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PRI ORTY | NFORVATI ON This application clains priority

fromU S. Provisional Application serial nunb

60/ 679,133, filed May 9, 2005, which is hereawmmmmmm

incorporated by reference in its entirety.

THE | NVENTI ON [ 0001] The present invention- relates

thi azol e conpounds and the preparation of such

conmpounds. T e ntion further relates to

net hods f or Eggggﬁigﬁé ﬁﬁ%%éﬁ@@%ETﬁQP%ﬂfﬂﬁEfor t he

treatnment of hepatitis C virus. BACKGROUND OF THE
PRIORTENIVFORMAOIOY] Hepatitis C Virus (HCV) is one of the
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chronic hepatitis, and up to 50 percent of cirrhosis,

- ' disease, and |liver cancer. It has been
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or ongolng I nfection Wt e VIrus.

the reptraenE ofhgpaEia G vimsed 8, 000 t o 10, 000 deat hs annual ly in

the United States. While the acute phase of HCV
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proteins (NS2-NS3-NS4A-NS4B-NS5A-NS5B). The NS2-NS3 protease mediates a first cis cleavage at

the NS2-NS3 site. The NS3-NS4A protease then mediates a second cis-cleavage at the NS3-NS4A

junction. The NS3-NS4A complex then cleaves at 3 downstream sites to separate the remaining
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nonstructural proteins. Accurate processing of the

pol yprotein is asserted to be essential for formng an

active HCV replicase conplex. [0007] Once the

pol yprotein has been cl eaved, the replicase conpl ex

conprising at |east the NS3-NISSB nonstructura

protei ns assenbles. The replicase conplex is

cytopl asm ¢ and nenbrane- associated. Mjor enzymatic

activities in the replicase conplex include serine
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I NVENTI ON [ 0009] In accordance with the present

SUNMMEBRY IOPGHECRRRSESts t hat i nhibit hepatitis C virus
replication have been identified, and nmethods for use

of $000§] hebPediNESYIAtE pws@vmd@don, E&Qﬂ;ﬁ}]ds {hﬁk iR @ﬁa@iﬁélé wirus
esent l.udes .an es CQ unds
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an® Ehahﬁﬁ&h&aﬁlb Scdeptabld Jah'ssthér&? l&h&ﬁ%&rgﬁuﬂg q‘h‘u&%n L&A Wﬁ%n o%wpatms C

itis Cviral infection IS aspec
Vi g heop A P!l eompsle! ey i 95, fpinyengion includes
cofgoundyd oRFdqrfokid) , " OOt q Formula I 2 and
phar maceutically accept able salt or hydrate thereof,
wherein the variables Art, R2, R3, R4, q, r, and t
carry definitions t forth bel ow.
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Arl is fluorenyl, or Arl is phenyl, naphthyl, a 5- or
6- menber ed nonocyclic heteroaryl group, or a 9- or
10- menbered bicyclic heteroaryl group, wherein Art is
substituted with Rand RL.. Ris O or one or nore
substituents independently chosen from hal ogen,
hydr oxyl, am no, cyano, nitro, Cl-C2al kyl,
Cl- C2al koxy, Ci1-C2hal oal kyl, and Cl-C2hal oal koxy. R1
is one or two substituents independently chosen from
anf gphararacbuiidally acvdptble saltadx hydsath tikregfewbereirtteivaniali¢s, Ara R, Ra, Rs; g, 1, and t
a‘{_‘%%@ﬁm sgtlfg Jih beldQO0H, - SO2NH2 C1- C2hal oal kyl , and

and b) Cl-C10 al kyl, C2- C10
al keﬁq'yis ﬂu@ybynma}sw?{y nap@@y]@ 6’&?1'1@3’??5%”3‘1 monocyclic heteroaryl group, or

a $=3r {3-Rahtedel 8§ BE hetdoaryleRug Whersiy Arlmssntufbﬁ with RGAd R,.
d oal kyl car boxam de,.. or a

s %) e o e, Pty 5o o BARHRD hyroho Jajpos vano
nieg G-Crdlilyl, €:-OalkbrygCaChalodkyl, exd/Gefharalkaxit r ogen at ons

let p% nseer]]Q br 63@1) éﬁ?{)%:trtueﬁ‘ljs hﬁ&}é Lxdent%ch@éexlﬁf&x ra) 5}3%) nwheZe (5)9‘13 halogen,

Ry S5 PG i, SRS DNl 390G Gihblodlkoxy, and (6) - Ca
alﬁy% Q“%Yl&h)q at,ky/ a)]@@yl L QA lalkanoyl, COC,dkylekter, 6-0F BR&Ky Sfono- or di-C;-
cont ai ni 1, 2, 3, or 4 heteroatons
Cl" H’iﬁ%ﬂﬁ%ﬁ der 97 2@RBR e f r om N, 0, and S, wherein each
(b) Y & beathertY & Gi-Edalkyil, talC,Orcadrenydme Corontkymel, sactbertiptalip having 1 or 2
1@@9&99&‘3?&% odhs %ﬂﬁéﬁ’a@ alfcﬁ Qﬂ%eﬁﬁ ach Qw} ch@.i}{d r Oxyl am no,

CAal kox Cl- )
C2ha¥ savdegaen, CaﬁeFY@‘ia“‘@Q ﬁaﬁefé{flaqsls@yyl haferpeyRioalky). rRenyympRihyl, indanyl,

(@rcgcy@ram}l)mb MkdAO,LbAE- th 6-n&dﬂb&€<€tﬁ:tercﬁ@[ faRinkE 015 3 nsay hét€&oatoms
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\ ) OCH3, - C(O) CH3, -NHC(O) OH, or
il

%9@1 “8 Eggzﬁal"a%m NH S( O) 2Ra, - CH2- NH- S( 0) 2Ra,

- S( o}w&mﬂt(w@)ch NppRalentlybpeyl tma@qmém ot may g)ioiped] to form an
arotEH G GlrtidRY saturkiédJafBodyalic rivgls{fertdatiig 1 or@ings, eackif) haRag 5 or 6 ring
oh_%qxor?_Rb’ each of which is substituted with 0 or

“BAT B nore substituents independently chosen from

(), R{idhalogan dCO@H, -CONHR2C(030CE:; CHRICKly; - NHRIMOH o aming,-or
to 6R”§@¥ﬁa,%h§ 'RoaéIXZ-NH@R%M —sfébﬁﬁd-cfd%ﬁ{ R, Qf(oSiNH-CHZR -NH-

efe cl oa het erocycl oal ky
PR R R Fer o et P - S
si_xb%’gtut%&l Qat o %ﬂbh@ﬂ' rr]ﬁMJ sibs@tubris 1ﬁ6h@erﬂénél§mllic@ena&'td>bﬂt)l, @d\%{m@ﬁﬂ ®), or
I hdepenage ose rom (,C a ; [ C
R S PR B il oo b
cydfaBy NiBeteroFEIR) I ring, S(aBidyEIR: 8- ©110-nERtherkdiztckoaty], eashf which is
%’cﬁ%g @Lﬂ? @l)!}i)gé(yr’mo('éjsklbéu e&%n&%@ldgﬁﬂ:y ’chog,ln fggha(w(@)f Yand (e), where

,. hono- an | am no,  _nobno-_and
di - (25 heiaw@ﬁwéwzmw GRS D -C N -C(O0H, SO, C-

cqhaﬁ&ﬂqmldgyjzﬂaﬁ,mk&gnam de ClC4aI kyI ester, each of
whi ¢ S. S r_one ) _
sulbs?‘plt‘su% ct,f:g%tl #&gﬁgﬁﬁ%#ﬁ §?1k§ﬁy JEROT r%drhecd% kyhag}"%fglélﬂ?o' and di-(Cy-

(hylkiearydxamisk,anone-\padi(s-Cakplsdfonaniide; 6;&&11@(«3@11\»@},1 of which is substituted

\%&(031% rE(gr‘Q u%!fl%lentgﬂid %ﬂe}ﬁ oserpp&x‘?f)xoal{m)gen hydroxyl, oxo, cyano,

am no,
aghinog yitro, @@)Wﬂ, )Cé@)%;@é@l\@-b C;rﬁgﬁ@xy,@?ono- and di-C;-Cealkylamino, mono- and
di (G -C4al kyl ) sul fonam de, ( C4al kyl est er
Cl- C2hal oal kyl , and Cl- C2hal oal koxy; and
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(e) (C3-C, cycloallyl)C0-C4al kyl ,
(het erocycl oal kyl ) CO- C4al kyl , (phenyl) CO- C4al kyl, each
of which is substituted with oxo, hal ogen, hydroxyl,
0x0, cyano, amino, nitro, ~C(ONH2, -C(O OH, -S(O NH2,
Cl1- C2hal oal kyl., and Cl-C2hal oal koxy. R2 and R4 are
taken together with the carbon atons of the thiazole
ring to which they are attached to forma C5-C7
carbocyclic ring, which is aromatic or partially
di 4O SELI15EB6kamIdB, thého o AI OGS AIkyfsifobARibK Y, G alRflesteC U hiR6hiky), and C;-
:624 IS de ogen, hal ogen, hydroxyl, am no, cyano,
Chplealkpxys@ad c2al kyl, Cl1- C2al koxy, Cl- C2hal oal kyl,

Cl- @2al- @,ayckaabkyl)(mc.,;um,r(ydtqro@ﬂoaml)Cgsclaﬂrkle@hmgfa,tmakyl each of which
[ C at
is Mbg%ut&w&h x]; ik ?}%Jdl%g)h S I‘ C y C @Q? 5% @éﬁﬁ{d 5.

occurrence enyl

-SEMNHe -Crigelislralicd cpnd E1-Eha'a#k8xy- each of V\,hl chis
SUbsi,iahdik Sk tieh fboBth@with BR c&bor AR oﬁﬁbﬁﬁéz&lé‘ﬁﬁu t® which they are attached

[ ndep ndent | QhOS n fromhalo dro am no,
tof Cciﬂk%%éﬁf E’ﬁhﬁ aaageer 8%&%1% e?s Cl- C6
al kng,lswasgam @ (E4hlkyladrk®(10)Rs opti onal I y substi | tuted

WI t e h
g] %g oght&}/ ?Ecﬁ’ééri a:gm&l %% F EQ& ’I 2a1koxy -Czhaloalkyl,
Cree eloallfﬁéweah@@rl ‘f*elaemgeth?r viith Rgto, forzlarélg 2 | s o or
1; tr,jis nereﬁc[enﬂy ch'agwl #] eh dm&urré’(c@ fiomt h&&bdwaanqﬁ q;aar;y] ahd) 5- and 6-

anot er resel i on_include
PO PR ICETIPdr SEUHBOY P GREt BB Shigeens indspndondy
closamioordioganf hvdmeylmremlemanq, ﬁvémlkyb and ;60 BEPpxyl N anot her

as pe}% is éf:or oL n%{elg e r&fk&']oﬁ pﬁ Aaﬁg GabsAfiid p\LD%VE ql%gen hydroxyl,

met hods ition epatitis viru

-GEYH. ehanyloer “BFHaAYOLbPRsBinds of the present i nvent| on.

[ 001R)] islonaAlky1t fiRhylaSPR &S 6- héifoeRidGRRSaryl VIS0 1,9P2; qis O or 1;tis 0
i ncl udes and provi des nethods for the treatnent or

ophapdarrbiarerotheidtitis C viral infection. [0014] In
an appagtn adohr 25636 88 brelcAMBR koA hcludss|aHE S 6vidl Phh Y8 S

a nethod for treati reventing hepatitis C virus
CQIEPOSITiQNg SPRERLISInG ?Pmr*i’é‘é{‘}g?fﬁ%rpé%?m AP met hod conpri si ng:

adm [oDEX] €ih huvghet Bpdct) the pesthy ieehtichincidesiaind profida mehogadatiie inhibition

ﬂep{%% E%‘:@s §;Jh)ca(u]oh %‘?Ag%@ﬁ%fs%?’{zlgb’r?%ﬁt &Je%tfo r m“ a g: g) !

- phar Wﬁ@édtl p dmtheryasngetctppressit gnvengion incliges Fraﬁtpeowqm @eﬂmﬁg fopthe treatment
ofra&@mnlor&patmcwm,mM%e hepatitis C vi rus is

aci 160 0P afFER5 @ s gaton M ng profiy agistod o Elcns o

pRekiing Iepeitied virg it haibRetp wed thersofcsaidipiethad topriving: hdninigterong to the

C r h
s{Fan 3t Pk in BB Hbls GRS coifndlor SRAE, UPED). o) G-,
(end1-Drape Ate).ona phiafmhacdicatly peserptableaplt, iydugiel erodiug ercmwbplﬁe thereof, where
hgpﬁatﬁr (@ﬂﬁl@ is tleed d ﬁret'é?lleh O’E‘ﬁéa_rll_;%m E%@dgé&éﬂluﬂ@ﬁﬁf baoiihl%%tered to the subject
exanpl e
< RUERITY BTN OG0 ST IR OB SRS i P foems such o
onm_mommr artirvirelregehet ai |, it nmaybe hel pful to provide
def i [HOH é] Oﬂm%se%d other aspects of the invention will be more clearly understood with reference

to the following detailed description, examples and claims.



certain ternms to be used herein. Conmpounds of the
present invention are described using standard
nonencl ature. Unl ess defined otherwi se, all technica
and scientific terns used herein have the sane

meani ng as i s comonly understood by one of skill in
the art to which this invention belongs. [0017]
Forrmula | includes all subformulae thereof. For

i s L R TR R

-TERMogYLOGY | - h), and (1-i) and the pharnaceutically

acc I al t.s dru I at.es, I rphs,. and, .

F her DhBY g eebu R R e i B R oy &ions o
cerigimirsnsid é?e vshdhergmt ¢0gfpyud‘e‘mfrml peesént inventibruate dgcrébad/using standard
nﬁﬁgﬂﬂﬁth@ NMBhiess déﬁ%m ﬁplgchﬁ%? rm?@écﬁ?ﬁﬁ%rt s @S%ij] K\c@ém haSe the same

all pharmaceutically accepta e sa
"’Eﬁ‘l‘ﬁ&dﬁﬁ aenmoﬁvemﬁwt%?g Y one of gHbia ififcrtas Witelt tis frgertion belongs.
i ncl [oeles Fadmuld Iasichmesadl smhule@mawnﬂe,exmw Réthil inchabd ®mpounds

oAUl B, F 9 -2 SR P (D (G e ety
aﬂcaptab@ﬁelts 'rapdiugd drydretes, d@yrmrﬂls and thedetfat i on of quantity,
but [rOQf:S!P Erhe 8RB Bk %coﬂa@s%@ﬂl%%mﬁguné’st thit ?%' FQ%LquinJlJaﬁlg any

referenced item The term"or" neans

e?agi?qﬁrhers.,- r@f?ﬁ’ﬁﬁe? g}idﬁtgremsomeﬁa%wq& as alb -ghﬁ'g]agpgqqu.g}" accg)ﬁ:gle salts of such
cOmyomidal The Iil@asea‘ﬁ &)rﬂp@udﬂle)f Esagh Uﬂdﬂud@.&alﬁﬁﬁﬁ‘oﬁﬁﬁl@@nfp%@ including

n i ncl udi.n
<4 e WOt Bl o2 oot Hs ettt o
ser vi80P$ The tee?'ﬁo et 4nd figh” de pd dﬂw@fa liméthtéom of qrgntity) dbirtvratiohy dénbiy the

pk%n@éaﬁ B 160RAE @R riBkhtBd &, D @mM:dr iy Bunt AGd/bAN IR terms “comprising”
unl e ot herwi se indicated herein, and each separate

W‘I“a e ‘P@“di‘“ﬁ’c R SPUFBIAR" 2 19 DY W9RSTLFses PPeRisd . eapipg
m/aucang, bun dét Uinttetetb )y R éoitatioh efkatpey ivilues Than@dgRahdit & sofe as a

ngﬁ c%f A rErih C%H%wguagY 0 eacg\lsil:})a%%gevﬁlég %gig% grgtﬁp 618 fpnee, unless
ﬁ@?‘”@? Wd@ﬁﬁl @@Up@ldfeéﬂhﬁmratewalae is incorpdrkted iptodi@rspesificaios as if it were
ﬁtﬁ&ﬁlw r&:ﬂed Heﬂ:ﬂi Q% ﬁlqpchx% &l ragées Qlte%fu\%cﬁvﬁthﬁl tﬁ@{a.{qg\é and independently

cont r adi text. The use of any a
c béﬁ‘i%lleeél g °d3é‘s’éé%b¢5=9 Bisin g RAIEP 101 eiHabia Ry el yheryie
indivhredicbeth drethedwyse tlarly@bit@dictd ByU:SﬁtE)a.t 'Ehetda@oﬂaﬂy/zﬁiﬁ am 8BmaRLor

oF R reeb oA o b, b ] A5 R i s no
pass @ dinftation o1 thmscorginf the dhvension mi Mbngdlsa«slalmppd INpelerignege dutye specification

siRIAbe Ecﬁih&[ﬁ&jas%m%an ﬁonﬁ:‘l\’ﬁﬁéateleﬂentta.@esgéﬁﬁal 9&9@1‘3—5&1@3 SHhe invention as

%Qﬁ |nV§@ used herein, Unl ess define

il e CeBBRAeE snleimisel i oM 11 s Behave e pope mearing
ah:a\mmrhdnb' uB @R OB Brierof skilbi the Srt GOMMANThY inveielex sdoagd by

ggleo 0? Lilil léééfﬁlg?ltt ap 10h8 q{let comHoqu]s o‘f p?rmufa§ ma{r] }éogl E{llcﬁ%‘g gd??aesasymmemc
C’Gmeﬂﬁﬁumﬁs sierpogeriy captsrst in¢ludingrebirab penpery gereagynivrees and the like, e.g.
@hﬁﬂﬁﬁ'&:ﬁb&x%ﬁ)ﬁls as 3} R LRPERICcal Bk ﬁxrd?ﬁferén@ &éré@éoﬂxgnc s ¥hese

centers, stereogenlc axes and_t he

CAAROHRHS £31 e TorEXaiaRle, FeemAtes O'é,‘li’t‘?aﬂéf‘“‘f’h@”%so ﬁﬁwwegunésawh two or more
agxin@tric ielametits ﬂxed'eeﬁlﬁpo‘iﬁce R:ﬁﬂid&iﬁmﬁllly e rfiRB of dH26mers. For compounds
h%g %\%%nn?e‘?rlc%gnrt]erbet sho % be gﬁ%r oo&nﬂrf)t aﬂc %q%%ﬂggg,lggrﬁ’ grld%ne}xm%s thereof are
asynmetric eIenents these conpounds can additionally

be mixtures of diastereomers. For conpounds havi ng
asymmetric centers, it should be understood that al

of the optical isonmers and m xtures thereof are 5
enconpassed. I n addition, conmpounds w th carbon-carbon
doubl e bonds may occur in Z- and E-forns, wth al

i soneric forns of the conpounds being included in the
present invention. [0021] The term"chiral" refers to

nol ecul es, which have the property of

non- superi nposability




of the mrror image partner. [0022] The term
"stereoi soners" refers to conpounds, which have
i dentical chemical constitution, but differ with
regard to the arrangenent of the atonms or groups in
- space. [0023] "D astereoner” refers to a stereoi somer
wWth two or nore centers of chirality and whose
nol ecul es are not mrror inmages of one another.
Di astereoners have di fferent physical properties,

enfontbassed. M hdditiog cpaponids ,wnb @drbdni@rbPPidubie borPRG! deddr in Z- and E-forms,

ropertie reactivjties ures of .
B Pt i 2 e S PR IRBL R AR BRI § on
anal[§2il k ahe g0 TiddiTretsrs oumadiecalss, ehigb have fha propsiy 9f non-superimposability
o éﬁ#ﬁyﬁﬁ iiRN in the presence of a resolving agent,
or

rona raphy using, for exanple a chiral HPLC
col UP8s2] [T tmtgq;] stepepiSHETs) Wéqr%w ceragogpds; whighhgve identical chemical

coRdtiatien lb&m &lﬂofe aad ﬁmamganenmr tﬁéht@ﬁs%r groups in s ace
one anot

non %Qeg %
100 A B PR e EhT PO T SR BB BT O whose
mplequiek are g@mellr@,{llmggei af lohegapotir. anstEiaan@sr have diifrent physical properties, e.g

myﬁgﬁmfs l}n‘T B&ﬁt& %‘g@{l rogémeglﬁ egr v1t1-g§ l\gﬁm%%&%l&teréomers ra\ay

Seth%wde@lgh rge@?%ﬂmlﬁchﬂu@ﬁ such @%ﬂ*ﬁc@p&wmmhzeq@gmhe
pr&s@ﬁtfé oW ﬂeﬁﬂ/vm% a@@iﬂ%r chl'dﬂtﬁtograﬂ@\ﬁbsm!ﬁokexmﬂxﬁﬂb/clﬁ}’él}ﬁ:ma?column

Q
Cg&#ﬁﬁg 1onfers {e(ger? ot%;vg?tgre fhogxerspo}l gF]OénpS\f,n whlch are non-su;}/enmposable
npﬂmmm%p&fammmwwrllght In describing an optically
act 1}[5@5? %m%glcaltﬁﬁlﬁﬂh?Hd)é%eﬁoﬁﬂged'he&fn g@xe?zﬁ'l? ﬁoll%w%r £ Parker,

Euse to denote the ab so ute conflguration

fignanvo£C he84) ](/Ig?rawﬁléBkaornggg New York; and
EHHII,CE dndow 1166"’5). cd)cﬁenﬂstra bﬁ)lﬁﬂl‘] @ﬁ%uﬂd@(ldﬁﬁ TR &Ry &Mns, Inc., New

tati d | t by the.
VBt RRe o SRR PAYe R A bk iy g e e
plae\of plartegtotarized lightclo ﬂﬂm ap ppicaliyedtwicbhpofird) the prefixes Dsand L or R and
S Qx%)ﬁgeﬁ% Sh&t @ Yosolfi@ Eon?i gﬁéﬁ‘éﬁ Bf tﬁ%@ﬂs&)@l ab§utt {t}’cﬁfr&i r &rter(tsﬁ ?ﬁeepreﬁxes d

stereoi soners are identical except t hat ér
andi 1 oF @ andp g6 smplpyed trdesigrgteressisn AL @bﬂéeq ¢t planespo leqshhgbtrmhe
ctmiﬁSmﬁll ®ith @eor ﬂfeﬁﬁrfg&ldit ‘lh@coﬁﬁ:oﬁﬂ 1§19ﬁi%tét&m comPBAGhd Brefixed with (+) or d

et e L M R RS I ———
miirsor imagésant pepcindtler s specificatresvisemerimaly Bisebegeferged t@s@menagtiomer, and a

m‘Mﬁlr@& s MsoRfefs lx'sroﬁ%@a[l&i &Q%&oﬁ% rrﬁ)ﬁﬁg Anﬁ :50 mixture of enantiomers 1s
stereosel ection or stereospecificity in a chen1cm}

refesrad 10j26 A rapTMiH ERBSY 2 rappipaty, Whigl mey %Fé‘éfrﬂhére Hesethagrbsen ngrppreoselection

or dte@ébﬁimﬁﬁ{y il £érRinicaltr@ctdn oeﬁbldeEED'll“ltherfﬁb hdt@ n@ktufeVehd “racemate” refer
enant rrerl c_species, devoid tlvity.

<R e3P ES il Betr SRR TR &S omer i ¢
f or ni9026) Heharerp@mpound exists in gariohs tawtoradic fayms khy invertien @fnot lingted to any

oﬁbQE ﬁfegﬁe&ﬁte QLU&)BQE@ Mgt ratpéf'incfu@éstaﬁ Eaufoﬂﬁh&‘fgﬁﬁ al | tautomeric
forns he i nvention includes conpounds of

For nﬁQP%ﬁ | The g\YPfﬁl@n Bripdep epsppynde of Fogpulpldievieg all:pogsipke isotopes of atoms
o&ﬁﬁiﬂﬁ fnl tﬁkg;ohlﬁmfnhbe Iﬁfbﬁ&%ﬁ\d&hoée%f&r@ B%g'ﬂ&%bxh’eﬂﬁorﬁx@ﬂﬁﬁ:er but different

mﬁ% glgmlﬁersﬁﬁé/? ey OE%?”?}{% )(i-xagﬂp gaé'lﬂ gﬂtg?qumg%? ésotogeﬁ 8F W%EOﬁmclude tritium
akd deiteriutmi and jsofopaob@emn fludey HE, Sgemdiec| ude tritium and '
deuterium and i sotopes of carbon include "C, 13C, and

14C. 6 [0028] Certain compounds are described herein

using a general formula that includes variables, e.g.

R Rl, R2, R3, R4, t, g, and r. Unless otherw se

speci fied, each variable withn such a Fornula | is

defi ned i ndependently of other variables. Thus, if a
group is said to be substituted, e.g. with 0-2 R*
t hen




said group may be substituted with up to two R* groups

and R* at each occurrence is selected independently
fromthe definition of R*. Al so, conbinations of
substituents and/or variables are permssible only if

such conbi nations result in stable conmpounds. [0029]

The term "substituted", as used herein, neans that any

one or nore hydrogens on the designated atom or group

is replaced with a selection fromthe indicated group,

pr oMP@&H Cerwért cotnp@indschessdegmibt dtdreil 16ifk & ganenlfadmulsahaginci@des Sariables,
%‘@t RE RC ﬁe‘i?q Qs Aﬁvd? nhibe oﬁ’lm rgeﬁﬁ&t edcﬁra@éﬁe &' %Subh a lggrx’nula Iis

ens on the atomare’'re

de&ﬁ%mﬁepf‘@d%y @g othexvagighless k1 if & groupds daid t%lbﬁ sobsgtutsA.cgowith 02 R*, then
saRil ¢ brlag be éuﬁ&tuteﬁ witEBﬂ) RAERERD groﬁﬂa BndO i ESPOREHHALE is selected

ns rn For .exa e a
m&)elpenderﬁ{y ]Bl;éf d? r{ltéoa gg oél (9 c%mbénaaw o%hséxtue%g%/?g}oh%f@gﬁgn
pepﬁlssbjcbgﬂy if swelin¢ombiatibhoresulicin stalid @mpaimds. per m ssi bl e only
i f [§M§P TE@(@Q{ @égst!ltgtgg’ 55%&1' lkreim%%k%it ygo%ggror}ilcgg E’vg?ogens on the

useful synthetic I nterned ates
degignid @togior grO¥RIP Epieed With A selection frapt e Jadxeemmn,@rqvwa@ thatghe

deSx@ﬁeftdthoﬁﬂtnbbhaf\QEH&tls AP exebdd¥d. Weheh B bkttt 1@ bRN.& =0), then 2
qv subse into an

hyd1f'o1gens on [1]18 at?rﬁ grre ée 1ac 5 haeré grﬁ{ngtyc[erﬁfé\%]oarr%%hsg ?y an ‘)xotgﬁ’éﬁ’ the
an pxgat]q@)mg besplaedrvy thwooxteaaméngpanraug yyigwhied tig. Beedarhie a pyridyl group
subﬂﬂlt&%ty BxFis %ﬂgneoﬁomﬁ‘iLMQWEntﬁeg{s af/t ldg—%agle 4 ﬂe‘i‘rﬁlssﬂge only if

exanp C8cycl oal I's attach
S“e%f%wafefrls Fﬂ%‘ 2 ﬁﬁerfwaﬂ@d% wﬁul Pty ntproedas A stable compound or
stabfY seAdtery 1s mebrtd &bl iRl @ SorAgbuad tkitlis sgificiely asbud &f uF B[ 1BRES Fbm a

tach h Al k I
B GEAIR, L BB 5l Bl bt Rt o i ¢
t he [@QiilOb drdaghf ("-{ it ls@btdbetyreennwo ldivers trgsyinbudd islioked toi iididate@ point of
atﬁ&{mﬁtr f@xda sﬁ@ﬂ@g{t‘ 21 ggﬁpleF%Hzﬁﬁs%ﬁﬁﬁp g?a%cé%%%é&gh%&% SHPof the

i S an acetyl group havi ng
met e (Clkieq%ed herein, the term"alkyl" " includes

bot r{omlpﬂamamyla Iy agbt grefpai &fﬁ@th@{eﬁlt a@ﬂche@ﬁﬁoﬁé}% lefo ((C=0)-)

o S S e S e A o e s o
beatgon%udect 1h d@gwnbenedsv hen @cmtso Foresamipde 20, kligdnog izaup s ah saetyhgroup having

thb FRid chi@ed®.. 1t08 1t06 1to4 or I to 2
carbon atons are [0 “Al kenyl " as used

her 0932 45 8fed ferein. §l?ert%ﬂmg Hkylé’lﬁ H‘C]Bi‘eé eth Brgndkgrang stesigbbhain saturated
aliphﬁic Ihﬁdr@ﬁdﬁ'ﬁlf g:r&lpﬁlgaw@mi‘e @Ecd@&ﬁlh&bﬂ&ﬁh@&ﬁ&&ﬁjﬁ general]y from 1to about 18

on- ur 1n
cagbon aftom =t on 1{1 F]ome e %édlmentslﬁq?g%é'ps %r ng d é% i;q, I1 BJeBdl to 6,1to4,orlto
2?@%@9%%%&%@/ have from 2 to about 12 carbons
at 0:}3803313 r‘ﬁfk@rfyf eagus@!i K‘]@gﬁ( lmchggs%ﬁﬂgnt J.n&‘@@ Eyo?clctﬁ%grmh%msscompnsmo

gro t hosé al ar oups rom
o1g OF BER ugfﬂaﬁged caébog—car bopgs, whtich gy oc%ﬂq & agpstable neink alpng the chain.

Al gsups Beserited Eeseuoﬁ‘ypxadlmmel frogi 20l fut 10 @hrbéhe atint) emé&‘ened alkenyl
rop en%qﬁ 1and but enyl _groups. [0034] "Al kynyl "
ETORPS Arefieb pLienylierRups, thats allenyh gxgprs wngcffoahctﬁé@u b@e ana%ﬁg C2-

Cg ICai 06, adiprd4sikamy] gromR. Branipls 6f diehyp gxaugs&rcmaaetﬁeaylbﬁsbenyl and
bl rlld ok that may occur in any stable point along the
%5% PEuch as 7 et hynyl and propynyl. Al kynyl groups
des dpi3ge dAlxerys a8 udely mréiﬁ,l thajudbasval glft bosAnchdd Byd@Eatbbn dhdin comprising
t r r ed al k n; [ QUPS. are I
or8 3 BBl B corlo, BB Lt oM o BT o B i, g o
about 8 carbon




atons, e.g. C2-CEO C2-C6. and C2-C4 al kynyl groups.
[0035] The term "al kyl ester" indicates an al kyl group

as defined herein attached through an ester |inkage.

The ester |inkage may be in either orientation, e.g. a
group of the fornmula -Q(C=0 al kyl or a group of the
formula -(C=0)Qal kyl. [0036] "Al koxy" indicates an

al kyl group as defined above with the indicated nunber

of carbon atons attached through an oxygen bridge

ethfnyDan}i propyegirpiiemylafoups desctiped Harinutghicallphalve fore 2 modbout il Mitatbes atoms.

Preggn%d %I%%%/'llyiﬁ}g%ar§ fgglgr)%ﬂnﬁ gB[z}%{ztgosX Elk)glg?éng@g %&(f?g%om %%m 8 carbon
atofng, §gefit ©x §F7-Crn éofferft:@ligmy! Erﬂmx oxy, 2-hexoxy, 3 hex oxy ,
and Q§3 ﬁﬁﬂé)férﬂﬁﬁll@k‘éter’ %1@t&% ié Verbh Rieh Q%Ye}euﬂﬁtab'&@ Ghrou gh

her the term"aryl" incl udes ra icals of
an ast@riﬂk@&@ HrestsT btage mey byip eithes pponiptions e éf?egrht}mtrfdl@eefnrmula

ORI @rodb REHHR GRATBLICASPAYf. @ parent aromatic

ring system and containing onlfy carbon in the
&

ar otta36] ¢ AioRy’ iegicares Aryaky! WW?‘F e §baYFsithadleindippted ngmbgr of carbon

atofhs Bk ﬂﬁodgm arﬁoy@g’&|bk1@ge§ifd a lEgﬁﬁﬁeB of a1ko§bl ihbluaer SrRtein6t limited to,
bsti t.ut car bon or

urther s
meﬁ’ﬁﬁ’ gtg?l%d%prgqogﬁg-pgp%r% o mebé'l “to’é}’r 9-'per6qxblgp;§ntoxy, 3-pentoxy,
isop@rteg infopéntany, Zheepar-aéexy, $-isex, acik-pentianbx: CAgsalianggroup

fro t Qs o t ar ¢ o
OB RS % e MBS DL

remaqyR & om fptciergen atpe o8 & HRAIS RHET Hm GrA PR Heralg ang yigpd pegtaining
onB c@rbéndn the Biﬁﬁmﬁfrﬁﬁ osmgur&bﬁahcemgd HaGe G+ UPeldchiards in a cyclic arrangement.

Su(%ﬁ%%ngﬁgglglp%p Con F@eﬁ aubgltut%d w1 c?r a%rgiqxﬁ%a%bgﬁgﬁ gorgor&%sl. yl‘ypical'
ary3 gebupyeortan éwélcbﬁma]% Pheihgripergiam dpgs 2t fdm 6 grabeip $2 tinpetomd.eyithout
hetfer) oﬁg(é 'Hﬂ%‘ ﬁm ;)Jx]se F\Mﬂere 11{21%3& zl}M | grou%swgl’ég Evﬁgcltated %m{ﬂFlmution may

2- na %_,an -pn }/ car bocyc
mqh}dﬁ leww Hayeemogrgd Ssmfdgé c g@lwd%ﬁﬁﬁpﬁ%qﬂygfﬂtw lror%g%ﬁroatoms
inde SRl EHIGNBBIN, OF AddSO R fdsﬂnngr fefhleRs 4-Jaw1&adlw,phglyl group. Aryl
car boc%cl ic ring conprises contains from

RiRerde. for sxagrle. PRey) Aphtylopglufing ! - maphtgyl der% P@hthﬂrm%l’@henﬂ
ar e [0088]i ke&ruoeycﬁ@ﬁﬁga 'rrﬁy B0 06 ITRRY, DrndaR Cor eﬁfotmgé/ Sdnﬁfmng only

r|3|ng ’g; pen dant, or spiro rin 8]
°a{?8?1't“?% TP nT 3@’“13 > 3 $ETPQCYRYC HREASBPESes (ORPIBS °‘6f‘ ¥Pe8r%g§§mbm (rings
haGiRESbh i 6 to @ ring MEGHes/atd recitadbiy ch'&maanrbydiﬂnélﬁ) kyd carbgcfyﬂI;-.l;}[l:omprlsmCr
,_each ring i.s satur 3 artlall sat rated
%F’CP antoof SPiQ rimes fypic V&%m% to 1%{1 qxge&t&ersoﬁg ess; oﬁn@rwme specified, a
carbdyblie may beer qycloalkyl vl e neath ik is sﬂtula‘ad)bmmymﬂlly gatigat@i pooupEy an aryl

gr&ﬁgs{ gl 1 dp)ét ﬁ@ rihd e he %ﬂ I%: iE¥mdik N A &fbo&%f?é%%%?‘ge e linked

at a sta npound resul
vig minemréebseta% ges) frevideg fbet@;fsable sepgFquagigesylis. (Vghen m@#ﬁbqa@acyhc
grétps, Buch a94- fo TRERABHQIChr §'10 WRSmbdIRYerddPs, SidiBd dubsttu®d. Representative

SRR B BAe T Y POL o IR prfome carosyces

arpraefoeycleehving b biogly thg such axpbenybant) B¢ty ¢4 resntead cyvipatitylgrongd e

rin h J o
or o2 [OEB i ot el BeF AR Mg ctiapr
hayfig g the gRreFified nymperof easkpn hwﬁ -odenopstc erlagiod evups, typl dalidarggrom 3 to
abbit® cEB&Cnk B hs BLEEES ton)ou@ﬁEa%H rifd 6. EMMIEWEyiGalkyl groups include

§C|Oﬁ|K¥ %g ﬁ%‘%ﬁ &ahigaqave from3 to about 8
oygl iyt BM°¥*'0 about 7 carbon ring

atons. Exanpl es of cycl oal kyl groups include

cycl opropyl, cyclobutyl cycl opentyl, and cycl ohexyl .

8 [0040] In the term' (cycloaékyl)alkyl , cycl oal kyl

and al kyl are as defined above, and the point of

attachnment is on the alkyl group. This term

enconpasses, but is not limted to, cyclopropyl nethyl,




cycl ohexyl met hyl , and cycl ohexyl net hyl .
(Cycl oal kyl ) CO- C2al kyl " i ndi cates a cycl oal kyl group
that is directly attached via a single coval ent bond
(i.e. (cycloallyl)Coal kyl) or attached through an
al kyl group having from1l to about 2 carbon atons.
Simlarly in the term"(cycl oal kyl)al koxy", cycl oal kyl
and al koxy are as defined above, and the point of
attachnent the oxygen of the al koxy
" ( Oy OPBhIKE Sep é(F’k‘g’éWlMWb @siedlod Md;ﬂllqk weigs defingd alioge, and the point

oﬂitfa@ﬁlaﬁqs Jn"ﬂlfeQH@hgr&f}} Ty ﬁﬁl’ﬂerlcérﬁ};ﬁ?s&, b{t%@-ﬁmﬁa td é)gﬁ)propylmethyl

d/ - b
CY"E"&‘?"EXHI&SWE F@&ﬁ@‘ﬁg}f%‘i‘%@é lf?aﬁlﬁlﬁy%@lmﬁfi{ceé%%dml group that is
direckik yttachitd (iak kiydl@dovaient tendyi-e. (by’tldalkylm’balkflﬁor&ftkyédlhr&% an alkyl group

1 O 1mijar vm e h CYycCloal 00X

lfo) SEH0% 058 ERSPETS oo USSR B R o
a‘éf?’@’r?ﬁe as fefigeraboygsand ée goiRieof etraﬂluﬂepfathmqygeﬂ of the pliéxyat es
(@tlbau@n)amcbgds aBdiodlky @b@hﬁat £ B@ichkadhrbieh aQB;SrFé?ﬁml?éi‘V' ng

ﬁﬁﬁ‘ﬁf nunber carbon atons, substituted wth
&SHJéﬁ Sgen “Ett%ms mongs AR o df- k)P opamifle; dncluges,egr qypgf formula
(dk}{hbmHCEO)ﬂ anditakyl ORIyIDING=0)-ai wiieh thExayiping sk groups are independently

A e A A e R N
pent 9421 u%fr‘lﬁféglﬁw ‘W@Mﬂndmm pefbriesksd'and W@ghtah@saﬂa'l groups having
tﬂé&bd@ﬁkckl}ﬁknb&r 0B EiPbod StoRlE, fshﬂaﬁgte@b@lvﬁor%&%ibg& attJ?rfsoéLégé?all@l?:p to the

en
e a8 roh b kTR e OB G AR o PP ar apfmite o,
triflverogethyledifiuoropfethyln2-fiporesgghh tndipantefitdraathyl. a subst i t uent
b hal ogen.
[004@g ﬁl—@tgé)?g%?y@&cggsuag%l §'ﬁ§§%la%lg%fﬁlg A@aé‘saﬁ%fﬁle ar 019& an oxygen
Qfﬁup wherein one or nore carbon atons has been

repl EDABK}! ‘Waloébnﬂﬁbﬁisé'lﬁfereﬂntuﬁmdesmﬁmﬁxﬁmhg brohlﬂleaarﬂd 1od1ne In the context
i ncl udes an ary group

oF Pt e S GHERL PR BB AOPE AP SUH AT SR
been[00&p] ‘ﬁ@?@mw”mhummlpclwbi an@Ey@ Brousd fvhéreih bitror more carbon atoms
hg!reéoeﬁ{a 1?[?%&% \?nhllglggt Igtg %{% %aﬁnfﬂg in %n%mZoc[Eg{rg l}f:?eromiy mcﬁlXes an aryl group
apfefipcd herpip.yhetpig A or mgre parbop apey ks basirEspleded wisnoxyecomitNgerQor sulfur.

Ftttbaly] mmdehsta[b&fmtd"ﬁ-xﬁﬁnﬂeieﬂl Somblc R a@ﬁhtf&gmgsa&m:bontams flrom 1to 4, or
clic or rcycliic

P‘H?er%%'{ gluya &eﬁPﬁ‘@mﬁ 75450 NoReeag S Vi miBReEetpns eing cabon
Pkrem dlo lrr:iudq stablie bigyotio ottagyri® sfatapmcantiining@at le@st one 5- to 7-membered
aRﬁxﬁfxceﬁn% Wh%h EJn%ms ]:rmtﬂq tg3 o%&ﬁ%ﬁ?‘frm toc’h g&eroatﬁ ms cmsw]from N, O, and

, remal ni ng ring atomns bei
5 Wéh e w%’é}s beife crbam gV EEn tedae) mmbar RES 49d Oeatapasrity fhe heteroaryl

gehp bb{heeﬁé(l'; @RsthetkroatbRESENdI 8L RER ﬁidﬁg&o@{exe 19 ﬁreﬁgédqﬁa% B tcka(}’ number
preferred t he total nunb

R Y, LM AR A ML Lk S L
n@mbek pf § and Patomis duthaarboyatip hedrenyeleid nothadre thirel. t ot al  nunber

of S e a % 1 containing from 1 to
o SO B R B B0 LB b A o 1

apqye  higracatogps §*Z§’F°E§1rf5’%}éi Gromice Yl temaiping tipe %mbamm ¢anigpn far @ paturated
blcyéh@ rin@dyEteth ha¥ing @t 18405k RNG, o B Ao Wmehlfamgxg a3lbeRig carbon.

N By e o e SO e e o Sy e o
ring atomw th remai ning atons bei ng carbon.

