| eastRPag mdwén@l@nﬂy @éléb@d RO tﬁ@'g@@&@@oﬁélg’mid RydroRy,
>NH or >NRP, havi or 2 unsat ur at ed

havi ng 0C1 48 kylg;hWrogy@anajbyi plRemer monk, eir drdrichalo substituted
Torms. 5 Bl AR dholiehy, °7°,, °5"Pon merer vt eh
ii) a 4-7 membered heterocycllc ring said heterocyclic ring having 0 or 1
additional heteroatom members separated from the nitrogen of
—attachment by at least one carboin meimber and sejected from O 'S,
-N=, >NH or >NRP, having 0, 1 or 2 unsaturated bonds, having 0, 1
or 2 carbon members which is a carbonyl, optionally having one
carbon member which forms a bridge and having 0, 1 or 2
substituents RP,
iif) @ benzo fused 4-7 membered heterocyclic ring said heterocyclic ring
having 0 or 1 additional heteroatom members separated from the
nitrogen of attachment by at least one carbon member and selected
from O, S, -N=, >NH or >NRP, having 0 or 1 additional unsaturated

bonds, having 0, 1 or 2 carbon members which is a carbonyl, having
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substituents RP, iii) a benzo fused 4-7 nenbered
heterocyclic ring said heterocyclic ring having 0 or

wa 2emdchiiz27onal het er oat om nenber s separat ed fr oRCTHS2003009589
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nitrogen of attachment by at |east one carbon nenber

and sel e K V] Mot

1 additi g?]?lj zfjr?ggltrgarl%t%gﬂw:enP ﬁgvgér?% eh?wdo&%%n(& having O,
car bon ne?rbe2$uhbiltubntssR%; car bonyl haV| ng 184 V\D

2005/ 0 227? 82 04/ 009589 0, 1, or '

subst M Gk SgR WRIGIREYENE 1iRg said QetEFRPYEBQ/ F'ﬂ@ h@vmglo or 1
or 2 subsacxdmm R B

ring said hét er oc;e/ec Pgio‘g‘n? rqgerﬁg\“z/ﬁsn %@ef%géﬁﬂf@#ﬁ% of

het er oat cﬁﬁaﬁ@mﬁm@yﬁémsﬁo&a@ darbom niembeért ang saleafedsfrom O, S,

?? g%cgrrenh b¥@ OEKBRN RaNing 0 ﬁ - %ns(;ﬁurf?%g bgﬁlisecﬁaev?ng 0, 1
unsat ur atg bSes. mé‘rﬂbbfkgwﬂrch]is aoéargoﬁﬁram! ﬂﬁﬁ?g\? @avmg one

which is a carbonyl .and optionally having o
menber wiaghon gramber whictderms Eé)rldgeetlmclyeilercmyclmgng fused at

f d at rb t
Sat ur at ed BRIAHR B Mor AR o sabifeliond poapadiacent
at om f or raafigorR aRdhitrderdatbfNfbriihda taturBRIBS dto 3 4-7

hydrocarbon ring, having O or 1 possibly additional
het er oat SREMPRERT hygrasamontiing, hianing A atfl inessibheadditiensal

unsat ur ar SPSENE Tpnger FRERt S Brttiod Riefipddam 05, -

which is N—caNlbbory*NRﬁdevg 001 @r 2luryatdraisd bonds, having 0, 1
substi tuents

8- oxo- 1, B'&, ‘%?rgef‘ .')A@WB?'E? whichyis & osrbgiyignd having 0, 1 or 2

0- pyri dofghipdtimkhis RE.di azocin- 3-yl, optionally having
0, 1 or 2 substituents RP, Ra is, |ndependently,

sel ect)ddoxae-dih, ﬁﬁeteyabuwm%ﬂ%ﬂl&QMancﬁﬂnyrm[mﬂ -a][1,5]diazocin-

-C2-6al k k I
t hi en;ll %n%} '0”8,!;'%5\%8!”91 ’ ‘YongzggséHen Scé:lméal kyl ,

% b}

- SC1- 6al kifh @bh‘éﬂ’csse%?ﬁffﬁﬁmt“ 5 uEngr?ﬁls%Hggf eIkl

- CN, -Cueplkenyy( &g arycloalist, @hﬁnmﬁaadyl Fknerayl,ebenzyl pyrrol-1-yl,

i nd 1 4al k

'CE el o%ﬁ?@’i@kﬁﬁﬂ&%& s R O, -t 5Crealkyl

, ~- GBE3, ecm@kalk?@ lsvhbnﬂfal Bbénzﬁ -CN, -N@zefNﬁQ“)Rék\Mheﬁe‘i’)'PRy and
be taken tog ether with car bons of

25 athﬁezn a%fﬁﬁaﬁw@wemv @ﬁéeqt%‘éram Hn @mﬁ'UWSQé’I Césacadloaﬂwl& 4alkyl)
the g(@% @1 Jé?kﬁt 5[39:3, naio; <Cr3; -0CF3, and -CO0C; 4dIKy| Oi, - T

alternatively, two adjacent R® may be taken together with the carbons of
attachment to form a fused ring and selected from the group consisting of
phenyl, pyridyl and pyrimidinyl;

R® s, independently, selected from the group consisting of -C1.4alkyl and
halogen;

and enantiomers, diastereomers, hydrates, solvates and pharmaceutically

acceptable salts, esters and amides thereof.
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phenyl, pyridyl and pyrimdinyl; Rb is, independently,
sel ected fromthe group consisting of -Cl-4al kyl and

woaabwgerz7sand enanti oners, di astereoners, hydr BCEAIS2004/009589

sol vat es and pharmaceutically 30 acceptable salts,

apt er %Zﬁ'éﬂﬂcﬂﬁoq%%attlhgro? revéﬁﬁg%ﬁ@%éz@i&?@d@lsease states

PCT/ 004/009589 3 nmet hod for treating o

pommrsing]@dr@Memag taaevaninliis seed af ssch treapmesi ergorevention

adm :‘ql fo a_manma s)f such treatnent or

'V6 Osgr? & FUBPPYIY at@éméffag conpound of formul a

(I) ONRL Rao- \RH(I) S02 N Ro0-3 s 5°

wherein Rl and R2 are each independently sel ected

fromthe group consisting ofoa) Cl_7al kyl,

C2_7al kenyl, C2_7al kyny 1 oal kyl ,

C3_7cycl oal kenyl HenZo- f sed cycl oaI kyl where the

poi nt of attachrrerﬁof‘s r bon 10 atom adj acent to

the ring junction, C3_7cycl ongyI G _7al ;X' )

napht hyl - (CRS2) -, benzoyl CO. 3g| kyl - (CRS2) -, phenyl,

sai d phenyl optl onal ly fused at two adj acent car bon

atons to Rf, phenyl - (CRS2) - M{ phenyl optionally

fused at two adjacent gBy.k onmssto Rf, Rf is a

i near -3- to 5-nenbered arhgn noi ety having 0 or

1 15 unsaturated bonds and having O, 1 or 2 carbon
vérseins which is a carbonyl, Rr6-(CRS2)-

g‘d%%d:’Rn afe Agg%ﬁqep%Pﬁep %gg’%{e%drr rgf/tﬁ% %?ﬁuﬂ %ﬁélgﬁhg of

het eappt, Oln7mkgrb eIZS,ambhyh Ca&alkyﬂw:%v@dualk;nneg &oyctwimyl
fused or pyrido fused,

where Arb
a 5- nembRezp- ﬂ@@é%ﬁ?%'oﬂﬁﬂlvﬂg@réé%@ﬁ”ﬁg gttachment 1S a carbon
atom adjacent to the ring junction, Cs.scycloalkyiC4.7alkyl,

b) naphthyl-(CR®,)-, benzoylCq salkyl-(CR®;)-, phenyl, said phenyl
optionally fused at two adjacent carbon atoms to R', phenyl-(CR®;)-,

said phenyl optionally fused at two adjacent carbon atoms to R,

R'is a linear 3- to 5-membered hydrocarbon moiety having 0 or 1
unsaturated bonds and having 0, 1 or 2 carbon members which is a
carbonyl,

o) Ar -(CR®))-, wheis, Ar® is.a.6-membere heteroary! having carbon as a
point of attachment, having 1 or 2 heteroatom members which are
-N= and optionally benzo fused or pyrido fused,

d) Ar’~(CR%)-, where Ar® is a 5-membered heteroary! having carbon as a
point of attachment, having 1 heteroatom member selected from the
group consisting of O, S, >NH or >NC1_4alkyl, having 0 or 1 additional
heteroatom member which is -N= and optionally benzo fused or
pyrido fused,

e) Ar¥®-(CR®,)-, where Ar®® is phenyl having the point of attachment and
fused to a 6-membered heteroaryl having 1 or 2 heteroatom

members which are —N=,
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poi nt of attachnment, having 1 heteroatom nmenber
sel ected fromthe group consisting of 0, S, >NH or

wolkak/Mz7kyl , having 0 or 1 additional heteroRCOMS2004/009589

menber which is -N=-and optionally benzo fused or

pyri 9°A éﬁasz)25~r‘?‘ére&( 65 R BICERA havin ‘#\ ﬁ)gﬂﬁt@)f%tt‘a%hment and

phenyl t'he point of attachne fused to a
6- rrerrberimdeuéd) arﬁ}mqrhbémdl hederbaoyl Havirgt € hetgroatom member

b h N=, 186 005/.0
PCT) UssGPAIPOBG I 19 gt SRS of O\ s BHATENC gkt and
phenyl  hawiing otdrer Q@dlﬂénﬁfhe’%éﬁo%%mﬁﬁémﬁaﬂmﬁwi&ﬁg Ne, a

5-menber ed heteroaryl having 1 heteroatom nenber
sel eg) @@L‘;alkyi@ -tetnel Ig86u|malkxdn5| sting of 0, S, >NH or

>NC1. 4al k haV| tional h roa
oo R eRe RSP uRnga iy Hord BoREE S SR Rs where
where RIRapGNRRafdE aBeh SFial)ed bRREQUBEIUtEY ah 0, etxqem 3 of RY,
in positions where - Rs is indi cated each of

i s sR9ds indepeddenthhs@ected fromdhe grap Feysisting qn)sC1 4alkyl

e v BlfS e, BB bRy BRI R et
trifl UOfQM@kYIHh}lncﬂm Ml_(ﬂ'@ll lfaﬂk Iam1r€bC1 4alkyl HO C1 4alkyl
Cl_4al kyl am noCl1_4al yl am noCl 4al