Monocycli c heterocycl oal kyl groups have from4 to

about 8 ring atons, and nore typically have from5 9

| to 7 ring atons. Exanples of, heterocycl oal kyl groups

i ncl ude norpholinyl, piperazinyl, piperidinyl, and




pyrrolidinyl groups. [0047] "Heterocycle" as used

herein includes by way of exanple and not |imtation

these heterocycles described in Paquette, Leo A ;

Principles of Mddern Heterocyclic Chemistry (WA

Benj ami n, New York, 1968), particularly Chapters 1, 3,

4, 6, 7, and 9; The Chem stry of Heterocyclic

Compounds, A Series of Mpnographs"” (John Wley & Sons,

New York, 1950 to present), in particular Volunmes 13,
toV4ing 46ms. IBxampieschf Bsrocarioklicy] gréups irchi@dinorfigtinyl (plRfGhyl, piperidinyl, and
i A Broulsn One specific embodi ment of the invention

"het er ocycl e" includes a "cyclic al kyl " as defined

her dP¥7] wWHetpreqyple' o dised herpip insludes by wayl of egampl> and not lizbjtation these
hefsA6 DA dBIcABER il FAYRHD EENAL BRRES B Mbdel FbiRRIEE @ﬁénqmsy (W.A.
Bé%@?.apwey,_ 85?*%£P&€&% Exaqﬁles of heterocycle '

VR B B0 R AT PR & ot 740 £ b5 CRPSYY pERvterocycic
Cdnb;?mhs,loy l@eyieé afWMopographs”dFvjol My & isehys| Nf\@Y&EJliQ_ﬁ%ﬂo ))re(sjent), in particular
vbi ) Nl ) oxl dl ze .

PaAR, A 1 LSRRl Pual PRI ol st iecl i o B8R gmbodimen:of
thbw‘fn&wyi‘hﬁterﬁwlazwly%? 2 { pflisalkal’ p4 definestherginoWherein one or more (e.g. 1,2, 3,

orl3§ Batsvh WfomB Mdve bdeh FepIaca Mit 8 h&@¥dtom (06 lor 5yl NdoOI enyl
. LSoQu benzi m dazo

qui i Ny | nol i nyl yl, X

oi per (%)4&? )r%/(?r?pleﬁ 0 e§éc}cyc&e(§ﬁv{u’de tamzaly BF ?xaﬁnﬁl? [arfd not limitation pyridyl,
dipydgaypyrislyl tj:tmj.ydlrppypy)rl Kroperityt), thiszaply tatl’@hyld’rdlﬁlkjﬁllﬂﬁWJ s;llﬁlr oxidized

o . t [ LNQLL DVl .
e R pat Bl by %}%{3/@’%?@%@?%0 P ez
bangqfursiyh y"la’nalélﬁ_alfr’l}’é ingloly}, Hidelerivh gqliﬁg}iny , isoquinolinyl, benzimidazolyl, piperidinyl,
4-Bilp|exﬁibh>|£L, pomralidtivl hb??oiliﬂbﬁbll‘, p}tlﬁiﬁ@ﬂﬂtryah}{dmfﬁ%b Eeﬁﬁ}}_(lhxioquinolinyl,
ranyl .. 1.sobenzof urany. C nenyl, . xantnenyl , -

te%%’é nr8§%°%‘ﬁlf"?1“yy{3,§“ SOPRGIH <{°ta\5Y§£9&Sﬁ%/wBPxH a,zowbﬁa%@ﬂgﬁﬂ-l%b-
thbﬁa@bﬂ, Py6H- p&?—ﬁigiﬁzinﬂyﬂhien)ﬂ,nhiajtﬂrﬂiyn Piranyl, iis_Sanﬂ.ﬁlﬁl_uMi, chromenyl,
xﬁ%ﬂf%‘d l(liﬁénwzathh{!vtbﬂ-l-is t ali oé}lliz%&rﬂ/i, Eé’)!a%or%yﬁ%vﬁzjih{/l]o}'?ﬁiéézwll tndolizinyl,

. P azinyl, na yri ', %.
isefpfolva A5 ripde: IHaRd3prbY, PrRDL 4%%99 idinylyphthalbaipil capliayzidinyl] quinoxalinyl,
qemLARFIOtiyoliny, Btefidif) OlaH R¥tbazo PH ERRABI i-chitdMhyl, pRGHEAREIW, acridinyl,

T e LA N R R E v —
chedmagpiaimyjdazolidinyldisnidabalidylyytazolidinyl pwrarolinyy; Ipiperazinyl, indolinyl, isoindolinyl,

c el i i 2D e .0 I0 i())[llr(ljo. nlzxazoin
o0l UG e LGRS0 T B Ry
isingyl.opd s HPrRydsRFRdt 1 i azol yI, benzi soxazol yl ,

oxi ndol yl , benzoxazol i nyl, ati noyl, and
L[E

bi s-tetrahydrofuranyl: OO0 of 0049] By way of exanple

and not |imtation, carbon hoaged heterocycles are

bonded at position 2, 3, of 4 »f a pyridine, position

3 or 4of a pyridazine, posi 2, 4, or 5 of a

pyrimdine, position 2 or 3of a pyrazine, position 2

or 3 of a furan, tetrahydrofuran, thiofuran, pyrrole

or t[B¥PhBYFELpRereicand pesdimitation, carbon ipndeghetBroecienare bonded at position
2,(32(@:_3@)&' £pyridiit, ki@ oPloft: B&rﬁiﬁﬁﬁe@posﬁ%i,h,‘ 818 oBa py_é‘im_ic@r{e, é}sﬂgn 2 or 3of

an i soxa or |sq&h|azole, posi tion or

o e Bt AP ABAR s Rigirg upting, mrologt epahygyprvgrlsosiion
4,@r gjofian okazole, ioidazple st thiagle, fositidn 3,4, orF, of & isokazol! pyBazol®for ABthiazole,
i ' ' Still..nore typical car bon bonde
P OO s idhe plilBE. 3, LXK 0.8 h¥ra SRRBR BRREFE s 45,6, 7.0r
of 3y ispepjrioline3 Sgll mprg sypicaiipl carbyn hondpdibgterqaydles iluge/2-pyridgli Trpyridyl, 4-
4-pyrimdinyl, 5-pyrimdinyl, 2-pyrazinyl, 2-
thi azolyl, 4-thiazolyl, or 5-thiazolyl. [0050] By way
of exanple and not l[imtatio ni trogen bonded
het er ocycl es are bonded at ggsition 1 of an
aziridine, azetidine, pyrrole, pyrrolidine,
2-pyrroline, 3-pyrroline, imdazole,



i m dazol i dine, 2-im dazoline, 3-imdazoline, pyrazole,
pyrazoline, 2-pyrazoline, 3-pyrazoline, piperidine,

pi perazi ne, indole, indoline, 1Hindazole, position 2
of a isoindole, or isoindoline, position 4 of a

nmor phol i ne, and position 9 of a carbazole, or
[i-carboline. Still nore typically, nitrogen bonded

het erocycl es include I-pyrrolyl, 1-imdazolyl,

| - gyrazoly and 1- pdﬁerldlnyl [ 0051] As used herein,
PYrigL $-aYTidazn dyridepiay] Pyl yH parriintitiy, b-pimaikinAes pyrazin L2
mﬁamgndﬂ@ymgﬁxggm&h@fy al kyl am no groups, wherein t
alky %igyps are a gflned above and have the

i ndi cat ed” nunBe F‘mﬁéem APHioHtatmorEogeT bradgsidietatocysfes are bonded at
Pasition& hifpatiridife, tzutdiie) Mbhmvfl@hcﬂ’feoll?yrﬂoﬁneoﬂp}mng Englﬁz%glg n.

TB& dent chosen |
S o s PGP B it P ara=bn g ioos piperiine
plaqr?.@leﬁyqogmnﬁ@ne éﬂdndﬁ@ﬂeh ydsition @ pid iscriiblaQor isolMBd)Re, p@sﬂﬁ% Qbfa

m6kpedLiky, | oﬁlﬁ’@hl car i ore
6kip. §, lalp oath ¢ (VSIS @z!r@lqﬁ%llnh qﬁp aFlkwtrogeinr?Rxéjled

ko L ps. at che rou
. gé itiﬁcg B’@% y? lié’Ei“dl"’ﬁf’ e‘rpy@f“’lkﬁla‘iﬂé orirstidmd.,  f or
ex a &s died heptily yileasrinrtmendl yha/ 6 di)-!dlﬂylarmggat 1h1§£1¥de§‘§&c$&% orterti
bs toShe .gnate onenclature o
e R el L ot aPF e e e o
caEPB? Aromt- t e H‘é‘&f of ﬁtaﬁlﬂ@mﬁ’éﬂ"e aﬂﬂ“@m’@g gnu;&t amhe hi@ORZ] The alkyl groups are
mdeﬁtrﬂmbyyhosm s epfﬂmgﬁh%l-mﬁ&m%f arflPle P‘?(el eﬂggc oh o
0

. | k enyl grou cov

di gtﬁ)}l’? 2i-flad C#hggq)ro 2 rg‘@%CX’{OB‘é'dnfg?jél\P&}’laBinﬁ@IMf $ryups are mono- and/ or
maam@ﬁy gr)ams feitached tirexfeh s alkyd hﬂkepllénemg ke gﬁegﬁs’dbm&m/ﬁ}f &oh Ytoms, for
xﬁﬁwggdﬂn‘}tl@&nﬁ-}o&%n%ﬁogpa dIle% aamsmo sq?gﬁz%rﬁqergayﬁ)ﬁ g;:/ss@@;ed by@pmegclature

of -limting exe
fbé V-EAeR tiadiaring ﬁh%faltermwpg R @ﬂd R’ aredathiattghéd tb Osiidiehitrogen atom.
ext gous2) tPhedkAnRensk Borfhghlh 580G5S L ncl udes
copdgeﬁy}gbn iﬂl} Ng "’E(él 6‘1 éeas?gl ®or cond Pﬁ]yolﬁg&%i n¢3 Qeng?f:u? Jijgphenyl group
ant <akay SEerbrd dhetelimilaiy , (Phestyaliometréfergyo b bigenyl group.
COW@@H@EMG‘F an@ltkordirediclns datribedsbovee No@Min g &E‘rﬁp]é};r pHIRSE radicals include-

(b

‘—synpfﬁﬁs_uo the—disease—or—condition TO
'Phar maceutY cal | y acceptablle salts" inclue cl
derivatives/ he di scl osed conpounds ["wherejn t he
parent conp s nodi fied by making npn- toch acid

yeof , and [f urt hen_ ref to
accept abl ¢ sol vate® of suth conpounds |
and-such salts FExanples o phar maceutical ly j
acceptable salts include, but are not limted to,
n1ngnaﬂ'nﬁt@mgﬁﬁhﬁma&1 t: S residues such
o cﬁ%es mi nes:; i or O%S%ﬁlk c ﬁ)sf%fetx%ﬁ tfrclatgs 192 d8Rgr gRpdiion
Ch as 18%\?‘%@%73 Of cogdlifiepstrony prgurtipge inhibitiag the Fisease or condition,

ehryh@mgﬁ@ distaseom kdngitiarg, @ﬁﬂdra&ieﬁn§@ebﬁmbr9 %gﬁnstopﬁe dlseﬁf or condition.
CONpBEL, @ ac@lﬁﬁ?ﬂy%ﬁcep’cabz €5 ﬁ i cﬁ.ﬂﬁ txuat A nc? :
anmoni Um salts o &nt ¢ ThERYeS Pheidisclogd compounds
Whgf;ggfiﬁpgentﬁ?wnﬁiehmmfmd@y makingyeonitexicicidF BRdaks @&t Sind further
refdfsxb p@kﬁf@ﬁtﬁallv@&@ﬁ% éom of 304 c&rglg)hnds ag d%&s%}ts %xamp e!s lélfd ©

% %frl ve from i nor gani ¢ acl
Sutically

P haﬁm"ﬁr OCHY 8F R IWWW&FPW‘% mh fipitdite mlrscall praomgagic acid salts of basic

res@ppg sysh ey dmines; alkbli d)lfbrg‘iﬁid sdi ef dcidléeemdﬂé}(j,uéhtl?ca?l%lx;rlﬁ acids; and the like.
ds such as aceti c,

r nlc
ThophERRL S ety &bk P b Prrehiudor bricres prcshe dvabingy
tartaric, C|tr|c ascorbic, panoic, naleic, _
hydroxynaleic, phenylacetic, gl utam c, benzoic,
salicylic, nmesylic, esylic, Qhesylic, sulfanilic,
2- acet oxybenzoic, fumaric, toluenesulfonic,
met hanesul foni ¢, ethane disul fonic, oxalic,
i set hionic, HOOC-(CH2),, COOH where n is 0-4, and the
i ke. The pharmaceutically acceptable salts of




the present invention can be synthesized froma parent
conpound, a basic or acidic noiety, by conventiona
cheni cal nethods. Generally, such salts can be
prepared by reacting free acid forns of these
conmpounds with a stoichionetric amount of the
appropri ate base (such as Na, Ca, My, or K hydroxide,
carbonate, bicarbonate, or the like), or by reacting
free base forns of these conpounds with a

amloBi BAIQ BBthE ﬂ)aﬁenﬁé@iﬂ&hd (Pcfrmtach ﬁ)r SRRPR P dnddioR-t6id ﬂorgaﬁﬂ@horgamc acids.
Foggxgrg‘tﬁl% ggxglstraf{?g% %nynp -igic Cﬁ(}/ sgﬁ %‘fdﬁ ?118 c{erlYeﬁ \é/?ltn%rrgm%{: adidl & as
hyfwethiiria) H)’Q/rpbrmﬂm salfursouiamie pherphoriz.its¢ fdithe lise; layd the salis prepared from

or aa%%%g}&s%u gxlo 101’11§ 9&@8 a@}%'ohc, géan@qgc‘ixg Ratid, kS Aific, ascorbic,

erre rac I can Lists of dltlonaf

pagxgqc.tlgaéﬂxceh)gigqulgalelmmla@gargaxtaméc Benzoui: 2 lﬁ\gm rﬂeﬁylgnesghc , besylic,
suﬁﬁﬂfc@é‘c%ﬁ}‘b&}%&c Sf@rhz@i&CtSlSeneMBﬂﬁc Hié{hhﬂe&hﬂoﬁig eG@r['Epiﬁ;ﬁch)mc oxalic,

East o he t er u
‘S%%QQBF 2C%Qt$§$% o) il Pg’f er & dt oe gn ex c?‘" aﬁlglgcr? fltyc? Ity acoeptable salts of
thephesentinvtntiah canrve gfnthasizeh foma et cosdourdy e basic osasshr maety, e
conegpongl cg %mgafl m'étggds pb ?am' sﬁc‘ﬂ\éﬁﬂ Ezlm% pre;!-i}&l ﬁy@ga@&ng"r@é £fdSorms of

armaceut | cal excl pi ent

thesg mmnosqdéw@aa HPiEORATIC QRS °E tasape'ic’f’vte baﬁ%ﬂ%ﬁ%&u% Mg
hyAfosRap @ Bdntte SHidattiohddd) bithelike), dﬂiyedfaaﬁrfgexée base fbﬂiistofﬂxysetchﬁpounds with a
st«ﬁa‘n%nlﬁgl%%%r?m% 9 gﬁ%lpl%‘l%&?%e agl%uglg: reag mggar.ﬁ‘? lc%eﬂg a.rf}%d olit'in kvat%sor in an
orgmirpoisértjooin. 2 g pftbeityioy Generrdly. gon-agueeys madipdilbestbgia pihd pgpiate,
etR:Inolslg&pg'x%glo‘l} oﬁwﬁmﬁ@ﬂé b Eiredl @Hefg-ﬂrﬁhéagﬁs Lk of alaﬁtl&faﬁsﬁ%k salts

nvent formul ati ons be prepared by any_o

mases foraterel &0 RaTongrrrs Ahraceyio! %fe"ifﬁé\iimwhs 05%%&%0“’ Pa.
exe ﬂ{pbﬁy Yhe {86 *ﬁnmﬁﬁ&ﬁu@mﬂacé@famu hﬁipnﬁt’l‘&ef&’é ® ah @xtipﬂant far

s, Phar |ences n
%.Jmsu-ag Efl 8]?1311“% l;]ga aCJ aﬁe sucr é‘% eef crog1 ds( I\ﬁt relgéi!l nbﬁ%p g"he ferm
refidrs tb gy pharesentical ermelnmtlt}@hmafhs aﬁn@}@@tﬁé dﬂtb%ﬂf W tigiyy an d

Pfxzmﬁécglgﬂ:ﬁiy%c&ﬁtlaﬁgéx@lgleh@51‘9 dééﬁﬁl@d RAlph®By hdarR Gk c}éﬁposmon being
I hgre ound of the gr esent 1 nven

Sl erd P e PRF GG PR B0 BT B PP AF R el er
ekt al@deRariotdd stitaBie phﬁﬂicbxﬁhﬁ:ﬂ |fdnyiu18tl’bapbﬂ't§): frd3ent avendorC tThe formulations

'“%égaﬁ%m%gﬁﬁ%ﬁﬁg§ %ﬁgﬁ%rnu a ﬁgmng%m%p§1ﬁgs erecﬁlg}?’}nﬁg}[y

tavbriqued dnd Forsuiltiopgars fogndyin Remypgion RAaERsEYtical Seiecesd Mgk ublishing Co.,
Ewcﬁl FI )?n(ﬂ{ y]gefel@ﬁm&ei%mqﬁatmﬁ oPAE ng§nﬂ 1ﬂﬁl1m%re p@ﬂﬁrecﬁfy%xformly and

acetate, formate and benzoate and . th
el e S PESpRHIGE 1P AL mgF%iiﬂﬁse 8- 8 GRRPORY A SIS ‘B‘P"“"“’ wi
1igiil Eeerie@y @ lﬁﬂay divided sbmd QORPOU S anf thérpspitdaily thapl{lg)ﬁésﬁf])duct

The therq e gall effectiv n

co n,_pgﬁ#g] "la}e t E o r{l{.:ll oers] an comgoungs tﬁ‘%gn%uﬁﬁ% co%fp?l.@xds of Formula I
wie mindrdstiret tg b mmaltao subjeqt eranupor Mefabplin piveessingf the modrus oExamples of

' ppcizdg.xgé. gau& lgutf'% ﬁ&%&h‘itbtﬁo hefgl iidrmats Ml be @D atihd HREdekiPfidds 0PRinctional

g., an anmount effectlve to decrease the
& aiohel oy i sroypaR e PespPounds ot EoFaiak apl y an

anmou I[UOS’H ufiel té&’me'ﬂxéraﬁdamfaﬂjdtﬁ‘eemﬁe heosy it ecmqaomfd ofithiskiSehtion means an

i nf ecf.i on. rcuns ances

MO & CH& 3fv}i138 ﬁ,&girv e‘feg fo3 fné% rlngrr;]- r}naan pat1 Pt’ % rprov1ede %therapeutlc benefit

ssghrqs tonsliehtidaeif sygpionfsecd e amouﬁtﬂf%ctare tortbvraqgeuht §yoatony of a viral
% ?& ta}x&/ &ei@lgﬂy Qﬁ an%funt%ufﬁgi%%&@ﬂmé the %Jnﬁﬁfbn@ Bf A hfection. In certain

'safficrent to prevent a significant increase or

significantly reduce the detectable |evel of virus or

viral antibodies in the.patiegg bl ood, serum or

ti ssues. A significant increa or reduction in the

detectable | evel of virus or viral antibodies is any

det ect abl e change that is statistically significant in

a standard paranetric test of statistica

significance such as Student's T-test, where p < 0.05.



[0058] A "replicon" as used herein includes any

genetic elenent for exanple, a plasmd, cosmd,

bacm d, phage or virus, that is capable of replication

| argely under its own control. A replicon nmay be

ei ther RNA or DNA and may be single or double

stranded. [0059] "Nucleic acid" or a "nucleic acid

nol ecul e" as used herein refers to any DNA or RNA

nol ecul e, either single or double stranded and, if
msquwgw@e%at netgrteoring emunyird dnftcgorohayi HOSprcﬁernphmmtoaqug infected.

Tﬁlﬁqlﬂfeﬁ‘ﬁﬁltlbﬂy @ﬂféch@ramlohd@ @Par coﬁf)ouﬁ fs%ﬂ!} A axlfogﬂt%fﬁ&g}lt o prevent a
gCUSS| ng nucl.ei c. acid nol ecu a sequence o

BERFEST SeniFRprres By defegiaialotel 4GS SFO1Te aibadiesdntie patient's
bloed, ekesa, fot tissgks.he Blgufbaﬂtﬁmfhra.(éloﬂ@dﬁoﬂoﬁ 3| ﬂxeldétédmle l@@lmfeimsloﬁ’ﬁral

LoV i i rec
@%8%%) L'ge,t{}?ablte }?m%e{e]tg% iS5 s&txstxcaﬁ]lﬁﬁléwfiaan 1{1 thndﬁ% gﬂfm%c test of
Stafrﬁt;?ﬁhilglsfa@ﬁ@ glich pt Stt!dsntisr’prsblwhexv Pr<&lO5r epl i cation or

| nf e@bSW'A Beplibdat hﬁﬁ&i Hedein 1ﬁchﬁes@ﬂ§‘ééﬁ@t%eelé§ﬂe&a§or example a plasmid,
S‘ILFgFl atjons of. the invention rrg,rl se
Baee Wi G rARSLe 8f remlﬁétwa# de e qopfFpl 4 Feplicon
maRle exmalmrmmmmdy BeGingié@r donpJe ethn@dt useful in the
anti-viral

ool e 4, B i Gy B148 e By ey a1 oy g v
' mé epi@ cithst wrpetecor dayble S‘{deqﬂégfy ifgingld stedngrdathe molequie@f rzomplementary
sé‘qhé?@é/ in leittRr 1Ak BRSBr fofd)| IR hib@sihe nRALY &fm&uﬂep B éeQﬁJnQer OF structure of
g hlbitora ?ntrc}é i nhi bitors, including fusion
pstew agid @plegle qep bedrrRed beresrordng o e ParEalsgavention of
promidlnbi&te@eque;nc@mthe-Sf fol3r ditectng; dr ugs-that t ar get | MPDH
( In I\@ mlﬂgg?zg mnfbﬁg}?%)g?%qg Qty ar r?gl%lz%%dt Qu c1en tﬁ insngbit vmli'l replication
Oé%t’ffYéY i ‘éPtPPP)’/IVm%q Rhargiagshiieal fOIQTEhEDAKIONITMnV@QO@ayW@npnse a combination
oPhah e tiepatkdt 1n{'dﬂﬁon) or rﬁagl ﬁfcﬁ@@é’stebcﬁd thl(f@ingrgﬂ&? sBfaPin the treatment
uc s. t hose roduce iron and | mrunogeni Cs; &r
o VLIRS b 51201 A7 it not MBI GBEEy e alph nterferon
uﬁ)E@Rleﬂ’mbﬁ\ht{ﬂ%ﬁlﬂ.ﬂlbahﬂn,aﬁcﬁﬁﬁdiﬂﬂlﬂﬁrs\/\pdl}l%miahﬁnﬁ&&)&ﬁm inhibitors; entry
H{hﬁ)YthQ tlfl % M Sts Eublﬂisgllél nmens élb ﬁ[&aﬁ/brotms

been’’i de nt I
drugy thijtasges MR%(H@FWE m@aphors@atls@@ycﬂrngee@t mbxbxtw)esuch as Merimepadib™

(Pdrey Pﬂﬂﬂacedﬁ(:ﬁlm&li sx@%’eﬁhgh)lnio@ihtalﬁfga 12%%%?' %c?&l{ﬁ%é’hannaceutxcals

i.s believed that
e v AP on L e o s S G gt e
1mmdmmed13ator$,m¢hbsmstangnet he formation of a functional
replicase conplex. [0062] In an aspect of the present

i nvention, conpounds are provided that are useful for
CHEMISAT, RBSCRIBFON event i ng hepatitis C virus infection.

I n apoéheh a@&ﬂﬂfé& widf thd ﬁ@seﬁﬁrﬁr&ﬁi@ﬁ cbxﬂﬂcﬁﬂ&s 't}ﬁpmhﬁpﬁ@@ l1Je$iticc‘atlon have
Lar e‘%&? g}" t artgsucseful gr inhibitin g v
FBpr r‘“&ﬁ“ aales T8 COEPGTy T Prevenfing gpsaling HCV infecion are
promide tWithouti beiog lirdieedl tavefatizalsr thdoryt 1t BakiieRal thad i B@npounds ofthe present
1&%9 i gasreﬁlfc%sg E@nplzg rdggélét ﬁid&cers aplhlbnR tﬁzformanonR§ antlonal replicase

complex

[0062] In an aspect of the present invention, compounds are provided that are useful for treating
or preventing hepatitis C virus infection. In another aspect of the present invention, compounds are

provided that are useful for inhibiting replication of hepatitis C virus.
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or pharmaceutically acceptable salt, hydrate or
prodrug thereof. Wthin formula (1-a) the variabl es
Arl, R2, R3, R4, t, q, and r, carry the val ues set
forth below, wherein: Arl is fluorenyl. O, Arl is
phenyl, naphthyl, a 5- or 6-nmenbered nonocyclic
heteroaryl group, or a 9- or 10- nenbered bicyclic

het eroaryl group, wherein Art is substituted with R
and Rl. Ris O or one or nore substituents

i ndelp&iti Gh¢ inyeniinombules maiindher 1egen: ubiyhoRyathds tHe MOrmula (1-a)
cyano, nitro, C-Cgalkvl, Cl-C2alkoxy,

Cl1- C2hal oal kyl and -C2halﬁalkoxy Rl is one or two
substituents indepeﬁ ent| bsen from (a) and (b) (a)
hal ogen, hydroxyl, C a 0,\(@BH) 0, -COOH, -SO NH2
Cl- C2hal oal kyl , and t1- I oxy, And (b) Cl-Cl0
al kyl, C2-Co alkenyl, 0 ynyl, C2-( oal kanoyl,
C2-Cloalkylester Cl1- C10 al'koxy,/a nono- 5

blgffgﬁkdﬁgll%?gc %E)ﬁ: s&lgj Flydr E% Lﬂ%éeﬂ | \gfer eYis

' C2 di@am foymyls (apthe Nar@bltes 6nakd Rs, Bavi qgnd r, cary Be 0xyeg @A forth below,
wRdreifii t rogen atons within the al kyl, al kenyl, or
al kynyl .chaip; and Z is hydrogen, C3- Crcycl oaI kyl,
é{}yﬁgl’?ﬁ?ﬂy enyl , heterocycloal kyl, phenyl, naphthyl,

i nd&ry Ay is (’1@3“10391!1@1 aal- WlG)IE@b@%@@{oWdhc h%ro§v1 érQup, or a 9- or 10-

m g‘gpeg‘g & ar cont ai.ni 4
%Tét er ogg ggrggé‘{s&%gr e‘y Jesaer Ar‘é?wsélgsgﬂ‘t‘id 6th1Rﬁnd %’ and S,
wherfeis} o8 grerer @gye SB‘?SH@FH"% lhém?eﬂdyldlw cheen frinshadagls thiydrostye @mino, cyano,

nithb, ICHCRIKOL, c,-o{a&o@* c,t@;hﬁoaﬂe«}biﬁd ¢ uslignbAdependent Iy
cho%en from droxyl, am no,” cyano, nitro,

oxo0, & TC TP Tt‘t“%@imé%’gl‘dﬁﬁ%’fhosmff@?ﬁb@ééh)kyI and

Cl- C@lhalbgsal Hydneyyl, aldinyg, dardctré1C odEL, cbomﬂgcp@mbgm a¥d C,-
C}HQ%X} %qedj acent carbon atons may be joined to form

an arommtic or partially saturated carbocyclic ring

sy st@ftranalisl C1Coplkayk Crie alksat Bx-Cirlkmby i, gpaliylester,;-Co alkoxy,

mérongt di-CAC ROy 1cabOiiBide, R a Mpgen - 000H, CC]\|H2
or amni no. , R is

Nege J -Q(O) CH3, - Q OH
) CH?J@:%?%_P%&(@- %P%q]-QIMI m@@rghar CZ-@@@Wach optionally having 1
or2@ygpn ddtHitigsn atd@fs Q)thibltie GIKPIRAKkenyl, MNHEHGYD miRBand

N - _ORb, -OR., -C(O-Ra, .
HCZ&? It e S P BT o b g et ndanyl,
(Ce H@? 9alrd gl st P tarft-merilreckd peseroeyitcbnfziniois @18, i Alitteroatoms

1n<ﬂe©énderﬂd)hose’il%m(‘@b an@@ @EereuRgacﬁ )&ﬂer %Mﬁ%)lgt . aﬁgt){tjut’ed glth 0or

one or hcte sul sr{%l g er oar yl
n% 8 CYRIMERP o ly Ghospifagy éekféqndyﬁwyxl 3iinPgCyarsy; niifo, oxo, Cp-

C@k}dy@mmk@y, G €:bDalke e Ced,hhieilesxgar yl , each of which

IS SpRShd & U bstituents

i ndepgndent | y}f?%#gsc EéJr%]ep ﬂ}porou'?(n? a“’)*’(°8‘}q%ar§%6%(“é?ay? Gipined to form an
arﬂ%ﬂ“b@'@qﬂlalmt}d@%Qparbogwbc riggsysan haying h oy 2 g, leach ringh 2y 6 ring
carbbi{ &k, - S(O) NH2, Cl- C2hal oal kyl, and

ad - [.oal k Cl- C4al kyl C4al kox

O SRR B LT Y kB, RS apaineand

di - OEIR; is -CHaR,, -NH-S(O),R,, -CH,-NH-S(O)R,, —S(0)R,, -C(0)-NH-R,, -C(0)-NH-CH,R,, -
NH-C(0)-R,, -NH-C(O)-R;, -C(0)O-R,, -C(0)-O-Ry, -OR,, -C(O)-R,, or-C(O)-R,, each of which is

substituted with 0 or one or more substituents independently chosen from (c), (d), and (e).
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C4al kyl ) car boxam de, nono- or
di (Cl- Aal kyl ) sul fonam de, ClC4al kyl ester, each of
which is substituted with O or one ore nore
substituents independently chosen from oxo, hal ogen,
hydr oxyl, oxo, cyano, amno, nitro, -C(O NH2,
-C(OOH, -S(ONH2, Ci-C4al koxy, nono- and .
di - C1- C6al kyl am no, nono- and
i - (Cl- C4al kyl ) car boxam de, nono- or
di ( @r; KASC kGehikgLphenymang- w—m@l&ﬂeﬂh'éﬁ!ﬂo@ﬂ; PHenyl fused to a 5 or 6 membered

cy?@%[}?lhgﬁljoéayﬁlélﬂﬁl %%C%? 1cPl<|:?1c|8o %o B%m%erzed heteroaryl, each of which is

subared i { 61 Ba Py Qstidats wepenc(e nthehysed Bom Ghadkanti (eyeach

of  )ingibgen i h§arD Dk, eiHn dmo! | P
an%?ovm ar?g h§am no, nly%lro t lﬁnf%)m %%?)85 W%Mzhaloalkyl
'Eé‘ﬂlé‘fld’éykyl ‘and Cl- CZhal oal koxy. R2 and R4 may be
t akea® d,@m@h e:;-ckatohy the,,aucaali}m%n@.taﬁm @fcﬁﬂmntlﬁv ﬁé&l &nd di-(C;-

CHkﬂ aﬁMﬁ% %n& QSM \g\dété ﬁlkfﬁs}-ﬂ onam1 4a1f€)yle %Iof g/zhlch is substituted

car O cycC aro rra
WitHS QI ORf g Tere sm:zsxtuegts indefrendsatly, chGen ﬁmmy halogem, hydBxg), efidcyanc,

achifb, hifro h&(dj)mefb‘(o Oﬁ{éﬁmszﬁﬁ 9%&5{% ' éﬂx? dl-? y@Fle]ammo mono- and

Cl- C2al k
di gi‘éﬂﬁ%{ °%TB?XR‘BB?§f “b“f“"p% éﬁ%cmbfly‘ﬂ&m%dﬁt Qv&ﬂkﬂ@g@%@haloauwl and C;-
ChwlodtkoR?2 to forma ring. R is heterocycl oal kyl,

henyl red het.e
P OBl BRSSO M, RN s ot
is PRSI TR Ee. Yaledsndurrotl.one lnzino geino, ity FRRINEL, -SI0X0E,

-S(mamtgcl @Lm%k}alakeytp-c,hammsal C4 al koxy. Rb is Cl-C6
IS optionally substituted

t.he al
WI t # a%al\ﬁgr el;bgr}akeﬁ);%pgéwnh the Bej @joms §h i fiiazolg ring to which they are
atideheNielZBh @ Y- rinteiydlic rifidl whish Crofit] o pdriiallp Rsaitated O 5-
to QQ is (ﬂp%%ﬁ%d Cl']gﬁlér? g'ég(%in%u qAnd r is 0, 1, or 2.

gi sQor 1 and t are not both 1;
WheReisivdipeen.dalogenohydrazsl, antieo, £ahd, oifor(e-Galldi &+ Qallsoxsr@-Cohaloalky,

lr(B,haloalk()ky) or E‘Enﬂsormﬁs tHEHORARP wittPR, 16 kdrh adihg l east one R

321‘) q}g t Glg F&% unsubstituted al
s db SFEIREKIAY AR o8 i 6 Tembesp ey e@éﬂ@f $hiFlpis substituted with
0 onrse bisthart sibstitueats kalamyitientiticisseh Soithalogeh, Rldkok)1e5hied, cyb, C,-C, alkyl,
and% E%L}Mheteroaryl ); or (iii) R2is other than aryl
heteroaryl; or 15 (iv) R2 is aryl or heteroaryl,
subé*mlf $tréd Ak Hvhetein dhgsalioprie oglicsally ibkiswted Iwdth. a halogen, hydroxyl,

-c@orgeiany, léﬂ&(:m;;zs(d) éﬁgﬂ al kyl , unsubstituted al koxy,

unsubst i tuted al kanoyl ,
unsﬁzﬁgtci’ %(ffﬁé'glp e&]"lk?f F’em‘iffe &etespKH( het er oar vl 3/

[ O0Gfir5lel, prvent i on i ncl udes conmpounds, salts and
hydrqst 1of Formula I-a, in which one or nore of the
fol I'owi ng’ condi tions are net. The invention includes
conﬁtﬁ@rﬁ’dg%‘f‘l@éﬁh”mﬂ@tb‘)‘l‘lll n which the variables Ari,

Ri, Wrein@Bleast¥he of the fbllowiRlk EMdidhY afe@ERi Nation of the
et i Dk L, 905, 27 N
(ii) at least one R, is other than halogen, unsubstituted-alkyl, unsubstituted alkoxy, amino, -
C(O)NH,, -8(0);NHo,, unsubstituted alkanoyl, unsubstituted alkylester, or —S(0),NH(heteroaryl); or
(iii) R, is other than aryl or heteroaryl; or
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w for these variables that results in a stable
gghgound. The t, g, and r variables (a) t is 0, e.g
the invention provides conpounds and salts of Fornula
(I-b). R4 R2°'\-S NN Arg 1 aR3 (g-b)éaf?l qa%é 0,
e.g. the invention provides conpounds, S, _
hygrates of formula (l1-¢). R4 R~ -SR3 ~i NN .Ari
N(CH2), O  (l-c) (c) r is 0, i.e. the invention
prOV|des compounds and salts of Formula (1-d). R4 R2 :
f \ @ Rgs flry]Nr fhgtproaryl Nulgtifueky! with htdeds oaél grotip dtigr than Iialo@en bR Bostituted

alkyiMeaibitafdRkew, G5 C@(@SB&@H ‘i\zrfﬁﬁ?z, un(su sf?ttlteéﬂ':or .@b%ltuted

Ar |
al(é’,l%?%} | %%?)W§er°@1b the invention provides conpounds
and [QWI g h@mvmmﬂcaldéd coﬁ'x}poundl} Gsaﬁéland%a’x]afe'?‘ of FMH[(]E'EI%) in which

, and r_are all O,
or%%:] o& (renr? eIF% I]ilgepr %w1 %gor’éiﬁ}?ﬁﬁ)ﬁfﬁ st o e 1gmntlgn mf:lu&ezsrcnmbmnds of Formula

1'i6 iwhigh. the W8ables Ar;, Ri, Ry, R3, Ry, t, q, carry any combination of the definitions set forth
below for these variables that results in a stable compound.

The t, q, and r variables

(a) tis 0, e.g the invention provides compounds and salts of Formula (I-b).

R4 o
-S
L3
P
N ’?I Ar1
q
Ra (Ib).

(b) qis 0, e.g. the invention provides compounds, salts, and hydrates of formula (I-c).

R4 .
AR 3
RZT P ,{1 ~Ary
N (CHZ)r
©)

' (I-¢)

(c)ris 0, i.e. the invention provides compounds and salts of Formula (I-d).

X (1-d).
(d)risOandtis 1, ie. the invention provides compounds and salts of Formula (I-e)
R4
. f\=S Rs
27 N
’\N ~Ar,
O (I-e).

(e)tandqareOandris I or 2, e.g. the invention provides compounds and salts of Formula (I-f).
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1 NR-SAI R4 N(l-g) The A, variable (a) At is
phenyl substituted with Rand RL. (b) Arl is pyridyl
substituted with Rand RI. (c) Art is phenyl, pyridyl,
benzof uranyl, benzi m dazolyl, benzothiazolyl, furanyl,
i mdazolyl, isoxazolyl, pyrrolyl, thienyl, thiazolyl,
or tet rahydr oi soqui nol | nyI each substituted with R
and RI. (d) Art is quorenyI. (e) Arj is phenyl or
pyridyl, each substituted wwth Rand R; and t, g, and
r are aII 0. (f) tandgaReboth Oandr|300r 1; and Arl is
phenyl , naphthyl, a 5- def\ - menber ed rmnocycl iC
heteroaryl group, or a §~N OCtmenber ed bicyclic

~ heteroaryl group, wherein Arliis “ibstituted wWith R
and RL. Ris 0 or one or norsubstittdent s

i nd e(@ﬁc!@ %{Hrl ake aﬁ'%oécﬁ ﬁlefn{vgrmog %OQQQQ EM{MSMJM Rt (I-g).
cyano, nitro, Cl-C2 Woxy,

Cl1- C2hal oal kyl , and CI C2ha| oeﬁ:koxy Rl is one or two
substituents i ndepender&tlg chqsen from(a) and (b);

(a) hal ogen hydr oxyl , . Chmano, nitro, -COON,

- SO2NH2 - C2hal oal kyI d NCL- C2hal oal koxy, and (b)
Ci-c o aI kyl, C2-do 4keny| C2- @-§. al kynyl ,

C2- d oal kanoyl , C2-d oal kyl ester, CI-Cl O al koxy, nono-
Tepdrgyarighle Cl oal kyl car boxam de, or a group -YZ. \ere Y

'S b Pd ,Qf] 1s\§hér§/l§§b§tlgtéa&lltlﬁkandﬁ C2C10al kenyl, or
each optional l%’f{ aving 1 or 2 oxygen
ky

or o) rog‘g’h‘sgi'rtf%s“ ﬁf“Fﬁ it e al kenyl , or
al ky@y| chalsphengingridyli &nibmmgﬁé’hzmmzolﬁ, bkmthﬂadlkyﬂuranyl, imidazolyl,

is%gﬁ%ﬁo%%e%?lé %gt eEﬁ%@éorlogal zkj%ll 1 %Qc%n%lst‘i Qcii \?iliohtI{]Xrld’R,.
6- metther eth: h@?@?fﬁhryl cont ai ni ng 1, 2 3 or 4
het efePat OABis |pli\éi‘1§\p)$ R0t Lavh &BOSRN m{hrlpeml R, afit, (?Qﬂh rare all 0.

wherei n each (b er .t han hydrogen, is.substituted
wi t h ortaB‘?’1‘éaI‘6 ohprdrisffedidtents i ndependently
chosen it ipbenyl, haghtgbra, 5- hgtdtr mytlered andnoOyclic Y@ Garyl NirdupPor a 9- or 10-

| ko al kyl , and
n%?g%%cﬁ)]l? q{(l(%(@aryl %gnrp % eeF 111 }ij is st%stltutenggfm R ﬁ
enboBiine pt onaet mprg syisiitpgnts lmepfad@ﬂhefmb@rf@m ﬂa@gew Byiropchl, amino, cyano,

n%o@ﬁmzalﬁylt@t@gilkﬁx?di wzﬁalibaﬁtﬂ R4 d. e dRensst a posi t ion. 17

In certain other conpounds of thls enbodi nent

pheni} 5 8¢ %5 . H%sﬁﬁlsl}i%ladqa%wd@}ﬂas ghopsn flfﬂ“b(ﬂ)d“d éherﬁ@thfﬂe%feéardmxyl
aivinbryam, fito, k@D@HieSWﬂCpO&abam am( gb—C;ﬁﬂbalkoSy, Bﬁtﬁﬁml-QJ‘alkyl C,Cio

a@en 1 r@?&g&?& b x 6051%% zg(floag& esct? {]éf &9 V\Ano- or 1-C1a

Cp»alkﬂcqsmwmd@ [%2 group ~YZ.
Where Y is bond, or Y is C;-Cjeatkyl, a C,Cyealkenyl, or C,-Cjpalkynyl, each optionally having 1

nd

or 2 oxygen or nitrogen atoms within the alkyl, alkenyl, or alkynyl chain; and Z is hydrogen, Cs-
Cqcycloalkyl, Cs-Cseycloalkenyl, heterocycloalkyl, phenyl, naphthyl, indanyl, (Cs-C,cycloalkyl)Co-
Cyoalkoxy, or 5- to 6-membered heteroaryl containing 1, 2, 3, or 4 heteroatoms independently chosen
from N, O, and S, wherein each (b) other than hydrogen, is substituted with 0 or one or more substituents
independently chosen from: halogen, hydroxyl, amino, cyano, nitro, oxo, C;-Cyalkyl, C,-Caalkoxy, C;-
Cyhaloalkyl, and C;-Cyhaloalkoxy.

For certain compounds of this embodiment Ary is phenyl' or a 6-membered heteroaryl group

substituted with an R, in the meta position.
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(h) Arl is phenyl or a 6-nenbered heteroaryl group
substituted with independently chosen R, substituents

in the neta and para positions and Ris 0O

substituents. (i) Ar, is phenyl or a 6-nenbered

het eroaryl group substituted with an R, substituent in
either the neta and para positions; and at | east one

R, is C4-d o al kyl, C4-Cl10 al kenyl, C4-C10 al kynyl, C

G oal kanoyl, C4-C, oal kyl ester, C4-Cl10 al koxy, nono- or

di - @M@]am@ﬂkmomammds@nhld embodimeat A% BypPenyof a 6-ABERd NetdrSaryl group

subﬁﬂﬁed“gﬂﬁm}(mlﬁth &ﬁ{ogyl a C4Cloal kenyl, or
CA- C oaI kynyl eac pti onal | y having 1 or 2 oxygen

or et r ofES BieBYhT W6tf¥ﬁ"i"|’eleﬁ Betgrpdtyl| groun [sibstityted witly independently chosen
Rlahlbsymyﬂts i6 tha imata amd@radpokiorly dr ogen, C3 C7cyc| oal kyl ,

- ind an)SIyClA'? g%b%g%;% I%ete%r??r;é let%g |gR08R§u s%‘}x/tledjwpﬂ? Eldepgr)l/dlentlv chosen
R,gubpiifttnayie the meteendraratositan b Rilsigulstitudhts. 3, or 4
het 0 oat @nEs ﬂh@r@@&%@drﬁé?ﬁﬂeﬁéd ﬁ&&&gﬂ (%Io{qg!;UbN‘tut lm@tan R7jubsjituent in

t&%ﬂ rein egt % ot her than
o B"ﬁaep%‘ 1ongAng atdepsiang Bu’é fES0 PIM&&démylW4-Cxo alkynyl, C,-
C «am«ascs/n - cmncyléaei @Geﬁ,alkb:}&dfr@rﬂl o dl-@rcb Qkyl&m%me%rtafgpoup —YZ.

| k
W%fg\éésl%%fmdcg ldcl))(Hy Clo 11€yl %ﬁ%érlo ghoa ? eqe iogtnoﬂa?ly having 1 or 2
OX¥EPB G Hezan atﬁn%\@@mtue ﬂﬂyl |aﬁce¢}aloogm,y1 chai; fahd 1D s R bdey, | G-CMycloalkyl,

C3t057b)fclohﬂ%119m4?&%§6{eall&yl };h 1 n pﬁthﬁhﬁc%}{% (83-0 %éc@oa[ﬁggat Sloaﬂ(oxy or 5-to

6 hetere:a% %/ gﬁ oug supstituted Wt
BPPRTES Retpragy! certaning 1y ?-p‘a%‘* histEqatoms ﬁéepew@ﬂy@h@emomsT 0,and§,
wherkirGhéh (B dihel thar(dd G, ﬁlsllb@tﬁ'ytled witio &ebi: o'ilrﬂ’ébérﬁ(ﬁstltuents independently

ch%% %&?ﬁ%%&l%ﬁo@’i%d oal k eSt ea%l ccgq;yigo kg Cy £:haloaliyl, and

Crfiperledlkesyi s bond, or Y |s C4 CI oal kyl, a C4C10a| kenyl ,
or @ce@hﬂ@&nﬁ%ﬁiﬂk of tﬁ@&ﬂbo@ﬂeh% }1{ nﬁyakﬁg%égﬁ ogror%etl%')f% en

el nitro atoms within the a
TORSRRAC chal n, and Z is hydrogen C3- C7cyc| oal kyI

C3- Gycychaa ﬂhaﬂy&vr a 6-rhitberk ed) Bat& bR |g46¥$subsfﬁh€éa)ﬁhth R, substltuents in either

th&ﬂ&%ﬁékﬁ%}g %Jd oﬁé 1?2 {7/%@3(";“ lfe% Cél‘roCa(zall?yg}yl' %,rcmgu\anoyl
Ca{erbyigat drnti q&ll@éb aredernt ﬂlyCQOﬁ@harbcrxenrmrlé;Ipr Ogro®wR¥ZSWhere Y is bond,
or W’l@@ﬁ(t lBhll@ﬁQ h‘;dn@jkeny@ toh@I C,‘i.:h@rﬁ%'lu aht cg)g&ﬂl'l ﬂaém llJ b oxtyé’len oxd nitrogen

or. nor e SU bst'i

atogﬁ &é%ﬂ ﬂFFB?{? a%keﬁlélr ggﬁg?in ﬁkya&, eggy {is héi‘liﬁ’g"?b Cp @yqyp\lgalkqugﬁqp,ycloalkenyl
hetgrogycloalkylGahamyk yhphthl, trﬁ&@i @chcﬁalkﬁf)'zj}@lmgﬁéﬁ}’dr 6- 18 8hefabared

€ 1 & ms inde
’ tg%?‘?{ %g% ﬁféﬁy’f 9%94 B%te IRA N rdo é“?eﬁ@&gmet* gYmN P and S3phsrein each (b)
othsy thap hydregarpie ?@ﬁmh@t‘@ﬂ@anr yhe qynorepuistitbetsiiiddpeadenty tHoseRtrom:

hangBﬁSK}&iioHﬁ Nrriinol &a, LiBE T, 0X0, t@% nglac ?ﬂk&g Joid éﬂ%ﬁ)alﬁqq,oa%§ C-

One roup -
CZ‘Zi‘?f’ ?’Exl}‘ile °§’ﬁa%hgs halqegp, Fﬂ@é‘ﬁ‘%e y]o?r %ﬂ&m@n@tﬁmy nyl, each
opt (1() nal Ay istpheaynag afB-IﬁH’mbgreﬁ libt@ﬁzﬁryl %fouﬁ‘ klﬁ)ﬁ@lﬁ&iﬂmﬁtfg ¥bstituents in either

the%étﬁr‘%x{g eﬂaﬂ &%! Jé%cyc E? C% £ ;Ega' nor Y 1st4-ZC10alkyl a Cp

C“ﬁ%ﬁ"@’} (¥ QC%%IFYWI each pﬂ’i@r@b’ haﬂ@&)hbh@/ bxygénnd all’h)bhen atoms within the alkyl,
alkér@3 @75@1295'6}1 Qfﬁ!ukyeln)iglo1sq1)‘aﬁn|ggp)€¥=c78lgloa§k11 '+ Gt écynB{;ﬂng %eterocycloalkyl

b 1 gﬁ cont al nl ng
P ‘i“ﬁdé‘B’ Eﬁleﬁ‘flwl EheRotkRIG G oalioxyaerd- © 6-miretiewil heteraghl containing 1,
2, ¥, Iy 4 bttéredtoniisHAdepdaY el P GiBen frdin N6, 58D Sinelekit£d, (’[’)‘ﬂ Jtltkr glaﬁ)ﬁydrogen is
one or nore substituents mdependently chosen from
hal ogen, hydroxyl, am no, cyano, nitro, oxo,
Cl-C4allyl, Ci- C4a| koxy, Cl-¢hal oal kyl, and
Cl - C2hal oal koxy; and the othéer Rl is hal ogen,
trifluormethyl, or trifluoronethoxy.




(1) Art is phenyl or a 6-nenbered heteroaryl group
substituted with RL substituents in either the neta

and para positions; and one Rl is a group -YZ \Were Y

is C6-C oal kyl, a C6Cl0al kenyl, or C6- ClOal kynyl ,

each optlonally having 1 or 2 oxygen or nitrogen atons
within the al kyl, alkenyl, or alkynyl <chain; and Z is

C3- Crcycl oal kyl heterocycloalkyl phenyl , naphthyl

|nda%y or 5- to 6-nenbered heteroaryl contai ning 1,
supstitugo Wi Qorrpme eF wreoﬁﬁtsﬁtuﬂldepéqu@mtlywhmmmm flaﬂd{gﬁh Nydr&;yl amino,

cyahd] nftro, MberO?-CﬁhH@ﬁQﬁd@oxy,Qi '&%10511?;%}” r@s 1:Ca ue koxy, and the other R, is

ubstitute or one or nore su

h%ﬁi’éﬂ@ﬁ&r@ﬁ%’ ;Pré?%‘gr@ﬁle@%m hal ogen, hydroxyl, am no,
cyand, n lAhnDpheﬁ},bK or; a 6therhlébadd ptbro %rogﬂ &Lﬂﬁﬁ&)ﬁd thh R; substltug]t_s in either

; I a Koxy;. and -t

s ﬁ%{@a&%’*‘ ot e SRR F P2 0P ORIy Copakas or
Caﬁlﬂﬁ'ﬂﬂ ea l@lﬁllby"{nﬁ)l oRZ joxygin @mitRgSiHostsi WlthBﬂhSalkyl alkenyl or alkynyl
cHafd¢l @Rien de ol t-)éyc@émo?ﬁ %et%{o%oﬁ%h 0% K%%ﬁxyndanyﬁ 9o 6-membered

nitro
h“éffvf 5@2&% 25Dy 3 %{ﬁ‘dﬁ@{oa@hQﬁecyg}dkrélwhoserb#orm @, dnd Sy witrein each (b)
otBerBdni tydregeh Sisi snbepen deimt 0 yr 64208 Ghbré ['sﬂﬁﬂlthéﬁ@r @&ﬁ!endently chosen from:

C2a|ko an
ha?%/g?p Ohg gr%)yﬁrecgﬂhg yéyartoé )nl i2%on éycd?lfqﬂb 8@3?%3{’ i G lfé?ﬂl%alkyl and Cy-
Cihalgalkpuyi @rdihyg apheg Rois batoger. gnifivbmarethgleer trifilvemethoxiand cyano.

medaanRR;@ngm@ or nore substituents independently chosen
fromflugrine and chlorine. (e) At least one RL is

Cl- Yo afWyf or EFuReryenyy Jodspgadentiyshesen frambplegan, hydroxyl, amino, cyano,
mmitaC@acb/lkaﬁ@ylﬂcpxy&rCmm&ykyﬂd@sioaraloanzaxya0 al koxy,

rmnctb) Or Rqé 'IQr Qszaluk%s 3L bocf( %[Fd:g‘m@” o@%g%}'l%Yzﬁyﬁzalkyl Ci-
Cﬁkomm@weréthdm@@me@pm onal |y havi ng 1 or 2 oxygen

glr kr(b)t r Ogﬁgne &trﬁﬂi@suﬁétﬁ@b@ mﬁé}%d@dtlgﬂloscrpérclﬁ?}%){% it gl{epyl and cyano.
yC

G- Gy R &SRS P ubiiienr e BEspetenl Riiven smefiprine nd chlorine,
nap ma)hyl At lendany R; iy C3ELARYICCpal, %Wehﬁ()ezcéq@alkm%ycz-cqgalkanoyl Cr

C %ﬂkﬁ&eﬁcxr@mﬁxgqnongetr% {akkgl%%ﬁt al gr@up é)IC]Zd \ghere Y 1s bond, or

het’er oat'ors | ndependent
Y\ih&remiok a&a%%ljenylo?rﬂércltahwl tvy@hrcuogamly havigUb&td ssyb@chr nitrogen

atdvhd Withth (R all9N) @lkéHyl HxUJll@nﬁ léﬂa?ﬁ 'aﬂdLZelQ By?drééaﬁj Fa il %q%agillly?i Cf' 6(:) cloalkenyl,

en fro r ox
he?erocyc C&IJ_CYICL{)E%HP,&/I napl‘é%? @Q?HR]O %93-&/7@?10@?4&%@@}1«?“ @ng ©16-membered
he@ghafﬂ oatakiog V.. 2, 6for 4Akedorarad mdbﬂ&ldﬁily kigosen 12fal NS and S, *wibrein each (b)

- other I\than ’iydroéen is subsgmted wx‘(.%)+ d: or one or (%nore substituents independently chosen from:
halogen, hydroxyl, amino, cyano, nitro, oxo, Ci-Csalkyl, C;-Cjalkoxy, C;-Chaloalkyl, and C;-
C;haloalkoxy.

(6] At least one R, is:

ci "

g AN
~ * U




,0l RO *0OO A O0OS N\ ~~N *~~* Nor 11
N (g) Rl is one or two substituents independently
chosen from(a) and (b), (a) hal ogen,. hydroxyl,
am no, cyano, nitro, C -C2hal oal kyl, and
Cl - C2hal oal koxy, and (b) C-C8 al kyl, C2-C8 al kenyl,
C2-C8 al kynyl, Cl-d oal koxy,
(C3- Crcycl oal kyl ) Co- C2al kyl
(C3-Crcyc] oal kvl ) Co- C2al koxy, nono- and di -
G - Coal kiyl am no, (phenyl) Co- [Tyl
(phenyl C2al koxy, (i ndany C2al kyl , ”/\O
(i_ndanyl§ Co- C2al ko><y, an
(het erocygel oal kyl ) Co- C2al Ky, whaererm gact (1, &
substi t ut dvvlthOor nor e uents 20
|ndepe19d T y chosen from n, hydr oxyl, ¢ D
met hyl , rfet hoxy, trifl uor® , trifluoromnetR 4
di fl*uoroms_t hoxXy, apd ptenyt— “‘ At—tepst—ene—RL
(a) ha ogefiyhydr oxyl , am no, no, nitra,
Cl- C2hal oI , O} C2hal oal k (b) C1-C8 aI/KyI
Cl-d o al koXy, or [ pheni+g’Co- c2al koxy, | each of whi ch
IS substituted wih U or nmore—substitgents
i ndepepeenfTy chosen frowen, hydr oxyl ,
msthyp met hoxy, trifludidnethyl, trlfluorom%tho
dr-tdororrethexy—and—phenyl ~ (i) At | east oné Rtis
t-butyl, trifluoropnethyl, n-pentoxy, benzyl oxy,
para-chl orophenoxy. (j) At ast one Rl is n-bu oxy,
trifluonmethoxy, phlenoxy, n-bdtyl, or phenyl. (k) /At
| east o Rl is ClI-Cl O al kyl,y d-Clo al koxy,
(phenyl )Co- C2al kyl|, i ndanyl -©Oxy, or henoxy, eagh of
whi ch i g8 substitutied with 0 or | or re indepeRdently
chosen \hal ogen substituentss (1) At ljeast one IS
C1-d Qa(Pkoxy, phenyl , indanyl oxy, or phenoxy, each of
whi ch is substitutled vvithgor 1 or re indepepadently
chosen_hal agen sufistituents. n) At ldast one Rl is
n- but oxy, pent yl oxy, n-Nexylo
oct anyl onyI ( GH) 20-" ben2¥y| oxY,
y, indafyl exy; or trfi fluoronethoxy.
—At R1 is an independentlly chosen
Cl-d ozkkqu subst|i t uent, utediwith 0 or g one
or noré fllorine substitu ) At |least o R].IS
an in dently ¢hosen ¢ oal koxy gubstitughty
which is substituted wt or one or nore " or
substit ygnts 1 ndependent 'y choserm fromphenyts
indarW-l@ ﬁ d naphthyl .
N

g)
hydroxyl, amino, cyano, nitro, C,-C;haloalkyl, and C1-Cohaloalkoxy, and (b) C;-Cq alkyl, C,-Cg alkenyl,
Cy-Cy alkynyl, Ci-Cyealkoxy, (C3-C7cycloalkyl)Co-Czalkyl, (C;-C7cycloalkyl)Co-Czalkoxy, mono- and di-
C;-Cealkylamino, (phenyl)Co-Cralkyl, (phenyl)Cq-Coalkoxy, (indanyl)Co-Csalkyl, (indanyl)C,-
and (heterocycloalkyl)Cy-Calkyl, wherein each (b) is substituted with 0 or more substituents

R, is one or two substituents independently chosen from (a) and (b), (a) halogen,

Coalkoxy,
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(p) At least one RL is a Cl-ClQal koxy substituent,
substituted with a phenyl substituent or C3-
Cr7cycl oal kyl substituent. (q) At least one Rl is a
Cl-C O al kyl, substituted with O or one or nore
substituents -independently chosen from hal ogen,
phenyl , C3-Cr7cycl oal kyl, and 5- to 6- nenbered
het er ocyl oal kyl . (r) At least one Rl is nethyl,
n-butyl, n-pentyl, t-butyl, benzyl, trifluoronethyl,
inggpenyenie chaiemont haldgem thirdrbxyl, (cgInoAmethyd,asdthoy) &ifftdroinsihyl,

mh@&r%éﬁﬁﬁyldﬁﬁbrlg%gm% agapﬁ Q,16- menbered het er oaryl
containing 1, 47 het er oat oms i ndependent | y

chos®n f W\Pﬂe@h lséﬁ@algen,éaéxhxsdf amihe, cYeng, sito B ST, halaatkeld C;-

C)hhlbd]lkon @f) (021 1)4 ﬁkyl,&ulﬂﬁJdqusdse Bt @hén!;lﬁ@mm&@téaéﬁ FRRRER substituted with 0
am_no, ano, nitro,

from
or(tﬁ?r bﬁtl erﬁgm enqég]g F%E%Wonb ha.le%eﬁxa yggixxg,yfyano methyl methoxy,
trihdor@Rdtnl, mﬂuhmmythomhﬁmy*qme&bdy ﬁ]rﬂﬁJhErb'w (t ) At I east
O ne Ry e
(glt I’]Iﬁé IZE%E 1_;}%?{ }sq b{xtlylyélﬂucﬂ-o {lh)%il o} y;;egtopydg nzyéoxg/,l or ¥T‘% fhl%f)phenoxy
| ea@t ofelest 0118§1 @P@@ﬁ}am@hmmythoxy@be@mmmx or phenyl.
ph(@ﬂw ) &bi;@aiehy,hs CQRCy, a.l((he(t:,e@ QQM&J}' SI‘EABKM do-ela'l]g? ?Adgﬁﬂ-oxy, or
a S.
N ST MO i ———
subdbi t uﬁekstasv\mterRl B GHC,oalkhexy ophengiyriiasylidxs L dr beREKy Seach of which is
subdielasRdent | ¥ nqd?@iﬁ@egendgrm &en%%,g%x&xbgl "ri%h phenyl. In

21 certai n conpounds his e - and
6- miBber &4 ei"?é?’@rReEﬂth@’&Ia R%FPOXYCQIH?}?KYSIEP%WWDQ@HW@XY n-heptanyloxy,

n-gotangiexy, pl’(enﬁl@lﬂ)zo ()W):yIB@ d:ySloﬂIaﬁlﬂEtﬁ}lb)G)’ﬁldaﬁfloﬁ' &%{ﬂugfoﬂﬁghoxy

(x) 31  Bad: eh{ mé c{ et erogyc oal ky]

subsPi t ufbEHIER i 3 Rdspydentosp Cr- S“R‘fm: ibstjtuted with 0 or
ong or igorprBvriviee edistiienter oaryl containing 1, 2, 3, or 4

het qbpoat ApRast br{é @? R%ﬂ Qﬁéb‘eﬁcﬁént%%s@ﬁ‘ Cf-{: oﬁlolﬁ{ sugsﬁttuaerrlltdwk§¢h is substituted

substltut ed Wt or one or nore Subst
VRS SR S sybstl@ms%xe%pww chosenfenmiaypenyh indanyh endydaphti(yk )
Rl i®) t hihadisaze |RYis a d,-@?o)lk&%' shlﬁtnﬂerﬁ'%ﬁﬂgﬁ'thteé-w%) a:'z‘Rp:llnenyl substituent or Cs-

. (bb) RLis pyrlmdlnyl
Céiﬂ"%@k‘%ﬁb“% mdinyl. (dd) RLis a Cl- S koxy.

( ee)(q)R i ét h@t o.tgelh ior CtQhi lkylionistietet with 0 br,on€lor nfvRCkubstife s
m@éﬁ!endgatl? @l%sé%dﬁord ﬁon%d }Pgﬁ B, Chg?’lggﬁ}q  and B LY n’xembﬁrﬁd heﬁéocyloalkyl

vari a (b hydr og
and é4 Véf egbpxggi] is methyl, n-butyl, n-pentyl t-butyl, benzyl trifluoromethyl, or piperidin-

I-ylmethyl.

) At least one R, is heterocycloalkyl or 5- to 6-membered heteroaryl containing 1, 2, 3, or 4
heteroatoms independently chosen from N, O, and S, each of which is substituted with 0 or more
substituents independently chosen from: halogen, Hydroxyl, amino, cyano, nitro, C,-Caalkyl, C;-
Csalkoxy, C;-Cshaloalkyl, C,-Cshaloalkoxy, phenyl, and naphthyl.

@) At least one R, is morpholin-1-yl, 4-phenyl-piperidin-1-yl, 1,2,3-thiazol-4-yl, or 2-
methylpyrimidin-6-yl. _ :

(w) At .least one R; is C;-Chaloalkyl, Ci-Cealkyl, (phenyl)C;-Cialkyl or
(heterocycloalkyl)C,-Coalkyl.

§) At least one R, is (5- and 6-membered heterocycloalkyl)Co-Cioalkoxy, each of which is
substituted with O or one or more substituents independently chosen from Ci-Cy alkyl and phenyl. In
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(a) The invention includes conpounds Fornula (1-h) and
(I-1) in which the positions of R2 and R4 are fixed.
Compounds of Formula (1-h) and (I-i) in which g ant t
are 0O and r is O or are preferred. The invention
includes: RA R2 S R3 SR3R2N(Cl2k R4 N (CH2)r~ N
Are NAri O O OOt g (I-i) (I-h) (b) The
i nvention includes conmpounds of formula (l1-h) or (I-i)
in whicht and g are 0 and r is Qorl. (c) For
ceﬁm&ﬁ%gﬁs of this QmBbiBerk kel afd 6-mbmbetedi Hateiblyciialkyl, cc&ﬁﬂsd}mtrogen or
are and r is 0. (d) R2 is phenyl, substituted with
°xé5$en]?”8ﬁ‘ nore i ndependently chosen hal ogen

subgiv) t uRnﬂs sworphdlipyl oR@iperglipyhenyl substituted with one
or @r € ﬁ ?g ttQ gér%;ﬂbérllchnc’ ujyl?clo%l'k?ls}u'bst.t&lﬁ‘éatvﬁth a(ptlénleZ I S

phe uoro at para paositio

(g) &2 |§t hastsone&)lsé- toﬁeme@eh%a@/ﬂ Eﬁiﬂwn" I ﬁf %ﬁhf"tgm%{ms
mgepteﬁﬁfﬁ@ RAen HRLEN, @R EM S, s&t&xrétbc) witRd d(r Sr)xeaézﬁroretswogﬁmfmmmdenﬂy

et er oar |3|ng ni trogen. j is 0
0}'85?‘1?&?’6‘&4&6?“@9{“8 group conprises sulfur. (k) R2

s pyyi d}{l,;st}(iéh)azdk;’a |s phenyl. (m R2 is phenyl,
subst it ut,ed nore substituents
|nde¢) ndté{ fsd'me v%)gze%h?a%%rgn ﬂhal ogen, cyano, 5- to
6- ne@frb)er&dlsmmr@ﬂ’@@ycl oal kyl, and al koxy, wherein the
al koe@y) |${1§;l4b§5tﬂyt-y)trﬂddlmlth O or one or nore
subst it uents d endently chosen from hal ogen, Re,
-C( %(‘“éﬁ‘ Rb.(n)R2|sFQ'CIF-OFF
O (ee) RIS halogen or trifluoromethyl, t, g, and r are all 0 and Ry is hydrogen, halogen, methyl,

or phenyl.
The R; variable
(a) Rs is hydrogen.
The R, and R, variables.
(a) The invention includes compounds Formula (I-h) and (I-i) in which the positiqns of R; and R4
are fixed. Compounds of Formula (I-h) and (I-i) in which q ant t are 0 and r is 0 or are preferred. The

invention includes:

R4 R2
J\S F§3 / S ITS
Rz Z N (CHy);, Ry N (CHy)
N*@ @ | " N/ : r\AH
o/ \o/ o/ \o]

(I-b)

b) The invention includes compounds of formula (I-h) or (I-i) in which t and q are 0 and r is

()

Oorl.
() For compounds of formula (I-h) or (I-i) in which t and q are 0 and r is 0.
(d) R, is phenyl, substituted with O or 1 or more independently chosen halogen substituents.
(e) R; is phenyl substituted with one or more chlorine or fluorine substituents.
® R, is phenyl substituted with fluoro at the para position.
® R, is a 5- to 6~ membered heteroaryl.
(h) R, is 2 6-membered heteroaryl.
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HO- O- OOs or (0) R is a5- to 6-nenbered
heteroaryl group, which is substituted with O or one
phenyl. (p) R is -CCO-NHRB,-C(O-, -C(O-0OH, or
-C(O-0ORb. 23 i (q) R2is -COOH, Cl-cCalkylester or
NH" NHONH NO OHNM N=NHI OSor OIl HNilO
(r) RR is Cl1-C6 al kyl substituted with O or 1 or nore
phenyl or am no substituents, wherein the anmino is
substituted with O or one or nore substituents

| n depend@yislays- witaseibefed Bdlroaal Qmp@sﬁbmﬂfﬂgin or -3S(0O 2Ra;
an %@ %gmm%menhgﬁﬁgéher With t ? carbon atons
of tfe t RPE7olS PGt B° ﬁmW%%Vmﬁﬁﬁmlgftached to
f or fan &nyepyridyhg. (s) R2 is hal ogen, or am no
subsfy tutgds Wedp 0 or I -C(OQ-Ra. (t) R2 is bromne.
(u) 4 1S ydro en or halo en; and R2 is
(13(Z 8 phgjyls Rgbstltu@f @ o'y @qz:Ranore_ qq]:pﬁuext@ndwdently chosen from

ha-l@l@)c@n% tor QR&nbere@@@m@aloal@ﬂ aﬁ EXkoxROwheRBhe AkoxWMRisGiitituted with 0

ubst i e r. one tuent s

e TR O L S M O
|s H@lerébytloalkyl phenyl, or 5- and 6-nenbered

het eroaryl, each of which is substituted with O or one

or nore substituents independently chosen from

hal oges—hydr oxyl , | am no, ¢ Cl-A4|al kyl F C
-CA a*l n certain ¢f ¥ "enmbodi ment s i s|
pi per id=Nyl, norpholinyl’, et azi nyl S *

thionmor phot i nyt, —or pyrrotrdimyt—v) Rd—s ||yul1__ ogen
or halo . and R2|is pheny, a 5- to 6-nenbered
het €H enyl |fusedF ) 5*or 6 menbered
cycl oal or heterocycl oal kyK ring, of a bic@c
to 10Chenbered heteroaryl, eagh of which is

substituted wi-th 0lor one or nore substituents

i ndeper %ently chosen from(c), (d), angd (e). Wiere
(c) is omoden from hal ogerf, hydroxyl, oxo /by no,
am no, . -0 N2, .7 s(0 N2\ _Q_

Cl- C2hal oaf\kyl , and C1- C2hal oxy, (d) is chosen
from Cl - C4alkyl, Cl-C4al koxy, C2-

Ho—<0_o \\o{o W

S 2

* »* 1 *

o0 O -
N~ or

(0) R; is a 5- to 6-membered heteroaryl group, which is substituted with 0 or one phenyl.
() R, is -C(0)-NH-R, ,-C(0)-, -C(0)-O-H, or -C(0)-O-R,,
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C4al kenyl , nmono- and di - Cl- Céal kyl am no, nono- and
i -(Cl-C4al kyl ) carboxam de, nono- or di (Cl -

C4al kyl ) sul f onam de, ClC4al kyl ester, each of which is
substituted with O or one ore nore substituents 24

i ndependent |y chosen from oxo, hal ogen, hydroxyl, oxo,
cyano, amno, nitro, -C(ONH2, -C(OOCH - S(O NH2,

CI C4al koxy, nono- and di- G - C6al kyl ami no, nono- and

- (G -C4al kyl ) car boxam de, nono- or

d| di ( Gy CAal kybpoil & 0nagidg.or O CAal kyl ester

al nnl kyl —and - C2hal oal koxy, and (e) is chosen
from (C3- ycI oal yI ) Co- C4al kyb,
( het ycPodl kvl ) Co- C4al kyt= (plreny! ) Co
of i cp—iNH  subst | t ut-ed oxe, hal 3gen o /@
0X0, NEyano, am no,jnitro, &0 NH2 - O OH, O N

G - C2hal oal kyl, and G - CZhaloal koxy. (W) RZ pnenyl
or pyri dyl, each of which is substituted Wi@@>0i
or substldsuents i ndepérdent |y chosenp from (g)/ (d),

and (e) xf}ﬁa i s| pi peridi . norphol i nyl, "s7C

pi Perax NHt hi onpr phol i ny), or pyrrolidinyl, ‘éa
which is substituted with or 1 or 2 bubstituent

i ndependently chosen from(c), (d), and (e). (y)
a—5—to—6-repbered-heteroaryl—phepyl—fusedto a5 nrm
6 menber ed oal kyl or heterocycloalkyl ring, or a
bi cyclic & 10- prenber ed heteroaryl gchosen from

i mgazo[ 2 | Jb] t hi azol -5-yl, pyraziny|,

1%@0[% 2- a]p/ridi n-3-yl,

t hi 3, 2 b][l 4]triazo| 5 yl, isaxazol-s-yl,

i dazof I, 2= 4j pyllui 2=yttt aLU|y|,

2H b nzo%{g %:% 4] oxazi n- 3(4H)
benz( [ d] Rafs&zGh alby yybstitytpg Vgﬂy} or l@éﬁgr@p@ﬁngwr gminqdubstituents, wherein

thb emin® {s dx}lﬁﬁtﬁt!@*vﬁﬂ( &H}le @E’rﬁre sﬁbéflﬂumﬁhdlbﬁéndedﬂ k@?e%(ﬁloﬁﬁl -C(O) O-R;, and or

R My S P A A B

aﬁﬂ@)@b&fﬁ@f@ﬂ&hﬂﬂ&( 3H) - one 2H benzo[ b] [ 1, 4]t hi azi n-
3(4"&) ong, §1slhal?otg§1 Bwls%ﬁhteéwxﬂ(borelaetb)q{ which is

substituted w or or nore substrtuénts
i ndéBend&qfsle%sen from hal ogen, oxo hydroxyl,

am r(e) C YA (idydr6en Grhailedtydnd RAR -OHM, -676)- ﬁHlQ,XM(O)MfLCI%%F NH-

4_0} F@’)ﬁ) r}ke -Oéd%(ggﬂenté((ggf(al S %P rlgc\:ill iy su tl%tﬁg orS cmg OT more
supgtitueqms @d@pelqielqtly chysemfiein gh &b).rmad €Yt Woat Ryis rttepiatdylephenyl, or 5- and
6-§1@1111§e?ed R abl HeRbAMidhRE AR uted 35th WoL dne %?m(ﬁ-p&%%gﬁygldependenﬂy

OSI tions containi ng one _or nore sucn conpo

chaffa frgm helagenydrgrylaztinoycyaocent iy b ardeiGo plkony. InTertainsefdlipse
erﬂmﬂﬁﬁhtﬁlﬂﬁls plﬁﬁldtrﬁl &B@hchl}iﬂ,r ;ﬂ;ﬁe&ﬁmﬁ[ ﬁuonBrphBian &EPyrrdidinyIR4,

Ctv) an %4 1s hygrogen or han)ggl zfanﬁ Ry 18 pLeny as- t%—memgered heteroaryl, phenyl fused
to a 5 or 6 membered cycloalkyl or heterocycloalkyl ring, or a bicyclic 8- to 10-membered heteroaryl,
each of which is substituted with 0 or one or more substituents independently chosen from (c), (d), and
(e). Where (c) is chosen from halogen, hydroxyl, oxo, cyano, amino, nitro, -C(O)NH,, -C(O)OH, -
S(O)NH,, C;-C;haloalkyl, and C,-C;haloalkoxy, (d) is chosen from Ci-Caalkyl, C,-Cyalkoxy, C,-
Cialkenyl, mono- and di-C;-Cgalkylamino, mono- and di(C,-C,alkyl)carboxamide, mono- or di(C;-

Caalkyl)sulfonamide, C,Cjalkylester, each of which is substituted with 0 or one ore more substituents
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Art is phenyl, naphthyl, a 5- or 6-nmenbered nDnocycllc
heteroaryl group, or a 9- or 10- nenbered bicyclic

het eroaryl group, wherein Ari is substituted with R

and RL. Ris O or one or nore substituents

i ndependently chosen from hal ogen, hydroxyl, am no,

cyano, nitro, Cl-C2al kyl. Cl-C2al koxy,

Cl- C2hal oal kyl, and G -C2hal oal koxy. Rl is one or two
substituents |ndependently chosen from (a) and (b):
H@@e{*%yﬂmmselgfeqm oxhhdiogony hydroayli 6x0, cyfiy pamimd, nifth t.c@)NHZOQQU)OH .

o o Cl- C2h
C{\IU?chlc QZJHé}l th léy-&‘ Qﬂlgifmm%éno&%ndo c? -Igg o@?lkyl)carboxamgde mono-
or(fg(c@ctfg(ly ]R%‘ﬁ lde @Zc@kﬂ%ﬁtqf {-edelegliyl,@nd @l‘@h-’maﬁ@ny and (e) is chosen
from m@-c7cyc1odm)cb-cﬁmgla{hkwoe%rlobwggllc&imql @;!m@@g@ééfic%ﬁ( ZacP of which is
s 880 el o B Bt S g i, QP GHOOH.
%Qyﬁbrc @ahalwlkﬂdgéﬁr@@dnqum thin the alkyl, al kenyl or

al kvwyl G{Qﬁlpﬁbnylfbpgynéyﬂ S %N %@ﬁbsﬁbte&ﬁ%ﬁl& ?rq o g%lfﬁstﬁt%nts

oalke het er ocvcl oal
“HE?SPG%‘{%VJYY °L°Sf1&° k(& pekieky | ) Co- O oaI koxy, or 5- to
Sl ;B(Wber &gl mﬁf’ﬁgﬂﬁéﬁiorpﬁ&?ﬁlwﬂﬁgﬂggrﬁﬂ tpélrnnmﬁlh()ﬁm;l 4 Hyrr§hdmyl each of
wag dl@ gtfg)gt e%iz ith 0 or ?%I' su g‘l 15?18 1 Wy Ftr?smoeﬂc);((dp and (e)
C6- @Woal Rels a % tf(ﬁ@@mbdrk@wsetomyb ihe@Gl- fskOad &y Wb memB&€dcycloalkyl or
hdﬂdi&dyQMyi thghﬁ“é 'bfﬂﬁ:h!: S-QB lgm%%geglﬂftgr%are c JS% oqn at %gos[g 1-b]thiazol-5-yl,

t.he a or a
pxpighepl, it Y i S s Gkt R BAA At B tngled Ky Imidazol 2.

ajpitrigiiny2-yl, thiagohyt, hwbﬁanﬂbnﬂkaazm(ﬁH)QKé? B&l&&[@j'ﬁﬂfa\é&)ﬂ “thienyl, benzofuran-2-
het er parvl containi'n

7. oBR 0B b0 B o RGN TEBaC-=o{ g Hcnal5oL
na@thﬂ qam;mg W’pgrrzeﬁunn-é @ﬁ)—o(lﬁb) is@ifete furah {1 B0l I PG BEhzo[bJB1, 4]thiazin-
3(8MP&L] HGBQldadYéfz&n ¥ QFh QP& {JDJuﬁsuﬁlHe?S :gh:_)lde{}t T i Y substituents

i.nde elndent chosen from
ndpREY ghassrdtomdiglgeen oo @ztdawy Pme:JEyE@eLéJHC@ @U@;)a an@C:-C, alkoxy.
CZhdk)d*athyabrmeand Cl-C, hal oal koxy; and the other Rl is

hal I rifl ororrethoxy R is

hal 8%2%”““ %%w%%\‘iﬁé %("65’ s - (O CH,

-NHC(O) OH, or am noR4or R2is -CI—PRe -NH S( O 2Ra.

-CH, - NH-S(O)ZR ,Ra (O -NHRa. -C(O)- NH CH7Ra,

“NH C(O)-R8, ﬁé OARY, \ Qeft: C(O-ORb, -ORa
-C(0O-Ra, or- C(O) RO “Zea gy, substituted

with O or one or nore su tht S |ndependently

chosen from (c), (d). ) \°gr R2 is C C6al kvl,

phenyl, a 5- to 6- rrerrbered ‘heteroaryl, @nyl fused to

ang pgar@pcegmnlbn@gqp@ble sdigC hralallykdmtes dferebiEfaeEv@lC Y€ bigahdeMltical compositions

conRls oo e Bl oo and teroarvl,
_g of which is ngbs;ﬁ talcjbth an&EE‘WC?&ePt%e B o e

su bgf”i PHEATEO o2 e S AThds Bn RomorRs( tcg, and tre definet as follows:
wheejn: (c) hal ogen, hydr oxyI . 0X0, cyano, amno, nitro.
C( C2ha| oal kyl, and
%‘hal (l)lgrfyﬁ:( %/g_lk C?) &A&FW m@fcyéyr‘ap%%yyl group, or a 9- or 10-
m@c@dbsz@bml}eteroanngw wiretkidAr GhutShakkyitamidg, nono- and

- RGlo o%@'o}(ﬁ‘)l)r)e%gth%é oq d §‘ osen fro loge roxyl, amino, cyano,
thhf:b%Z #%il léf%é@;{é%&aa{gag;l i? C{é%zhﬁkalelfoiy SppveBabA B ’

R is one or two substituents independently chosen from (a) and (b):
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with O or one ore nore substituents independently
chosen from oxo, hal ogen, hydroxyl, oxo, cyano,
amno, nitro, -C(ONH. -C(OOH -S(0O NH2,

Cl- CG4al koxy, nono- and di-Cl- C6al kyl am no, nono- and
di - (Cl- Cdal kyl ) car boxam de, nono- or

di (G - Aal kyl ) sul fonam de, ClC4al kvl est er

Cl- C2hal oal kyl, and Cl- C2hal oal koxy 26 (e)

(C3- ngoycl Fgl k%I Ca- C4al kyl
( hePLhsEs e ME%K Eﬁa%&%ﬂm -COOBh SR CH-Chaealy). andkac h
Crlafoalsdriycdnd i s substituted with oxo, hal ogen, hydroxyl,

1 R 0 sk O T et S e Cr oty

mOoRQy|REf- Ql&@é‘kﬂ@l‘bomlﬁﬁ phegrowr-B@n at ons of the thiazole
ri ng’eieof 1¥\'Bdn@ |?9r§ hﬁyr@[xﬂ(yatatca@]!%ﬁ(gnyl oPc 8, %lg)@{loésarl'r (gmonally having 1

orzcar 03%/0 iC gw1 I S aFOI’THtIC or
 SRER  Bpose 219 Y éh“h% Fl@de#enm)r dinaplaprin 8 - C( O) - Rd.
R4 L& hiagrolen §e-0;cybladlod.eTy-C ey damnyil hete?cm'd]&lkypgﬁdﬂﬂz naphthyl, indanyl,

| C2 Kk Cl- C2hal
(C; %v&%&ﬁlk&al koQLJ%/ or Dgfhenyﬁar'nbe Oé( X%a & O%t gue?rﬁ-é'npteroatoms

oXy " of
mdwefl??nmh?ssmﬁm?n%apdﬁg Ra i s heterocycl oal kyl ,

pheﬂiﬂ'at 1 one 'R] @ra ébmﬁl%mhqi £ @{oéfllcvl qgél%h a]%gnvlf or C? rbmalkynvl

ea+ b@tltute with 0 or one or nore substit
rﬁ’a‘é"ﬂ% dBHEg YOchBRER & ﬁhﬁtwéﬁtmwﬂﬂ@mﬂwnﬁmrmml chain; and

Cs-EycaniarlkyCL5- Choyelbatigehy!, haadcvaiaalm P Xphti3iD 1h§>an@1(c0£‘"c7cvcloa11w1)cc-
Clo%lk&x or é"’qf E—Sllexgbetr{]beh elrg 1 cl)nst u?ﬁgos an| %’y u?c?a&olér;:sl{}ldependentl\ chosen

ogen,
f"”ﬂ”\( QF-E‘E})(SO) 2) - phenyl Rd i s Cl- Csal kyl , phenyl or 5-
to ﬁhcréﬁemr(g)d ot'H@rt ﬁ@ﬁ%@yrlwenr 1s| s%ostlglted}l_ﬁﬂ')r g (ﬁ (}?DR%I'&_IIR}E I_Tnbstltuents

and 0 tar enot'Bot .
neERGHE ? ”erb PYETREL RNt RRIn nige e a - edohpr-Cabioxy, Cr-
C:rabbaikyli st e‘r-cmgoammhemme tiihrGRa sl ifloge@f thifdnh MRy ] AR roRdihoxy.

b e eel S SRR, oo PIFOR AT e
pr eRelf iR enbo¥ PR a t CHAINE-S(@FoG60)H.. -CH-NHRe AT(OPNH-CH,R,, -NH-
C(W@@d{r‘-(ﬂbﬁ-ﬁr Loy -k Neira péwf)—RC al bgO) I@fefa?rxcotf W¥ilh is

$| | east one conp oun
S“brs?ﬂ}‘é Yiﬂb%“%e 4 “@i?ﬁ}l‘é%‘t“e?’fﬁm#@@&evéw cliqswsftqq?e(ﬁi (D.gnd (eHBV

I nf BCisiGiEsalfy) @b, lars-as 6&fnébtbd'bd‘fﬁilﬁ=lroar}ll h;ﬁxexﬁ"f QB8 4o a 5 or 6 membered
c}'ﬂ(ﬂﬂcﬁn&] Qe%r \é.h(gleﬁn oggt F] cucf; %r i(ﬁ at | @:?ed l'h,teor egeegghl (?ig which is

hepatitis il
S“bﬁtﬁéthbYﬁlf‘h 0 @amedw ﬁ@teﬁé@ﬁwmmdmndgﬂb ald:mnrfrom (), (dygad @); t he

b [ O X0,
subjceid ﬁ&ﬂhﬁf@j(dm ;szvaﬁ; SRR (|’-f) ,)N%{Qfggt'i,)@xz{,l( b%]C?ng 2, haloaliyl,

(I-e),
md(‘%l'“?%"&?“”ﬁf phar maceutical |y acceptable salt thereof,
or @) ProdkyLCahalmy ,6&2;@4&11{@1}'1; hekceafd, d1—@41@{aﬁtbflﬁmﬁg QﬁanIaha?dl -(Cs-

C JL&et ted
4&?’}&&%’? anlné}} vﬁeln %I JE)Tn it aﬁ%’ﬁ YR caf"ﬂl%e(g' Eﬁﬁ?fgftﬂo?fd? Qfywhich is substituted
wit P ETRTE A§ T9F° SU%?@W@&mgldhelpahqsm fomOxv, halogen] NIl @B cidho,

amifo led:m @E@)NHE‘ @@@HUQ C? ‘; CI@?dllgxywﬁmBﬁboqncF&?&?Eéﬁ&ypg}mo mono- and

[ to sal an anount
d"(ghg] ﬂﬂ‘aﬁ é@?ﬂet Thege- %ﬁdlqce'gsagky{)ﬂlﬂf@@mméfcl§talkl}’@§§tcrﬁd@balkvl and C;-
Chalosipoggnds of formula (1), (l1-a), (l1-b), (l-c), (1-d),
(l-e), (1-f), (1-9), (I-h), or (1-i), or
phar maceutical ly acceptable salts thereof, or
prodrugs or netabolites thereof, wherein hepatitis C
virus is treated or prevented. In a further