GGl AaFyAIkyICEG 1k - Caralii | 4o eSS iyt 4alkoxy and
Cl. 4al kybsag&}ﬂéal kyl, Cl1.4al koxy and Cl.4alkylS-, Rs
i s i ndepehdenty sel ected fromthe group consisting of

hydr @jés mde@éndehtlkwd;elet:ﬂedfﬂmn toegtdup comsistingChi Malragen,
Cl_4al kyI am oCl _4a

I . :
di C1. 4al ey nH@JOEPA%QRFM W@P1 -#3lkyly £1-+qhsylainelriqalkyl,
Cl1_4al ky r [ .
I S et o L e
whi ch th@y@ikyﬂ aﬂdfahﬂm/di and are selected fromthe
group aj S|st|n of 20 i)
10- OR&-ABDANEY ¢y el o[ 5. 2. 1. 02' 6] dec-4-yl, optional Iy

g RP mal) bé thiadn fodbafér WiththBmitr&in fo wn@ﬁnﬁa% @fd bitached

sel ected fromthe rou?h consi sting of hydroxy,

_4ai kyand areyeflestedirom thekgn OUPP@W!SU”MO- di- or
tri- w R O?(%béf' tailsl lt'lllceg}%lo '&GNS'Z 6]839 4r9'ld58tx<§'r@119'?%no- or
di-substituted with RP,

RP is independently selected from the group consisting of hydroxy,

- Cizatkyl—hydroxyCq4alkyl; phenyl, mono-, di- or tri-halo substiidied
phenyl and hydroxyphenyl,

ii) a 4-7 membered heterocyclic ring said heterocyclic ring having 0 or 1
additional heteroatom members separated from the nitrogen of
attachment by at least one carbon member and selected from O, S,
-N=, >NH or >NRP, having 0, 1 or 2 unsaturated bonds, having 0, 1
or 2 carbon members which is a carbonyl, optionally having one
carbon member which forms a bridge and having 0, 1or2
substituents R,

iii) a benzo fused 4-7 membered heterocyclic ring said heterocyclic ring

having 0 or 1 additional heteroatom members separated from the
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25 1i) a 4-7 menbered heterocyclic ring said
heterocyclic ring having 0 or 1 additional heteroatom

woenisan7separated fromthe nitrogen of attachaemS200y/009589

10
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o s O -OB7EANKYI, 2OCascycloalkyl, -Ophenyl, -Uoenzyi, -8H, -SCq.salikyl,”

25

30

at Ieast one carbon nenmber and selected fromO, S,

- N=, >NRP, ,.havin ) Qr t

havi ng Om?ri)gegpffttggp%lgﬂt ﬁ%ﬁgmt %#%ﬁﬁ?éﬂ% i@?% selected
opt i onal fr¥mh@VSNINS N AEQrCNRO MalRg® br Whidehtidneil [lﬁsaturated
bri dge and havi ng 0, 1 or 2 substituents RP, iii

)
benzo f uberids)iavingndet eH2 verkarorpaIbers Wiigh e &arbonyl having

rr]rgrg[efgygeiy;% racirgsgh?lpgﬁbgﬂtg%n%tﬂﬁ%I&%ﬁl}@@h@r% R¥ing 0,

PCT/ US2094r 20Qi38tudtité R8gen of attachmant by at Ieast
one carbon nenmber and selected fro

>N
>NRP;V)teadi7rigetbsred hﬁtﬁipﬁyfélﬁdlnguﬁ%‘éh@?%?@ép“cﬂmvmg bor
having 0
navi ng _padiBhafhBrdinTRBlcts S0 e rBmtRetiligen of
ri zg7onl ﬁgaérdgbﬁwbwet léastl 6né.carbah magﬂieirtamdmeiecm@d fiom O, S,
a menber ed heterogcycljc ai er ocyc
ring havithg ONGrorgN % aving ng'étg-é#néﬁ %gﬁqq&?%ﬁss%avmgo 1
separ at ed, b1 cWFn dﬁérgg/ﬂﬂct?if ?%F%M'EHH o'BYoﬁélI)J l@é\ﬁﬁg one

one carbon ne er and sel ecte
>NRp, havargnOmember mmlmmﬁnmsrabsdg@dhdshetef@(wdg? mng fysed at
10 or 2 carbaon ne ers ich.is a carbon

opt i onal o ﬁgmq@a p@gﬁo%wgeq sair %tﬁdf or.an adjacent
bri dge, Esﬁoolheéﬁd Hﬁ%@bh%tbﬂn%rﬁw@eéjsétural‘é‘dﬂo@ﬁi wnw

carbon atons formng~a saturated bond or an adjacent
car bon ambmbeneddwrmarboﬂ singi hgviagshet pessibordditional

i T B st B PEIRRAD ol APt A o sdie ABE TR B,

juncti on.NsebRFtGENROMAing™0, 1 oN2, ur%Ht&r@te&lNRﬁIjs havmg 0,1
having 0, 1 or 2 unsaturated bonds, havin

car bon mefBerasbommambersaviigh inawerkeny ﬁ38 h?@{'rtg 0, A of 8F 2

subst i Pop.V)
8 oxo- 1, §bé3@b§@§r%wdro 2H, 4H 1, 5- net hano- pyri do[ 1, 2-

a] [ 1,\Bledbra8,6,8- t%&aﬁy@ﬂa-ZldMﬂ-i-Or&Me}hémpwgddﬂ 2talpt,5Miazocin-
substituents RP . mdegendegt % @;e%gct ed from
the gr oup ﬂoﬁ@t‘l’%rtel”bfd‘edfng@ﬂ hPRypstitue al kenyl ,