26



enbodi nent, the present invention provides a nethod

for treating or preventing hepatitis Cvirus in a

subj ect in need thereof, said nethod conprising:

adm nistering to said subject both an anmount of an

addi tional anti-HCV agent and an anount of one or nore

conpounds of formula (1), (l1-a), (I-b), (I-c), (I 27

d, (I-e), (I-f), (I-g), (I-h), or (I-i), or a
_pharnaceutically acceptabl e salt thereof, or a prodrug

{e(/a%oély&lgaqlgl)b%t@eggf Lhe%éﬁ%c%hl'ﬂ¥1F@ le;ﬁ' Eheﬁ&ndob i, Sach of which

en s are fhose
is sa@s@ﬁteé with ppey }eﬁéqgﬁrg hydspxyb Rxppriare, a@’(ﬁ‘ﬁfﬁ’&fﬂa B¥Hz4-HEQ)OH,

-s(ggme@tczhél&n@mmhm,czhmmom e believed to | nhi bi t

Pﬁﬁﬁt  t Ilip_ﬁta%énr ugeﬁ}}?f \glg} tg%%a ent g’f %afo e rm§¥o \%ngthey are attached

to fotm mCe@ cavbeyelioring whish ipgromhaiio ormtmﬂyursatpr@ied ment s.
Ant any mechani sm Wt hout
k H%}ér ?%ﬁg}/o}at eory,

a conpound of the prese

. v Ene ﬂ‘tﬂ‘i"gﬁhéﬁbg@’ %YHrOXﬁmmW%gﬁfﬁt rn%?klrlfm.%ff“tOxnészhaloalkyl
C {oyhatausiy e plithd Cdr8a agen wietieh i b PRl yRihgt ei N and

laﬁg?ﬁg?’ teérfo)rgﬁfglg%‘l :éhg%&%agr%ggrlﬁgx cglfelg;léo raxr"v:f egcg’n otf wl'ngi'x is substituted with
0 drpuesrtmhansubiatents sndegendeaiiit ¢hosd@iomdelotenhydrdxplaaining cyano, Ci-Cy alkyl,
and B1-8Bfl@n of defective replication conplexes. [0068]
GEneraI%y RNA synt hesi s ﬁ,oceeds as a two-st
pr o&eds CriCniakyht Viseim g dF6 gy PHiQRally pypstitid th%m Bplogeryyhydroxyl,
-C(GSDDHL p’rHe@lﬂ of e—(ﬂ’ﬂﬂlﬁ(@;}%yl R, §s Of-TRitkyi, Phenfli G13- @16} ientbered heteroaryl; r is
i an_ of Wy, nthesi zed,.positive or negative
0. TF i BRiAS |g na dé Usgﬁ Jl%%%ﬁﬁﬂgk pl us strand
tenplate Upon |n|t|at|on the partial transcripts
F&yﬁﬁgﬁhﬁTto di ssociate from the RNA pol ymer ase.
ongation, the renmainder of the positive or
n eg 40065k Tlaq rethnds pipe ipyering @prepily PRPRHAINT B therppedtpally
efRBhe dmaarﬁf,at [8asC@BBEHdENINT tHe PR sqAt ifG@NGn to b Bub@eiin MBd of treatment. Ina
agtbil ﬁoil%r ;?{% d erane%démené d LI & ¥r¥>5stqr1; I’e“n%vlens 1té)lrr1] ?pm;inlrs]ec a ann?s err]lr?gr a therapeutically
effsbtoe momecpiiat leat Smomormotis of fiptebeat ination t a avbi e bed efstsatment for
HevaRimaund of the present invention blocks
replication prior to eIon%atlon I n_anot her

emb 0966k it an epbedimeni thrcPrent inmeatinn Rrevidas asthadior Frting or preventing
hephtidie KlS/lrﬁﬁ.ﬁlﬁed:t@ﬂiﬂ ﬂﬁbjaﬁ tn&feed&heﬁm)@ amd althod compRsigtiodhiseeing to the

ound .of the ese v 0 I .
sPigiar eatron prrar S TR i Skbr e (08 o g,y i or (- ora
pﬂamaanmtdﬂe accmﬁbwnln‘élmeof @ awrine arvdetdolite ereof whenis kgpatitis C virus
m@c%lﬁstreﬁtg@lnj p?é%ﬁt&f‘ @l ﬁr@srentk?x%rlﬂloh Rirfhb3hdR8s Adhod for treatmg or

el ongation. [0 Addi tional anti-HCV agents (i.e
Prawv?ngwﬂa@%m‘@ ir ?F“%fti‘a P EYbistt 1P Beef Hiseat ﬁ“b‘%}‘?ﬂa’é QompRyisipg; @dministering
to[24i@ Skt ah BMERt N JeastBi)t, 0 bhdt ovvditliaasthiged, oratlthsforrttompounds of formula

o J955E Y % PRSP, o BB oL it
prodspgaroametaiotitertilemof whwsein @@WQC&W intlehiet joopreventeda th a fumr/

exﬂﬂ)@fﬁeﬁt P G UBEnREEHN! p?Jvﬁlgs AhdR férrﬁteﬁfng ®f ﬁébentmg henatms Cvirusin a
un- pegyl at ed al pha interferon,. ribavrrin,

pro
subjsrf i Peed Hhereotygidymatiod s@marising: Bfirfﬂafsgermqot? salmbﬁ?ttbeﬂ* %n amoun of an
-adtob ) ahtiC Y bdedt d aarhdufit of Bnel of b Ricb@Fcinds@ formula (1), (I-2), (I-b), (I-c), (I-
anti-fibrotics, drugs which targets inosine
nonophosphat e dehydr ogenase i nhi bitors (I MPDH),
synthetic thynosin al pha 1, therapeutic vaccines,
i mmunonodul at ors, and helicase inhibitors. [0070] The
degree to which hepatitis C vitus is treated or
prevented by adm nistration of a conmpound of the
present invention may be eval uated by any techni ques
avail able to the skilled artisan. For exanple,
treatment of hepatitis C virus may be eval uated by
anal yzing RNA | evel s of hepatitis C




virus, anti-HCV anti bodi es, and hepatocel | ul ar damage.
I n anot her enbodi nent, treatnent or prevention of HCV
may be nonitored by observing the levels of serum

al ani ne am no transferase (ALT) and aspartate

am notransferase (AST). 28 | [0071] In an enbodi nent,
the present invention provides a nethod for treating a

subj ect that has |iver disease, conprising
adm ni stering an effective amount of a conpound of the
DfF-es e GighWetntar 6n), or ayhemacdulialis sbprette silttadrediasa blod8¢ or metabolite

thd‘éo‘i’ﬁ;ﬁ}‘éﬁmlﬁpahﬁﬁaﬁﬁlgxs ujeﬂecfcnﬁreg&?etde)(t of the present
a subject is any |1ving organi smthat may

i nveptjon,
ben i& G6¢1" ppts H}Cf/raé%ls AESiRosT genty, intluding fe example.onulhdundrof the @fesent

ineex@mpih@ aredelieuddl tehibit hdpatitls @Gy A:H@I’(EV Léeﬁ& InQ}I Beﬁ&red to inhibit HCV as
or ses,

1n<ﬂ?af£ g‘ésforseg%grleh%ﬁgﬁrgcal ?bserva%oEﬁ,Oé %?rﬁtgxa emxawp-HCé/ agents may act
byg@bﬁn woisns Vithutrpeing lirSitedjbe etysthdoa b cdﬁﬁ;}éuﬂﬂ@ﬂtﬁé preseht'ifdhtion that is an
anﬁ-ﬁ-ﬁﬁ’tdgaﬁt'naﬂ' ﬁﬁl)lyﬁ@V %b %gn% hRat.hay ke the ﬁé{) o I a% élacﬂgmng to

f ase or condi tion hose t ar e
°‘F¥§(}?“rfg misclgavagspEoducsy In angther qmt@ﬁxmema lpsed oﬂtmprmy ibention that is
anguEHEP ot reayllend & fdﬂnﬁﬁ@&ﬂ derectiORgiidafiARomBsRef i ts of

tre n revention of a disease or
conz(lgotglﬁoﬁT or yéme r%g B@WC% % ahV S UPPEOCESS: iRitigtign adsipngation. In

inifigiep, 38 pqa{:@teé qurm}a;q@NAgﬂ forheddin wilics exdg £podtion GﬂtﬁdixdWI)Od?nthesmed positive
or [’x@@t?v%lstmﬁd RNW i&aide m?gta rﬁﬁés drl LSS tragc! é&@&? Y rg)xq IiIll n, &n, 30 ¥art1a1

mani festation o

i crl#ﬁﬁ?ﬁ qedl H? tblelt?]a%‘fa‘iﬂ%? irogm the RNA pojvenetase Iliaqlormgn,l theremainder of the
P Odilwe)amatfvg sttan&RNA Redstrhe Smsﬁéﬁblhﬁ&temuﬁﬁﬁenh §§or§pound of th° present

e .S a lated wit
mJEJ;/th ‘Sﬁgks ?é hcaﬁ%y pé&é té éngtéa% aﬁ]o§hexé1 Sbaglfnﬁqt,ébco%pquﬁd U th,ed:rresent
vaV@fl Gleelsireptication afigr ivftisfoaskh ah embatirhant a bdmplo&dlﬁﬂﬂw\ﬁreﬁﬁt invention
: bl(ﬁkb&é}ﬁleiﬂaﬁj pﬂidﬁ @leldn orl 'y gﬁoﬂ{épéfml%ﬁxbrréfl f ? otl th aprresgrtt [malﬁrmon

bl C]¥S :1|1 %t i O ga%% determ ne

RS8P ?ﬂef P0G, Inga eRbrcHsaL Pé@’éﬁotmd Oéthe aqucnbnwﬂmon blocks
repifesdinig prvw i tothlidigatibroant hlengaﬁkd |th @@the¥ dnibS@fent, |a|'&01¥11;1)%nd of the invention
bloQEr}Lpﬁ}lQ‘tlongﬁe} aﬁl 19{1&‘2)?1 and I1 nvgtﬂtglui) n, a subj ect that has

l'iver disease ma limtati on, acute
hepE0%]j 4dditiopa! elﬁlrIzI,C‘ﬁ wats (itei, spti-HCV egents &nﬁﬁﬁqn 16 thbgelp@Sided by the

pre@ént ianﬂtld)d) ¥ay optleﬁﬂy %@ﬁﬁlla!téd\{@gethglj Vﬁﬁ%§ poun S of tﬁe %\éengcgldg & single

Leon eun% on thereof. A subject t
PhRacFthea ormulaiiqper mebfﬁgﬁBlnéfFﬁedﬁéfeP%‘ﬁF forqlwtlans ﬁK@ipéWY agiditional anti-

HG3rgerds inghude pegalagl hlp}adﬁtexféﬂcﬁi urhf:b&;ryllatbd/ﬁ ha i3 RRR %m&d px%{%ise
mh"ibﬂyrs %Uf})fhl@xgge 1ﬁhﬂ)§t¥)rs E)rls beog—;' £ lbimﬁ% gaflgxtéllghin%rsﬂ MlTrﬁgfsptms
dr%\yhlﬂjéargﬂw?ﬁpng p@pc@}josp]@.tet dtpbyCSle]lawhhlbﬁoB (IMRDH) ki btBetic thymosin alpha

ltd@zlpeMEﬁ/}lccfn@sUﬁxﬁndﬁMIaioﬁ Jrla%el%ge nhr%% 'f: ¢ exenpl ?r?/
oCcul ar recta

TT@B?O?L{J‘ at.i on rout es i nCl ude ora ,
buc S TR0 Witichdpatitisy Mirus A tepied orgpented v edmisistration of a
compatndanfths preheat invehtivh iy 8M6dRatdB) dl’@ te@ﬁld;ués'l@ét'ﬁl‘;l@fa)the séllle artisan.

ode ! nmonary. | ndivi
T T
v1r%s*?§;ﬁcéfsa@ﬁl?°ig? M{epmdtud?]ar Prreage nin amuther ﬁﬁbd@imexft,tﬂ’ebth?ﬁt or prevention
of H heBH h rvi els m.LAera s

&P ﬁ daflo by'ﬂgsg I{gQIQe i) h-gfq Srd LY anige g_rfngo a(ﬁb%éand

asoafe8 u{ove %rmunt,r as used herein,
p?rg SRCHpSIREe (6F Da conpound of the present invention
effective to inhibit HCV translation, thereby
effectively treating or aneliorating the HCV
infection. The precise effective anmount for a subject
may depend upon factors suc{khas t he subject's body
wei ght, size, health, age, other nedications, for
exanpl e. '




Therapeutically effective anounts for a given patient
can be determ ned by routine experinentation that is
within the skill and judgnent of the clinician. [0075]
For any conpound, the therapeutically effective anount
can be estimated initially either in cell culture
assays or in relevant animal nodels, such as rodents.

An ani mal nodel may al so be used to determ ne the
appr&&éiate cgpcentratlon range and route of

adm ireeniembedit8But the iprefent ifvhiidbrdvties 4 ekbd2s tregc%g L;Ii§u%de tth

Qse nd routes for Ject that has

ll\fepdl%steq{ofﬁbﬁkﬁlg lel&ﬁ&ytlﬁrm%aan eéecr?t f cé’mgcf“f‘fi e%fi/m%("ﬂ'ﬂ invention,

rg}_‘ tration I n
wii.!eéei( TIUpiget RS liver diwese isriepred Itnghe SQD&I&UﬁﬂId pmﬁtﬁf lﬁBéﬁﬁ’(bﬂ; b &Bect is any

liyirgonrgaalisih et haf berRfid froibreattleRiSForQY disSasP ﬁ'r P%l ?r%n | n?%a %]%t

in o2 QF dose therapeutlca
o i th°E‘[PB é BRI AeFh PringS cath BV, tbit] manbey5 0 fmans, Tn
a Rrﬁgvfred g@pqsiir@g; @W)DleCtTd‘Edludm Subjatt BathRY meﬂé’c ﬁtohlq{egigl%ﬁ{t[ﬂcﬁ]dv those
thad Reve bed ldfa A o I C 1 ndex It can

I Va8 s o B} ARG S St g s e o

Cg exp ressed as the rat
cog wogltktof’ed% mebersusesible itq a 4lmsg er @h@ﬂl(mpﬁeﬁeﬁﬁ of tiin€@Emay include

‘prevemion pf safisedst ebondflof oRSAMSHRRPS RlAET
difeIBO nc{m ons is preferabl y1 within a ?%’le%ln frcluding elimination of a
circu |ng concentrations that include an ED50 with

| i t 19082]of sybisctthn hasilivey disSaseindakage sWbRYt tHa'ﬂBéé W lHiBscdidh St tiver
dy$fadtgéh. hﬁjﬁiﬂﬁ&g h %ﬁw hiIs kﬁser %ggas%&i&ﬁém? 8%?81)’61’}3] gzt that has a history of

i %nSItIVJ%¥ e patient
B RREF ef  aqcispd with givpy 8y sfumesios. Apsesd tha &l abspciatbdWith liver dvsﬁ.mctlon is
a dizease fon thielt ii 1o Rndoin 0F QEecrad thﬁfﬂfef?ﬁér n(a? bold-008 le& dy Rm &ox glav be

ound(s) t he presen
del&éﬁx{ntﬂad li)? gm‘cgl e %a!g?n lag?{r{&;{ tels g} pafhg}o@aepo&b, erampother means available to the

i nvention in
skilegtvetispr: rimthp mtemﬁglp plgsehinmvmtmamﬂuﬁjwt fRdHRd Werdideh@/miZl v without

Imﬁt@tmh@éhtgﬁe&)ﬁltly cﬂiggc {'ﬂ%é thxgcgncer flrr{ii(}gxsg)[{) nl‘n%fe g&%gﬁ%?mgease or

pr ox
amg ?%’I%i“?ft?ﬂ F’&‘S?Pﬁ'rét sghigrt they bafglﬂmdlte@se apoiores  liver tredsylad Qatlegy Mo
prefoyrethemimtieneypy ashigjécatbhiyhad KverdiRRR kR dIaL Vel
cvaRproxi mately 25 ug/ml. To achieve suc%ec]fgllaH%mﬁmmesmhcpmIS
concentrations, the conmpounds of the invention may be

admOq73 tQne @Dm‘a? capewsts bihiad prasent mvém&m:@ bb adrglm‘ét@rea-Q)QheQQQect via
anyNdijug &B&Q"}thﬂ&owpgx%et e Fﬁegﬂ' g %xe%f a %}stsr%ff{g? }:Pléxﬁg ingjpde oral, ocular,

rmgykmng l%@ to particular dosag
de 8}3 | naﬁ?l’d‘ppta@alq Sibquigaeops, !UG’RTaIISGlﬂ@, istregterioBs (bolus and infusion),

mtrgqgrp@xahtrhnydeﬁhﬁhlahcﬁﬂhﬁ)nﬁ@ Blﬁﬂﬁi‘nﬂ; 1|nf3a€(f with I-ﬂ'%\} EEE b& freaied wnth the

0 be in the rang
c n%[ﬁﬁig & the e%%ﬁi %%en 1or63 anges?t or yeduce further reph];at@n eBHGEBout
3g/ l@g@} Tée temaibgmut@alﬁgp&@wabﬁmlht, BAEARYrein Qe feR *?cglé;cangﬂeﬁ(gan
amdu@t Tl Q(h‘ﬁpogrgll)@ﬁy reéeﬂt iR %ffeCQVeth {ngx%ié ﬁggﬁr%gf{l]a&llg}g lijl'{%szby effectively

treag es 1 " % | ent wel
e or amslis 51 li%gth ByY mdectings & Wlslg effestiyensbed fdra Eubﬁbaﬂm@rdﬁpfcnd upon
factery ench athe subjedt’ Yodly We@htV\ﬁieglkaltH ﬁ’g%ﬁcﬁ. ﬂ@cﬁctahogqo 8 emevalef | be

exact 'sage

TheFaBéJn ég{%%n? lhn% tkrgd)agé‘fe{’ P ﬂgﬂé fa bej dﬁte'm"gﬁ by Wufeameumsxtatlon that is
W“W%ﬁaﬂ@bm@Dmﬂﬁ@ﬂﬁﬁuBMBamlthat requires treatnent.

DOSIG(Q’S] @&%}a&%wﬁ Lt?eacfni%gutgglg' e%détlgzatér}e?gx(tg:?on tg:esot;%ge% initially either

iclent |eve

;“ cﬁhﬁl&‘f’%ﬁ’sﬁf 9idn raléﬁﬁrg %@P%ﬁ: suEIF@cwcbms Auunmnfl B3l Jﬂ@y also be used to
etetraik€the appiofriaRCeRYditatib

di sease stﬁat e, general %eal Ijtbhggffaﬁrtﬁ eﬁastfﬂ% %“8}? n °§@@’°n can then be

wei ght, and gender of the subject, diet, tinme and

frequency of adrn'nistration2 drug conbination(s),

reaction sensitivities, and %olerance/response to

t herapy. Long-acting pharmaceutical conpositions may

be adm ni stered every 3 to 4 days, every week, or

once every two weeks depending on half-life and

cl earance rate of the particular fornulation. [0078]

In an enbodi nent, the present invention provides a

met hod for inhibiting hepatitis C



virus replication in a subject in need thereof, said
met hod conprising: admi nistering to said subject an
anmount of a conpound of fornula (1), (l-a), (I-b),
(l-c), (1-d), (l-e), (I-f), (l-9), (I-h), or (I-i), or
a pharmaceutically acceptable salt thereof, or a
prodrug or netabolite thereof, wherein hepatitis C
virus replication is inhibited. [0079] Inhibition of
hepatitis C virus replication may be neasured by any
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replicate plate, a tube, or a vial. [0084] A replicon
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| ocation where it is naturally found may be used for

i solation, including for exanple extraction,

fractionation, centrifugation, precipitation, etc.

[ 0089] The present invention also contenplates
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[0093] More particularly, the pharmaceutica

formul ati ons of the invention conprise a

therapeutically or prophylactically effective anount

of at |east one conpound of the present invention,

together wth one or nore pharnmaceutically acceptable

exci pients. A therapeutically or prophylactically
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[ 0098] Pharnmaceutical ly acceptabl e excipients
particularly suitable for use in conjunction with
tablets include, for exanple, inert diluents, such as
cel lul oses, cal cium or sodium carbonate, |actose,
cal ci um or sodi um phosphate; disintegrating agents,
such as croscarnell ose sodium cross-linked povidone,
mai ze starch, or alginic acid; binding agents, such as
povi done,. starch, gelatin or acacia; and |ubricating
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DMF di net hyl formam de DMPA di net hyl ol propionic acid
Et3N triethylam ne THE tetrahydrofuran TNMSCHN2
trimethylsilyl diazomethane 39 EXAMPLE 1. SYNTHESI S OF . |
N- ( 4- ( PENTYLOXY) - 3- ( TRI FLUOROVETHYL) PHENYL) - 4- (PYRI DI N
-3- YL)TH AZOL-2-AMNE S/ | C H2ZN N CF3 0 Br2/HBr-
2 (Br HCF3 3 45 Step 1. Preparation of 2-brono-|
-(pyridin-3 yl)ethanone [0119] Brom ne (17.2g,
0.11pol) is added dropwi se to a cool ed solution (0C)
sefifll whe%aemnﬁme s id
orﬁal 330 Hgllr aﬁa%%gﬂéctlg%‘dgga g'Srn? LV)O orHlot%%c%t}{e lngreglents are
IRI§ETF @ge - XEeue Sfiqgenaffswéw@amﬁ@pt vmbmatm M@pﬁnamlso be used.
mai ntai ned at this tenperature for 2 firs and then
ERgRbEEL to 75 C. After 2 hrs, the mxture is cooled
and diluted with ether (400rr1) to precipitate the
pr odBEe] Tomssistin prlerstgnslingdiot reetedt ynvéritib, nmlfoHongEdamm BRGhcluded,
TNM ekﬁnﬁ&rhﬁ'éla@ﬁdo @Q@(l:vglﬁﬁn E}Buﬂ élthe oﬁmﬁ@r bet ?s]érue% as sge%ll'u@Hy limiting the

1nve be use next s ep re
°t S“fw"f‘ﬁ‘é%ls ﬁ?&lﬁ IRYeRtinn; now k“Sf"é?J’ Iager develaprdy witi¢hoppuld be within the

pm)\le egf4me{ sidied ylltl&)ayt)are&ox(stdéieﬁ tolratl @R MY SchRVe MY tnberfior R¥edcHbed

helréﬁ]ﬁia){é -anmine. Step 2. Preparation
”MH&% rL y)-3-(trifluoronethyl)phenyl)-4-(pyrid

I n 3{ 1)}|7]) gﬂmw@qs_p@_vgm heeein m{l}(gbﬂf@@ly'ﬁhgrepa&ammgmhnlﬁrd(iyﬂm&lc
afodd StBﬁnGSﬁﬁtJrlale dre Seifdra o) ai @ de S L Qe $ c as Sigma-
r:]%c g s %cetg%% )zli?fé &Qnijr[%% m%as&} %dggma
el d( el %(#?t °r1°ﬁ*zéﬂpﬂ%aé‘fﬂ#8 TRYIK B 1 that showh énEsample 1 or 2
m@rﬁgg@m It Wulbtwpaxlvaahuhz& the dinsl pﬁfdﬁﬁ larm ahpin®EmekiRteld) shg—ﬂ&ntﬂhe following
sc e I or c CEnT; fied (5 6!
Rnfa! ng}tb e§u-agtgji dﬁgdt ﬁl@e Qi 5/ on 8 t attqunggla)ﬂied}lﬁhew figsi{e.g. by

dried’in air

Cha%% hy). ENRPR"‘P@IMES ; "Ig) plphgfolloy@ng&he(nfeHrefsé tp afy). @&p(c&hhstent with
thcddesc]‘rptldh o$thb|Zc)mpo§1 jcﬁé&d hefdln, Ad 1nd4v1d§m1 sﬁgéh (uiﬁ)e art Snay gudﬁodlﬁcatmns

of E: 1_?r seagral 0:% the ﬁyn%etl s iﬁsnbeéheﬂn vlil}qut diyertigg-si gnifganty)from the overall
syzqthe@@ sqherht:. Futtber dxpexﬁneﬁtdkdetaﬂi fof ynfhadik of Ppresehtatdvé chit unmvxa these

scﬁmﬁ?ax %] A0 1 EXAMPLE 2. SYNTHESI S
4-(6- %g DI I\/ETHYE& L) PYRIDI N- 3-YL) - N- (4- (PENTyL
oxy 1 In the following Schemes and synthetic Examples 1-2, the following abbreviations are

used:

CHEMICAL ABBREVIATIONS

DCM dichloromethane

DMF dimethyl formamide

DMPA dimethylol propionic acid

Et;N triethylamine

THF tetrahydrofuran

TMSCHN, trimethylsilyl diazomethane
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( TRI FLUOROMETHYL) PHENYL) THI AZOL-2-AMNE OO0 / 0 O
CH3S2CI 0 HOlI N-~ Mso 1 NM2NHNI O N 6 78 O
1) Oxalyl Chloride O 2) TMSCHN2 NaOH ONa 3) HCI CI N
NN 910 2 FSNHOCF3 N 11 Step 1. Preparation of
met hyl 6- ( (et hyl sul fonyl oxy) met hyl ) ni cotinate [0121]
A Catal ytic anount of DMPA (di net hyl ol propionic acid),
triethylamne (2.0g, 19.7mmol) in 20 nL CH2Cl12, and
met hanesul fonyl chloride (1.95g, 17.Ommol) are added
EXARPYE $€sthamess cFok MI(PEWYLQﬁyﬁ-PﬁiMﬁEW PrENYE PA-{(PRRBIN-3-
YI$Eth | ester 6 (2.2g, 13.1mmo - 78C under argon.
FixAMMe i s stirred for 5 hours at -78C and then
guenched with 30 nL saturat ed a
bi car bonate. The organic |a oI | ected and the
wat er phase extracted w N ¢}Qnl). The
or gaki ¢ p? /F'as are c ined aHd washed wi th vvater The
dfl2 soldtion heeBro SO4 and t pat

AL 1

@ gi ve conpound| 7, | which is used out rt her
pet i fication. [Oﬁ] Step 2. fpre i CF
6- di gret hyl am nomet hy-,ni coti ni cy#et hyl ester [01123]

Co und7|streateé‘vv|th di mret hyl ami ne £2M in
met hanol at 0 C for 30 minutes and then raised to

s&p@@&m@rz @twrsn@n@yﬁ&zmrysgh&% 5 hours. The sol vent
i's renmpyved passed through silical gel

(11 O IWFHG %? %nyP 15&%!1 la?dé‘%?wa%q a eggledsolytign Q) §f &
acﬁtyﬁivﬁiﬁhmi B, mﬂlﬁﬁlmtahéyic Bi Codbthifing 339 EHBYith WSk stPringdThe stu'nnt7

ﬁhﬁd&é‘% E t§n§ é_@ &%"%m@fod%%]]an’%%aen he 811075 °C.

the miiureis °®1Q§|aﬁ‘é@1}‘i§¢ﬁ Hith eipr 0Pl torprestpitatpihe privduct ahich is

collected by filtration and washed with ether and acetone to give 4 HBr salt as white crystals, which can

m

be used for next step reaction without further purification.

Step 2. Preparation of N-(4-(pentyloxy)-3-(trifluoromethyl)phenyl)-4-(pyridin-3-yl)thiazol-2-amine.

Step 2. Preparation of N-(4-(pentyloxy)-3-(trifluoromethyl) phenyl)-4-(pyridin-3-yl)thiazol-2-amine.
[0120] The reaction mixture of 4 HBr salt (2.87g, 10mmol) and thiourea 2 ( 3.07g, 10mmol) in

ethyl acetate (20ml) is heated to 70 °C and stirred overnight. The reaction mixture is cooled to ambient

temperature, and precipitates form. The product is collected by filtration, washed with ether, dried in air

to give the product 5 as light yellow crystals.

NMR (CDCls, & ppm): 10.69 (1H, s), 9.30 (1H, d, /= 1.8 Hz), 8.95 (1H, dt, /= 1.5, 8.4 Hz), 8.86 (1H, d,

J=18.4 Hz), 8.14 (2H, m), 7.93 (1H, s), 7.91 (1H, dd, /= 2.7, 7.5 Hz), 7.21 (1H, d, /= 7.5 Hz), 4.06 (2H,

t,J=6.2Hz), 1.70 (2H, m), 1.37 (4H, m), 0.88 (3H, t, /= 6.9Hz).
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[0126] 6-di nethyl am nomet hy-nicotinic nmethyl ester 8
(1.75g, 9.0Omol) is dissolved in 15 nL nethanol; 5 nL
2 N sodi um hydroxi de is added. The m xture is heated
at 90 Cfor 1.5 hours and then quickly cooled to room
tenperature. The solvent is renoved under vacuum and
the remaining residue is dried by co-evaporated
toluene. The solid is used without further
purification. A small portion of sanple i s prepared

EXAMPREB2 ks org€6- mem L
SN 1446 1y AMN% BEIRALPS ?lbggl IRy gxy)-3-

8" 86@@?&)@%}3{”%, '{/'%%(U—D 4.05 (2H), 2.53 (6H).

[0128] Step 4. Preparation of chloroacetyl pyridine
[0129] ' 6-dimethyl am nomet hyl -nicotinic Na salt 9 (202
ng, 1 nnDI) is suspended in 8&nL CH2Cl2 and 2 drops

of DM ed The m xt streated with oxallyl@
ueh! fri Ht‘f‘r% ) v 0C afid t heveMar ned to r o
t erfpe ature and al | owed”t Nt emai n—at—thi~s t apure

1.5 hours. The solvent is enoved and the residle
suspended in 10 nL THF. Et N (2.2mmol ) is added, g
foll owed by TMSCHN2 (2.5 nmol, 2Msolution in ether)
which is added at OC. The mixture is warmed to room
t enperat ure and soirred @#@Nﬂ Chpride The mixtye is
tN@mtcooleq Hqu ol , 2Min hey) is
~added.. The y mikt uf e 23 stlrred for 2 hLzﬂﬁFr%E“énd
then the sol'Véenn’is removed. The rtesiH di | ut ed
wth CH2C12 (30nL), neutralized with 1096aqueous
NaHCO3. The ordani c phase is collected anmg washed with
water. The solvent is dried over MgSO4 and
concentrated to give chloroacetyl pyridine 10, which
is used directly in the next step [0130] Step 5.
Preparation of
4- (6- ((dir dunethylamwg)W yI) N- (4- (pentyl
oxy)-3- (trifluorom enyl)w zoPEQ am ne [0131]
The m xture of 10 with thi ourea (O 3 mol) in 10 nL
ethyl alcohol is refluxed for 2 hours and cooled to
roomtenperature. The solvent is rgnoved and the

Sfepé s Pupeeatpuof hatked 6Wethﬁh%ﬁy@x}g;hél@[ mt':gl‘%azte itle conmpound

[dl 91% 3@bat%lﬂ¥%ogn% %‘&@1 gg)plelllﬂa |_2){;}[1ethy\(j)av?:r;gr(le%(|2_| Og,
Ingglplz )n 'F]I_C%I j_%,.pnddnethjaes@foj;ﬂzylprldl (Il.ﬁ g( Mtnmo6 .aRdhdded kibopwise to 2
solduoniF@h}af’dZ(}met@d gi@ot(nﬂe'?ﬁethgﬁes%ﬁg( %U lé.}htin 13 g%%tg bﬂgr?arg(og HThe

, .2.33
migture tjs_styrqdlfﬁ)s(lmommg agd thmnﬂ@\dﬂtb SEXENRIhid dueous sodium

T e R e e

GRS @78 Pambrie g washed yigh we@m abecm@%tmms e dEx&MESOS and
contergmiel th lgart campobndTewhietaie bdel wRRRAQRE Jrf?icét Bose of skill

in synt het i ni c heS|s 42 [0134]
e L2 b o e B e D oise reissishds of
t hel0gi8h @ombomdﬂ m.tteated Wit dirbethylamine (2M) in methanol at 0 °C for 30 minutes and

then raised to room temperature and stirred for 5 hours. The solvent is removed and the residue passed

through silical gel (flashed with ethy! acetate-methanol 95 :5) to afford 6-dimethylaminomethy-nicotinic
methyl ester 8.
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AN /A N(CH)r Ot [0135] The values "A" in this
formula are goun?ﬂ in Array Al and Array A2. [0136] The
values for "B" in this fornula are found in Array B 1
and Array B2; the values for "t" are given in Array
t, the values for "r" are given in Array r, and the
values for "Ar" are given in Array AR [0137] Each
combi nation of | element fromeach of Array A, Array
B1, Array t, Array r, and Array Ar specifically

di 5 d9184)e STHVE(GREIBIppPmEONTDURY 804 (T e dsTVens bk, &%é%]) 228
ch conbination of 1 elenent fromeach of Array A2

Arra B2, Array t, Array r, and Array Ar also

sped?plc St 3 3 Prgpasation s’é@;dlmetdylmnmeehwﬁmmur}d saif t he

i nv GEMQG]OBLdm{eﬁN&%mE&ﬁ -IﬁRl Ln%thﬁl e&er 8 (N7%= 9. gnﬁolllls dissolved in 15 mL
mck@l(l% ;CH,B% F\Ié]‘bch gy[d)'oxu;lﬁ f5)2, g&ﬂ@g misure |sireatadiph@y it g k&ih@ land then
quizkigabaled.to rodRBMAYerdthre FThd solverdt 1s/%ll:m017ecﬁ!1ndgr \A!éml% ﬁg%ﬁe remammc residue is
dné%b*)_ c_o:eva%orateg )&erne if-x %?PNS u§ed w|1thcrut Nnﬂprguyicaqlonp& ,smem] porfipn of sample
is pepared fqﬂ\|ana]y§cal use by acidification with 1N HCI, removal of water and drying,

[0127] 1HNMR (D20, ppm) & 8.86 (1H), 8.16 (1H), 7.46 (1H), 4.05 (2H), 2.53 (6H).

[0128] Step 4. Preparation of chioroacetyl pyridine

[0129] “6-dimethylaminomethyl-nicotinic Na salt 9 (202 mg, 1 mmol) is suspended in § mL
CH2CI2 and 2 drops of DMF is added. The mixture is treated with oxallyl chloride (1.2 mmol) at 0°C and
then warmed to room temperature and allowed to remain at this temperature 1.5 hours. The solvent | is
removed and the residue suspended in 10 mL THF. E{3N (2.2mmol) is added, followed by TMSCHN2
(2.5 mmol, 2M solution in ether) which is added at 0°C. The mixture is warmed to room temperature and
stirred overnight. The mixture is then cooled to 0 °C and HCI (4.0 mmol, 2M in ether) is added. The
mixture is stirred for 2 hrs at 0°C and then the solvent is removed. The residue is diluted with CH2CI2
(30mL), neutralized with 10% aqueous NaHCO3. The organic phase is collected and washed with water.
The solvent is dried over MgSO4 and concentrated to give chloroacetyl pyridine 10, which is used
directly in the next step.

[0130] Step 5. Preparation of 4-(6-((dimethylamino)me‘dlyl)pyridin—3—y])-N—(4—(pentyloxy)-3—
(trifluoromethyl)phenyl)thiazol-2-amine

[0131] The mixture of 10 with thiourea 2 (0.3 mmol) in 10 mL ethyl alcohol is refluxed for 2
hours and cooled to room temperature. The solvent is removed and the residue purified by HPLC to give
the title compound 11.

[0132] 1HNMR (CDCI3, ppm) & 8.96 (1H), 8.03 (1H, dd, J=2.2, 8.1Hz), 7.64 (1H), 7.55 (1H,
dd, J=2.7, 8.9Hz), 7.38 (1H, d, J= 8.1Hz), 7.16 (1H), 6.94 (1H, d, }=8.8Hz), 6.84 (1H), 3.97 (2H, t,
J=6.4Hz), 3.66 (2H), 2.33 (6H), 1.76 (2H, m), 1.37 (m, 4H), 0.87 (3H, t, J=7.1Hz).

EXAMPLE 3. ADDITIONAL EXEMPLIFIED COMPOUNDS

[0133] The compounds shown below in may be synthesized by the methods given in Examples 1
and 2, and by variations in the methods disclosed in Examples 1 and that will be readily apparent to those

of skill in the art of synthetic organic synthesis.



NO\ * FBCD~* C A-13 Al-14 Al-15 0\ \ o NC
Al-16 Al-17 AI-18 44 1 ARRAY A OO0 p HOONH Al -19
Al-20 Al-21 OO0 N=/ \ NH NH\ NH A -22 A -23
Al-24 N NA-25 Al-26 Al-27 CI F Al-28 Al-29 Al -30
45 ARRAY AL O/ 1 Fo FBr A-31 Al-32 Al-33 0 ~o0
Ho CN Op Al-34 Al-351 Al-36 CN C '

[0134] The arrays provided below show disclose compounds of the general formula
B

S
/ 0
A - r
N ScHy

o t
[0135] The values “A” in this formula are found in Array Al and Array A2.
{0136] The values for “B” in this formula are found in Array B1 and Array B2; the values for “t”
are given in Array t, the values for “r” are given in Array r, and the values for “Ar” are given in Array

AR,
[0137] Each combination of 1 element from each of Array Al, Array B1, Array t, Array r, and

Array Ar specifically discloses a discrete compound of the invention.
10138] Each combination of 1 element from each of Array A2, Array B2, Array t, Array r, and

Array Ar also specifically discloses a discrete compound of the invention.

[0139] For example [A1-1][B1-2][tO][RO][AR1] is

‘N-(4-chlorophenyl)-4-fluoro-5-(4-fluorophenyl)thiazol-2-amine.

ARRAY Al

* *

Al-1 Al-2 Al-3
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Al -37 Al -38 Al -39 ARRAY BI

Bl -3

*-OCH2CH3 *-CF3 ° Bl1-7 B1-8 B1-9 *-0CF3 *- OCHE,
B1-10 B1-11 Bl-12 46 ARRAY A2 *-CH *-
CH3 *-CH2CH3 A2-4 A2-5 A2-6

A2-2 A2-3,

S CI\T *-

*.OH *-F *-d  B1-1 BI-2

*_CN *-CH3 *-CH2CH3 Bl-4 Bl-5 B1-6 *- OCH3
*_H

F*d A2-1

*-0CH3 *-OCH2CH3 *-CF3 ~ A2-7 A2-8 A2-9 *-OCF3 *- OCHF2

-H A2-10 A2-11 A2-12 ARRAY B2 * \ *
EE B2-1 B2-2 B2-3 B2-5 N B2-6 B2-4 F3C,0 F3C,0 O

Il o/ FI1 /[ Q

| _B2.13 B2-14 B2-15

B2-7 B2-8 B2-9 FBZlOB%RH“,82112 pl \ F3BC1F

*

N / \ @f\( Q
. HN_
P S
N o// \\o
Al-4 15 Al-6
F-C
3 \O F3C\ S :: _ \O/©/
Al-7 Al-8 A1-9
o) * / \ . / \
N
F Al-11
Al1-10 Al-12
O *
Z@\ D/ F3C *
N Cl
Al-13 Al-14 Al-15
o | J@f O
NC - 4
Al-16 Al-17 Al-18
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47 ARRAY B2 O NC B2-16 B2-17 B2-18 0 O \ NH HO N

B2-19 B2-20 B2-21 0 0 +0O* o NH N ~NH B2-22 B2-23
B2-24 N ON B2-25 B2-26 B2-27 FF C \ / C FF
B2-28 B2-29 * 48 ARRAY B2 B2-30 p F  ~/ 4 OBPBr
B2-31 B2-321 B2-33 0O O0OCN HO* 0 O- 1\ B2-34 B2-35
B2-36 cl J : : '
ARRAY Al
o) O>'
>'* O *
o >——-* / \ NH
/ HO N——=
Al-19 A1-20 Al-21
0 0 R

Al-22 Al123 Al-24

N |

. I\
O *
N
Al-25 Al-26 Al-27
F
cl . F > F
Ci F *

Al1-28 Al1-29 A1-30
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ON Cl B2-37 B2-38 B2-39 ARRAYt 0 1

Ol 12RO

to t
Rl R2 ARRAY AR CI CN ARl AR2 j

49 ARRAY
AR3 | |

I i FC AR4 AR5 AR6 AR7 1 AR8 AR9. CF3 ARLIO AR |
/ \ O AR13 AR14 50 ARRAY AR AR15 x o~
cr AR16. AR17 AR1I8 O N AR19 AR20 AR21 7/7 OO X I [ x
* 1 | AR22 AR23 AR24 -

AR12 OCF3 | -

ARRAY A1l
—0
E O
F/< .
O . Br
Al-31 Al-32 Al-33
)% ' \\ 0
HO %
‘<_ ‘<\ CN
0, o)
Al-34 Al-35 Al-36
cl - ,< .
W,
. Cl
Al-37 Al-38 Al-39
ARRAY B1
*-OH *F *_Cl
B1-1 B1-2 B1-3
* CN *-CH; *.CH,CHj ,_
Bl-4 Bl1-5 B1-6 |
*-OCH, *-OCH,CH; *.CF3
B1-7 B1-8 B1-9
*-0CF; *.QCHF, *.H
B1-10 Bl1-11 B1-12
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CF3 N N* * x AR25 AR26 AR27 51 ARRAY AR O S /N NJ

o Ol ci

AR38 AR29 AR30 N O O OCF3 OCF3 AR31 AR32 AR33 o
NJ AR34 AR35 AR36 52 ARRAY AR o OCF3 Sk

OCF3 AR37 AR38 AR39 0 0 0 N O AR40 ARA1l ARA42

[0140] Conpounds listed in Tables I,

111, and IV

have been synthesized and tested in a replicon based

assay of HCV replication inhibition.
assay of HCV replication

Ar
inhibition is

epl i con based
given in

ExXanpl € 4. The activity of each conpound I n the assay
is indicated by +++ (ECSQRRAYMxronolar), ++ (EC50
heLmeen*%ngcronn!ar aRe—10-—ri-cronplar—aRd— (EQ;%I
greater - anlomcmmmamfﬁhp Strudture Name -
Activi t¥ 0 I\Lj( ﬁ@(lr ifluoro 822, 1 =11 IHEH A2-3
entyl O henyl) t hi azol - 2-ar#he *-CHCH; '
(pentyl 55y p hod A2-5 A2-6
*.OCHj; *.QCH,CH; *.CF;
A2-7 A2-8 A2-9
*-0OCF; *-OCHF> *-H
A2-10 A2-11 'A2-12 |
ARRAY B2
ol Q i':
F o] . F7F
B2-1 B2-2 B2-3
X [\ . /\ N
| s s
/’
N B2-5 B2-6
B2-4
JJ ST I
F3C o) F3 0 \O
B2-7 B2-8 B2-9
|
@) * / \ . / \
) ~ *
N
F ;
B2-10 B2-11 B2-12
& .
N FiC *
e ol ar
N Cl
B2-13 B2-14 B2-15




SNHF F 53 |

Cnp. |
N-(3-(trifluoronethyl)-4-

+++ (p

Structure Nane Activity

entyl oxy) phenyl )-4-(4- fluorophenyl)thiazol-2-anine F
i 2/ :4FF N ~-NHF S 4-(4-chlorophenyl)-N(3-
+++ 3 A \ / | (trifluoronmethyl)-4 HF F

(pentyl oxy) phenyl )t hi azol -2-amne F 4- difl uoronetho

hen 1 N +++ F <XZF 4 4 \ (3-(trifluoronethyl)-4- NN
(pentyl oxy) phenyl )t hi azol-2 amne HF S/
~N(Z-(pentytoxy) 3= t—+++—F
(trifluoronethyl)phenyl JARRAY¥BS s H F
ptrenytthiophen-2-yt)thiazol—=2—F-antre——+bB")——%
(3t(trifluoronethyl)-4- ++ F
-4(2phenyll- 6 HNH F| (tosy
ol -2-amne OAS F . —0Q
NC~ : o/j
B2-16 B2-17 B2-18
Q
>—* Q 0
— — avs
HO N= '
B2-19 B2-20 B2-21
0
. 0
o>\_* \ >\—— N
)i 0 NH N=—( )N
B2-22 - B2-23 B2-24
N
*, /‘&\*
T O
B2-25 B2-26 B2-27
F *
Cl *
Cl .f:
- B2-28 _B229 |-
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N-(3- (trlfluoronet

(pentyl oxy) phenyl ) -4-(pyridi n- 3- yI)thlazoI
~NH N N 54 Cnp. Structure Nane
+++

F 79 _ _ FFI
Activity N (3-(tr

(pentyl oxy) phenyl ) -
(pyrrolidin-1-yl)phenyl)thiazol

hyl)-4- +++

i fl uoronethyl)-4-
4- (4-

N CN O 5-bromo-N-(3-(trifluoronethyl)-4-

(pentyl oxy) phenyl )t hi azol -

-2-am ne

9 F Br

2-am ne \

-2- Famne 8 /~-NH F
+++

NS FHF

HO7- g O 2-(3-(trifluorometrnyl
(pentyloxy)phenylanino)tﬁRB#%rgélo N F 4-carboxylic
acid OHF FUO NHS T O- --
2-(3-(trifluoronethyl)-4- + F B2-30
_(pentyloxy)phenylam no)-N-(4- 11 o N N E
chl or ophenyl )t hi azol e-4 F car boxam de g
Y
F —= ©
P~*<; ) \ Y
(o) Br
B2-31 " B2-32 B2-33
_‘ﬂ\ -
. o]
0 \<\ CN
Ho—<ﬁ 0
o)
B2-34 B2-35 B2-36
Ly T n |
® O
N
Cl
B2-37 B2-38 B2-39
ARRAY t
0 1
t0 tl
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&

~NO +
O/ Q =2 =

nmet hoxyphenyl ) thi azo

2-(3-(trifluoronethyl)-4-

/\ZH/\-n—h/\ﬂ
OJ'O

©

ntyl oxy) phenyl ) - 4- (4-

pe
Iuorophenyl)'5 met hyl th

HFF No-.

ridin-

< Z

\ F (pentyl oxy) phenyl a
\nophenyl )t hi azole-4 F

N-(3-(trifluoronethyl)-

4-

i azol -

+++

2- 12 -

HF/ ON(3-(trifluoronethyl)-4-
entyl oxy) phenyl)-2-(pyridin-3 N F yl)thiazol -
2-(3-(trifluoronethyl)-4-
i\ F (pentyloxy)phenylan1no) N HF F
3-yl)thiazole-4- N o carboxam de 55 Cnp.

m&?%%%

+

(4- 15 o Hi
mde o/ \ NH

amine FI /| NS
S ~~N\ |
-4-am ne

+++ s 14

F

-, g F

"<

3-(triflooromethy

pent yl oxy) phenyl arp

) - 4-
ho) - N-(4- 16 N RhF

+ 1F

)
2

F R2

+ F

e-4 carboxam de

(pentyl oxy) phenyl am no)-N-(4 17 o HF

NH S

Tert-butyl phenyl )t hi azol e- 4-
2-(3-(trifluoronethyl)-4-ARRA

F car boxam de O
Y AR

CN

AR6

o
ey
@*

?
ar : :
(O

AR11

Q

AR13
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HZN~~ (p entyloxy)phéhyfanino)thiazole 18 o NN\ I F

4- car boxam de
pent yl phenyl )t hi azol - 2- am ne

4- (4-chl orophenyl ) -N-(4- +++ -

pent yl phenyl )t hi azol - 2- am ne

19 S H

N F

H F F 4-(4-fluorophenyl)-N(4- +++

20 s />NH N O 56 Cnp.

~Structure Nane Activity 4-(4-fluorophenyl)-N(4- +++

(pent yl oxy) phenyl )t hi azol - 2- am ne
| ~ F 4-(3,4-dichl orophenyl)-N-(4-

21 s
+++

0/

/>-NH N

pent yT phenyl ) t hi azol - 2- am ne
4-(2,4-di fl uorophenyl)-N

22 S 7>NH NO C
AR

pentytphenyl )T hi agol - 2-am ne

ARI15

* Q

ARI18

N o\\\/gj:::>
l X
oy
ARI19 AR20 AR21
0 ' X

jou jog

AR22 AR23 AR24
CFs

N N N

\ / \ / \ /
AR25 AR26 AR27
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23 S >NH N F 4-(3,4-dichlorophenyl)-N(4- +++
(pentyl oxy) phenyl )t hi azol -2-amne 24 s 0 >-NH N Jg~

ad d 57 | Cmp. Structure Nane Activity

4- (2, 4-difluorophenyl)-N-(4-
(pentyl oxy) phenyl )thiazol-2-amine 25 s\ >NH NFF
4- (4-chl orophenyl ) - N-(4- +++

(pentyl oxy) phenyl )t hi azol -2-anine 0.26 s

C N-(3-(benzyl oxy) phenyl)-4-(4- +++

/>NH N

~fTuorophenyl)thiazol - 2- amne %rQOZ?I /> NH \ N
F

s

N

O@
ﬁ

\N
Y
N

AR38 AR30
\(N\
N/
OCF,
= OCF,
\
\ .
AR31 AR32 AR33
/© O © O/H/
(\N \\ cl
jond
' AR34 AR35 AR36




N- ( 3- (benzyl oxy) phenyl ) - 4- ( 3, 4-

di chl or ophenyl )t hi azol

C 58 Cnp. Structure Nane Activity

-2-am ne

N- ( 3- (benzyl oxy) phenyl ) -4-(2, 4-

di f |1 uor ophenyl )t hi azol
N- ( 3- (benzyl oxy) phenyl ) - 4- (4-
chl orophenyl )t hi azol
4- (4-fluorophenyl)-N-(3-

-2-am ne
+++

-2-am ne

4
281 /I>NH1\ N d

+++ \ / O
S29 />--NH N F F
+++ O

S\ / 30 />--NH N CI

phenoxyphenyl )T hi azof -

Z-am ne

O 3T ST F>——N+—NF

4- (3, 4-di chl orophenyl) N- ABRANAR

phenoxyptenyt)ythrazot=2—amne—6-32+3$ +—F——>NH—N-
o OCF,
OCF,
)

AR37 AR38 AR39

0. 0]

|

AR40 AR41 AR42

[0140] Compounds listed in Tables I, II, ITI, and IV have been synthesized and tested in a

replicon based assay of HCV replication inhibition. A replicon based assay of HCV replication

inhibition is given in Example 4. The activity of each compound in the assay is indicated by +++

(ECsp < 1 micromolar), ++ (ECsp between 1 micromolar and 10 micromblar) and + (ECsp greater

than 10 micromolar).

Cmp.

Structure

Name

Activity

Cx@[:v\

N-(3-(trifluoromethyl)-4-
(pentyloxy)phenyl)thiazol-2-amine

Jr

53




d \ d 59 Cnp. Structure Nane 1 Activity

4-(2,4-difluorophenyl)-N(3-

++

phenoxyphenyl )t hi

azol -2-amine p-p N | ~ F F 4-(4-chl orophenyl)-N-(3-
+++ phenoxyphenyl)thiazol-2-amine 034 S />-NH N
A N-(3-benzyl phenyl)-4-(4-
fluorophenyl)thiazol-2-amne 35 s />-NH NF

N- ( 3- benzyl phenyl)-4-(3, 4- +++
di chl or ophenyl ) t hi azol - 2- am ne

S36 />NH N d d

Cmﬁ.) Crrp Ttrucsmmnuélarre ACTTVIT

N (S=benzytptenyt)—4—(24—++ Name Activity
. N-(3-(trifluoromethyl)-4- +++
di f | uor ophenyl )t hi azol - 2- am ne (pentyloxy)phenyl)-4-(4-
ﬂuorophenyl)thiazol-Z-amine
4-(4-chloropheny!)-N-(3- i+

J~s O™
C|’®’<N\)\N F
H LF

(trifluoromethyl)-4-
(pentyloxy)phenyl)thiazol-2-amine

F
F——< ’Q’(\j\ O
o) NPy F
H ; F

4-(4-(difluoromethoxy)phenyl)-N-
(3~(trifluoromethyl)-4-
(pentyloxy)phenyl)thiazol-2-amine

.

o
\_/ s NN
' S NJ\NQF
H ! F

N-(4-(pentyloxy)-3-
(trifluoromethyl)phenyl)-4-(5-
phenylthiophen-2-yl)thiazol-2-
amine

+4+

N)\ /<j[’<F
HN N
\ //O H F
P F

S

D

N-(3-(trifluoromethyl)-4-
(pentyloxy)phenyl)-4-(2-pheny!-1-
(tosylamino)ethyl)thiazol-2-amine

++

N-(3-(trifluoromethyl)-4-
(pentyloxy)phenyl)-4-(pyridin-3-
yD)thiazol-2-amine

-




s 37 />NH NF F N (3-benzyl phenyl)-4-(4- +++

chl or ophenyl )t hi azol - 2- am ne
N- (4- benzyl phenyl )-4-(4- +
fl uor ophenyl )t hi azol - 2- am ne

S 38 >-NH ~ N d

s 39 >-NH NF

N- (4- benzyl phenyl )-4-(3, 4- + _
di chl or ophenyl )t hi azol-2-amne S 40 />NH N | d C
N- (4- benzyl phenyl)-4-(2,4- +
di fl uorophenyl )thi azol -2-amne s 41 />NH N
Cmp. Structure : Name Activity
f/“ N-(3-~(trifluoromethyl)-4- +++
0 (pentyloxy)phenyl)-4-(4-
CE (pyrrolidin-1-yl)phenyl)thiazol-2-
r amine
8 S .
| )F~NH
N
<
P N 5-bromo-N-(3-(trifluoromethyl)-4- | +++
] ,\>\ (pentyloxy)phenyl)thiazol-2-amine
9 /k Br
N S
H
F
HO s O~ | 2-(3~(trifluoromethyl)-4- +
%_@\ F (pentyloxy)phenylamino)thiazole-
= 4-carboxylic acid
10 o ) N N
H < F
cr'@—«nﬁ /s O™~ | 2-(3-(triflucromethyl)-4- +
%—Q\ F (pentyloxy)phenylamino)-N-(4-
11 d N N . chlorophenyl)thiazole-4-
F carboxamide
F N-(3-~(trifluoromethyl)-4- +++
(pentyloxy)phenyl)-4-(4-
fluorophenyl)-5-methylthiazol-2-
12 amine
NN 0o N
/
F: }D\Nks
F H
F
O~ | N-(3~(trifluoromethyt)-4- +
53\ i (pentyloxy)phenyl)-2-(pyridin-3-
13 | \ \N ﬁ i yDthiazol-4-amine
P F
N
N /s ' O™ | 2-(3-(trifluoromethyl)-4- A
14 AN NM - (pentyloxy)phenylamino)-N-
/ N N (pyridin-3-y])thiazole-4-
N= o H FF carboxamide




/| F F 61 Cp.

Structure Nane Activity

N- (4- benzyl phenyl ) -4-(4- +

chl orophenyl )t hi azol -2-amne 42 s >-NH Nd F
4- (4-fluorophenyl)-N(4- + OHF I
(trifluoromethoxy)phenyl)thiazol F 2-amne 43 s |
/>-NH N F F 4-(3,4-dichlorophenyl)-N-(4- + OH-F
(trifluoromethoxy)phenyl)thiazol- - II1{F 2-anine S 44

/>-NH N C

G F 4-(2.4-difluorophenyl)-N(4- +

Cmp.

--F (triftl uaraemtdhoxy) phenyl )TNt azol - Igagea Ne 45

SActivity

F>=—NH

o
= 02

15

O~ 2-(3-(trifluoromethyl)-4-

F (pentyloxy)phenylamino)-N-(4-

cyanophenyl)thiazole-4-
F carboxamide

16

O | 2-(3-(trifluoromethyl)-4-

F (pentyloxy)phenylamino)-N-(4-
methoxyphenyl)thiazole-4-
F carboxamide

17

O~ 2-(3-(trifluoromethyl)-4-

F (pentyloxy)phenylamino)-N-(4-

tert-butylphenyl)thiazole-4-
F carboxamide

18

O~~~ | 2-(3-(trifluoromethyl)-4-

E (pentyloxy)phenylamino)thiazole-

4-carboxamide

s

19

w,

4-(4-fluorophenyl)-N-(4-
pentylphenyhthiazol-2-amine

+++

20

Cl

4-(4-chlorophenyl)-N-(4-
pentylphenyl)thiazol-2-amine

+++
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t

4-
(trifluoromethoxy)phenyl)thiazol- -
/>-NH N d d N-(3,4-dichlorophenyl)-4-(4-

Cmp. Structure Nanme Activity
(4-chl orophenyl )-N-(4- + OHF

FI

IF 2-amne 46 s
+++

fl uorophenyl)thiazol-2-amne -d 47 />--NH N F! C
N, 4- bi s(3,4- +++ dichlorophenyl)thiazol-2-am ne 48
/>NHN d d d N (3,4-dichlorophenyl)-4-(2.4- +++
di fl uorophenyl )thi azol-2-amne d 49 s />-NH NI F
CH— N3, 4-digifal henyt =4 —
Crricl_o.'! or on;!en\'! \fsﬁl'[&gtgfoe?p? o !)n.n \ 0-_50-s Name Activity
- 77 4—(4-ﬂuoropHeny1)—N—(4— +++
_ o '(pentyloxy)phenyl)thiazol-2-amine
0
| />—NH
N
F
4~(3,4-dichlorophenyl)-N-(4- ot
pentylphenyl)thiazol-2-amine
22 S
| />—NH
N
Cl
Cl
4~(2,4-difluorophenyl)-N-(4- +
pentylphenyl)thiazol-2-amine
23 s
| />—NH
N
F F _
4~(3 4-dichlorophenyl)-N-(4- i+
o (pentyloxy)phenyl)thiazol-2-amine
24 S
| />—NH.
N
cl
cl
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/>NH NC 63 1 Cmp. Structure Nanme Activity AN
4-(4-(4-fluorophenyl)thiazol-2- + ylam no)benzonitrile

51 S >--NH N &z F A~

4- (4- (3, 4-di chl orophenyl ) t hi azol -2- +

yl am no) benzonitrile 52 />-NH

4-(4-(2,4-difluorophenyl)thiazol -2-
53 S >--NH NF F N

yl am no) benzonitrile

N 1-~0d a ~N

+

4-(4-(4-chl orophenyl)thiazol -2- +
CmpY ! &M TTO) DENZ@Wukiutd € 94 S />-NA N T e Activity
344+ ueropheny)thiazol—2 4?h1$% N DN <
. ; : -(2,4-dtfluorophenyl)-N-(4-
yl am no) benzonitrile (pentyloxy)phenyl)thiazol-2-amine
0
25 s
| )P—NH
N
. F
4-(4-chlorophenyl)-N-(4- e+
(pentyloxy)phenyl)thiazol-2-amine
0
26 s
| )F—NH
N
cl
N-(3-(benzyloxy)phenyl)-4-(4- Ft
fluorophenyl)thiazol-2-amine
o)
27 NH
N-(3-(benzyloxy)phenyl)-4-(3,4- T+
dichlorophenyl)thiazol-2-amine
O
S
28 Wan
N .
Cl
Cl
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s 551 />NH N L I
Activity 3-(4-(3,4-d
yl am no) benzonitrile

3-(4-(2,4-difluorophenyl)thiazol -2-

yl am no) benzonitrile

3-(4-(4-chl orophenyl)thiazol-2- | +

yl am no) benzonitrile
N-(4-chloro-3- +

~ F 64 Cp. Structure Nane
chl or ophenyl )t hiazol -2 + N

s Q- X>-NH5 N O d
+ 5~1-=57 N
S/--NH NI / FF
N

58 /I>-NHfs N d d

(trifluoromethyl)phenyl)-4-(4- FF F

Cmpy| yor ophenyl ) tShrueteed - 2- ami ne 5

59 1> NFyame

) Activity
N-(3-(benzyloxy)phenyl)-4-(2,4- +++
S difluorophenyl)thiazol-2-amine
S
29 | )F—NH
N
. F
N-(3-(benzyloxy)phenyl)-4-(4- i+
y chlorophenyl)thiazol-2-amine
S
30 | )—nNH
N
Cl
4-(4-fluorophenyl)-N~(3- +++
phenoxyphenyl)thiazol-2-amine
0]
31 5
Wl
F
4-(3,4-dichlorophenyl)-N-(3- ++t
phenoxyphenyl)thiazol-2-amine
-
S
32 =
Cl
cl
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N FJA N (4-chloro-3- +++ F
(trifluoronethyl)phenyl)-4-(3,4- s\ FF

di chl orophenyl )t hi azol -2-amne 60 /--NH N d d 65
ri Cnrp. Structure Nane Activity C | N (4-chloro-3-
+++ F (trifluoronethyl)phenyl)-4-(2,4- \ /| F

di fl uor ophenyl )thi azol-2-amne s F 61 />-NH N | ~
FFdJ N(4-chloro-3- +
(trifluoromethyl)phenyl)-4-(4- \ | F

CmplNl OT ophenyl ) Shuadrl - 2- am ne S 62 >-N C .
R 4—4Huvorephenythiazol-2-y 1)~ 44 Narhe Activity
| cor o Co 4-2,4rdifluorgpheqyl)-N-(3- i+
61(pentyl oxy) pyridin @ ne 63ph§no€(%plﬁ§l@l)tbﬁyzcgl-2-mnine
O
33 S
| />—NH
N
. F
4-(4-chloropheny!)-N-(3- it
phenoxyphenyl)thiazol-2-amine
)
34 S
| />—NH
N
cl
N-(3-benzylphenyl)-4-(4- +
fluorophenyl)thiazol-2-amine
35 5,
| />——NH
N
F
N-(3-benzylphenyl)-4-(3,4~ +
dichlorophenyl)thiazol-2-amine
| Y,
36 | />—NH
N
Ci
Cl
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F N-(4-(3, 4-di chl orophenyl)thiazol - + :
2-yl)-6-(pentyloxy)pyridin-3-amne S\ /N64 1| /> NH
N C d 66 i Crp. Structure Name Activity
N-(4-(2,4-difluorophenyl)thiazol- +
2-yl)-6-(pentyloxy)pyridin-3-amine N65 S\ / >-NH
N | ~FF N(4-(4-chlorophenyl)thiazol-2- +++
yl)-6-(pentyl oxy)pyridin-3-anine 66 S N/>NH N C
6- (pentyl oxy) N-(4 (pyrldln 3- +++
thrazot—=2 dim=3=antTmerT67 S 1 1 AN N .
¢ N—ég f!UO'.”O 43§{t?}]§i§é¥l ny\/\nhnn\/l 4-.1;-4- N(ﬁ;;%( '::Ewty
T i/ e -
4-|(pyridin-3-yl)thi 2 2-ani ne g?orgfg-’ )thxazol-gﬁanme

N-(3-benzylphenyl)-4-(4- e
chlorophenyl)thiazol-2-amine
38 S :

Cl

N-(4-benzylphenyl)-4-(4- +
' fluorophenyl)thiazol-2-amine
39 S

N-(4-benzylphenyl)-4-(3,4- +
dichlorophenyl)thiazol-2-amine
Y o
40 "

Cl
Cl

N-(4-benzylphenyl)-4-(2,4- +
difluorophenyl)thiazol-2-amine
41 . 5
NH
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N 67 Cp.. Structure Name Activity N (4-((piperidin-I-
+ N yl)net hyl)phenyl)-4-(pyridin-3- yl)thiazol -2-am ne
69 Scf | ~NH N N N (3-(2, 3-di hydro-1 H i nden-2- +++
yl oxy) phenyl )-4-(pyridin-3- yl)thiazol-2-amne 70 S
P-O0 //\ --NN N/ N (4-(cyclohexyl methoxy)-3- +++
fluorophenyl)-4-(pyridin-3- yl)thiazol-2-amne OF 71
0S X-NH N % N N-(3-fluoro-4-(4-phenyl pi peri di n-
+++ 1-yl)phenyl)-4-(pyridin-3- yI)th| azol -2-amne 72

eV F 77V - NStieture

Name Activity
N-(4-benzylphenyl)-4-(4- +
chlorophenyl)thiazol-2-amine
) L4
I />—NH
N
Cl
F : 4-(4-fluorophenyl)-N-(4- +
O+F (trifluoromethoxy)phenyl)thiazol-
F _ 2-amine
43 s
|/
S N
\ Va
F _ I
E 4-(3,4-dichiorophenyl)-N-(4- +
O—|——F (trifluoromethoxy)phenyl)thiazol-
E 2-amine
S
44
| />—-NH
N
Cl
Ci
F 4-(2,4-difluorophenyl)-N-(4- +
o—!——F (trifluoromethoxy)phenyl)thiazol-
@ F 2-amine
45 S .
| />—NH
N
. F




N 6
5-(
ept
N- (
4-(
N-(
(py

8 Cnp.

Structure Nane Activity

4- (pyridin-3-yl)thiazol-2- +

yl oxy) benzoni tril
3- net hyl
pyri din-3-yl)thiazol
4- but oxy- 3- +++
ridin-3-yl)thiazol -

e 73 s
- 4- (pent yl oxy) phenyl ) -

-2-am ne

yl am no)-2-(h

/NH N

+++
74 S5 >-NH N

(trifluoronethyl)phenyl)-4-
2-am ne

F75 SF F NH\ N

N F N (3-(trifluoronethoxy)benzyl)-4- + F

/

ridin-3-yl spubiureazol -

ot oty o
\JLI U\JL

Z2-am ne

Naynn | I\r\f | \/| f \/

C_F

O— 76\ Rame ~N>N-69

Activity

N (
(py

46

ur C TNCAT T L’

4- (trlfluoronethoFy
ri di n-3-yl)thiagzol

S
N

Cl

benzyl)
-am ne

44 (4_Fch}prophenyl) -N-(4-
(il

2-amine

uoromethoxy)phenyl)thiazol-

+

47

Cl

N-(3,4-dichlorophenyl)-4-(4-
fluorophenyl)thiazol-2-amine

+++

48

Cl \

N,4-bis(3,4~
dichlorophenyl)thiazol-2-amine

o

49

N-(3,4-dichlorophenyl)-4-(2,4-
difluorophenyl)thiazol-2-amine

et

50

Cl

N-(3,4-dichlorophenyl)-4-(4-
chlorophenyl)thiazol-2-amine
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77 S /NH NN S N-(4-phenyl-benzyl)-4-(pyridin-3- +

yl )t hi azol - 2-ami ne

78 ExT~NcQc\ N/

N- ( 3- phenyl -benzyl ) -4-(pyridin-3- + \
yl)thiazol -2-am ne 79 |
N- (4- phenoxybenzyl ) -4-(pyridin-3- + .

yl)thiazol -2-am ne s

S

~NH N

80 NH N 70 1 Cnp. Structure

Nane Activity N-(4-butoxybenzyl)-4-(pyridin-3- +

yl')thi azol - 2-am ne

081 S

X~-NH N N

Crip:
82

(A= buty benzgtubnde (PYTT O m=3=7+ yi)Thigzoi=2-am ne
- _

Activity

4-(4-(4-fluorophenyl)thiazol-2-
ylamino)benzonitrile

-+

51 S
| )P—NH
N
F
/N 4-(4~(3,4-dichlorophenyljthiazol-2- | +
2 ylamino)benzonitrile
S,
22 | )
N
cr
o}
/N 4-(4~(2 4-difluorophenyl))thiazol-2- | +
4 ylamino)benzomnitrile
53 S ;::
| )—NH
N
c F
/N 4-(4-(4-chlorophenyl)thiazol-2- +
:/ ylamino)benzonitrile
54 s
| )—WH
N
Ci
. 3-(4-(4-fluorophenyl)thiazol-2- +
=N ylamino)benzonitrile
S
55 Vel
N
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X~-NH N N N-(3-phenoxyphenet hyl)-4- +

(pyridin-3-yl)thiazol-2-amne O83 g N//\- NH N71

Crp. Structure Name Activity "FT O
N- (4- phenoxyphenet hyl ) -4- +

(pyridin-3-yl)thiazol-2-amne 84 g X~-NH C1l: NN

N- (4- (pentyl oxy) phenyl )-4- +++ (pyri din-3-yl)thi
azol-2-amin e O 8 s X~--NH NN
N- (4- pentyl phenyl)-4-(pyridin-3- +++

cmyll) tThi azol - Z- 3gut@reS6 s / NH N N o
rnlx % 3 /vbenzyl ny\ nhan\ll _\[44 Ll Name ACtIVIty
3-(4-(3,4-dichlorophenyl)thiazol-2- | +
(FyH di n- 3- Syl )@LC%NZ am ne ylamino)benzonitrile
| NH
56 N/
Cl
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o F
77
S
| )F~NH
l N
=
N
s N-(4-phenyl-benzyl)-4-(pyridin-3- | +
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SO (pentyloxy)phenyl) N-(4-(4- />-N
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IF F N(3-(trifluoronethyl)-4- +++ ~ NF

(pentyl oxy) phenyl)-5 117 1 // ja+F

phenyl t hi azol -2-amine F N F F 5-(3-chl orophenyl)-4-
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H / 4-(4-(4-bronobenzyl oxy) phenyl)- + N~ O
N- (4- met hoxyphenyl )t hi azol -2 122 amne C
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=
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(pentyl oxy) phenylam no)-N- (3,4 a o NF F
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N-(4-butylphenyl }-4-(pyridin-3- o
yl)thiazol-2-amine
96 S
’ )F~NH
| N
o
N
N-(3-benzyiphenyl)}-4-(pyridin-3- | +++
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pyrazol - 3- am ne ;N H O 4-(4-fluorophenyl)-N(4- ++H+
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Q (pyridin-3-yl)thiazol-2-amine
N :
99 s
[ )i
l N
&
N
N-(4-cyclohexylphenyl)-4- ++
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A
F =
21 \Q\ )\N ©
N
H
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4-yl )i soxazol e-3-carboxylate Np NN F H ow
4- (2-chl orophenyl )-N-(3-fluoro-4- | +++ s 177 (
(pentyl oxy) phenyl )t hi azol -2-amne N'NF H C
N-(4-(3-fluorophenyl)thiazol-2-yl)- +++ [ 178 \
6- (pentyl oxy)pyridin-3-amine NNH F ci N(4-(3-(3,4-
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129 e H QKN s C

127

N-(3-(irifluoromethyl)-4-
(pentyloxy)phenyl)-2-(pyridin-3-
yl)thiazole-4-carboxamide

128

2-(3-(trifluoromethyl)-4-
(pentyloxy)phenylamino)-N-(3,4-
dichlorophenyl)thiazoie-4-
carboxamide

++

2-(3-(trifluoromethyl)-4-
(pentyloxy)phenylamino)-N-(3,4-
dichlorophenyl)-N-methylthiazole-
4-carboxamide

methyl 2-(3-(trifluoromethyl)-4-
(pentyloxy)phenylamino)thiazole-

N
130 ° \ 7/ | N 3 F 5-carboxylate
N A
O/\/\/
o S 5-(2-(3-(trifluoromethyl)-4- o+
I />~NH (pentyloxy)phenylamino)thiazol-4-
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HO
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(pentyloxy)phenyl)-4-(4-

methoxyphenyl)thiazol-2-amine
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4-(4-chlorophenyl)-N-(3- +
(trifluoromethyl)-4-
(pentyloxy)phenyl)-5-

135 phenylthiazol-2-amine

1-(2-(3-(trifluoromethyl)-4- +
(pentyloxy)phenylamino)-5-
methylthiazol-4-yl)ethanone
136

2-(4-(2~(3~(trifluoromethyl)-4- ++
(pentyloxy)phenylamino)-5-
meth}’lthlazol-4—y1)pheno‘cy)acet1c
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139 \[ yl)phenoxy)acetate
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N-(2-(N-(3-(trifluoromethyl)-4-
(pentyloxy)phenyDnicotinamido)th
iazol-4-yl)nicotinamide

+++

141

N-(4-phenoxyphenyl)-4-(pyridin-3- | +++

yDthiazol-2-amine

142

N~(4-(4-chlorophenyl)thiazol-2-
yh-4,5-dihydro-1-phenyl-1H-
pyrazol-3-amine

143

4,5-dihydro-1-phenyl-N-(4-
(pyridin-3-yl)thiazo}-2-yl)-1H-
pyrazol-3-amine

144

4-(4-fluorophenyl)-N-(4- e+

phenoxyphenyl)thiazol-2-amine
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0 s, H 2-(3-(trifluoromethyl)-4- -+
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"'< >\N \ /7 F
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N, 1 H F N-(4-aminosulfonyl-benzyl)-2-(4- | +
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1°F
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N s O N-(3-(trifluoromethyl)-4- +i+
W )\ (pentyloxy)phenyl)-4-(pyrazin-2-
156 N= N/ N F yl)thiazol-2-amine
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s NN N-(3-(trifluoromethyl)-4- +++
/ )\ (pentyloxy)phenyl)-N-methyl-4-
57| [N Wy F (pyridin-3-yl)thiazol-2-amine
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O | 2-(N-(3~(trifluoromethyl)-4- +
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s 'L F
RTea

2-(N-(3-(trifluoromethyl }-4-
(pentyloxy)phenyl)-N-
methylamino)-N-(4-
chloropheny!)thiazole-4-
carboxamide

160

2-(N-(3-(triftuoromethyl)-4-
(pentyloxy)phenyl)-N-
methylamino)-N-(4-
cyanophenyl)thiazole-4-
carboxamide
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2-(N-(3-(trifluoromethyl)-4-
(pentyloxy)phenyl)-N-
methylamino)-N-(pyridin-3-
yDhthiazole-4-carboxamide

0
7\ SYH CF;

2-(3-(trifltuoromethyl)-4-
(pentyloxy)phenylamino)-N-
(pyridin-3-yDthiazole-5-
carboxamide
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O/

N-(2,5-dimethoxyphenyl)-4-(6-
methylimidazo[2,1-b]thiazol-5-
yDthiazol-2-amine

165

N-{(4-methoxyphenyl)-4-(6-
methylimidazo[2,1-b]thiazol-5-
yl)thiazol-2-amine

JERY

166

N-(4-aminosulfonyl phenyl)-4-
(pyridin-3-yhthiazole-2-
carboxamide

167

1-(3-(4-(2,7-dimethylH-
imidazo[1,2-a]pyridin-3-yl)thiazol-
2-ylamino)phenyl)ethanone
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) pyridin-2- yl)(norpholino)nmethanone 212 O N
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+ F_/ - [ S/ (difluoronethoxy)phenyl)thiazol- 214
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(pentyloxy)phenyl)-4-
171 (morpholinomethyl)thiazol-2-
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4-((dimethylamino)methyl}-N-(3- | +++
(trifluoromethyl)-4-
172 (pentyloxy)phenyl)thiazol-2-amine
2-(N-(3-(trifluoromethyl)-4- +
(pentyloxy)phenyl)acetamido)-N-
(pyridin-3-yl)thiazole-4-
173 carboxamide
O~ | N-(3-fluoro-4-(pentyioxy)phenyl)- | +++
74 j\ /@i 4-(3-flucrophenyl)thiazol-2-amine
174 N SN F .
H
F _
cl 4-(3-(3,4-dichlorophenyl)isoxazol- | +
S O~ | 5-y1)-N-(3-fluoro-4-
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N—q N ﬂ F
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ylammo)ﬂuazol-4—yl)1soxazole-3-

.
0 carboxylate
N\O N/ l’:{ = N

N-(4-(2-chlorophenyl)thiazol-2-

/ S | N O\/\/\ e l : Dt :
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[Cmp.[96 1 TABLEsfrictised Structure Nanme—ActTyit —
J (Cl4 (nonf V| nV\IL 3 ++ (t cifl upronet hvyl ¥‘ éﬂVl ) -4 E Activity
(pI°Pef i n-3-y1 ) t hi azol - 2- 225 OG- Gyt dfjchproglny{ioxazol- | +
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[ P s 5-y1)-N-(3-phenoxyphenyl)thiazol-
o OO
. N~ N/ N
H
J ethyl 5-(2-(3- +
o phenoxyphenylamino)thiazol-4-
yDisoxazole-3-carboxylate
190 | g J S
DN
N~q N Il:ll 0

90




%NFH NHHI ss |
++

0 2,2,2-trifluoro-1
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4- (3-met hyl i m dazo[ 2, 1- ++-+

F F 1-yl)ethanone 1

227 [-N N~ H F (pentyl oxy)-3 Ji

(trifluoromethyl)phenyl)thia
4-(5,6-dihydroinidazo[z,l-

F b]thiazol -5-yl)-N(4-
zol-2-amne s\ O
+= F b]thiazol -3-yl)-N(4-

Ccmr 28 N=NNN(BeryeoXy)=3—3+H+H+F —
m;\# rifl uoromst h\llktthhnmll \IJ'N a_ 7ol -2- ami n¥MN-N- | NN /| Activity
I ge nt y / O N_(@-\chlprophenyl)—N-(Z‘v- +++
y| ) ‘ | Hj penoxyphenyl)thiazol-2-amine
|ad|azin-2-an1ne F F
N (4 (o ntylox 3- s N F (tri{fl uoronet hyl) phenyl) -4-
230 N 1 o) (oloerldln | _CN ylnethyl)thiazol-2-anmne K
Fi 4-(p4- nethy perigdi n-1- +++ | 280C2-B-yl ) net hyl ) - N- (4 ++
19 22 3 po—=- p nt y) 3 ~EN (benzyloy.{y)phenylamino)—S- _
(trifluo ‘. dv?gglﬂamoh%yl)pgvnyl)acenc
aci
s N-(3-(benzyloxy)phenyl)-4-(3- +++
’ / )\ fluorophenyl)thiazol-2-amine
193 | NT SN o
H .
F .
c N-(3~(benzyloxy)phenyl)-4-(3- +
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201 | © '\} A N)\Nm (pentyloxy)phenyl)thiazol-2-amine
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F
HO, | 1-((2-(4-(pentyloxy)-3- ++
@ (trifluoromethyl)phenylami
o] no)thiazol-4-
272 NG S NN L
: F yl)methyl)piperidin-4-ol
H J F
HO (1-((2-(4~(pentyloxy)-3- =+
b (trifluoromethyl)phenylami
O~~~ | no)thiazol-4-
273 N s
\——</>\ F yl)methyl)piperidin-4-
NT N At yDmethanol
D 1-((2-(4-(pentyloxy)-3- -+
HO (trifluoromethyl)phenylami
no)thiazol-4-
274 O | yYD)methyl)piperidine-4-
N S
\__Q\N F carboxylic acid
H & F
HO, 1-((2-(4-(pentyloxy)-3- - -+
0 (trifluoromethyl)phenylami
no)thiazol-4-
275 o yDmethyl)piperidine-3-
> NG /S NN | carboxylic acid
A F
N N
H & OF
/O _ 4;)((3 -methylpiperidin-1- =+
O~~~ | YDmethyl)-N-(4-
276 N\__.</\j\ E (pentyloxy)-3- -
NZ N | (trifluoromethyl)phenyl)thia
H ¢ F zol-2-amine
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(trifluoromethyl)phenyl)-4-
(2-(pyridin-3-yl)thiazol -
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nmet hoxyphenyl ) - 4- (pyri di n-
N s N (2-nethoxy-5- ++ >--NH
phenoxyphenyl) 4- (pyrldln-

SOONO\ O
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+++ s---\ F - /
-4- 298 RIO H N N s
ohexyl -2- ++ >--NH
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3=yt )lIII azot=2—am e N—F IT-A

[Eyctopropyl=—"C(2=(%=
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Cpl[F (penty oXy$tra@whe 0 (TTTT

gor oret hyT ) PREfey T am
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1At:tivity

ng) azol -4- yl)prcoliriam de
14<2- 4 + 303 )---,C r~~N
27%00 xy) heny| i a

F++ y 1)
)rret hyI ) 804 EIZN , (4- (pent
(trifluoromethyl)phehyl| '

ZQpe

N0 6 dinetley Ipipéridin-P
1-ylymethyl)-N-(4-
en JodBENZOi C aci

e sSﬁgn@ﬂﬁl)&ﬂleny)ﬁi;hla

A

|®N

L 7J 7

278

(R)-1-((2-(4-(pentyloxy)-3-
(trifluoromethyl)phenylami
no)thiazol-4-
yDmethyl)pyrrolidine-2-
carboxylic acid

279 6
NN

tert-butyl 4-((2-(3-fluoro-4-
(pentyloxy)phenylamino)thi
azol-4-
yDmethyl)piperazine-1-
carboxylate

280
O™

tert-butyl 1-((2-(3-fluoro-4-
(pentyloxy)phenylamino)thi
azol-4-yl)methyl)pyrrolidin-
3-yl(methyl)carbamate

281 N

N-(3-fluoro-4-
(pentyloxy)phenyl)-4-((4-
(pyridin-2-
ylmethyl)piperazin-1-
yhmethyl)thiazol-2-amine

/@(O\/\/\
F

4-((4-cycloheptylpiperazin-
1-yDmethyl)-N-(3-fluoro-4-
(pentyloxy)phenyl)thiazol-
2-amine

283

4~((4-(2-
(dimethylamino)ethyl)piper
azin-1-yl)methyl)-N-(3-
fluoro-4-
(pentyloxy)phenyl)thiazol-
2-amine
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"N's (4 N

(octyl oxy) phenyl ) t hi azol -2- NH, anmine 108 TABLE 11 Cpd
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N-(4 H Nonm( \ (octyl oxy)phenyl)thiazol-2- \N-D am ne ~

tert-butyl 4-((2-(4- FF 7T ¥ OXy) phenylam no |
CpN| 308 0 zol - 4-Sttuptwed hyl ) pi per azijne- ~~ "Nange D- - | Activity
licarRoxylate N--j" N H]j tert|-NoMtdithyl-1-(2-3- ++
met hyl/(1-((2-(4- - (octyl oxy)phemyteasd no)thia 309
zol 72yl ) met hyl ) pyrrol i din- N s (hentAosshpinayieamsjte N-N
H| * 4-(4-met hoxyphenvl)-N-(4- ++H+tz310 :
284( oC xy) phenyl ) t hi azol - 2- H aniyignethyl)piperidine-3-
N\—[s Ow_~~_~~_ | carboxamide
PN
N l,:ll F .
@ N-(3-fluoro-4- ++
o (pentyloxy)phenyl)-4-
285 'N\’[ $ i (morpholinomethyl)thiazol-
N)\ 2-amine
u F
OH (1((2-(3-fluoro-4- s
O——/ o (pentyloxy)phenylamino)thi
286 N \"[S NN | azol-4-yDmethyl)piperidin-
2-yDmethanol
A A 2
~n 4-((3- +++
(dimethylamino)pyrrolidin-
l-yl)methyl)-N-(3-fluoro-4-
287 N a O™ (pentyloxy)phenyl)thiazol-
\__—<\)\ 2-amine
N N F
HO«\,O 1-((2-(3~fluoro-4- | -+
o . .
N S ~ "\ | (pentyloxy)phenylamino)thi
288 \-—Q azol-4-yl)methyl)pyrrolidin-
N N 3-0l
— f ethyl 1-((2~(3~fluoro-4- ++
o (pentyloxy)phenylamino)thi
289 N azol-4-
N s ylmethyl)piperidine-4-
\"'@\N carboxylate
H
o (4R)-methyl 1-((2-(3- it
fluoro-4- '
O~~~ | (pentyloxy)phenylamino)thi
20 1\ N\,</‘j\ /@[ azol-4-ylymethyl)-4-
_ P Do
5 NT N F hydroxypyrrolidine-2-
H
carboxylate
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4-(( rp olinomethyl) N ++ S (4] @éhtylSxy)phenylamino)thi
29(c | 0 y)p enyl) azol - 2< DN paroRg-y)methyl)piperidin-
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HO (1-((2~(3-fluoro-4- ++
o (pentyloxy)phenylamino)thi
292 N s NN | azol-4-yl)methyl)piperidin-
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F
H
HO, o 1-((2-(3-fluoro-4- ++
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azol-4-
293 Dmethyl)piperidine-3-
o y yLpip S
N \___</\S NN carboxylic acid
BN :
N ﬁ =
0 R)-1-((2-(3-fiuoro-4- ++
N (pentyloxy)phenylamino)thi
294 N OH S O~ | azol-4-
\__,(/\)\ yDmethyl)pyrrolidine-2-
NT u £ carboxylic acid
N-(3-fluoro-4- ++
(pentyloxy)phenyl)-4-((4-
205 N s O~~~ | methylpiperidin-1-
\_,Q yDmethyl)thiazol-2-amine
N g F
@ N-(3-fluoro-4- ++
S O~ | (pentyloxy)phenyl)-4-((3- '

' N
296 \_—_@\ methylpiperidin-1-
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yDmethyl)thiazol-2-amine
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N
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t hyl am no) pyrrolidin 317 Ns O
(octyl oxy) phenyl )t hi azol
31 S ~s
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(4R) mat hyI 4- hydroxy [ - +++