(%p%?’lld@ﬁ ly, SINEER¥Y froh¥ i Yloupt dEriBting JIQC%_XéIkyI |
-Cg ealkenyl -Cagcoycloalkyl, phenyl, furanyl, thienyl, benzyl, pyrrol-1-yl,

-SCascycloalkyl, -Sphenyl, -Sbenzyl, -CN, -NO,, -N(R")R* (wherein R’ and
R? are independently selected from H, Cy.4alkyl or Cq.gcycloalkylC1.salkyl),
-(C=0)C1.4alkyl, -SCF3, halo, -CF3, -OCF3, and -COOC.salkyl, or,
alternatively, two adjacent R?, may be taken together with the carbons of
attachment to form a fused ring and selected from the group consisting of
phenyl, pyridyl and pyrimidinyl;

R? is, independently, selected from the group consisting of -C4.4alkyl and
halogen,;

and enantiomers, diastereomers, hydrates, solvates and pharmaceutically

acceptable salts, esters and amides thereof.
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o= optionally fused at twa adianent carbon atoms te.Rf,.phemy!;(ﬂRsz):ﬁ_;:g;e—:- s

20

25

~~. ._ . 06i =eal kyl, =0C3 6cycl oal kyl, -Ophenyl,
- Qbefl zyi, -SH, -SCi-6alkyl,” ~~ -SC3 6c¢cycl oal kyl,

wo3pisanyd7s - Sbenzyl, -CN, -NO2, -N(RY)RZ (wher eC/uRX004/009589

and 25 RZ are independently selected fromH, Cl_4alkyl

or Cl-6cycl oal kyl.Cl-4al kyl), -(C=0 Cl-4alkyl, -SCF3,

hal o, -CF3, -0OCF3, and - COOCl-4al kyl, or,

At er Mamettedd/forttremtiadjca peaverfing pencréaic adenodacgjedinar pain,

vvi&jh té{ne ﬁarbons of a t&%ne@t to forma fusea rinLﬁ

&AdNY AP e 9?6?%9“%895? retinsflisepse astrogiergnal uicers,
[ HERY [ ' i e

o e hon, SR, e e P Pieatfe tumors,

lgak gt mais.oB amait siesephagusliaditad Ceoelbhyperplagiaa pesnicious

SSREPLT S SRR i o
Redmkiet R0 AL88 B3P 88ch Féatriemdridyvéiont 4% affeBieddose of a

preventing pancreatic adenocarci noma, pain, eating
gormayedsof fgamsuled!)esophageal refl ux di sease,
gastroduodenal ulcers, reflux esophagitis, anxiety,
col on cancer, peptic ulcers, pancreatic tunors, 5
gastric tunors, Barrett's es@phagus, antral G cel
hyper pl asi a, pernicious _anagni grand Zol | inger-Ellison
syndronme conpri sing ad Nog to a manmal in need

of such treat ment 9-4‘|CW(\eve tion Bh effective dose of a
0 RN\H NJ RaO-4 L \R2 | (I) H

conpound of fornmula (1)3 i
602 RbO 3 10 N wherein RL dnd R2 are £ddn
€ group consisting of a)

i ndependently sel ected from

H, Cl-7al kyl, C2-7al kenyl, Jalkynyl ,
C3- 7cycl oal kyl, C3_7cygh oalken \
benzo-fusedC4_7cycl oal 3 '\51% poi nt of
attachment is a carbon '
wherein

R' and R? are each independently selected from the group consisting of
a) H, Cqzalkyl, Cozalkenyl, Co7alkynyl, Cs.zcycloalkyl, Cs7cycloalkenyl,
benzo-fusedC,.scycloalkyl where the point of attachment is a carbon
atom adjacent to the ring junction, Cs.;cycloalkylC4.7alkyl,
b) naphthyl-(CR®,)-, benzoylCo.salkyl-(CR®,)-, phenyl, said phenyi

said pheny! optionally fused at two adjacent carbon atoms to R,

R'is a linear 3- to 5-membered hydrocarbon moiety having 0 or 1
unsaturated bonds and having 0, 1 or 2 carbon members which is a
carbonyl,

c) Ar’-(CR%)-, where Ar® is a 6-membered heteroaryl having carbon as a
point of attachment, having 1 or 2 heteroatom members which are
-N= and optionally benzo fused or pyrido fused,

d) Ar’-(CR®,)-, where Ar® is a 5-membered heteroaryl having carbon as a
point of attachment, having 1 heteroatom member selected from the
group consisting of O, S, >NH or >NC1_4alkyl, having 0 or 1 additional

189



10

15

20

25

30

15 atom adj acent to the ring junction,
C3- 7cycl oal kyl C1- 7al kyl , b) napht hyl - ( CRS2) -

woemsoy?@O 3al kyl - (CRS2) -, phenyl, said phenyi PCT/US2004/009589

optionally fused at two =diar:r nf artu!l ato s to. Rf,

ohpnyl _/ (Hareatom meﬁ?dé?’ vﬂh@ﬁ‘l@ Whh@%hbﬁaﬂyiﬁéﬁjz@ﬁjsb%r

adj acent carbon at ons is alinear 3- to
5- rrerrberpyhdwﬁusedar bon m)l ety haV| ng 0O or 1 20

unsat ds,and hayi n arb

whi of) e PC@ b&vme%) %Fg‘e(‘&hé% ing BPE‘ Rf%ﬁgg‘%ﬂéma"d
6- menber gicRab el OadthbBRY RetefdH I%v@ﬁg & or Pohéterditom
attachnment, having 1 or 2 heteroatorn nenbers which