H 3-
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NJ HH
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{T2-(3 #F ¢ (octyl 0Xy) phenyT ¢
ol -4-yl)ne ) pi p
octyl oxy) phe am

n-4 N of
{ﬁ)erl
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A

N

am-m 18xy)321 s

% hiljpefdy-§4-

yridin- 3-y1 thiazol-4-
TH)thia¥bik anol

-+
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299

N-(5-cyclohexyl-2-
methoxyphenyl)-4-(pyridin-
3-yDthiazol-2-amine

300

N-(2-methoxy-5-
phenoxyphenyl)-4-(pyridin-
3-yl)thiazol-2-amine

301

N-cyclopropyl-5-(2-(4-
(pentyloxy)-3-
(trifluoromethyl)phenylami
| no)thiazol-4-
yhpicolinamide

302

303

4-(2-(4-
(octyloxy)phenylamino)thia
zol-4-yl)benzoic acid

Hi

304

4~((3-(2-aminopropan-2-
yhpyrrolidin-1-yl)methyl)-
N-(4-(pentyloxy)-3-
(triftuoromethyl)phenyl)thia
zol-2-amine

+

305

4~((3-(2-aminopropan-2-
yDpyrrolidin-1-yl)methyl)-
N-(3-fluoro-4-
(pentyloxy)phenyl)thiazol-
2-amine
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4-(2-aminothiazol-4-yI)-N-
4
(octyloxy)phenyl)thiazol-2-
amine
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yl)methyl)--N-(4- 324 bw/-s
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310 O,Q—q»\ (octyloxy)phenyl)thiazol-2-
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2-(4-(5-methyl-2-(4- At
311 0 4 / )\ /C/ (octyloxy)phenylamino)thia
zo} 4—vl)phenoxy)acet1c
acid
O~ | 4-(3 4-difluorophenyl)-N- | +++
VA Q/ s pheny
312 F’Q@N (4-
H (octyloxy)phenyl)thiazol-2-
F amine
7N\ i\(?-(4—(octyloxy)phenyl)-4— ++
— N 4-(pyridin-2-
313 Q /s O~~~ | yimethyl)piperazin-1-
\’g)\, O yDmethyl)thiazol-2-amine
H
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I-yDmethyl)-N-(4-
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314 Q - Oe~ -~~~ |amine
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e (- ++
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NS 4-carboxamide
1,
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amine

N 4=(@obpnbHndandayg d- 4

H-+

317

\/

G\”(N\/)S\N/@/OW\/\/

4-((3-
(dimethylamino)pyrrolidin-
1-yD)methyl)-N-(4-
(octyloxy)phenyl)thiazol-2-
amine

-

318

HOA,O

M LN N P Uy
H

(-G
(octyloxy)phenylamino)thia
zol-4-yl)methyl)pyrrolidin-
3-ol

319
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-u@
(o]
—N,

\—-</N\/)S\ N /©/°\/\/\/\/

ethyl 1-((2-(4-
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o
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0

VQQ
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(octyloxy)phenylamino)thia
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HO:
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(-(@*
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TABLE | -
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S >_® ylbenzamide
335 l )—NH
o8
—0
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)
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"

2-(4-(5-methyl-2-(pyridin-
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yl)phenoxy)acetic acid

341

2-(4-(2-(4-
methoxybenzylamino)-5-
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HO
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S N-(4-(4-fluorophenyl)-5- +
)—N\H methylthiazol-2-
350 N )-—@ yDbenzamide
O
F
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N zol-2-amine 361 O N N 4-(furo[3 ?-c]pyridin-2-yl)-

e

n

+++ 360 5
"A. i,.,n Hamne [/ N 116
Nane Activity F F

f

(
++ N N (4- (heptyl oxy)phenyl)thiazol 362 2-anmine o
NS H4-(furo[3,2-c]pyridin-2-yl)- + NN(3- N

phenoxyphenyl ) thiazol -2 3gRse@mne N F F

CpiN{ (4- (pentyl oX8tucBwe -+ S H F Name Activity

(trifluoromethyl ) ph W)-4 N (per-dﬁi-(heﬂtyMI@)bh&n@gol -12r
36 7 : hiepbiglaoxy) phenyl) - 4
+ -methoxyphenyl)thiazol-2-

355 amine

N-(4-fluorophenyl)-4,5- ++
bis(4-
methoxyphenyl)thiazol-2-
amine
356

N-(2,5-dimethoxyphenyl)- | +
4,5-bis(4-
methoxyphenyl)thiazol-2-
amine

357

N-(4-(pentyloxy)-3- o+
(trifluoromethyl)phenyl)-4-
(thiophen-2-yl)thiazol-2-

358 amine

N-(4-(heptyloxy)phenyl)-4- | +++
(thiophen-2-yl)thiazol-2-
amine

359

N-(4-(octyloxy)phenyl)-4- | +++
(thiophen-2-ylthiazol-2-

360 .
- amine
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365 Namne NS HN('I-phenoxyphenyl)-4- +++ |/
(pyridin-4-yl)thiazol-2- 366 Namne = - i ON 117
TABLE Il Cpd Structure Nane Activity F F ethyl
1-(2-(4-(pentyloxy)-3- + s " F .
(trifluoronethyl)phenylami N o no)thiazol-4- 367
yl)cycl opropanecar boxylate 0 0 1-(2-(4-(pentyloxy) 3-
++ | / NH (trifluoronethyl)phenylam N N

no)t hi azol -4-yl)pyrrolidine- 368 O 2-carboxylic acid

HOF F F po s N (4-(hept yaex®/| phenyl)-4- +++ N~—-NH

Cpd 6- net hyl pyr | Btiuetdare 369 vyl )t hi aZol - Z- amNatme N Activity
4 A (fido 2 -€]AyrBID2-y1)- | +++
( INH@4-entyloxy)-3-
2 (trifluoromethyl)phenyl)thia
(1 tAi-azmined- y| ) pheno

361

362

4-(furo[3,2-c]pyridin-2-yl)- | ++
N-(4-
(heptyloxy)phenyl)thiazol-
2-amine

4-(furo[3,2-c]pyridin-2-yl)- | +
N-(3-
phenoxyphenyl)thiazol-2-
amine

364

N-(4-(pentyloxy)-3- i+
(trifluoromethyl)phenyl)-4-
(pyridin-4-yhthiazol-2-
amine

365

N~(4-(heptyloxy)phenyl)-4- | +++
(pyridin-4-yl)thiazol-2-
amine

366

N-(3-phenoxyphenyl)-4- =+
(pyridin-4-yl)thiazol-2-
amine
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371 OH CF3 S 2-(2-(4- +++
(hept yl oxy) phenyl am no) t hi
i O 118 TABLE I1
2-(2-(4- 11

/ - NH

N azol
Cpd Structure Nanme 1 Activity s
>-NH (octyl oxy) phenyl am no)thia 373 N

-4-yl) phenol

372 OH

zol -4-yl)phenol OH 0- s 4-(2-nethoxyphenyl)-N(4- ++
/I NH (pentyloxy)-3 \ N (trifluoronethyl)phenyl)thia
374 1 zol-2-amine / OCF3 O s
N-(4- (heptyl oxy) phenyl )-4- +++ [/\-NH
2=met ||nyp||t:‘l|y1 ythrazot TA\BIfEIf”“ nme—3750—s
[ Cpd{ (Z=-TMETNOXYPI&figture V(4= ¥+ /1 V7= NA Name Activity
(oct yT'oxy) phenyl ) t N &zol - 2- N ameag 122-04-BentPlox$)-3- | +
51(2-( pent yl g%y +++ /> -|Niifluoromethyl)phenylami
(tri fl\uor/ et N nyol am | no)thiazol-4-
367 N ylcyclopropanecarboxylate
O,
\—
[0)
S 1-(2-(4-(pentyloxy)-3- ++
I />\NH (trifluoromethyl)phenylami
N N no)thiazol-4-yl)pyrrolidine-
368 Ckfo 2-carboxylic acid
HO F of/\
F F
S N-(4-(heptyloxy)phenyl)-4- | +++
| D~ (6-methylpyridin-3-
N >:< yl)thiazol-2-amine
369 |
p
N f/\/_\
o)
S 4-(6-methylpyridin-3-yl)-N- | +++
[ )—nH (4-
370 | N N Q : (oc_tyloxy)phenyl)thiazol-Z-
7 J—/\H amine
o}
S 2-(2-(4-(pentyloxy)-3- ++
, />“NH (trifluoromethyl)phenylami
N no)thiazol-4-yl)phenol
371 '
OH QCFa
Yad
S 2-(2~(4- +++
I />\NH (heptyloxy)phenylamino)thi
N azol-4-yl)phenol
372 :
OH QJ\/I
8]
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N no)thi azol - 4-y1) pyri di n- 2- ol
4- (6- met hoxypyridi n-3-yl)- +++
N-(4-(pentyloxy)-3- NF (t

378 zol -2-am ne

_2_y|)_

-N -pentyl- -(4-
379 s | F

377 HON OCF3 O s

/\-NH

+++ N

rifluoromethyl)phenyl)thia
ONFF O 119 TABLE 11 Cpd Structure
Nanme Activity N -nethyl
(pyridin-3-yl)thiazol

2-(trifluoronethyl)benzene- NN 1,4-diamne HF F N
4-(2-(4- (octyl oxy)phenyl am no)thia
Zol-Z-ytrybenzene- I, Z-di ol TaABBENS ~NH HO T OH
cpd](5-chl or ot hi seplvaure Z2- Y1) - N (4 Name | Activity
(adctyl ox?p}— enyI )thiazol-2- 381 pgan@-s 6 / -NH ci| N+
%\ (octyloxy)phenylamino)thia
zol-4-yl)phenol
373
OH
o]
S 4-(2-methoxyphenyl)-N-(4- | ++
l />\NH (pentyloxy)-3-
N (trifluoromethyl)phenyl)thia
374 zol-2-amine
o/ CF,
Vadl
S N-(4-(heptyloxy)phenyl)-4- | +++
, />\NH (2-methoxyphenyl)thiazol-
N 2-amine
375
o f/\/\
8]
S 4-(2-methoxyphenyl)-N-(4- | +++
I />\NH (octyloxy)phenyl)thiazol-2-
N amine
376
o~
5-(2-(4-(pentyloxy)-3- ++
/>\NH (trifluoromethyl)phenylami
no)thiazol-4-yl)pyridin-2-ol
377 ’ P
HO” "N Q\CE
| Sad
S 4-(6-methoxypyridin-3-yl)- | +++
[ )—nH N-(4-(pentyloxy)-3-
378 I N F (trifluoromethyi)phenyl)thia

zol-2-amine
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4- (4-bronophenyl ) - N-(4- +++

(octyl oxy) phenyl )thiazol -2- amne 382 -NH Br 6-(2-(4-
+++ (octyl oxy)phenylam no)thia o

zol -4-yl) benzo[ d] oxazol 383 2(3H)-one /'-NH O~/ | N
N H 120 TABLE 11 Cpd Structure Nane Activity 3-(2-(4-
++ (octyl oxy) phenyl am no)thia zol-4-yl)benzoic acid
384 HOS/>- - NH ON | , N (4-(octyloxy)phenyl)-4-
{--++ (pyridin-2-yl)thiazol-2- amine 3851 8 /~ -NH

N~ N Z-(IFindofl - 3-yI J- \FGABLERT T

Cpd pct yI oxy) pherstlugtutel azol - 2- Name Activity

N'-methyl-N'-pentyl-N*-(4- | +++

|
S Ne_ "~ | (pyridin-3-yDthiazol-2-yl)-
/ >\ F 2-(trifluoromethyl)benzene-
N N 1,4-diamine
N
| H F oF
Z
N

379
4-(2-(4-
(octyloxy)phenylamino)thia
o zol-4-yl)benzene-1,2-diol
380 S
| />~NH
N
HO
OH
4-(5-chlorothiophen-2-yl)-
N-(4-
5 (octyloxy)phenyl)thiazol-2-
amine
381 2\
S —
s | />~NH
o~ ] N
4-(4-bromophenyl)-N-(4- +++
‘/J—/J (octyloxy)phenyl)thiazol-2-
o amine
552 Q
s
o
N
Br
6-(2-(4- et
f/‘/—/ (octyloxy)phenylamino)thia
o zol-4-y)benzo[d]oxazol-
383 2(3H)-one
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amine 386 />-NH NHN\ | ~
N- (4- (octyl oxy) phenyl ) -4- +++

(5-(pyridin-2-yl)thi ophen-2- yl)thiazol
/>>NH S NN 121 1 TABLE I

S -
Activity 4-(benzo[d]thiazol
(octyl oxy) phenyl )t hi azol

(octyl oxy) phenyl )t hi azol - 2-

-2 O am ne
N-N ~\ S 4-(benzofuran-2-yl)-N(4-
amne 389 /NH N

-2-am ne

+++

387 |

Cpd j Structure Nane
-2-yl)-N +++  (4-
388 0S />NH

A—A—methyl=2=(pyrazr m=—2=54gEy

Cpd

Structure

Name

Activity

384

5
O%\@[ >—NH

3-(2-(4-
(octyloxy)phenylamino)thia
zol-4-ylbenzoic acid

+++

/\([)—NH
7Y

N

N-(4-(octyloxy)phenyl)-4-
(pyridin-2-ylthiazol-2-
amine

386

| />—NH

HN

4-(1H-indol-3-yl)-N-(4-
(octyloxy)phenylthiazol-2-
amine

s

387

oﬂ
/f

| />—NH

27

N-(4-(octyloxy)phenyl)-4-
(5~(pyridin-2-yl)thiophen-2-
yhthiazol-2-amine

+++
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yl ) thi azol --yl) - N (4-

amne 390 S /

(octyl oxy) phenyl )t hi azol - 2-
Cpd Structure TABLE 11

>-NH N N S

(heptyl oxy) phenyl am no)thi O

(octyl oxy) phenyl ) thi azol -
N...

N 4-ethyl-N(4-

+++

2- O

+++
amne 391 S J/--NH N 122
Nama Act|V|ty 4-(2- (4-

azol -4-yl)benzene-1,2-diol 392 S /--NH N HO CH
4- (5-chl orot hi ophen-2-yl)- +++ N (4 O
(heptyl oxy) phenyl ) thi azol- 2-amine \ 393 0 />NH S
N TABLE I
Cpd Structure Name Activity
4-(benzo[d]thiazol-2-yl)-N- | +++
(4-
_ (octyloxy)phenyl)thiazol-2-
0 amine
S
gt
N\] N
o
: 4-(benzofuran-2-yl)-N-(4- | +++
(octyloxy)phenyl)thiazol-2-
amine
O
389
S
| )—NH
~" N
0
4-(4-methyl-2-(pyrazin-2- | +++
yhthiazol-5-yI)-N-(4-
(octyloxy)phenylthiazol-2-
0 amine
390 S Q
%/[ )—NH
. N
NS
K
N
' : 4-ethyl-N-(4- e+
(octyloxy)phenyl)thiazol-2-
amine
391 ° '

o
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Cl ~ 4-(4-bronophenyl)-N(4- +++

(heptyl oxy) phenyl )thiazol - O 2-amine 394 1S />NH N
I / Br 6-(2-(4- +++ (heptyl oxy)phenylam no)thi o
azol -4-yl)benzo[ d] oxazol 2(3H)-one 395 s ~> -NH NH
123 TABLE Il Cpd | Structure Name Activity 3-(2-(4-
+++ (heptyl oxy) phenyl am no)thi O azol -4-yl)benzoic
acid 396/ \ HO/--NH O N N-(4-(heptyl oxy)phenyl)-4-
+++ (pyridin-2-yl)thiazol-2- amne 397 S /--NH N

TABLE li
Cpd Structure Name Activity
4-(2-(4- i
(heptyloxy)phenylamino)thi
o) azol-4-yl)benzene-1,2-diol
392 s
| )—NH
N
| HO
OH
4-(5-chlorothiophen-2-yl)- | +++
N-(4-
o (heptyloxy)phenyl)thiazol-
2-amine
393
S
| )—NH
S N
c—Q |
4~(4-bromophenyl)-N-(4- et
(heptyloxy)phenyl)thiazol-
o 2-amine
&
S
| )—NH
N
Br
6-(2-(4- +++
(heptyloxy)phenylamino)thi
0 azol-4-yl)benzo[d]oxazol-
2(3H)-one
395 s
| )—NH
O~ N
0] . \
N
H
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1 N N-(4-(heptyl oxy)phenyl)-4- +++

(1Hindol -3-yl)thiazol-2- amne 398 1s / -NH N HN
N- (4- (hept yl oxy) phenyl ) - 4- .
(5-(pyridin-2-yl)thiophen-2- o yl)thiazol -2-am ne 399
/--NH N N 124 TABLE Il Cpd Structure Name Activity
4- (benzo[ d]thiazol-2-yl)-N- ++ (4- O
(heptyl oxy) phenyl )t hi azol - 2-amine 400 _ />NH NN
dts 4-(benzofuran-2-yl)-N(4- ++ (heptyl

oxyphenytthiazot=—"2—am g s— >0
Cpd | Structure Name Activity
3-(2-(4- bk
(heptyloxy)phenylamino)thi
o azol-4-yl)benzoic acid
S
HO | )—NH
N
O
N-(4-(heptyloxy)phenyl)-4- | +++
(pyridin-2-yl)thiazol-2-
0 amine
397
S
| )—NH
adh
~_N
N-(4-(heptyloxy)phenyl)4- | +++
(1B-indol-3-yl)thiazol-2-
0 amine
398 S
| )—NH
= N
HN
N-(4-(heptyloxy)phenyl)-4- | +++
(5-(pyridin-2-yl)thiophen-2-
o) yDthiazol-2-amine
399 Q
S
[ )N
Q=<7
/
\ K \
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N- (4- (hept yl oxy) phenyl ) - 4-

+++

(4-met hyl - 2- (pyrazi-n-2- yl)thiazol -5-yl)thiazol -2-

am ne 402 S
(heptyl oxy) phenyl ) t hi azol -
125

yi|
4

@

¢

-

+++
azol - 4-yl ) benzene- 1, 2-di ol

/>-NH NN S N4-ethyl N (4-
- 2-amne 403 iS /-
| TABLE 11 Cpd Structure Name Activity
4-(2-(3-(trifluoronethyl)-4-
(pent yl oxy) phenyl anmi no) t hi

/[>NH N HO OH
&)

N >- NH

Al

/"\/J\ l
T D

anhan-—2
OprtT—= t
n 1 A

g1 a3

) SRR

7 TABLE W .
—

N 4 ki o

-
[evapv)

Cp

400

N

W

I
S -

-

rcty

=~

pen

Y RPNV W R ;
YT OXY ) PN&y T/t

|
" Activity

___?

s

wflk

0

&

NH

4-(benzo[dlthiazol-2-y1)-N-
4-
(heptyloxy)phenyl)thiazol-
2-amine

+4

401

4-(benzofuran-2-y1)-N-(4-
(heptyloxy)phenyl)thiazol-
2-amine

++

402

N-(4-(heptyloxy)phenyl)-4-
(4-methyl-2-(pyrazin-2-
yDthiazol-5-yl)thiazol-2-
amine

+++

4-ethyl-N-(4-
(heptyloxy)phenyl)thiazol-
2-amine
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S NC ~ O 4-(4-bronmophenyl )-N(3- +++
(trifluoronethyl)-4- F (pentyl oxy)phenyl)thiazol F
2-amine 406 ~S - F Il /NH Br
6-(2-(3-(trifluoronmethyl)-4- +++

(pentyl oxy) phenyl am no)thi. F azol -4-yl ) benzo[-d] oxazo
F 2(3H)-one 407 S- F/--NH O/ NN H
3-(2-(3-(trifluoronethyl)-4- +++
(pentyloxy)phenylan1no)th| azol -4-yl)benzoic acid 408

[ I_Ir'\ / NN TARLE 11 ("nrl Cfrnr\furn Nane

u 1 TN T TN gIM?I-E‘—'“—\ p

T P
TN

cpq*M' vty NSsthdchind Y T Name Activity
I

_ P
amne 409 S (pentyloxy)phenylamino)thi

F azol-4-yl)benzene-1,2-diol
: ‘ - .
404 S F

(pemtyt ny) renyT ) -4 o= 4)'{’)1(‘3 {hfﬂﬁS}om%thyl)A- e+
- F
04/—_)"7*

| )—NH
N
HO
OH
J_/— 4-(5-chlorothiophen-2-yl)- | +++
o N-(3-(trifluoromethyl)-4-
E (pentyloxy)phenyl)thiazol-
E 2-amine
405 s F|:
| )—NH
S N
c—4 |
4~(4-bromophenyl)-N-(3- +++
0 (trifluoromethyl)-4-
F (pentyloxy)phenyl)thiazol-
Q—-}—F 2-amine
406 s £
[ )—NH
ol
Br

‘/_ﬁ 6-(2-(3-(trifluoromethyl)-4- | +++
o (pentyloxy)phenylamino)thi

= azol-4-yl)benzo[d]oxazol-
F 2(3H)-one
407 S F

3-(2~(3-(trifluoromethyl)-4- | +++
(pentyloxy)phenylamino)thi

P F azol-4-yl)benzoic acid
F
408 s ;if E
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[>-NH N N (3-(trifluoronethyl)-4- +++
(pentyl oxy) phenyl)-4-(1 HIP

i ndol -3-yl)thiazol-2-amine F4 OF 10 S/ --NH 1 i

2N HN N-(3-(trifluoronethyl)-4- +++
(pentyl oxy) phenyl ) -4-(5- (pyridin-2- yI)thlophen 2- 04F
yl)thiazol-2-amine 412 S F />-NH S NN 4-( :
benzo[ d]thi azol -2-yl)-N- +++ 0O
(3-(trifluoronethyl)-4- / F (pe~nexy)phenyl)thiazol- F

Aot AL A. (heonzof AE‘E) M|
cpdl IIU T\WOCUr1T VI zlstﬁgt\lg:Lyl utl arl ~ 7 } N \ J @% Activity
(tr+ftuoronettiy )‘-/Tpmrryl ny}}@—'ﬂ?twlﬂﬁoromgtﬁﬁﬂ')A- ey
o (pentyloxy)phenyl)-4-
F (pyridin-2-yl)thiazol-2-
S S amine
409
8 F
| )—NH
7~ N
N
—/_f' N-(3-(trifluoromethyl)-4- | +++
o : (pentyloxy)pheny!)-4-(1H-
F indol-3-yi)thiazol-2-amine
F
410 5 ;: F
| N
~" N
HN
—
s

N-(3-(trifluoromethyl)-4- s
(pentyloxy)phenyl)-4-(5-

(pyridin-2-yl)thiophen-2-
yDthiazol-2-amine
F .
ol
p
\ N \N
4-(benzo[d]thiazol-2-yD)-N- | +++
(3-(trifluoromethyl)-4-

(pentyloxy)phenyl)thxazol-
Q_t‘ 2- aln.me
x />—

411

412

@s_
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~yl)thiazol

/| t F2-amne 413 S- F [/ --NHN O
N-(3-(trifluoronethyl)-4- --.+

(pentyl oxy) phenyl )-4-(4- F nethyl-2-(pyrazin-2 F
-5-yl)thiazol-2- S F amne 414 />-NH N N~

S N N-4-ethyl-N-(3- +++ (trifluoronmethyl)-4- 415 (F

(pentyl oxy) phenyl)thiazol \ - F F-anine S N> NH
N- (4- (octyl oxy) phenyl ) -4- +++
(pyridin-4-yl)thiazol-2- amne 416 ~/O N~ H S
A t'r(?i‘O:lf'r ++ 412 P“?Tiﬁkél!(\peq -5 ig%jeﬂy' 4N
de’ rTarimr-4a=—1 ililueltﬁﬂ,'] Z= T I ) a“" e Nahfe” Activity
‘/___/'— 4-(benzofuran-2-yl)-N~(3- | +++
0 (rifluoromethyl)-4-
E {pentyloxy)phenyl)thiazol-
E 2~-amine
413 ) F
| )—NH
O
—/__/_ N-(3-(trifluoromethyl)-4- | +++
o (pentyloxy)phenyl)-4-(4-
_ F methyl-2-(pyrazin-2-
F yDthiazol-5-yl)thiazol-2-
S F amine
414 %/[ )~—NH
N
NS
N7
N
. f/_ 4-gthyl-N-(3- et
0 (trifluoromethyl)-4-
E (pentyloxy)phenyl)thiazol-
415 </ Nl 2-amine
s —
=N
N
N-(4-(octyloxy)phenyl)~4- | +++
(pyridin-4-yhthiazol-2-
amine
416
0]
S
axevel
N, N)\N
H
s O~ N-(3-fluoro-4- ++
417 TN\ A /@E (pentyloxy)phenyl)-4-
— N )l‘:{l F (pyridin-4-yl)thiazol-2-
amine

128




TABLE It Cpd Structure Name Activity /[ |

N-(3-fl uoro-4-

.0

-(pyri din-2- yI)thl azol -2- H amne [/

+++ 418 / (pentyl oxy) phenyl) - 4- N N\ F

4- (benzofuran-2-yl)-N-(3- ++ s fluoro-4- 419 /-0 NH F |
(pentyl oxy) phenvl )t hi azol 2-am ne
4- (4-fl uorophenyl)-N-(4- +++ : A
(hept yl oxy) phenyl )t hi azol - 2-ami ne 420 N N i H
4- (3, 4-di chl orophenyl)-N- +++ (4
i ] 421 O--N-NH _C
|(cpt j/:i IU)\y Silrcll" gldli azot 2 i 'Name SN Activity
_ ST d ﬁ(f’ﬂuoro-4— S e
- S = -
4184 N /)Eo y\lmd' (pentyloxy)phenyl)~4-
=N N INI F (pyridin-2-yl)thiazol-2-
amine
_ g O~ 4-(benzofuran-2-yl)-N-(3- | ++
419 N—l Y /@: fluoro-4-

o N N F (pentyloxy)phenyl)thiazol-
2-amine
4-(4-fluorophenyl)-N-(4- et
(heptyloxy)phenyl)thiazol-
2-amine

420
O
2T
F%N
H
4-(3,4-dichlorophenyl)-N- | +++
4-
(heptyloxy)phenyl)thiazol-
2-amine
421 o
*Ne
C"‘Q’(N\/)\N
H
! Ci
4-(4-chlorophenyl)-N-(4- e+
(heptyloxy)phenyl)thiazol-
2-amine
422
' .0
suel
Clm\N
H
4-(2,4-difluorophenyl)-N- et
(4
(heptyloxy)phenyl)thiazol-
2-amine
423
0
(AT
F/Q’(N\/)\N
. H
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(heptyl oxy) phenyl )t hi azol - 2-amne 423 O F NF H 129
TABLE Il Cpd Structure Nanme Activity
N- (4- (heptyl oxy) phenyl ) - 4- +++
(4- met hoxyphenyl )t hi azol - 2-amne 424 - NN H
2-(4-(2-(4- +++ 1 (heptyl oxy) phenyl am no) - 5-
met hyl t hi azol - 4- 425 yl)phenoxy)acetic acid HO, O
4-(2-(3-fluoro-4- ++ (pentyloxy)phenyl am no)t hi
azol -4-yl)benzoic acid 426 0 HO/ SOH F
Z—ethyt=N("—"-ftuoro=—4= +#TAET_%‘_'II1
CPdPENT YT OXY) PhEBWdthddl aZ0l = NN v F2=am Mahe—S Activity
NF[(5-CchlToro-2- ¥+ T )N O T hox/w&;{ﬂéﬁiﬁﬁ%ﬁ}l}ﬂtl' et
(4-methoxyphenyl)thiazol-
2-amine
424 /(
o)
S
O3 T
o N/)\N
H
( 2-(4-(2-(4- —
(heptyloxy)phenylamino)-5-
methylthiazol-4-
495 yl)phenoxy)acetic acid
HO%\ S\ /©/O
o [¢] NAN
H
4-(2-(3-fluoro-4- -+
(pentyloxy)phenylamino)thi
azol-4-yl)benzoic acid
426 o
m -2 X
RN
O/ N H F
O 4-ethyl-N-(3-fluoro-4- ++
S \
427 \’—</\/)\ /@: (pentyloxy)phenylthiazol-
N ” F 2-amine
S N-(5-chloro-2- ++
| />_NH o— methoxyphenyl)-4-(pyridin-
as | (NN Q 3-yl)thiazol-2-amine
N/
cl
S N-(4~(4-(thiophen-2- +
. | N/>—NH yl)thiazol-2-
| ylamino)phenyl)acetamide
420 | '\
NH
]
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428 N\ 3-yl)thiazol

N-

-2-am ne
(4-(4-(thiophen-2- + S|

429 yl am no) phenyl )acetam de NH
Stru)éture Name Activity S N-(3,5-difluoro-4- +++
-NH (pentyl oxy)phenyl)-4 430 N/ \ F

(pyridin-3-yl)thiazol -

_ N-

2- N am ne
(3 (trifluoronethyl)-4- ++

N(PtY Y)p Y) (.-- 431 dinet hoxyphenyl)th| azol -

Nd S
N~-NH yl ) t hi azol
0 130 TABLE Il Cpd

F O 1- pS

-2 o0/ \

i>NH en lox hen 1 -4--2
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503
/ AN N ;———
[ D>—nH
N S
N-(4-heptylphenyl)-4- ++
((pyridin-3-
yl)methyl)thiazol-2-amine
504
/ o >_
N
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(4-(3- ++ fluorobenzyl)thiazol-2-yl)-
octyl benzene-1,4-diamne 499 | \ N
TABLE Il Cpd Structure Name Activity

N4- net hyl -

~NH S F 143

2-(trifluoronmethyl)-N - +++ nethyl-NlL -octyl N4-(4
((pyridin-3- 500 N F yl)nethyl)thiazol-2 /
yl ) benzene-1,4-diamnes F\ NF NI S NH
N- (4- (octyl oxy) phenyl)-4- ++ ((pyridin-3
yI)nethyI)thlazoI 2-amine 501/ \ 1 NNI \>NH S
I\j.l\ 3- (1‘ i fl yoronet hyl A +4 ( penf yl C\(u) pheny! ) 4 E
//r\\lrlnlin 2 LN l_ 1 \,ITAErL\Eu ANt hi gl 9  ges oo [
Cpﬂ_ !J T I'\dll\jii T J dUs’tl'l‘ctu"e 1 y—l } LILA "2 90 Iy 1 } Il A4 \.Nanfe alrrmr 11t Activity
Tl TN T g H E N-(3-(trifluoromethyl)-4- bt
\ F (pentyloxy)phenyl)-4-
N E (pyrimidin-5-yl)thiazol-2-
N amine
505 | \_ 7 gg
s H N-(4-(cyclohexylmethoxy)- | +++
\ E 3-fluorophenyl)-4-
N Q/ (pyrimidin-5-yl)thiazol-2-
amine
506 N\KN/ Ob
S H N-(4-(octyloxy)phenyl)-4- | +++
s (pyrimidin-5-yl)thiazol-2-
N D amine
NLN P 0
507
s H _ N-(4-(cyclohexylmethoxy)- | +++
\ F 3-fluorophenyl)-4-(6-
N Q/ methylpyridin-3-yl)thiazol-
S\/-H N-(4-(cyclohexylmethoxy)- | +++
\ 7 e 3-fluorophenyl)-4-(4-
N Q/ fluorophenyl)thiazol-2-
509 o amine
F O




NS N-nmethyl-N-octyl-N -(4-

+

((pyridin-3

yl)met hyl ) thi azol -2- 503 N yl)benzene-1,4-dianine N >
--NH N S N (4-heptyl phenyl)-4- ++ ((pyridin-3 ,
yl)nmethyl)thiazol-2-amne 504 1 N-' ~-NH N S 14

1

N-(3-(trifluoronethyl)-4-

TABLE |1 Cpd |

Structure Nane
+++ |\

Activity S H
NNFF

(pentyl oxy) phenyl)-4 F (pyrimdin-5-yl)thiazol-2- 505

N Oamne \NS H I\I-(4-(cyc! o_he_xyl met hoxy) - +++

N\ F

—yijthiazot-2-

oUb

Cpd\

~ O am n€ Idtructaredd N-(4-(OCT VI

OXY) phemamg- 4-

T

Activity

q

pyTr T m di }- 5-|’:}/I )tthazoI -2 N/ an

;& o
N

— F
\ 4 0

N

N//

nsne-(3-kirifibromethyl)-4-
(pentyloxy)phenylamino)thi
azol-4-yl)pyridine-2-

e

carbonitrile
510
s 1 5--- +
\ N N\_F (cyclohexylmethoxy)-3-
N D/ fluorophenylamino)thiazol-
511 \\/ = o ' 4-yDpyridine-2-carbonitrile
y N
N/
\ s 520 o
N . .
\ \/7/ (octyloxy)phenylamino)thia
N Q zol-4-yl)pyridine-2-
\\/> o carbonitrile
N
512V 4
N/
4-benzyl-N-(4- +
(octyloxy)phenyl)thiazol-2-
amine
513 ©
—N
| D—nH
S

514

4-benzyl-N~(3-
(trifluoromethyl)-4-
(pentyloxy)phenyl)thiazol-
2-amine
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507 S H N-(4-(cycl ohexyl net hoxy)- +++ F
3-fluorophenyl)-4-(6- N nethyl pyridin-3-yl)thiazol
2-amine 0O 508 N10 S H N (4-(cycl ohexyl net hoxy)- +++
\ NN/ F 3-fluorophenyl)-4-(4 fluorophenyl)thiazol -2-
509 / Oamine F 10 145 TABLE Il Cpd Structure Nane
Activity S HF 5-(2-(3-(trifluoronmethyl)-4- +++/ \ F
(pentyl oxy) phenyl ani no)thi N F azol -4-yl ) pyri di ne- 2-
carbonitrile 510 NS H5-(2-(4- + NNF

/ cvel ohexvl-metheoo) -3 fl uoraonhenvl
j j LILAY4 ], J LA T ]

fa¥al
107

T+

n r\l 511-p
UII] CATTH T — U1 " H
N

T T
IIl\IC‘IIl‘ AV NI |

¢> so

NS ﬁ%’ne T Wity

v —(octytoxy)phenyt ammojthra ”4‘}5%2}‘7'1"{\3"(4 pyTTaiTe=12;
Clicarbonitrile N 512 heptylphenyl)thiazol-2-
amine

4-(3-fluorobenzyl)-N-(4- +
(octyloxy)phenyl)thiazol-2-

amine
O
516
N
| D—nH
S
F
_/_/— 4-(3-fluorobenzyl)-N-(3- ++
o (trifluoromethyl)-4-
F (pentyloxy)phenyl)thiazol-
517 |_r 2-amine
/ \ d
DR
S
F

- | N-(4-- =
fluorobenzyl)thiazol-2-yl)-
\ 2-(trifluoromethyl)-N'-
N methyl-N'-octylbenzene-
518 F 1,4-diamine
e .
§
O 0- %

TABLE Ili
Cpd Structure Name Activity
4-(3-fluorobenzyl)-N-(4- ++

heptylphenyl)thiazol-2-amine

519
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N 4-benzyl

-N-(4- +

(octyl oxy) phenyl )t hi azol - 2-

am ne

513 N ~-NH S 4-benzyl-N-(3- + (trifluoronethyl)-4--

F (pentyl oxy)phenyl)thiazol 514 F 2-amine -NHNF 'S

146 ~1 TABLE Il Cpd Structure Name Activity :

4-benzyl -N-(4- + heptyl phenyl)thiazol-2- amne 515 N

~-NH S 4-(3-fluorobenzyl)-N(4- + -

(octyl oxy) phenyl )t hi azol-2- amine O 516 N -NH C'S
TABLE ii]

Cpd Structure Name Activity
' 5-(2-(3~(trifluoromethyl)-4- e+
_ />\NH (pentyloxy)phenylamino)thiazol-

NZYTS 4-yl)pyridine-3-carbonitrile
P
520 N
i
OI >
S et
W
AN N/-
P
3
52| 4
5-(2-(4- T
(heptyloxy)phenylammo)thxazol—
4-yl)-N-methylpyridin-2-amine
523, N N
[ S>\ ekt
4/ —NH
A N
524 | ||
~
N-‘-
|
O.
S et
| p—n
S N
525 | || Qf/—/‘
~
\
0 o)
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4-

(3-fluorobenzyl)-N-(3- +-+

(pentyl oxy) phenyl )t hi azol 517
4

2-

518 F 1, 4-di am ne

-(4-(3- ++ fluorobenzyl)
(trifluoronethyl)--N I
O\ \L F

|
N net hy

O (

/| F 2-am ne
t hi azol -2-yl) -
I

S F TABLE Il Cpd

trifluoronmethyl)-4- F
CrO_NH F S

-N - octylbenzene-

Structure Nanme Activity 4-(3-fluorobenzyl)-N(4- ++
hept yl phenyl )t hi azol -2-amne 519 ~--N H S 147 TABLE
[1l Cpd Structure Name Activity S '
= i A E l' =t P\I, \\ i\\]l"" -.i\iH

Cpl PEM YT OXY) PIggRIgLAT o)t T azor v 4=y ) fRReUE 3 Activity

[ok:

526

Fbomrile 520 NFO F F S

g@*gz -

N3 (hibthbrdméthy ) DL ©21
(octyloxy)phenyl)-4-(6-
fluoropyridin-3-yl)thiazol-2-
amine

o

527

WJ\J@[

N-(3-fluoro-4-
(pentyloxy)phenyl)-4-(6-
fluoropyridin-3-yl)thiazol-2-
amine

-

528

FV\\\
Q o~

N-(4-(3-cyclopentylpropoxy)-3-
(trifluoromethyl)phenyl)-4-(6-
fluoropyridin-3-yl)thiazol-2-
amine

4+

529

i / \ /L /[::I;ZV/\V/\\

2~(trifluoromethyl)-N4-(4-(6-
fluoropyridin-3-yl)thiazol-2-yl)-
NI-methyl-N1-pentylbenzene-
1,4-diamine

e

530

N-(4-(cyclohexylmethoxy)-3-
fluorophenyl)-4-(6-
ﬂuoropyndm— -yDthiazol-2-
amine

+++

531

N-(4-((Z)-oct-3-enyloxy)-3-
(trifluoromethyl)phenyl)-4-
(pyridin-3-yl)thiazol-2-amine

o+t

149




FO FFS\ //-NH \ N/

522 O s N-NH

(hept yl oxy) phenyl am no) t hi azol -

4-yl) - N nethyl pyridi n-2-am ne

N O g +++ /NH 525 N N
Structure-Nane Activity
+++

N-(3-fluoro-4- +++

523 HN //\-NH 524 | N-.
0- 148 TABLE I11 Cpd

S N-(3-(trifluoronethyl)-4-
/ >-NH (octyl oxy) phenyl )-4-(6- N

fluoropyridin-3-yl)thiazol -2 526 am ne
(pentyl oxy) phenyl )-4-(6- 527 N. N

FNFFO F

AT ftouoropyrTdi - 3=V THRBIEGH - 2 arm ne
Cpd Structure Name Activity
N-(4-((Z)-oct-3-enyloxy)-3- +t
(trifluoromethyl)phenyl)-4-(6-
methylpyridin-3-yl)thiazol-2-
' amine
/
RUF
532 F .
S
(j)[ J)—NH
o
AN
N-(4-((Z)-oct-3-enyloxy)-3- Tt
(trifluoromethyl)phenyl)-4-(4-
fluorophenyl)thiazol-2-amine
/
N
O
533 F
S
| />—NH
N
F
S 4-(benzo[d][1.3]diox0l-6-yI)-N- | +++
o | />— NH (3-(trifluoromethyl)-4-
< N (pentyloxy)phenyl)thiazol-2-
341N, _/_/‘ amine
F o}
F F
5-(2-(3~(trifluoromethyl)-4- +++
(pentyloxy)phenylamino)thiazol-
. 4-yl)-N-methylpyridin-2-amine
535 . o '
Ml AJ@%
N= H JF
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N- (4- (3-cycl opentyl propoxy) - 3-

+++ N I

(trifluoronethyl)phenyl)-4-(6 s
fluoropyridin-3-yl)thiazol-2- 528 1 N==~ ~ am ne HN O

~{

F F 2-(trifluoronethyl)-

NA- (4- (6- +++ F s N~

fluoropyridin-3-yl)thiazol-2-yl)- 529 F

N1- et hyl - Nl - pent yl benzene-
N- (4- (cycl ohexyl met hoxy) - 3-

NHFF1, 4-di am ne
+++

530 O

f1 uorophenyl )-4-(6 fluoropyridin-3-yl)thiazol-2- am ne

NH =~ F N (4-((Z2)-0ct-3@BYEAKY) - 3- F++

(Trifiuoro

m

Cpdet hyl ) pheny!| $trutturé pyri di n- 3-

1Yt hi azol N@manm ne F

Activity

5
A

536

—~

nmet hyl pyri di n-3-yl ) thi

31 F s />NH N 149 1 TAE
ctivity N (4-((2)-oct-31eny
trifluoronethyl)phenyl )~4-({
ol - 24

BEE2A(3{trifpatoethylur € N

axxy19:37 phetylamino)thiazol-
54-yl)-N-methylpyridin-2-amine
amne F F 532 F

oHre

537

5-(2~(4-(cyclopentyloxy)-3-
(trifluoromethyl)phenylamino)thi
azol-4-yl)-N-methylpyridin-2-
amine

4+

538

N-(3-(trifluoromethyl)-4-
(pentyloxy)phenyl)-4-(quinolin-
3-yDthiazol-2-amine

+++

539

N-(3-(trifluoromethyl)-4-
(octyloxy)phenyl)-4-(quinolin-3-
yDthiazol-2-amine

e

540
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S>-NH N NN (4-((2)-oct-3-enyloxy) 3 - | +++
(trifluoronethyl)phenyl)-4-(4-

fl uorophenyl)thiazol-2-amine FFO 533 FS />-NH
N F s 4-(benzo[d][1, 3]dioxol-6-yl)-N +++ /> -NH
(3-(trifluoronethyl)-4 /o N
~(pentyl oxy) phenyl )thiazol-2- 534 \ amne O FO F F
5-(2-(3-(trifluoronethyl)-4- +++

(pentyl oxy) phenyl am no) t hi azol -

A=y =N-TEChy T pyT T - Z-BLEe 535 p AINT 7 F N N A F

Cpd| 150 TABLE S$trlctdepd Structure Nane Act Naméy Activity
5

F(2-(3-(trifluoronethyl) - 4{ | 5%2-(3~(trifluoromethyl)-4- |
(pctyl oxy) phenyl am no) t hi gz0l|{octyloxy)phenylamino)thiazol-
4-y1)-N,N-dimethylpyridin-2-

amine
541

4/_/‘ 4-(3-chlorostyryl)-N-(3- A
(trifluvoromethyl)-4-
F (pentyloxy)phenyl)thiazol-2-
F amine

542

3-(2-(3-(trifluoromethyl)-4- ++
(pentyloxy)phenylamino)thiazol-
4-yl)-1,8-naphthyridin-2-ol

543 '

4-(4-fluorophenyl)-N-(4- et
octylphenyl)thiazol-2-amine

544.