are N:rrmnmberptwfodalar%/ —Nenzo fused or pyrido fused,

ﬁgt g})dgr r(&%%— th%rgr Isﬁrgﬁgnﬁr;% ﬁ}d@lgbpec[lﬁp% eht%q%:hment and

havi ng 1fd§@6&b%a$mrﬁamh@t@kwymb\tmg)mﬁeh@roawmmember
consisting of 0, S, >NH or >NC1. 4al fLé 5 havi ng
2090

addi t i onaglectegifram the @spen eonsistingrp ZNdIbQ'S%biQ 4alkyl and

fused_or AR 1 HEufenainalpodSn AR 1t NS, o
I's phgaylakgld-gnd ASMQkIky], of attachment and fused to
a 6-nmenbered hetegroaryl having 1 or 2 heteroatom §

memb&fheram @ndiRe arenpot snrrfLyta gusly ((CRRY) eXCepf K} gos,gp@%where
S sPneny RSB LR la)b o 4 BEMTRINedAMh of 37 briof Y

a 5- nenber ed eroary et eroat om ne
sel e®%d ifdepandeatly sempt&minsnnstherggoop consisting-BHCaralkyl,

;eN%gfa{,\m;@rp?(?gﬂuc?qgvé@gr%ﬁéy%ﬁfd%ttr@f r(])g(lﬁrane% ??r%m%& aalkyl,
HSCL. 4al kyl, alkﬁﬁﬁﬂﬁo&ﬁlm &, aBR %ﬁimécmlmnﬁwgh yalkyl

and, except ositions where Xzs is indicated, each

of a) toCghaﬁksl(b@@aalkﬂuHﬁMwa'hy'OQ 2alkplS-Gr.salkylf Crealkoxy and

i's |n?§ tly selected fromthe group consisting
of Cl _4a droxy, fluoro, chloro, brono, iodo,

”'“F%F%m den@ysereted bkthe grd@p consisting of hydrogen,
Cl_4al kyl amdr'%lld 4ngyI di C1 4alq<yl %m noCl g4a| ky

HO- C1_4alkylkyl, @ﬁlmomtw,@mMyﬁikyh@@ﬁ k&h’ﬂﬂk‘pP& -aalkyl,
CL e it S 80, L L B
hydr ogenC,_salkyl and phenyl;

or, alternatively,

R" and R? may e iaken togetherwitiy & nifogen o wiich they aré attached
and are selected from the group consisting of

i) 10-Oxa-4-aza-tricyclo[5.2.1.0°°|dec-4-yl, optionally mono- or
di-substituted with R,

RP is independently selected from the group consisting of hydroxy,
C1.4alkyl, hydroxyCi.4alkyl, phenyl, mono-, di- or tri-halo substituted
phenyl and hydroxyphenyl,

ii) a 4-7 membered heterocyclic ring said heterocyclic ring having 0 or 1
additional heteroatom members separated from the nitrogen of
attachment by at least one carbon member and selected from O, S,
-N=, >NH or >NRP, having 0, 1 or 2 unsaturated bonds, having 0, 1
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Cl. 4al kyl, trifluoronethyl, am noCd _4al kyl,
Cl_4al kyl am nod _4al kyl, 20

wdi2@is/4278y| am noCl_4al kyl, HO Cl_4al kyl , HS- CpCczaiSkoph/009589

Cl. 4al kyl S- C1. 4al kyl and phenyl; or, alternatively,
Rl and 3?1@2 EBbOREMbAtERRS Whaet Ber car’anYlt Bptibhally gy bhe

wh; ci | ey ar a attached and are selected fromthe
group cocarbenimgmber wblqh)formsabrldge and having 0, 1 or 2

10- ()<a4aqﬁ:%t rICﬁ@|O[5 .1.02' 6] dec-4-yl, optionally
nono- tuted with RP, RP is independently

sel eﬁzﬁ%éﬁz@ﬂ‘uﬁé’@4g7 md@nlﬁ‘@”@allﬁtéarfm@yafc ﬂ'r)gllsa)dyneterocycllc ring
Cl4al hydr oxyCl_4al ky phenyl , nono-, or

tri-hal oh@\ubgﬂlctf& a@dltlph@ﬁyﬂtemmyﬂﬁ@\b?pﬂwéwﬂrat@oﬁ@"bthe

a 4-7 ne I

i ng haviREoEN g EHECATEEL b§ ot ¢4 pAe CaRPhRMSr dhd selected
separ at eflofir QNS Hé= niNHegeNRT, haginiga® brmé redditionat uhsatsitated
one carbon menber and sel ected from 0,

>NRP, hakemgs, diavings, hOU%ﬁfhﬁ%ﬂ@m%ﬁa‘j"cmm ﬁart@nyﬁ having
190 WO 2Q0%/ %]&?37%@ bLRCRAR m%gﬁ?ﬁm@nﬁ%m?‘and having O,

menber s Wwhi' a carbonyl, optiona
car bon membersulstifertoRfs a bridge and having 0, 1 or

o bl uents L aubened Lysel AT TR 0 o
0,o0r 1 aggﬂﬁlbﬁé‘ﬁ#e&{t@% AFhOMOBRIESS SrafePRba 0e ifréden of

the nitrogen of ment by at Teast one carbon
nmenber aatlastehect lyat leashoits c&bonNhaembNHa@d seiggted from O, S,