5-(2-(4- e
octylphenylamino)thiazol-4-yl)-
2-hydroxybenzamide
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4
5-
(t
N-
N-

2-(4-(cycl opentyl oxy)-3- +

-yl)-N-met hyl pyri di n-2-am ne
(
r

536 ol FNND HF F
++

i fl uoronet hyl)phenyl am no)thi azol -4-yl)

met hyl pyridin-2 537 g amine

(3-(trifluoronethyl)-4- +++

N'l JO FHNNHF F

(pentyl oxy) phenyl ) -4-(quinolin- 3-yl)thiazol -2-am ne
538 ~NI F Ns HF N-(3-(trifl
(octyl oxy) phenyl)-4-(quinolin-3- yl)thiazol -2-am ne

uor onet hyl ) -4- +++

BL NTNN
Cpd Structure Name Activity
4-(5-chlorothiophen-2-yl)-N-(4- | +++
' /I octylphenyl)thiazol-2-amine
s | N/ NH
o~ |
4-(2-(4- i+
octylphenylamino)thiazol-4-
yl)benzene-1,2-diol
547 S,
N
HO™
OH
6-(2-(4- et
octylphenylamino)thiazol-4-yl)-
2H-benzo[b][1,4Joxazin-3(4H)-
| one
548 / NH
o
kn/NH
o
6-(2-(4- +Ht
octylphenylamino)thiazol-4-
yDbenzo[d]oxazol-2(3H)-one
549 :‘@/E/ Né\\)
2-(4-(2~(4-octylphenylamino)-5- | +++
methylthiazol-4-
yl)phenoxy)acetic acid
550
' S/>—NH
N
HO 0
"
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F HF O151 TABLE Il Cpd Structure Nanme Activity
5-(2-(3-(trifluoronethyl)-4- +++ _

(octyl oxy) phenyl am no) t hi azol -
4-yl)-N, N-di et hyl pyridin-2- amne 541 /-SF HFF
4-(3-chlorostyryl)-N(3- +++ (trifluoromethyl)-4- F
(pentyl oxy) phenyl )thiazol-2- / F am ne 542 s\\ F
/}-NH C Ns 3-(2-(3-(trifluoronethyl)-4- ++ /NH
(pentyl oxy) phenyl am no)thi azol- \ N

4=y -1, 8-napht hyri di n- FABLEIK 543 N OH OtF N

Cpa4- (4-TTuor oenyle N (4- +++ Name Activity

ctyl phenyl )t hi azol - 2- ani/h€ | B44-ostylphenyh)-4-pySidin2- ( 43+
++ octyl phenyl am t hi azo| yBthipkgl-2-amine
- hydr oxybenzani« :

N4+ O

551 ' s
|
= N/>\NH
N
N-(4-octylphenyl)-4-(5-(pyridin- | +++
2-yDthiophen-2-yl)thiazol-2-
amine
552
| s>—~NH
= s N
N\
4-(benzofuran-2-yl)-N-(4- +
octylphenyl)thiazol-2-amine
553 s
W N/>—NH

4-(4-methyl-2-(pyrazin-2- +++
yDthiazol-5-y1)-N-(4-
octylphenyl)thiazol-2-amine

554 />§§T/l[jj>-—NH
N
!

N
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NH N HO H2N O 152 Cpd Structure TABLE |11 Name
Activity ~f- 4-(5-chlorothiophen-2-yl)-N(4- +++
octyl phenyl )thi azol-2-amne 546 NH S ~N ci
4-(2-(4- +++ octyl phenyl am no)thi azol - 4-

yl ) benzene-1,2-diol 547 01 ,~~NH N HO OH 6-(2-(4-

+++ octyl phenvl am no)t hi azol -4-yl)- 2H benzo [b] |
1,4] oxazin-3 (4H) / one 548 1 /-NH N O ~NH O i
6-(2-(4- +++ octyl phenyl am no)thi azol - 4-

Ell 49 S 0/ 1‘-Ni—‘r

Cpd Structure Name Activity
4-(4-chlorophenyl)-N-(4- et
octylphenyl)thiazol-2-amine

555

S
| )—nH
N
cl
4-(4-fluorophenyl)-N-(4- et
heptylpheny!)thiazol-2-amine
556 s
| />—-NH
SN N
\ Va
F
5-(2-(4- et
heptylphenylamino)thiazol-4-y1)-
2-hydroxybenzamide :

557

HO

HN~ O
4-(5-chlorothiophen-2-yl)-N-(4- | +++
heptylphenyl)thiazol-2-amine

558

S
s | />~NH
ct 7
\
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H 2-(4-(2-(4-octyl phenyl
nmet hyl t hi azol
0 153 |

TABLE |11

am no) - 5-
-4 yl)phenoxy)acetic acid 550 NH N HO, ,
Cpd Structure Nane Activity
N- (4- octyl phenyl)-4-(pyridin-2-

+++

+++

yl)thiazol-2-amne 551\ s /QX-NH
-(4-octyl phenyl)-4-(5-(pyri di n- +-+-+ N
2-yl )t hi ophen-2-yl)thiazol - amne 552 0. --NH S N
\' , I N4- (benzofuran 2- yI) N-(4- -'-{-
octytphenytthiazot=2-afaBeEno>53 5 11T H N
Cpdd (4-metnyl -sirictyd azi n- 2- + Name Activity
+4+

559

&

/ NH

HO
OH

4-(2-(4-
heptylphenylamino)thiazol-4-
yl)benzene-1,2-diol

560

o

4/NH
N

o)

L’(NH

o

6-(2-(4-

heptylphenylamino)thiazol-4-yl)-

2H-benzo[b][1,4]oxazin-3(4H)-
one

et

561

/:\Q_/_/—/

oL

Iz

6-(2-(4- _
heptylphenylamino)thiazol-4-
yl)benzo{dloxazol-2(3H)-one

e

%cﬁﬁ

2-(4-(2-(4-heptylphenylamino)-
5-methylthiazol-4-
yl)phenoxy)acetic acid

e
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yl)thi azol -5-yl)-N-(4- octyl

phenyl )t hi azol - 2- am ne

554 />-NH N N S N/IN 154 TABLE |11 Cpd Structure

Name Activity 4-(4-chloroph
octyl phenyl )t hi azol - 2- am ne

4- (4-cuorophenyl )--N-(4- +++
hept yl phenyl ) t hi azol - 2- am ne

enyl)-N-(4- +++
556s />-NH °~ NI ~

556 g />-NH N F

5-(2-(4- +++ heptyl phenyl anm no)thi azol -4-yl) -
2- hydroxybenzam' de 557 s /,>, NH N HO HZN O

a

4=—(5=chtorothiopnen- 2-yhaeEd- F7T

Cpcﬂ ptytphenylgddetdz ol - Z--am ne

‘Name

Activity

) Q./J
-

NH

NP

N-(4-heptylphenyl)-4-(pyridin-2-
yDthiazol-2-amine

+++

564

|
N

N-(4-heptylphenyl)-4-(5-
(pyridin-2-yDthiophen-2-
yDthiazol-2-amine

e+

565 Q/\/

/NH
=

4-(benzofuran-2-yl)-N-(4-
heptylphenyl)thiazol-2-amine

566 )\]/E/
N

S dﬁ
NH

N S

N

N-(4-heptylphenyl)-4-(4-methyl-
2-(pyrazin-2-yl)thiazol-5-
yl)thiazol-2-amine

+++
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5568 s S |
Activity 4-(2-(4-
yl ) benzene-1. 2-di ol

+++

hept yl phenyl am no) t hi azol - 4-yl) -

1, 4] oxazin-3 (4H) one

"H C N 155 TABLE |11

Cpd Structure Nane

hept yl phenyl am no) t hi azol - 4-

559 s /NH N HO OH 6-(2-(4- +++
2H benzo[ b] [
1s 560 //--NH N O~NH O

6-(2-(4- +++ heptyl phenyl am no)thiazol -4- yl)benzo
[d] oxazol-2(3H)-one 561 s />NH ~ NON\ | H
2-(4-(2-(4-heptyl phenyl am no) - +++
' TABLE Il __
Cpd | Structure I Name Activity
4-(4-chlorophenyl)-N-(4- et
heptylphenyl)thiazol-2-amine
567 s
[ )~
N
c!
2-(trifluoromethyl)-N*-(4-(4- et
fluorophenyl)thiazo1-2—y1)-N1-
methyl-N'-octylbenzene-1,4-
" diamine
]
568 —F
s F
| />—NH
SN N
\ Vi
F
5-(2-(4-(N-methyl-N- A
octylamino)-3-
\ (triffuoromethyl)phenylamino)thi
N azol-4-yl}-2-hydroxybenzamide
_{ =F
F
569 s Y/ ]
| p—NH
N
HO
HN O
/| N*-(4-(5-chlorothiophen-2- o
yl)thiazol-2-yl)-2-
\ (triﬂuoromethyl)—Nl-methyl—N!-
N octylbenzene-1,4-diamine
F .
570 Q—H
| U/>—NH '
S N
Cl N\ l
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5-met hyl t hi azol -4 yl ) phenoxy)acetic acid 562 s /> NH

N H-CO\ 1 O 156 TABLE Il Cpd Structure Name
Activity N-(4-heptyl phenyl)-4-(pyridin-2- +++
yl)thiazol -2-anine 563 s N N :

N- (4- heptyl phenyl ) -4-(5- +++

(pyridin-2-yl)thi ophen-2- yl)thiazol-2-am ne 564 s

8
NH N\ I N 4-(benzofuran-2-yl)-N(4- +
hept yl phenyl )t hi azol -2-amne 565 s / /-NH N
NF(Z-hept yl phenyl)-4- (4-tmelbyl - +++ -
CpdJ- (pyr azi n- Stylciurdri azol -5- yl)thi azol -Bangem ne s \  |58Hity
[>--NH N S 4-(2-(4-(N-methyl-N- ++
f/\/J octylamino)-3- :
\ (trifluoromethyl)phenylamino)thi
Q\;\ azol-4-yl)benzene-1,2-diol
571 F
P
HO
OH
' 6-(2-(4-(N-methyl-N- ++
octylamino)-3-
\N (trifluoromethyl)phenylamino)thi
Q‘/F‘ azol-4-yl)-2H-
< F benzo[b][1,4]oxazin-3(4H)-one
572 /@I Sl F
N
T
H(NH
0
: 6-(2-(4-(N-methyl-N- +t
\ octylamino)-3-
N (trifluoromethyl)phenyiamino)thi
] azol-4-yl)benzo[d]oxazol-2(3H)-
373 s QjLF one
”/ —NH F
| =
N
2-(4-(2-(4-(N-methyl-N- e+
octylamino)-3-
\ (trifluoromethyl)phenylamino)-
= r 5-methylthiazol-4-
574 \ /" TF yl)phenoxy)acetic acid
o
N
Ho o
T\
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N 157. TABLE 111
4- (4-chl or ophenyl ) N (4-
hept yl phenyl )t hi azol

f1 uor ophenyl )t hi azol
-octyl benzene-1,4 N di am ne
5-(2-(4-(N-methyl - N- +++

‘Cpd Structure Name Activity
+++
-2-am ne
2-(trifluoromethyl) N -(4-(4-
-2-yl) N -

567 S/NH N C1
+++
met hyl -

568 S| ~ Fr

octyl am no) - 3

(trifluoromethyl)phenylamno)thi N

[>>NH N F

70t

—4-yt)-Z-hydroxybenzaslg®t F S/ F 569 />-NH N

Cpd HZN O 7 stmc(lﬁe chl or ot hi ophen-2- ++iName | Activity
yl thi azol - 2- yI )-2- (trif I Qm‘eitﬂluydcv:zneﬁdbr})ﬂﬁtmgthlel N+
octyl benzene- 4 d| a N'-octyl-N"*-(4-(pyridin-2-

yl)thiazol-2-yl)benzene-1,4-
diamine
o7 s Q+F
| F

= | N/>\NH

N
2—(tr1ﬂuoromethyl)—N -methyl- | +++
N'-octyl-N*-(4-(5~(pyridin-2-
yl)thiophen-2-yl)thiazol-2-
yl)benzene-1,4-diamine

576 Q_‘,

I />—NH
g\
N°-(4-(benzofuran-2-ylthiazol- | ++
2-y1)-2- (trxﬂuoromethvl) N'-
methyl-N'-octylbenzene-1,4-
diamine
| />——NH
ol
2-(trifluoromethyl)-N'-methyl- ++
N*-(4-(4-methyl-2~(pyrazin-2-
ythiazol-5-yl)thiazol- 2-yD)-N'-
Q\ octylbenzene-1,4-diamine
_ \_/
578 M Dl
Ny -5
N%
K/N
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F 570 SOF
Struct ure.

[>-NH S N cl |

| 158 TABLE Il Cpd

Name Activity 4-(2-(4-(Nmethyl-N +++

octylamno) 3 N (trifluoromethyl)phenyl anm no)thi

azol - 4-yl ) benzene- 1, 2- di ol
OH 6-(2-(4-(N-methyl -N- ++

(trifluoronethyl)phenyl am no)thi

571/ F F
octylam no)-3 N

- F
/I-NHF N HO

F azol-4-yl)-2H F

benzo[ b] [ 1, 4] oxazin-3(4H)-one 572 //\--NHF / | N O
NH O 6-(2-(4-(N-nethyl-N +++ octylanmino)-3 N
ttri-fuoromethyt ) phenyr gyt i 573 F
CpadZoi ==y ) badige{wd 0Xazol - Z(3H) - Name Activity
N*-(4-(4-chlorophenyl)thiazol-2- | +++
yl)-2~(trifluoromethyl)-N'-
\N methyl—Nl—octylbenzene-1,4-
F diamine
579 Q’T"F
S
| L——NH F
)
o 7
N-(3-(trifluoromethyt)-4- e+
(octyloxy)phenyl)-4-(4-
fluorophenyl)thiazol-2-amine
F
580 s QLI_\F
N
F .
5-(2-(3-(trifluoromethyl)-4- -+
(octyloxy)phenylamino)thiazol-
4-yH)-2-hydroxybenzamide
F
581 § dLF
[ p—h F
N
HO
H.N 0
4-(5-chlorothiophen-2-yl)-N-(3~ | +++
(trifluoromethyl)-4-
o (octyloxy)phenyl)thiazol-2-
580 lep amine
5 H/ S>~NH F
N
°’“<\)l'

' 4-(2-(3-(trifluvoromethyl)-4- +++
(octyloxy)phenylamino)thiazol-
4-yD)benzene-1,2-diol

F
583 s F
F
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~s FFonel! i NH / | NN H
2-(4-(2-(4-(N-met hyl -N- ++ octyl am no) - - 3-

(trifluoromethyl)phenyl am no) -
F yl)phenoxy)acetic acid

\ /i
TABLE | 1|

F diam ne 575 /

Cpd Structure Nane Activity
2-(trifluoronethyl)-N -nethyl -
N -octyl-N4-(4-(pyridin-2- yl)thiazol
F"-NHF S N N

~ --NH N

+++

F 5-net hyl t hi azol -4 574
HO~ ~ O 159

-2-yl)benzene-1, 4

2=(tTTftooromethyt )= N~=FREF{ir

N

Cpd-

oCT Y- NA- (Zsttdetuyr 1 dI n- Z-

Name

Activity

y thi azol - 2o/ V)bengaficordméng)-am ne
_ I | (octyloxy)phenylamino)thiazo}-
NA4- (4- (benzof uran- 25y1 ) t hi azph-y1)4¥i-benzo[b][1,4]oxazin-

584

[) thi ophen-2-yl)
576 & O+F F ~>---N H

F
F

s
! N/>--~NH F

3(4H)-one

+++

6-(2-(3-(trifluoromethyl)-4-
(octyloxy)phenylamino)thiazol-

| 4-yDbenzo[d]Joxazol-2(3H)-one

=+

586

2-(4-(2-(3~(trifluoromethyl)-4-
(octyloxy)phenylamino)-5-
methylthiazol-4-
yl)phenoxy)acetic acid

b e

587 !

N-(3-(trifluoromethyl)-4-
(octyloxy)phenyl)-4-(pyridin-2-
yl)thiazol-2-amine

+++

588

N-(3-(trifluoromethyl)-4-
(octyloxy)phenyl)-4-(5-(pyridin-
2-yDthiophen-2-yl)thiazol-2-

amine

+++




2-yl)-2-(trifluoronethvl)-N

nmet hyl - N -octyl benzene-1,4 Ndiamne O F 577 F S F
~) NHO 6-7 N 2-(trifluoronethyl)-N -nethyl- ++
N4- (4- (4-net hyl - 2-(pyrazin-2- N
yl')thiazol -5-yl)thiazol-2-yl)-N -
octyl benzene-1,4-diamne |l F s 578 il // _NHF [/ ~y
"N N~/S ~I IN160 TABLE Il Cpd Structure Nane
IActi Vi ty N - (4- (4 chl orophenyl )thi azol - 2- +++
yl ;- 2= \u rooromethyt ) shecewet iyt = Nr-oct yl benzene- 1, 4
Cpdr] Ul am e Stfhcturd 7 NH F N (B- (TT 1T T UNamieet hyl ) - 4- |Activity
(joct y| oxy) phenyl)-4-(4 [ phaRothoeh 2LA)EL(3-2- am ne++
580 F/)-NHr N \/‘/s/\w (trifluoromethyl)-4-
(octyloxy)phenylthiazol-2-
F amine
589 . .
[ )b F
= N
o . .
N-(3-(trifluoromethyl)-4- et
(octyloxy)phenyl)-4-(4-methyl-
c 2-(pyrazin-2-ylthiazol-5-
- yDthiazol-2-amine
S ; [
F
590 %/E -/
NS
L
9!
4-(4-chlorophenyl)-N-(3- et
(trifluoromethyl)-4-
(octyloxy)phenylthiazol-2-
Q:/F\ amine
591 r
C!
N-(3-(trifluoromethyl)-4- R
R F (pentyloxy)phenyl)-4,5-
0 dihydrothiazolof5,4-
F hlisoquinolin-2-amine
592 s
o
AN N
pZ
N
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F 5-(2-(3-(trifluoronethyl)-

4-

(octyl oxy) phenyl am no) t hi azol -

4-yl)-2-hydroxybenzam de F
0 4-(5-chl orothi ophen-2-yl) -
(trifluoronmethyl)-4- 0 (octy
amne 582 F STANHFI O

4-(2-(3-(trifluoromethyl)-4-
(octyl oxy) phenyl am no) t hi azo

581 IS F
N-(3- +++
| oxy) phenyl )t hi azol - 2-

/[>NH F HOHN
r F

+++
| - 4-yl)benzene-1, 2-di ol

W TABCE TTT Cpd Structure
CpdNAME ACT 1 VI tStrucure 2- (3- (T ri f[ uoronet hyNamed- +++ Activity
(joct yl oxy) phenyl am no) t hi az0| 4,54lihykdyo-R¥¥-benzo[ b] [ | +++*
1, 4] oxazin F 3(411)-one (octyloxy)phenyl)thiazolo[5,4-
hjisoquinolin-2-amine
593
S
/>——NH
A N
I P
N-(3-(trifluoromethyl)-4- +++
N F (pentyloxy)phenyl)-4,5-
. Y dihydrothiazolo[4,5-f]quinolin-
2-amine
594
S
/>—NH
N7 N
| ¥z
4,5-dihydro-N-(4- ++
o (octyloxy)phenyl)thiazolo[4,5-
flquinolin-2-amine
</ \
595 S —
/>—NH
N N
=
5 N-(3-(trifluoromethyl)-4- +H+
N I //\‘NH (octyloxy)phenyl)-4-(pyrazin-2-
" 7\ yl)thiazol-2-amine
596 =
F o
F F
S N-(3-(trifluoromethy!)-4- e
N | ‘ />\NH (heptan-4-yloxy)phenyl)-4t
[ AN N (pyrazin-2-yl)thiazol-2-amine
597 | N7
F O
F F
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584 r/>-NH F N O |
++

F 58 -NHF [/ |
+++

(octyl oxy) phenyl am no) -5- nethylthiazol-4 F

yl ) phenoxy) acetic acid 586 \ / i
O N-(3-(trifluoronethyl)-4-

FF
+++

~NH O 6-(2-(3-(trifluoronethyl)-4-
(octyl oxy) phenyl am no) t hi azol -
4-yl ) benzo[ d] oxazol - 2( 3H) - one NS N
H 2-(4-(2-(3-(trifluoronethyl)-4-

/}-NH N HO~0 \

- (octyl oxy) phenyl )-4-(pyri din-2- yl)thiazol-2-amne F _

587 O=—T

~I=NHF

TNBET

Cpd Structure Name Activity
S N-(4-(octyloxy)phenyl)-4- 4+
N ! N/>” NH (pyrazin-2-yl)thiazol-2-amine
N
598 [/j/\
N
0
N F 4-(3,4-difluorostyryl)-N-(3- +Ht
F (trifluoromethyl)-4-
(pentyloxy)phenyl)thiazol-2-
s amine
599 NH
Ve
. F
R 4-(4-methoxystyryl)-N-(3- +
F 04\_\7 (trifluoromethyl)-4-
(pentyloxy)phenyl)thiazol-2-
600 S amine
NH
P
~o
N 4-(4-chlorostyryl)-N-(3- +t
F L (trifluoromethyl)-4-
(pentyloxy)phenyl)thiazol-2-
601 s amine
| NH
o~
c
1 S 4-(heptyloxy)-N-(4-(pyridin-3- +
| />—NH yl)thiazol-2-yl)benzamide
S N Q
\ 0
Z
6021 N




N-(3-(trifluoromethyl)-4- ++
(octyl oxy) phenyl)-4-(5-(pyridin-
2-yl)thiophen-2-yl)thiazol-2- 588 amine F 5 NH F ON
162 TABLE II1l Cpd Structure

4- (benzofuran-2-yl)-N(3- +

(octyl oxy) phenyl ) thi azol -2 -
/I>NHF Noi N(3-(trifluo
(octyl oxy) phenyl ) - 4- (4- net hyl -

+

Nane Activity -
(trifluoronethyl)-4-
Famne 589 s\ F 1

ronet hyl )-4- ++

Z2-(pyrazin- 2Z-yI')Thi azol TABLE |

nF yl)thiazol-2-amne F

cpd390 F N, Sshdetire- chl or ophenyl ) | --(3ame++ Activity
trifluoronmeghyl K- 4- (og y| opeyt)yp BePr3-[trifln@zmbth@)-A- | ++
amne 591(F iz Nc_M-|(@eriyloid)pheoylembtodtiaold| ++
wN 4-yl)pyridine-3-carboxylate
= F
\ 4 0
603 qL§_ N
s_ H ethyl 5-(2-(4- ++
\ >/N (octyloxy)phenylamino)thiazol-
o N Q 4-yl)pyridine-3-carboxylate
g \ 4 0
\\ N
604
N-(3-(trifluoromethyl)-4- T+
(octyloxy)phenyl)thiazol-2-
amine
605
)
F
F
S - F
[ />—NH
N
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(pentyl oxy) phenyl ) -
di hydr ot hi azol o[ 4, 5-fI qui nol i n- /

soqui noli n-2-am ne 592

F
h] i
Il
o+
h] i soqui nol i n-2-am ne 593
N-(3-(trifluoronethyl)-4-

4,5 F

+++

S />NH

[>-NH cxs N i
FF

N

''2-am ne

F (p entyl oxy)phenyl)-4,5- dihydrothiazolo[5,4 F
[ / N N 163 TABLE
| Cpd Structure Nane (Activity 4,5-di hydro N (4-
(octyl oXYy) phenyl )t hi azol o[ 5, 4-

504 S

>—NH

NN, 5-di hydro- faBgEm T+

Cpd

(JoctyT oxy) prafuduyet N1 azol o

4,

- T]qui NNamia- 2- am ne

Abtivity

606

tr

955j//>ﬁ&4 NNSN—(S(

| FRUeerRpEtbxy)-3- . +
(trifluoromethyl)phenyl)-4-
(pyrazin-2-ylthiazol-2-amine

et

607

4-(3,4-difluorobenzyl)-N-(3-
(trifluoromethyl)-4-
(pentyloxy)phenyl)thiazol-2-
amine

++

608

4-(3,4-difluorobenzyl)-N-(4-
(octyloxy)phenyl)thiazol-2-
amine

609

4-(3,4-difluorobenzyl)-N-(3-
(trifluoromethyl)-4-
(octyloxy)phenyl)thiazol-2-
amine

++

610

F N
N4
seRve

4-(3,4-difluorobenzyl)-N-(3-
fluoro-4-
(pentyloxy)phenyl)thiazol-2-
amine
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N~-NH (octyl oxy) phenyl ) - 4-
)thiazol-2-amne F OFFS
(3-(trifluoronethyl)-4-

(hept an- 4-yl oxy) phenyl ) -4 N~
(pyrazin-2-yl)thiazol

N\
yl
N-

+++

-2-am ne

(pyra2|n 2- 596

/" NH
N

507 NFO F F 164

TABLE 11l Cpd Structure Nane Activity -s
N- (4- (octyl oxy) phenyl)-4- +++ N N~NH
" (pyrazin-2-yl)thiazol-2-amine 598 Il ~/ \ F

4-(3, 4-difTuor ostyryl) - NABBE IF++

F =1

Cpd{rifluoronestaykured / (p entyl oxy) phenydmd hi azol - 2-|Astivity
-tamine 599 NH N / CF F | 8 {4¢3mt hoxyst yryl ) - N-|{(+3-
+t++ F (trifluoronmethyl)-4- | d(ﬂ‘morobenzyl)thlazol-2-yl)-2-
ent yl oxy) phenyl )t hi azol - ' {600 ({Sfluarninatayl) > -thithylN'Z | 0
FIF 4-(4-chlorostyryl)xN-(B- | pentylbenzene-1,4-diamine

N
611 E
F. i F
) N
F
| m\>—NH
F S
|IN-(4-(3,4- +
difluorobenzyl)thiazol-2-y1)-N*-
\ methyl-N*-octylbenzene-1,4-
612 N diamine
F
N
5-(2-(3-(trifluoromethyl)-4- ++
(octyloxy)phenylamino)thtazol-
4-yl)pyridine-2-carbonitrile
? F
613 F
S F
| )
N N
|
7
5-(2-(4-(3~cyclopentylpropoxy)- | +++
3.
(trlﬂuoromethyl)phenylammo)thl
0 azol-4-yl)pyridine-2-carbonitrile
F
614 F
s >/:’< Fl
F /}-NH
X N
L.
N
N//
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F -\ (trifluoronethyl)-4/ (p

entyl oxy) phenyl )t hi azol -2- 601 s\ amne /}-NHN C
s4- (heptyl oxy)-N-(4-(pyridin-3- + NH

yl)thi azol -2-yl)benzam de 602 N 165 TABLE 111 Cpd
Structure Nane Activity S HF

ethyl 5-(2-(3-(trifluoronethyl)-4- ++ // F

(pent yl oxy) phenyl am no)thi azol - O N

4-yl ) pyridine-3-carboxylate F 603 ON g H ethyl

— 5-(2-(4- FF N (octyl oxypapbEmyl am no)thi azol- N
cpd4- YT ) pyri di reerudtuear boxyl ate | O N 604 Name Activity
NF(3-(trifluoronethyl) -4-/F+5-(2-(3-fluoro-4- et
(loctyl oxy) phenyl )thi a - 2-  a(pemglogPphdykantino)Bidzole |, NH
N 166 4-yD)pyridine-2-carbonitrile
F
615 S
| />——NH
S N
\ P
7
5-(2-(4-(cyclopentyloxy)-3- +
(trifluoromethyl)phenylamino)thi
azol-4-yl)pyridine-2-carbonitrile
0
F
F
616 S F
| )—nH
= N
\ -
N
N-(3-(trifluoromethyl)~4- it
(octyloxy)phenyl)-4-(pyrimidin-
5-yDthiazol-2-amine
F
617 =
S, F
| />-—NH
\ N
[P
N
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TABLE | ||

Cpd Structure Nane Activity S

N-(4- (cycl opentyl oxy)-3- +++ NI //--NH (I /
(trifluoromethyl)phenyl)-4- \ N/ \ F
(pyrazin-2-yl)thiazol-2-amne F 606 N- F

4-(3,4-difluorobenzyl)-N(3- (trifluoromethyl)-4- F
(pentyl oxy) phenyl ) thiazol-2- 607 F/ Famne F F I /
| S~NH 4-(3, 4-di fl uorobenzyl)-N-(4- +
(octyl oxy) phenyl )t hi azol-2- amne 608 F -NH F S
-3, 4-diftuorobenzyl ) - NagEm++ (trifluoronethyl)-4-
cpd(jOoCct yl oxy) phenigluye hi azol -2- 09 F am mMeame / \ F H_ FActigity
Q 4-(3,4-difluorobenzyl) ( BN-(3-flubtoubr 0- 4 610 it
((pent yl oxy) phenyl )t hi | - 2- | fpextyloxNphenyhet- ~ - NH
' O (pyrimidin-5-yl)thiazol-2-amine
F
618 s
pamrt
NN
W
N
4-(2-chloropyrimidin-5-y1)-N-(4- | +++
(octyloxy)phenyl)thiazol-2-
amine
619
S,
S
S N
i
¢’ N
4-(2-chloropyrimidin-5-y1)-N-(3- | +++
(trifluoromethyl)-4-
(octyloxy)phenyl)thiazol-2-
amine
620 F
| />—NH
)
c” N
N-(4-(cyclopentyloxy)-3- T
(trifituoromethyl)phenyl)-4-
(pyrimidin-5-yl)thiazol-2-amine
0
621
N\ S
W
N
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F 6 167 TABLE Il Cpd Structure Nanme Activity N
-(4-(3,4- + difluorobenzyl)thiazol-2-yl)-2-
(trifluoronethyl)-ITT -nethyl-N -

pentyl benzene-1,4-diamine N 611 :x:iF ~ N -(4-(3, 4-
+ .difluorobenzyl)thiazol-2-yl)-N4-

nmet hyl - Nd- octyl benzene-1,4- 612 Ndianmine F/\ | ~?-NH
F S5-(2-(3-(trifluoronmethyl)-4- +++
(octyloxy)phenylan1no)th|azo

A-ytH)ypyridine-Z2-carboni gABiEnm 0 F 613 F S F ~>--NH

cpdY ~ N 5-(Bthubtute3- CycT opent iyl pr opoxy Name++ 3- Activity
(frTfTuor one [ ) phenyl am no) Kk#-(3-€Qclopentylpropoxy)-3- | +++
azol -4-yl)p I ne- 2- car boni | (ifl@ronkethyl)phenyl)thiazol-
2-amine
622
F
'l :
F

N-(4~(octyloxy)phenylthiazol-2- | +++
623 />— NO amine

2~(trifluoromethyl)-N'-methyl- | +++
N'-octyl-N*(thiazol-2-
yDbenzene-1,4-diamine

624

dihydrothiazolo[4,5-
f]isoquinolin-2-amine

625

F .
yNgH | |
N-(3-(trifluoromethyl)-4- ey
NF (pentyloxy)phenyl)-4,5-
O
F
S,
y/ NH |

N~
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614 F

S F

~>--NH N N N 168 TABLE Il Cpd
Structure Nanme Activity 5-(2-(3-fluoro-4-

(pent yl oxy) phenyl ani no) t hi azol -

4-yl ) pyridine-2-carbonitrile

F 615 S

N 5-(2-(4-(cyclopentyl oxy)-3- +++
(trifluoronethyl)phenyl am no)thi

azol - 4-yl ) pyridi ne-2-carbonitrile

H NN N N—(3-(trif|uorpnethyl)-4- +++

-}-+-+

/>>NH N 1N

FOF 616 S F ~>-N

{octytoxy)penyt ) =4-(PYRRBLETT- 5- Yyl )t hi azol - Z-am ne

Cp ~ Structure Name Activity
4,5-dihydro-N-(4- ++
(octyloxy)phenyl)thiazolo[4,5-
flisoquinolin-2-amine
O
626
s :
)N
N
|
N
N 4-(4-fluorobenzyl)-N-(3- e
m \>—NI\-i (triftuoromethyl)-4-
F S (pentyloxy)phenyl)thiazol-2-
627 F amine
F
0_\—\_,
N 4-(4-fluorobenzyl)-N-(4- +r
M \>—NH (octyloxy)phenyl)thiazol-2-
S S amine
O
628




617 / F S F />NH N N 169 TABLE |11
Nane Activity N (3-fluoro-4- +++
(pentyl oxy) phenyl ) - 4-
\'/ F618 S ~>-NH N NN
4-(2-chloropyrimdin-5-yl)-N(4- +++
(octyl oxy) phenyl )thi azol -2- am ne 619 s
N) 4-(2-chloropyrimdin-5-yl)-N(3- +++
(trifluoromethyl)-4-

Cpd Structure

(pyrimdin-5-yl)thiazol -2-am ne

/>-NH N cl

(octyl oxy) phenyl )t hi azol -2- ~o
amne—F 620 F S F ey €N
Cpd Structure [ Name | Activity
N 4-(4-fluorobenzyl)-N-(3- ++
m \>—NH (trifluoromethyl)-4-
F g F (octyloxy)phenyl)thiazol-2-
£ | amine
F
0
629

4-(4-fluorobenzyl)-N-(3-fluoro-
4-(pentyloxy)phenyl)thiazol-2-
amine

630 F

N°-(4-(4-fluorobenzyl)thiazo}-2-
yl)-2-(trifluoromethyl)-N*-
methyl-N'-pentylbenzene-1,4-

631 F diamine

N’-(4-(4-fluorobenzyl)thiazol-2-
y1)-N*-methyl-N*-octylbenzene-
1,4-diamine

632

4-(4-chlorobenzyl)-N-(3-

X N
| 1 \>_NH (trifluoromethyl)-4-
ct = g F (pentyloxy)phenyl)thiazol-2-
F | amine

633

s
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N- (4- (cycl opent yl oxy) - 3-
(trifluoronethyl)phenyl)-4-

(pyrimdin-5-yl)thiazol -2-am ne

~}--NHN N/ 170 111

+++

+++
2-am ne 622 0

[\

OF 621 F S O- F
God Structure TABLE Nane
Activity N (4-(3-cycl opentyl propoxy) 3-
(trifluoronethyl)phenyl)thiazol -

F FC>NH Ns N (4-(octyloxy)phenyl)thiazol-2- +++
623 CN>-N o0 amine 2-(trifluoronethyl)-N -nethyl- +++
N——=octyl-Ng={thiazol - ZTBL®menzene- 1, 4-di am ne 624
CpdS OFF C7>- Ntuclird\- (3- (TrifT poronet hylNandk- +++ F HAdtpity
gnt yI ox3Q pheayly- 4, 5- di hydr ptlii-aiziolobénky5-N-&- / +
fi] i o@o in |2-\>:n+m're (octyloxy)phenyl)thiazol-2-
S amine
Cl
o]
++

4-(4-chlorobenzyl)-N-(3-
(trifluoromethyl)-4-
(octyloxy)phenyl)thiazol-2-
amine

O
633 2
AN N 4-(4-chlorobenzyl)-N-(3-fluoro- | *
| \ \>—'NH 4-(pentyloxy)phenyl)thiazol-2-
ol = S amine
F
636
/_/—/ |
N H e N*-(4-(4-chlorobenzyl)thiazol-2- | +*
N A F yl)-2-(triﬂuoromethy1)-NI—
637 \ d / methyl-N'-pentylbenzene-1,4-
ol — F | diamine
/\/\/ N\
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625 />-NH N N/ 171 TABLE Il Cpd Structure Name
Activity 4.5-di hydro-N(4- ++

(octyl oxy) phenyl )thi azolo [4,5- flisoquinolin-2-am ne
626 />-NH NI \ N/ N 4-(4-fluorobenzyl)-N(3- +++

I \NH (trifluoronmethyl)-4 Fs F

(pentyl oxy) phenyl )t hi azol-2- 627 _ F amne F N
4-(4-fluorobenzyl)-N(4- ++ >--NH

(octyl oxy) phenyl )thi azol-2- F s amine 0 628 172 TABLE

ITT Cpd Structure Nane A8BLBEAtY N

Cpd4- (4-fl uorolStmetyte) - N- (3- +++ ~ --NH Name Activity
trifluoronethyl )t F S F (odYylddyhierehspayitzaldi | o+
E: ami S I’}\)1\7)/ m ( yl -Ngfmsggjgl—N‘t-%qc?ylbenzene—
\ : 1 4-diamine
638 | ¢ S
/\/\/\/rl\l )
N 4-(4-methoxybenzyl)-N-(3- =+
| \>__NH | (trifluoromethyl)-4-
o) _ ' (pentyloxy)phenyl)thiazol-2-
' amine
639
4-(4-methoxybenzyl)-N-(4- +
(octyloxy)phenyl)thiazol-2-
amine
640
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629 4-(4-fluorobenzyl)-N(3-fluoro- + >-NH

14- (pentyl oxy) phenyl )t hi azol -2- F am ne

630 O F \

- (4- (4-fluorobenzyl)thiazol-2- }--NH

yl)-2-(t

rifluoromethyl)-NL-

N

nmet hyl - N1- pent yl benzene-1,4- 631 O+ F diamne F N~ N

HN

-(4-(4-fluorobe nzyl)thiazol - 2-
4 -methyl-N 4 -octyl benzene / 1, 4-di am ne

+ 0\

--y Nyl

632 F N\

)-N
N

4- (4-chl orobenzyl )-N-(3- ++ ~}-NH (trifluoronethyl)-4
C—SF (pentytoxXy)phenyhgigWwiazol - 2- F am ne 633 - F
CpdQ 173 TABLE Stluktuke pd Structure Name Adaméi ty N Activity
- (4- orebengyl ) -N-(4- + \&(4Nethoxybenzyl)-N-(3- +t

(joct : Ny azol - 2 Q (rHhaiéi@hyl 684 N
4- &4 ) AN-( 3- p++ | (ochiidx§ fphédyltiaezormBt hyl ) - 4
a I &hi@zol -' - F am ne

641

4-(4-methoxybenzyl)-N-(3-
fluoro-4-
(pentyloxy)phenyl)thiazol-2-
amine

643

N*-(4-(4-methoxybenzyl)thiazol-
2-yl)-2-(trifluoromethyl)-N--
methyl-N'-pentylbenzene-1,4-
diamine

644

N'-(4-(4-methoxybenzyl)thiazol-
2-y)-N*-methyl-N*-
octylbenzene-1,4-diamine
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F 0 635 N 4-(4-chl orobenzyl)-N-(3-fluoro- + >--NH
4- (pentyl oxy) phenyl )thiazol-2- i C S amne F 636 0
NHFN-(4-(4-chlorobenzyl)th iazol-2- ++ rNF
~yl)-2-(trifluoromethyl)-N 637
nmet hyl - N - pentyl benzene-1,4- cl F diamne N 174 TABLE
1l Cpd Structure Nanme Activity H
N - (4-(4-chl orobenzyl)thiazol-2- ++ N
yl)-N4- et hyl - NG octyl benzene- 1,4-diamne 638 Cl/la
SN—NA-—(a-Tethoxybenzy¥hseNi( 3- ++ ~- - NH
Cpa(LTT T UOT ONMEdilufe 4 0 T S (PENT YT oXy) Na@ieyl ) t hi azolAckvity
amne 639 O+tF O\ \ 4-(4- nerligxyifeo@ylethylldf 4- + N+
(joctyl oxy) pheny\) t hpazol - 2- QpéntaiByox§)pheri)-475
(pyridin-3-yl)thiazol-2-amine
o)
F
645
s F
| p—H "
| X N>\
NZ
S H E 5-(2~(3-(trifluoromethyl)-4- F+E
\ W/ e | (pentyloxy)phenylamino)thiazol-
o N 4-yl)pyridine-3-carboxylic acid
== F
616 | WO\ 7 P
N
S H F 5-(2-(3-(trifluoromethyl)-4- T+
( / £ | (pentyloxy)phenylamino)thiazol-
o N 4-y1)-N,N-dimethylpyridine-3-
- F carboxamide
~ \ Y/, @]
647 N\ N
s. H 5-(2-(4- ++
\ W/N (octyloxy)phenylamino)thiazol-
o N Q 4-yl)pyridine-3-carboxylic acid
nd O\ P
N
648
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TABLE 111

Cpd Structure Name Activity N

4- (4- met hoxybenzyl ) -N-(3- +++ \~-NH
(trifluoromethyl)-4 g F (octyl oxy)phenyl)thiazol-2- F
amine F 0 641 N 4-(4-nmethoxybenzyl)-N-(3- + ~-NH
fluoro-4- - (pentyl oxy)phenyl)thiazol-2 F amne S O
642 O\ N -(4-(4-nethoxybenzyl)thiazol- + ~NH
2-yl)-2-(trifluoronethyl)-N - s F methyl
N1- pentyl benzene-1,4 643 J \ F diamine F NNN
- (4- (4-nmet hoxybenzyl ) Thig&Eq + \>-- NH
Cp@ivl)-N4-net Byydstddd O / g oct Yyl benzene- flade di am ne jhemy
N 176 TABLE | ng Str uct ur e shas@e (Activity ++
N{(3-(triflulr %'/e - 4- +++ (odfenHEHRnAamino)thiazol-
-yl oxy) pheny)=N4- d| n- 34 ylyit-NinNediletdiamume-3- O |F
carboxamide
— 0
\ N
649
2-(3~(trifluoromethy!)-4- ++
(octyloxy)phenylamino)thiazol-
4ol
650
0
F
F
S F
/[/ NH
Ho N
2~(4-(N-methyl-N-octylamino)- | +
3-
(trifluoromethyl)phenylamino)thi
651 \N azol-4-ol
S
L H o T
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645 S F JTiMF N S~N F 5-(2-(3-(trifluoronethyl)-4-

+++

F (pentyl oxy) phenyl am no) t hi azol

ON

4-yl) pyridine-3-carboxylic acid F O 646 HON S HF
5-(2-(3-(trifluoronethyl)-4-

(pent yl oxy) phenyl am no) t hi azol

+++
ON

F

4-yl)-N, N-di net hyl pyri di ne-3- F carboxam de 647 \ O N

H 5-( 2- (4-

++

N (octyl oxy) phenyl am no)t hi azol -

O

N

4-yl ) pyridine-3-carboxylic acid HO O N 648 177 TABLE

T

pd Structure Nane AgBLENTY

SHG5(2-(4 7

Cpd(loct yl oxy) plsémstben no)t hi azol - o N 4- \NameN; Activity
N di met hyl pyri diite; 3- car boxp2AEE-cyeNpéntNpropd®y)-3- | ++
2-(3-(trifluor yl)-4- ++| (trifluoromethyl)phenylamino)thi
(loct yl oxy) phenyfam no) t hi azo| azo#r4-ol