175" CafboNARE ot G Ehoaladt o 0. 1

1, 2, or 032*&\'&@%6&@1%@1 e béﬂ)d?@ﬂéﬁ@@ptlbﬁ@lydﬁdwng one
and havi ng O 10 1 or 2 substituents RP, iv)

nenber edcamoarmemhar whightprasi ajbn@@@rtb@y@rter@cwlwgmg fused at

having 0 r

o ool bR L AR TR bR fcent
car bon nmeghin mnm@b@nm@nffbﬁrm@ a Saturattid, borisHoa 4- 7

>NRp, havi ng 0, or 2 unsaturated bond agdp

15 or 2 mbwaémﬁ%@@a%nmg. ga\ana&r%ﬁpp HE{ doriai

opti onal bété?ﬁé{ oR9 iR eﬁﬂbpgﬁhgﬁ{@gﬂhnmmeﬁéﬁt@& fdm O, S,

bri dge, erocyc ¢ ri
-N=, >NH or >NRP, having O 1 or 2 unsaturated bonds, having 0, 1

or 2 carbon members which is a carbonyl and having 0, 1 or 2

s ETNET T e i - —

- - - -sgbstittenis R
v) 8-oxo0-1,5,6,8-tetrahydro-2H,4H-1,5-methano-pyrido[1,2-a][1,5]diazocin-
3-yl, optionally having 0, 1 or 2 substituents R®;

R? is, independently, selected from the group consisting of -C4.alkyl,
-Co.salkenyl, -Caecycloalkyl, phenyl, furanyl, thienyl, benzyl, pyrrol-1-yl,
-OH, -OC.galkyl, -OCs.¢cycloalkyl, -Ophenyl, -Obenzyl, -SH, -SC.galkyl,
-SCa.scycloalkyl, -Sphenyl, -Sbenzyl, -CN, -NOz, -N(R*)R* (wherein R and
R? are independently selected from H, Cy.salkyl or Cq.6cycloalkylC1_salkyl),
-(C=0)C1.4alkyl, -SCF3, halo, -CF3, -OCF3, and -COOC.4alkyl, or,
alternatively, two adjacent R®, may be taken together with the carbons of
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two adj acent carbon atons formng a saturated bond or
an adjacent carbon and nitrogen atomformng a

weatesreazes bond to a 4-7 nenbered hydrocar bon PCH®S2004/009589

having O or | possibly additional 20 heteroatom

Terh : . . . o

"N, SlppfenCig Bt BRI A RelgBEEHRND EREYS conbisting of

havi Egeﬁyl, pyridyl aRdgBripddingenber s which is a carbonyl

and having 0, 1 or 2§)5¥1£ -

& droindependentlye seleriast lomrihegreur caRsiptng ohyfr w4aifyi apd

aj[1 glogeﬂzo‘:i n- 25 3-yl, optionally having 0, 1 or 2

substrtuents RP; Ra is, independently, selected from

tamel @ranitiontarssdiatiengombrs, @ dtstekysqlvate€2nbgihaemglceutically

- C3_6cycl oal kyl ., phenyl, furanyl, thjenyl, benzyl,

pyrr @PCQP?F},F’ gal@gste&gﬂganwapg tr‘?%@‘L_'6cycl oal kyl ,

- Ophenyl, -Qoenzyl, -SH, -SCl.6al kyl,

- SC3_6¢cycl oal kyl, -Sphenyl, -Sbenzyl, -CN, -NO2,

-39 RY)ARmethvbe fari treaivigaorréteingapandreatipadelondrginoma, pain,

sel ected from Cl 4dal kyl or o
FoyaphPRgR e HaRE: otteautyadenalpiggrs, reliys-gsophagitis,

Wty - &didn cak¥er3 peptid ucer phndrddtit! tum@is and gastric tumors

alternatively, two adjacent Ra, may be taken together .

wianhprigig sdmiysieriog to @1mammalis neegof such treatment or prevention

& etaneiam A rouTBeg S e el “ohenyi  pyri dyl

and pyrimdinyl; Rbis, independently, selected from
the group consisting of -Cl-4alkyl and halogen; 5 and
enantioners, diastereoners, Mjydrates, solvates and
pharmaceutically accep alA’s, esters and am des
t hereof. 32. A net reaﬁkng or preventing
pancreatic adenocar &i*nk ai n, ™ gastro-esophagea
reflux disease, gastrodu den#lH ul cers, r@hl ux
esophagitis, 10 anxiety, colsgy cancer, peptic ulcers,
pancreatic tunors and gastrid tunors 1 4 conpri sing
adnmi ni stering to a manmal ig#hegeNof such treatnent or
preventi on an effecti vRbgose a.;bnpound, of formula
Fy  SO02

wherein
R' and R? are each independently selected from the group consisting of

...8) H, Cy.zalkyl, Co7alkenyl, Caralkynyl, Carcycloalkyl, Cozoycinaidenyl, o ern o

benzo-fusedC,.;cycloalkyl where the point of attachment is a carbon
atom adjacent to the ring junction, CsycycloalkylC.7alkyl,
b) naphthyl-(CR®;)-, benzoylCq.salkyl-(CR®,)-, phenyl, said phenyl
optionally fused at two adjacent carbon atoms to R, phenyl-(CR%,)-,
said phenyl optionally fused at two adjacent carbon atoms to R',
R'is a linear 3- to 5-membered hydrocarbon moiety having O or 1
unsaturated bonds and having 0, 1 or 2 carbon members which is a

carbonyl,
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RoO 3\ NS 15 wherein RL and R2 are each
i ndependently selected fromthe group consisting of

wapoddni2a7yCal kyl , . C2-7al keny!, C2-7al kynyl,  PCT/US2004/009589

C3-7cycl oal kyl, benzo-fusedC4 7cyc|oalky| where the

poi n 6 h
ri ngb [ ﬁf]c@l%sg): @8%80}\? %g%&?’(éggb 7al %?I %a@;ﬂ%:ﬁgocérbén asa

napht hyl pqnmttacwowmg Ja0nd he(eom,@m mqmi@ewlwhlch are
sai d phe fu W0 ,adj acent carbon

at ons to% @ﬁéh@ﬁﬂy&gggﬁ%%@g&syﬂﬂ%ﬂ%e ptionally

f used) Af°- ngdwa@@x\rsqgrab@méﬁ@@@dt hbt_Bfoarﬁfhdvfingacarbon asa
li near 3- to menber ed hydrocar bon noi ety havi ng or

1 unsatReiat eatianhareninbaViag irkgteroatomrmembsr l§@|$0ted from the

rer) oo i isins 775 Oy AR ERAIPRIELSR? actons

6- nenberlestefettemaaeiibeh ahictyiscAl=band aptiendliyi benzeffused or
attachnment, having ‘1 or 2 heteroatom nenbers which are

-N= and %tqodth'ﬁﬁﬁy benzo fused or pyrido fused, d)

Ar 5- e 616
o SRR ORISR Rrse BnSnRRRKS he ] 8P dchent anc
het er oatfusedm‘aeﬁ-nmhbm'eddwétemrymmvinybupzmm’neriosto?mg

of 0, S, >NH or >NC1 4al having O or | additional
het er oat@ﬁﬂ?@rﬁ%é‘f“% ‘hs -N= and optional ly benzo

fuseﬂﬁqﬁ REREAO vfxﬁ’é%@%rs@ Ph&iing ﬁ%he gj’f%itgbﬁm@nt and

I s phenyl "havi'ng the poi nt of "attac fused
to a 6- rfelﬁbdrt@a G}m@mmyllhdtemanw having ‘thmreatmm orember

b h - 6-5- 6-
e phenyISRAGRAPTE Ho: piAR CRPEe e Heer ¥ oer and
a 5- ”E"h%\ﬁﬁg b%rqr@@dlﬂénﬁﬂété}%aﬂorﬁ%@fhﬁéﬁ AMdREEhRE,

sel ect ed fromtheg_glqroup consisting of 0, S, >NH or

>NClQ)4§h kgikylgh@ndHbGwealgy!l0o or 1 additional heteroatom

wner ShElE K n e m%%‘rg%n%iv PR fdietisns whore

in posi tR?Jrsanmgfeﬂ eBSh Io$ al) [tdg)imsm;sn&ﬂé@\n@fh @)1 200838 of RY,
is suQstltuted W th

i ndepe F?d@ﬁﬁp9n§@Pté’c$€é§Ct?F’6fﬁm e QFQHPpCQﬂﬁ‘%tIrQ Ohgrasiky,

Cl_4al ky}I1ydroxy, fluoro, chloro, bromo, iodo, trifluoromethyl, aminoC4.4alkyl,
C1.4alkylaminoCqsalkyl, diC4.4alkylaminoC.4alkyl, HO-Cq4alkyl,
C1 4alkyIO C1 4alkyl HS- C1 4alkyl C1 4alkyIS C1 4alkyl C1 4alkoxy and

=Cr.4alkylS-, — - . e it i e e

R® is independently selected from the group consisting of hydrogen,
Ci.salkyl, trifluoromethyl, aminoC..4alkyl, C4alkylaminoC4_salkyl,
diC1.salkylaminoCi.salkyl, HO-Cq.4alkyl, HS-C1.salkyl, Cq.4alkylS-
C1.salkyl and phenyl;

or, alternatively,

R' and R? may be taken together with the nitrogen to which they are attached
and are selected from the group consisting of

i) 10-Oxa-4-aza-tricyclo[5.2.1.0%°|dec-4-yl, optionally mono- or
di-substituted with RP,
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20 hydroxy, fluoro, chioro, brono, iodo,
trifluoronethyl, am noCl_4al kyl,

wQ2o0saidgs am noCl_4al kyl, di d . 4al kyl am noCl_4aCkgiS2004/009589

10

15

20

25

30

HO Cl_4al kyl, CL_4al kyl O-C1_4al kyl , HS-CL. 4al kyl ,

Cl_4a‘;t§% @dggef}@é.w se.l%t.e.éﬂdfﬁﬂg @&ﬂ:p’%nls;sting of hydroxy,

Cl_4a

. i ndependedilajky ghyalroxC { jatkyl, tphengt, ongnaspdis ios tri-halooéubstituted

hydrogen, 25 C1.4al kyl, trifluoronethyl,

a¥n no%l_ll%nw ?”@X%W?f‘%’ﬂy'noc _4al kyl , \ :

di C1_; B I '
01_45'?%{% Cl. 4al 33@ é;fﬁgy%ﬁ?h’ﬁ‘?é‘ér'f&%?%?ﬁﬁﬁ%@%@éo°r1
Rl and Raddhljortsd heteeatonogetrhersvieparathed fram tlog aitrdgen of

which th t d .30 d t fromthe
oroup oA MEtS Feas Reaba) MeRPEL ArbFSlaH Gom O, S,

6] dec- 4- yiN= spiH 8PaNRY, Hé\ﬂﬁ%ooﬁ ordl nfsHigtdtéd bBAd¥ KdVing 0, 1
RP, 193 WD 2005/ 012275 PCT/ US2004/ 009589 RP is

i ndependdiitd garbendgaermbers whichte agashpny oogliastallydasing one

A L ey TR L Y
i) a 4- subetieenhesdRPet erocyclic ring said heterocyclic

ring having O or 1 5 additional heteroatom nenbers
separiiit @ penze fysatd-f mesthered hetesoeydinmingtsaiy haterpeyalic ring

SR DYDY G558 AT g e

or 2 car hitnogernbeattaskmert %ataﬁaftr dm-ﬁ&érbgﬂpgémmk gMd selected
havi ng one ar bop nmenber [ orns a bridge an
havi ng o?rolﬂg?,gz)- 5. SIS OF ?Ugn%t kavipg 0;qri Y addijenalginsaturated

fused 4- Edﬁ%@bﬁé\ﬂﬁg '@gg glfroé:é’éjb%)ﬁ hré%llﬁ%e&?\i/vﬂich% & QE¥GhYIChaving

ring having O or t1ona eroat om nenbers

separ at ed, flr @not Bdalmsubsitesnts fonathedenzent ring atly hrdfaving 0,

one car bagn mber,..and jsd ected fromO, S, -N=, >NH or
>NRP, havi 6”5?“":{9 §diti onal unsaturated 15 bonds,

havi ng) 8 4-2 nf¥mBered B0 BRENISy YAHBERD el ir*i’ggﬂéﬂ/inﬁ Oor1
having 0, 1, 2, or 3 hal0 substituents oh the Dbenzefe
ri ng onl ydgiwnabbetegoatom mepnbes sepstated &ons tHePnitrogen f

4-7 msnbeat g %%&1?[)9%5{%&{3% OF]IGQZ%I’E’(?FII Plne?nteerraonC gél'egterdlfpo(%n 0O, S,
having O
-N=, >NH or >NRP, having 0, 1 or 2 unsaturated bonds, having 0, 1

or 2 carbon members which is a carbonyl and optionally having one

carbon membei wiich forms a bridge, thie hetdiocyciic ninig fused at ™

two adjacent carbon atoms forming a saturated bond or an adjacent
carbon and nitrogen atom forming a saturated bond to a 4-7
membered hydrocarbon ring, having 0 or 1 possibly additional
heteroatom member, not at the ring junction, selected from O, S,
-N=, >NH or >NRP, having 0, 1 or 2 unsaturated bonds, having 0, 1
or 2 carbon members which is a carbonyl and having 0, 1 or 2

substituents R;

v) 8-ox0-1,5,6,8-tetrahydro-2H,4H-1,5-methano-pyrido[1,2-a][1,5]diazocin-

3-yl, optionally having 0, 1 or 2 substituents R";
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addi ti onal heteroatom nenbers separated fromthe
nitrogen of 20 attachnent by at | east one carbon

worobsan2and sel ected fromO, S, -N=, >NH or >RBPUS2004/009589

having 0, 1 or 2 unsaturated bonds having 0, 1 or 2

R R BRI 8 B o8

hei el—@a)éélkleﬁyl LCi. edyaloamcbr@hyl "fl\h%n?mtﬁéﬁ{/lt béﬁi;ggéyrrol 1-yl,

atons fornmng a, sat urate bond or ah adj acent

car bo@%n@@maﬁ#hybe@%tesmlﬂalkm rgpberyt @tmnzm b8hi -86+.galkyl,
nadi cooraprciodikeh MR ShRR=yn TN G SNRABE Tihereln R ana

5 j unctRoave indbpsidehtiyrseieded from HNE, 4aiNyl &rcgg\é@aoalkrym alkyl),

10

O, .1 or 2 unsaturated bonds, havin

Egylbggcn@h%e@kwsﬁh Qa@ caFpoRBFaabdhe %Ch@ ik, o
5. onctnayelf s ddfacchl RS, may b taken tpgeleryith dap paspons of

a] [ 1,dathamont |tcmfor8”+ g fusexpting aabl Isgldvaed franPihelg@lpZonsisting of
substltueEts RP; 194 WO 2005/ 012275 PCT/ US2004/ 009589
Ra i PNy &YEAYANd BYaidinydt ed from t he group

R, gl opy 62 SR i o

pyrrdialagen;, -0OH, -0OCl1_6al kyl, -0OC3_6cycl oal kyl

S ars S e s B v etes aad aemasensticaly
- N(REGBEEOReLI) oBieranflaartitiediforelfiependent | y

sel ected fromH Cl1 _4al kyl or

Cl_6cycl oal kyl C1_4al kyl ), -(C=O) Cl_4al kyl, - SCF3,

hal o, -CF3, -OCF3, and - COOCL. 4al kyl, or,
alternatively, two adjacent Ra, may be taken together
with the carbons of attachnent to forma fused ring
and selected fromthe group consisting of phenyl,
pyridyl and pyrimdinyl; 10 Rb is, independently,
selected fromthe group consisting of -Cl_4al kyl and
hal ogen; and 'enantioners, diastereoners, hydrates,
sol vat es and pharmaceutically acceptable salts,
esters and ami des thereof. 195
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