652

F
F
S F
T
oo N
s. R 5-(2-(4- |
\ W/ i \ (octylox.y)'phelﬂlylamino)th'iazol-
N P 4-yhpyridine-3-carboxamide
Q — (8]
/)

653 | HN \=—N>

|
5-(2-(3-(trifluoromethyl)-4- it
(octyloxy)phenylamino)thiazol-
4-yl)pyridine-3-carbonitrile

654 | N

\\\’\ S .
7 N\t 1} F
Batwe!
H ZF
= 5-(2-(4- ARRS
N A ‘ N/>—NH (octyloxy)phenylamino)thiazol-
655 [ Q 4-y}pyridine-3-carbonitrile
i o
{ 5>\ N-(3-(trifluoromethyl)-4- ++
o~ N (octyloxy)phenyl)-4-(5-

656 i _ me?hoxypyridin-3-yl)thiazol-2-

N ' \/\/\/\/ amine
FE ©
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650 OF F S OF/>-NH HO-CN

2- (4- (N- net hyl

-N-octyl am no) -

(trifluoromethyl)phenylam no)thi - 651 | N azol-4-o0l _s
i HOo | F NNHFF 178 TABLE Il Cpd Structure
Name Activity 2-(4-(3-cyclopentylpropoxy)-3- ++
(trifluoronethyl)phenylam no)thi azol-4-o0l 652 F F
s F)/>NH HONs HDb5-(2-(4- ! +++
(octyl oxy) phenyl ami no)thiazol- N
4\4\n/rlr‘hn_ - ﬂYﬂlﬁ%E“hO653l H N -N
Cpd| %2' Eé Lt i § H e St hyl ) - t++ 14 Name Activity
(oc yl oxy)pheny/l ani no) thi azol A-(5-methoxypyridin-3-yl)-N-(4- | ++
al 7 |rne -carbonitril el (octyloxy)phenyl)thiazo]-2-
657 amine
O
i o N-(4-(cyclohexyimethoxy)-3- +++
658 Q/Q\N (trifluoromethyl)phenyl)-4-
7 H F (pyridin-3-y})thiazo}-2-amine
F_F
5-(2-(3~(trifluoromethyl)-4- e+
(octyloxy)phenylamino)thiazol-
4-yl)-4-methylpyridin-2-ol
659
Q
— 3 S =
N H ¢ °F
5-2-(3-(trifluoromethyl)4- +t
(octyloxy)phenylamino)thiazol-
4-yisobenzofuran-1(3H)-one
660
o
Q S
TN\ -
o] == N/)\N
_ H JF
4-(4-(1H-imidazol-1-yl)phenyl)- | +++
N-(3-(trifluoromethyl)-4- -
(octyloxy)phenyl)thiazol-2-
amine
661
4
S ’@’Qj\ﬁ@
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654 F NHF s 5-(2-(4- +++ 1>--NFi

(octyl oxy) phenyl am no)t hi azol - 655 / \

4-yl ) pyridine-3-carbonitrile Nr O
N-(3-(trifluoronethyl)-4- ++ o N\-NH

(octyl oxy) phenyl )-4-(5- 656 '

nmet hoxypyridin-3-yl)thiazol-2 Namne F L FF O 179
Cpd Structure TABLE Il Name Activity

4- (5-nmet hoxypyridin 3-yl)-N(4- ++ f NN

ABEMD/ amne N O

Cpd F (4= (CYCT OlSepiufeET NOXY) - 3= [FF+ Name [Activity
triTTuoronet hyl') phenyT) - 4-1 16083 MrilubrofietyN4- Fa—
pyridi n-3-yl)thiazol - 2- anneoctioky)phenyl)-4-(2-

8- (2-(3-(trifluoromethyl){4-| gdmoxypPri@idkls-yhthiazol-
gxy) phenyl am no) t hi azol -("4- yl ).afki@et hyl pyri di n-2-o0
667659HNi \'l F NN

N\ = a2 OF
°’<\ / N;.\N
N H F

F

N-(3-(trifluoromethyl)-4- +++
(octyloxy)phenyl)-4-(1-methyl-
1H-imidazol-5-yl)thiazol-2-
amine

0
7N ~
'\\I\\\ N)\N/@g[
N\ H JF

4-(benzolc][1,2,5]thiadiazol-4- ++
y1)-N-(3-(trifluoromethyl)-4-
(octyloxy)phenyl)thiazol-2-

amine
664
s 0]
-y .
\
N/\S/N F
6-(2-(3-(trifluoromethyl)-4- e+
(octyloxy)phenylamino)thiazol-
4-y1)-1H-benzo[d][1,3]oxazine-
2.4~dione
665

0
o= /é: . .
/s
i N%\N/©€<F
H
& OF
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HF F 5-(2-(3-(trifluoronethyl)-4- +++

(octyl oxy) phenyl am no)t hi azol - 4-yl)i sobenzof uran-|
(3H)-one 660 F --~ ONNHF F | +++

4-(4-(1Hi m dazol - 1-yl ) phenyl)
N-(3-(trifluoromethyl)-4- (octyloxy)phenyl)thiazol-2-
amne 661 J Nom N N" F 180 TABLE Il Cpd Structure
Nanme Activity N (3-(trifluoronethyl)-4- +++

(octyl oxy) phenyl)-4-(2- nethoxypyrin din-5-yl)thi azoI

2-amine ©bbZ o0 N ,4 FTANLEIHF F

Cpd I (3- (Tri T swouduret th )-4- ++ Name Activity
oct yl oxy) phenyl ) - 4- ( 1- met hy |2-(412-(3 -(trifluoromethyl)-4- Hht
H i m dazol - 5=yl )t hi azol - 2/ arfi(ereylopgghepylamino)thiazol-
4-yl)phenyl)ethanol
666
o
© (A @
N/ N
H . < F
3-(2-(3-(trifluoromethyl)-4- +++
(octyloxy)phenylamino)thiazol-
4-y])thiophene-2-carboxamide
667
O
F
¢ F
4-(4-(1,2,3-thiadiazol-4- et
yl)phenyl)-N-(3-
(trifluoromethyl)-4-
(octyloxy)phenyl)thiazol-2-
amine
668
| o}
S
N 4 -
N/
H F
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SN F NN\ HF 4-(benzo[c][1,2, 5]thiadi azol - 4- +++
yl)-N-(3-(trifluoronethyl)-4- '
anine 664 N HF F NS

(octyl oxy) phenyl )t hi azol - 2-
6-(2-(3-(trifluoronethyl)-4-

+++

(octyl oxy) phenyl am no)t hi azol - 4-y1)-1H benzo[d] [

1, 3] oxazi ne-
Cpd Structure TABLE 111
2-(4-(2-(3-(trifluoronethyl)

-4- +++ (o0

2,4-dione 665 0 HNN\N/ F HFF 181
Nane Activity

et-ytoxyphenytam noythrgre 4- vy phenyl ) ethanol 666
de““ N=N—HFsfustare2- ( 3- (LT 1 11jaor omet hyNameél- +++ Activity
octyl OXY) phenyl am no) t h\azqlz=(2-(3-(trifluoromethyl)-4- +++
4- vl ) t hi Ophene- 2- car boxamn ddg (octyloxy)phenylamino)thiazol_
o 4-y1)-2H-benzo[b][1,4}thiazin-
3(4H)-one
669
S 0
S X
O"’\'// N\ F
— N/)\N LAY
H < F
6-(2-(3~(trifluoromethyl)-4- e+
(octyloxy)phenylamino)thiazol-
4-yl)pyridazin-3-amine
670
0O
= / S .
HN—\ 7 NN
N—N H ¢ F
3-(2-(3~(trifluoromethyl)-4- +++
(octyloxy)phenylamino)thiazol-
4-yDthiophene-2-carbonitrile
671
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667 ZN OO S F NNHFF 4-(4-(1,2, 3-thi adi azol -
+++ yI)phenyI)-N—(3(trifluoromsthyl)-4-

(octyl oxy) phenyl )t hi azol -

F 182 TABLE |11

amne 668 ~I /| F S/ NH

Cpd Structure Nanme (Act|V|ty
7-(2-(3-(trifluoronethyl)- 4-

+++

(octyl oxy) phenyl am no)t hi azol -
4-yl)-2H benzo[b][1,4]thiazin- 3(4H) -one 669 s a s
OHNNNNF HFF 6-(2-(3-(trifluoronethyl)-4-- +++

(octytoxy)phenytam o) tfigLEm - 4- yI ) pyri dazi n- 3- am ne

Cpd /0 FZNF stiadfue NN H F 3-[(2- (3- (t r iNaimeor onet hy| JActvity

672

FF+

methyl 5-(2-(3-(trifluoromethyl)- | +++
4-
(octyloxy)phenylamino)thiazol-
4-yl)-2-chloropyridine-3-
carboxylate

N-(3-(trifluoromethyl)-4- e+
(octyloxy)phenyl)-4-(H-
imidazo[1,2-a]pyridin-6-
yhthiazol-2-amine

N
=~ H F .
3-(2-(3-(trifluoromethyl)-4- +t
(octyloxy)phenylamino)thiazol-
_ 4-y)H-imidazo[1 2-a]pyr1d1ne-
6-carbonitrile
[N
674 /
AN
I J
N S .
l\} N/)\N
H < F
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(octyl oxy) phenyl am no) t hi azol -

4-yl )t hi ophene-2-carbonitrile

183 TABLE 111
5-(2-(3-(trifluoronethyl)-
oxy) phenyl am no) t hi

671 /~ Njo,F NHFF

Cpd Structure Nane Activity nethyl
+++ 4-

azo |- 4-yl)-2-chloropyridine

(o ctyl

carboxylate 672 CIl NNHF F O O

N-(3-(trifluoronethyl)-4-

+++

(octyl oxy) phenyl ) -4-(H

i m dazo[ 1, 2-a] pyri din-6- yl)thiazol-2-amne 673 O S F
N NHFS= (2= (3= (trTfhgE et hy)y=24- +++
Cpa (OCt yi OXY) PiStiaEdurg i NO) L Ni azoj - 4- Y1) FNamedazo] Activity
[,"Z=a] pyrg dine- ©-carboni Tr1|1Q.(3-(trifluoromethyl)-4-(octan- | +++
[ />\NH 2-yloxy)phenyl)-4-(pyridin-3-
N ybthiazol-2-amine
675
F ol
F_F
N-(5-(2-(3-(trifluoromethyl)-4- | +++
| S NH (octan-2-
N/ yloxy)phenylamino)thiazol-4-
676 | © \ oS yl)pyridin-2-yl)acetamide
y
N
/\\\E F. 5
JF
5-(2-(3-(trifluoromethyl)-4- ++
s (octan-2-
l NH yloxy)phenylamino)thiazol-4-
% yl)pyridin-2-amine
> N
677
|
H,N N F
O
< F
S N-(5-(2-(3-(trifluoromethyl)-4- T+t
‘ />_ NH (octyloxy)phenylamino)thiazol-
o \ = N 4-ylpyridin-2-yl)acetamide
Y
ﬁ/\N S
678 For




Nl 674 1If //-:s O NNNH
Structure Nanme Activity s

N-()-(trifluoronethyl)-4-(octan-
2-yl oxy) phenyl ) -4-(pyridin-3-"N vl)thiazo
" 675 NF O
(octan-2 />--NH N yl oxy) phenyl anmi no)t hi azo

FF N (5 (2-(3-(t

| yl ) pyridin-2-yl)acetam de i

5-(2-(3-(trifluoronethyl)-4-

F 184 TABLE Il Cpd

+++ [/ NH
rifluoromethyl)-4-

N HFO FF
+++

-2-am ne
+++
-4- 676 O

S

s (octan-2 />--NH

ytoxy)yphenytamno)thiazeagiEm N Yyl ) pyridi n-2Z-amne 677
Cpd I HFHZN N strbttule F T TS Name Activity
W (5-(2- (3=€XrifTuoronet hyl )|-A@-(3«trifluoromethyl)-4- o
| )—NH (octyloxy)phenylamino)thiazo}-
N 4-yhpyridin-2-amine
H,N N F.
: o)
679 ¢ F
N-(3-(trifluoromethyl)-4- et
/>\NH (heptan-4-yloxy)phenyl)-4-
(pyridin-3-yl)thiazol-2-amine
680
s H N-(3-(trifluoromethyl)-4- bt
\ W/N (octyloxy)phenyl)-4-(pyrimidin-
N 2-yl)thiazol-2-amine
N\
\ N E 0
W F
681 F
N-(4-(3-phenylpropoxy)-3- +t
(trifluoromethyl)phenyl)-4-
(pyridin-3-yl)thiazol-2-amine
682
S o]
I A )@[K
N= N /F
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/>--NH (octyl oxy) phenyl am no) t hi azol- 0 N
4-yl)pyridin-2-yl)acetamide NHF~ O 678 F F 185 Cpd
Structure TABLE Il Name Activity JO
5-(2-(3-(trifluoronethyl)-4- +++

(octyl oxy) phenyl am no) t hi azol 4-yl ) pyri di n-2-am ne HZN
NO 679 FF s N(3-(trifluoronethyl)-4- +++ /[/---NH
(hept an- 4-yl oxy) phenyl )-4- N/ \

(pyrldln 3 yI)thlazoI 2-amine 680 NF O FF s H

N—3—t++f+uoromet ||y| = T’ABLEIH
Gpat[octyioxy) pgﬁ.u(yth,)e-ct (pyrTmdrn- N Z-YINamBl azol - Z- afAchgty

Nt F 0 F btil F Nz 3- phenylmpwaxyﬁyheﬁynm_ o+

(|t rTuo hyl @ yl)-4- | (pyridin-3-yDthiazol-2-amine :

( n- th g-anin 682 0 NNNHFF 1186

TA 111 N
683

3- (tnﬂuoromethyl)—N -methyl- |+
-octyl-N:’ (4-(pyridin-3-
yDthiazol-2-yl)pyridine-2,5-
\N diamine
N F
684 7 N\ .
S F
| />——NH
= N
|~
N
S, 5-(2-(4- it
| )—NH. (octyloxy)phenylamino)thiazol-
S N 4-yl)pyridin-2-amine
|/
HN" N

685
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Cpd Structure Nane Activity S/

N- (3- (octyl oxy) phenyl) - 4-
(pyridiiz-3-yl)thiazol-2-am ne

3-(trifluoromethyl) N

+++ |
NN\ OH 683

-methyl - + N2-octyl

N - (4-(pyridin-3- yl)thiazol-2-yl)pyridine-2, 5

diamine NF 684 F SF />--NH N Ns 5-(2-(4- +++
/> NH (octyl oxy) phenyl am no)t hi azol - N _
4-yl)pyridin-2-amine H 2N N 685 187 TABLE Il Cpd
StructureNameAct T VI T ABEE 1l
Cpd N5 (2= (3~ §fddwrt UOT onet hyT J- 4- +++  Ramd\H Activity
octyloxy) pnegyl am no) t hi azoN-G-®-(3-(trifluoromethyl)-4- | +++
4-yl) - 3-net iyl pynidi n- 2-  yl ) aegfiasg)ptenylaminp)thiadol-N | H F
0 F SN 5- ( 3- (trif I} yoyyosaietiylpyridin-2+
2 ylacetamide
P :
R
686 F
S 5-(2-(3-(trifluoromethyl)-4- |
| />—NH (octyloxy)phenylamino)thiazo}-
B N 4-y1)-3-methylpyridin-2-amine
.
HN™ N F
o
687 g F
§ N-(5-(2-(4- +
| />—NH (octyloxy)phenylamino)thiazol-
o = N 4-yl)-3-methylpyridin-2-
)&\ \ Z yDacetamide
N N
N
688
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/ >-NH (octyl oxy) phenyl am no) t hi azol -
) - 3- et hyl pyri di n- 2-

4-yl

N-(5-(2-(4- ++
4-yl)-3-net hyl pyridin-2
N H 688 188 TABLE 111

am ne

N

HZN NF O 687 F F s

_yl)acetam de

N>- NH (octyl oxy) phenyl am no)t hi azol -

yl)acet am de

Cpd Structure Nane Activity

2-(trifluoromethyl)-1INT

- (4-(2-

+++

o

met hoxypyri m di n-5-yt)thiazol -

octyl benzene- 1, 4-di am ne

689 -N "0\ j:

2-yl)-N -methyl N -

‘i F NNNH

FF S N{4-((E~-3 , 7- diTeBUayl oct a- 2, 6-

+++ [ >-NH

Cpd @i €Nyl OXY] - Structird N (triflu

r omet hyI )plhrtmvl ) - 4-_69IAchyity

pyridin-3-yl)thiazol

689

- 2- am ne-(tfherdmethyl)-N"-(4-(2-
N-(4- (3, 7-di net hyl oct yl oxy) -
trifluoromethyl)phenyl)44-

4t

3nethok*ypyrim1ﬂ|ﬁ-5 -yl)thiazol-
2-y)-N'-methyl N'-

octylbenzene-1,4-diamine

690

N-(4-((E)-3,7-dimethylocta-2,6- | +++
dienyloxy)-3-
(trifluoromethyl)phenyl)-4-

(pyridin-3-yl)thiazol-2-amine

691

N-(4-(3,7-dimethyloctyloxy)-3- | ++*
(trifltuoromethyl)phenyl)-4-

(pyridin-3-yl)thiazol-2-amine

N-(3-(trifluoromethyl)-4-
(octylthio)phenyl)-4-(pyridin-3-
yl)thiazol-2-amine

N-(4~(3-morpholinopropoxy)-3- | ++
(trifluoromethyl)phenyl)-4-

(pyridin-3-yl)thiazol-2-amine

189




N (pyridin-3-yl)thiazol-2-amine 6911 NF O F F s
N-(3-(trifluoronethyl)-4- +++ [>-NH

(octyl thio)phenyl)-4-(pyridin-3- N yl)thiazol-2-am ne
692 NF S F F S HFF N(4-(3-norpholinopropoxy)-3-
++ (trlfluororrethyl)phenyl) 4- | N :
(pyridin-3-yl)thiazol-2-amne F 693 N N--) 189 TABLE

1l Cpd Structure Name (Activity SN -
N-(4-(3-(4-net hyl pi perazin-1- ++ yl)propoxy) 3 NF

(trtooromethyt ) phenyt FaBLE 1ir

Cpd (PYT1 01 N- 3- plrhéthteazol - 2-anmine 0 694 Mahe-) \--N ll\‘}N"ty
' A3 A3methlylpiperazin-1-
Fylfpropoxy)-3-
g(triflucromethyl)phenyl)-4-
(pyridin-3-yl)thiazol-2-amine

N
N\
S H E N-(4-(3- ++
\ W/N £ (dimethylamino)propoxy)-3-
N (trifluoromethyl)phenyl)-4-
== F (pyridin-3-yl)thiazol-2-amine
% o
695 N
N/
/
S Ir:} £ N-(4-(3~(pyrrolidin-1- ++
\ £ yl)propoxy)-3-
N (trifluoromethyl)phenyl)-4-
= F (pyridin-3-yl)thiazol-2-amine
0O
696 \ N/

| H R ¢ octyl 4-(4-(pyridin-3-yDthiazol- | +++
| s _-N 2-ylamino)-2-
\ \”/ F (triflucromethyl)benzoate
N
0

697

190




++ yl ) propoxy)-3-N N

695 N g~H N-(4-(3-(pyrrolidin-I-
[ F (trifluoronethyl)phenyl)-4 F
(pyridin-3-yl)thiazol - 2- am ne

4-(4-(pyridin-3-yl)thiazol -

0 696 N F F octyl

+++ CA 2-ylamno)-2- F

(trifluoromethyl)benzoate 0 0 697 N 190 TABLE 111 Cpd
Structure Name (Activity N-(3-(trifluoronethyl)-4-
+++ >--NH (oct ahydroi soqui nolin-2(1H) F
yI)phenyI) 4-(pyridin-3- N F yl)thiazol -2-amine 0 698
NF—N—s (4-(4-(4-TIuorAEEenyl JThiazol -2- + >--NH
Cpd Y1 am No) - 2 Berbctgrer 1 11 uor oneflhyl) phenyNapect ahyd  HActivity
Foi soquinglin-2(1H F yl) nmet|habadllud@betiylpd—~- N O ID*E
(octahydroisoquinolin-2(1H)-
1| yO)phenM)F-(pyridin-3-
lyDithiaAel-2-amine
698
N
S (4-(4-(4-fluorophenyl)thiazol-2- | +
\ />" NH ylamino)-2-
N F (trifluoromethyl)phenyl)(octahyd
TN/ . ifluorome
_ roisoquinolin-2(1H)-
699 | F >_ v yl)methanone
N
o}
S octyl 4-(4-(4- +++
\ />”NH fluorophenyl)thiazol-2-ylamino)-
N F 2-(trifluoromethyl)benzoate
F
F
F
o~ "o
700
4-(6-deuterated- 1,5- et
naphthyridin-2-y1)-N-(4-
(octyloxy)-3-
(trifluoromethyl)phenyl)thiazol-
2-amine
701
72
= A\ 74 S O
— NékN/qz
H
e °F
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FF OO 700 4-(6-deuterated- 1,5- +++
napht hyri din-2-yl)-N(4- (octyl oxy)-3

(trifluoromethyl)phenyl)thiazol -
/IF H F F 191 TABLE 111

N-(3-(trifluoronethyl)-4- +++

2-amine 701 @GN N \N
Cpd Structure Nane Activity
(octyl oxy) phenyl) - 4-(4-

phenyl pyri m di n-5-yl)thiazol-2- amne 702/ \ j /| s ~
ol N NNF HFFS5-(2-(3-(trifluoromethyl)-4- | +++
(octyl oxy) phenyl am no) t hi azol - _
A=yt )yfuran-2Z-carboni triTABLEAM3 Np Os F / NNHEF
Cpd Structure Name - {Activity
N-(3-(irifluoromethyl)-4- e
(octyloxy)phenyl)-4-(4-
phenylpyrimidin-5-yl)thiazol-2-
amine
702
N
/4 / S o)
{ B
N— N N F
H
¢ F
5-~(2-(3-(trifluoromethyl)-4- +++
(octyloxy)phenylamino)thiazol-
4-yD)furan-2-carbonitrile
703
N 0o '
\\ O, / S
F
W
H £ F
(5-(2-(3-(trifluoromethyl)-4- et
(octyloxy)phenylamino)thiazol-
4-yl)benzofuran-2-yl)methanol
704 '
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(5-(2-(3-(trifluoronethyl)-4-

(octyl oxy) phenyl am no) t hi azol -

4-yl) benzofuran-2-yl)nethanol 704 F HF F HO 192
TABLE Il Cpd Structure Nanme Activity
N-(3-(trifluoronmethyl)-4- +++

(octyloxy)phenyl) 4- (6 nethoxypyrldln 2-yl)thiazol - 2-
amne 705 "0 0 jai F NNHF

-4- (benzo[d] [1, 3] di oxol -5-yl')-N +++

: =4-7 yioxy)phenyl)thiazol -2-
Cpd am ne 706 ~strbcwre NN H F F TN (3- (t ri Naor oet hyl ) |Adtivity
+++ (octyl oxy) phenyl) - 4-\( 2-| N-(3-(trifluoromethyl)-4- e+

t hoxynapht hal en- 6-yl ) t hy az@bctyldxyophend)-44¢- H
- | methoxypyridin-2-yhthiazol-2-
amine

705
—0,
/ /
N
4-(benzo[d][1,3]dioxol-5-y)-N- | +++
(3-(trifluoromethyl)-4-
(octyloxy)phenyl)thiazol-2-
amine
706
(’ d
)\ F
J F
N-(3-(trifluoromethyl)-4- et

(octyloxy)phenyl)-4-(2-
methoxynaphthalen-6-yl)thiazol-
2-amine

707

sV




F F 193 TABLE Il Cpd Structure Name Activity
N-(3-(trifluoronethyl)-4-

(octyloxy)phenyl)-4-(quinoiin-8- yl)thiazol - 2-am ne
708 SO NNF NHFFN(3-(trifluoronmethyl)-4- +++
(octyl oxy) phenyl )-4-(5- (trifluoronethyl)pyridin-2-

yl)thiazol-2-amine 709 F NNF F4F Cl,-- HF
2-(2-(3-(trifluoronethyl)-4- .}

F

(octyl oxy) phenyl am no)t hi azol - 4-yl)pyridin-3-ol 710 0

NN NHF OFF I94 TAABEENW T Cpd ! Structure Nane

Cpd ACTI VILY Structure Name Activity
N-(3-(trifluoromethyl)-4- +
(octyloxy)phenyl)-4-(quinolin-8-
yDthiazol-2-amine
708
74 S 0]
N%\N F
N H
\_/ ¢ F
N-(3-(trifluoromethyl)-4- bt
(octyloxy)phenyl)-4-(5-
(trifluoromethyl)pyridin-2-
.| yDthiazol-2-amine
709
N N
F — N/ N F
H
g F .
2-(2-(3-(trifluoromethyl)-4- +t
(octyloxy)phenylamino)thiazol-
4-yDpyridin-3-ol
710
0
/A N\ /3 F
= wﬁL\ﬁ F
OH F
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711 HZN\ 0"S SHF F 712 OS/
FFN(3(trifluoronethyl)-4- +++
(octyl oxy) phenyl ) -4-(2, 4- di met hoxypyri m di n-5-
yl)thiazol-2-amine 713 O NS 04\ ai FNNNHF F
195 TABLE 111 Cpd Structure Nanme Activity :
N-(3-(trifluoronethyl)-4- -E-{-+

(octyl oxy) phenyl ) -4-(thi ophen-3- yl)thiazol -2-am ne

HNS O- ONNFH

7140 S\ \ I NF HF F N(3-(trifluoronethyl)-4- ++
(octrytoxy)phenyl ) - Z4- ( 3-TABLE I
Cpd ' Structure Name [Activity
i 4+
i
711
HN, o
7 0
O / g
F
N)\N/@
H /F
ot
712 %
f s J
w0
i NN Xy F
H

N-(3-(trifluoromethyl)-4- Tt
(octyloxy)phenyl)-4-(2,4~
dimethoxypyrimidin-5-
yD)thiazol-2-amine




(trifluoronmethyl)phenyl)thiazol- 2-amne 715 FF O F

/| ~\V' 1 F NNHFF 2-heptyl -N-(4-(pyridin-3- +++ |

NH yl )t hiazol - 2-yl ) benzo[ d] oxazol - -anine N 716 O/fV

196 TABLE II1l Cpd Structure Name Activity s 2-heptyl

N-(4-(2- +++ >-NH net hoxypyrimdin-5-yl)thiazol ~o N

2-yl)benzo[ d] oxazol -5-amine 717 o O

5- (2-(4-(cycl ohexyl met hoxy) - 3- ++

f 1 uor ophenyl am no) t hi azol - 4-

yIyisobenzofuran-1(31)-TARENF18 o NNF H9 __
Cpd B~ (4- (1H- 1 n$wwnoe - 1-y| ) phenyl ) - +++ Name A::l""‘y

714

N- (4- (cycl ohexyl net ho
H TABLE |V

) - 3-

[ | uor ophenyl ) t hi azol - 2/7am ne

N-(3-(trifluoromethyl)-4-

yl)thiazol-2-amine

(ocpigxypplienyl)-éthiophenng N F

N-(3-(trifluoromethyl)-4-
(octyloxy)phenyl)-4-(3-
(trifluoromethyl)phenyl)thiazol-
2-amine

715
o)
F
. : ) 7< .
2-heptyl-N-(4-(pyridin-3- et
yl)thiazol-2-yl)benzo[d]oxazo}-
5-amine
716 OJ\|\\
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Cpd | Structure Nanme Activity

N- (4- (cycl ohexyl nmet hoxy)-3- ;-F+ o fluorophenyl)-4-(2
720 N s | nethoxypyrimdin-5-yl)thiazol- 0 ~\ NNF
2-am ne N N (4-(cycl ohexyl met hoxy)-3- +++

fluorophenyl)-4-(1-nethyl -1H o

i m dazol -5-yl)thiazol - 2amne 721. 0 O HNNNF H
4- (benzo[c][1,2,5]thiadiazol-4- ++ P/\ i
yI) N- (4- (cycl ohexyl met hoxy) 3 722

Nftooropfrenyt)Thi azol - 27asoene . N HF N S IN 197

Cpd |ABLE TV Cpdtristtorect ure Nane [Actjvity Nyme Activity
- 4-(cy hexyl met hoxy) -|2-heptyl-N-(4-(2- =+
fI Q@) t hi azol - 4-|yndéthaxypyrimidin-5-yl)thiazol- ,
J 3] wxazi ne- 2, 4- ZFApeozafdjdkameSAmide N F
2-(4- ('\2 (4 (cycxyl met hoxy)- ++
3- fl uor ophenyl am@0)Whi azol -14- yl ) phenyl) et hanol 724 O
7175 | N~-N F H O/\
5-(2-(4-(cyclohexylmethoxy)-3- | +*
fluorophenylamino)thiazol-4-
yl)isobenzofuran-1(3H)-one
718 O)
o) i S l X
AN
0 N N F
H
4-(4-(1H-imidazol-1-yD)phenyl)- | +++
N-(4-(cyclohexylmethoxy)-3-
fluorophenyl)thiazol-2-amine
719 o
SU D
—
o AL
H
TABLE IV .
Cpd Structure Name Activity
N-(4-(cyclohexylmethoxy)- 3- -+
o fluorophenyl)-4-(2-
200 M\ _/ § /@[ methoxypyrimidin-5-yl)thiazol-
P .
o\ / W - 2-amine
N H
N-(4-(cyclohexylmethoxy)-3- -t
fluorophenyl)-4-(1-methyl-1H-
0 imidazol-5-yl)thiazol-2-amine
721 0 o
o~ N3 X
HN NN F
H
_ 4-(benzo[c][1,2,5]thiadiazol-4- | *+*
J S o) yI)-N-(4-(cyclohexylmethoxy)-3-
| 722 NJ\ /@ fluorophenyl)thiazol-2-amine
N/ N b F '
\S/
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OH HZN 3-(2-(4-(cycl ohexyl nmet hoxy)-3- +++ o0

f1 uorophenyl am no)t hi azol - 4-

yl )t hi ophene-2-carboxamde 725 Ss o N \NHF
4-(4-(1, 2, 3-thiadiazol-4- + " yl)phenyl)-N(4
(cycl ohexyl net hoxy)-3- 726 O
fluorophenyl)thiazol-2-amine N NO S NNF H
7-(2-(4-(cycl ohexyl met hoxy) 3- ++

fl uor ophenyl am no) t hi azol -4-yl)- 2H benzo[b] [

T, 4Tthirazin-3(4H) 9 72IABLENO one s HN \ N' N r

Cpd 5- (2- (4- (cy@Strottarey| net hoxy) 43-  +++ Name ‘ Activity
f 6-(2-(4-(cyclohexylmethoxy)-3- | +*
y Trgraghenyidntno)Hiaxplivg)-TIABLE
| tle-beNzo[d][1,3]oxazine-2,4-
723 3 3lione++
f

2-(4-(2-(4-(cyclohexylmethoxy)- | +*
3-fluorophenylamino)thiazol-4-

ylphenyl)ethanol
724 / s o]
H
OH
HN 3-(2-(4-(cyclohexylmethoxy)-3- | +++
0

fluorophenylamino)thiazol-4-

725 | 57N\ /s o \/O yDthiophene-2-carboxamide
~ AT

4-(4~(1,2,3-thiadiazol-4- -+
yl)phenyl)-N-(4-
(cyclohexylmethoxy)-3-

726 fluorophenyl)thiazol-2-amine

N /3

7-(2-(4-(cyclohexylmethoxy)-3- | +*
fluorophenylamino)thiazol-4-yl)-
: 2H-benzo[b][1,4]thiazin-3(4H)-
727

[ o one
A X
HN N N .
5-(2-(4-(cyclohexylmethoxy)-3- | ++*
fluorophenylamino)thiazol-4-
yDpyridine-3-carbonitrile
728
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yl)thi ophene-2-carbonitrile

ethyl 6-(2-(3-(trifluoromethyl)-4- +++
(oct yl oxy) phenyl ani no) t hi azol -

4-yl ) pyridi ne-2-car boxyl at e

ethyl 2-(2-(3-(trifluoromethyl)-4- +++
(octyl oxy) phenyl ami no) t hi azol -

4-yl )t hi azol e- 4-car boxyl at e

729 s s ~ ~ 1-0 N-N
T730 0 F NNNHF
731 0 F S\ O NHF

<p i 1 { 199 TABLE IV Cpd Structure Nane Activity

HF

F O

F o

ethyl 2-(2-(3-(trifluorTERI)-4. +++

Cpd {oct yl oxy) pBtewpfdrani noyt hiazgl - Name _ Aﬁivity
#-yT )yt hi azol e- 5- carboxyl at e 3%344-(cyclohexylmethoxy)-3- '
/ fluorophenylamino)thiazol-4-
yDthiophene-2-carbonitrile
729 S / S 0O
= NA /C(
N F -
ethyl 6-(2-(3~(trifluoromethyl)-4- | +*+
(octyloxy)phenylamino)thiazol-
4-yl)pyridine-2-carboxylate
730 5 o)
J N\ F
N
=N
H £ F
0
<)
ethyl 2-(2-(3-(trifluoromethyl)-4- | +++
(octyloxy)phenylamino)thiazol-
4-yDthiazole-4-carboxylate
731 o
S / S
F
§£ >/<N\)\
N N
o H
F
<O
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OO0 /N NI HF F5-(2-(3-(trifluoronmethyl)-4- +++ F
F 0 .(octyl oxy) phenyl am no)thiazol / °

4-yl)pyridin-2-ol 733 N~-N HO D-CH

- N-(3-(trifluoronethyl)-4- +++ (octyl oxy)phenyl)-4- (6-
s met hoxypyridin-3-yl)thiazol-2- >-NH amne 734 - N N
O F S\ 5-(2-(4-(cyclopentyl oxy)-3- ++ /[>-NH
(trifluoromethyl)phenylam no)thi N azol -4-yl)

NN-di net hyl pyridin | 2-amine 735 7, r" F F -

2- phenyl - N- (4- (pyri di n- BABLE#V

Cpdy| )t hi azol - Biry¢twsenz ol d] axaziol - 5-ani Mamg3g QN NAQHyty

00 TABLE |V Cpd Sthucture Netw! Aﬁ%ﬁ(ir(tti?uor epetyl)d- By
i hydr obenzo[ b] [ 1, 4]Wdi oxi n- 6 (@ctyloxy)phenylamino)thiazol-

1)=4-(pyridin-3-yl)tRi azol - A-yliBirzae-5-capprdate >- - NH

1% o}
S 7 $
/\O)KEN\”/@ZF

L O N

732

R - 5-2-(3~(trifluoromethyl)-4- | +++
F? o (octyloxy)phenylamino)thiazol-

o , 4-yl)pyridin-2-ol
733 S
J = / /)\ .
HO™ Yy J NoOH

734

N-(3-(trifluoromethyl)-4- ey
_ (octyloxy)phenyl)-4-(6-
° — methoxypyridin-3-yl)thiazol-2-
(j/[ /N amine

5-(2-(4-(cyclopentyloxy)-3- =+
(trifluoromethyl)phenylamino)thi
azol-4-yl)-N,N-dimethylpyridin-
2-amine

135

2-phenyl-N-(4-(pyridin-3- L
ylDthiazol-2-yl)benzo[d]oxazol-
S-amine

736
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N N A 3-(4-chlorophenyl)-N(4- +
(pyridin-3-yl)thiazol-2-yl)-1H N pyrazol -5-am ne

738 s | -NH N///

N Br 5-bromo N (4-(pyridin-3-
yl)thiazol -2-yl)pyridin-2-am ne

S~N739 \ NH N

"O N (benzo[d][1, 3]dioxol -6-yl)-4- +

(pyridin-3-yl)thiazol - 2-am ne

TABLE |V Cpd Structure Name Activity

N- (3- (cycl opent yl oxy) - 4-

++

HN
+

N /

/ o 740 /NH N N 201

nmet hoxyphenyl ) -4- (pyri diTABBEY O vyl )t hi azol - 2- am ne

Cpd74]1 S f [/ >- Niructyrey Name Activity
o N-(2,3- +
) dihydrobenzo[b][1,4]dioxin-6-
0o y1)-4-(pyridin-3-yl)thiazol-2-
737 I S amine
/>—NH
(T
N/
Gl | 3-(4-chlorophenyl)-N-(4- +
(pyridin-3-yl)thiazol-2-yl)-1H-
N pyrazol-5-amine
HN/ =
738 S
\ ) NH
N
=
\ 7
Br S-bromo-N-(4-(pyridin-3- +
ylthiazol-2-yl)pyridin-2-amine
7\
739 R —N
[ ./>~NH
| N
N/
o} N-(benzo[d][1,3]dioxol-6-y)-4- |+
v (pyridin-3-yl)thiazol-2-amine
O
S
740 | />\NH
I N
vz
N
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Cl O N (3-chloro-4- ++

mor phol i nophenyl ) - 4- (pyridi n-3- 742 yl)thiazol -2-am ne
NN NNHJ1, 2, 3, 4-tetrahydro-2-nethyl-4- +
phenyl - N- (4- (pyridin-3- yl)thiazol -2-yl)isoquinolin-8-

amne 743 H N net hyl
yl)thiazol-2-ylamno)-5\ S

phenyl t hi ophene- 2- car boxyl at e

3-(4-(pyridin-3 +

202 TABLE 1V Cpd Structure Name Activity

NN744 N2S H OO

2-net hyl - N-(4- (pyri di n- JABHEE IV
Cpdyl )t hj azql - Stydciunenzo[ d] t hi azol N, 5-ahemee S 745 SAétivity
N),- N H_S N (4-(pyr\din-3- yNyBHrxekapentgloyy)r4- HN + | +N
3- (t hi oph 2-yl }- 1H pyy azol { Betwokypbenyd6 (fridin-3-
yDthiazol-2-amine
S
| />——NH
N
S
-
N
Cl l/\o N—(3'0h10r0-4- ++
: \) morpholinophenyl)-4-(pyridin-3-
240 J~s N yDthiazol-2-amine
[ YA
o N N
N H
= 1,2,3,4-tetrahydro-2-methyl-4- +
\ y phenyl-N-(4-(pyridin-3-
yDthiazol-2-yl)isoquinolin-8-
N amine
743 { o
S
/ 7
V
[ N)\ N
N/
: methyl 3-(4-(pyridin-3- +
yDthiazol-2-ylamino)-5-
WS _ | phenylthiophene-2-carboxylate
N= N¢K T %
744 N
H
]

202




/[--" _NH N ) , 4-methyl -N-(4-(pyridin-3- +
yl)thi azol - 2-yl )benzo[d] thi azol - 2-amine }-- 747 S S
/INH N\ 1-nethyl-3-phenyl-N(4- + "IN
(pyridin-3-yl)thiazol-2-y1)-1H N pyrazol -5-am ne 748
S1 /NH~N 203 TABLE |V Cpd Structure Nane
Activity 1- N-(3-(oxazo|-4-y|)pheny|)-4- + N
(pyrldln 3- y )t |azoI 2-amine 749 N~ NN H
1-et hyl - hyl -N- (4-(pyridin 3-yl)thiazol-2-yl)-1H
‘—mABE@N SNH NF
cpdr (4-TT uor op$tasesirg - N- ( 4 +++ Name [Activity
(pyridin-3-yl)thiazol - 2t yl') - PHmethyl-N-(4-(pyridin-3- *
benzo[d][1, 2, 3] triazol -{5- am p@)thibddi-MNyIMenzo[d]thiazol-
NF 5-amine
S
745
S
[
N
A H
.
N
N-(4-(pyridin-3-yl)thiazol-2-yl)- | *+
3-(thiophen-2-yl)-1H-pyrazol-5-
amine
746
A
L
N
4-methyl-N-(4-(pyridin-3- +
yl)thiazol-2-yl)benzo[d]thiazol-
2-amine
N
\
747 S
| />\NH
\ N
z
N
1-methyl-3-phenyl-N-(4- +
\N/N\ (pyr1d1n—3-yl).th1azol-2-yl)—lH-
pyrazol-5-amine
S
748
[ )~
\ N
P
N




N

yl ) thiazol -2-yl)pyridin-3-am ne
N-(4- (pyridin-3-yl)thiazol-2-

% N NH/ \ 6-phenoxy-N (4-(pyridin-3- ++ O

+ yl)benzo

[d]thiazol-6-amine 753 S NH N N 204 TABLE |V Cpd
Structure Nane Activity 3-phenyl-N(4-(pyridin-3-

yl)thiazol -2-yl)-1H pyrazol -5- am ne

-N N-(4-(pyridin-3-yl)thiazol-2-yl)- + NH
1H i ndazol -5-amne 755 S >-NH_NN ()3

N 752 N NN H SAN

+

754\ NH s CIXN)

6- phenyl -N-(4- (pyridin 3B$BLEM s

Cryl) thi azol - 2Strugtwrer i di n- 3- anilne 756 Name Activity
//-—O N-(3-(oxazol-4-yl)phenyl)-4- +
Nz (pyridin-3-yDthiazol-2-amine
749
/ S
= N
N H
\/ 1-ethyl-2-methyl-N-(4-(pyridin- | +
N 3-yDthiazol-2-yl)-1H-
N\/ benzo[d]imidazol-5-amine
750
[ >
: Y4
B NN
N/
F | 2-(4-fluorophenyl)-N-(4- ++t
(pyridin-3-yDthiazol-2-y1)-2H-
benzo[d]{1,2,3]triazol-5-amine
751 N
i \
~ I N
/N B
o 6-phenoxy-N-(4-(pyridin-3- ++
yl)thiazol-2-yl)pyridin-3-amine
' N==
752 S
N }\j
N\ N N-(4-(pyridin_—3-yl)thiaqu—Z- +
yl)benzo[d]thiazol-6-amine
753
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N=~ /
(pyridin-3-yl)thiazol - 2-am ne
2-
758 i
3-
yl am no) - N, N- di et hyl benzam de

(3- (4- (pyri di n-3-yl)thiazol - 2-

N ~N H N-(4-phenet hyl
(di et hyl am no) et hyl 4-(4-

oyl am no) benzoate N N
(4-(pyridin-3-yl)thiazol - 2-

phenyl)-4- +++
757 N NN H o

N H

+

s/ | N-

+ (pyridin-3-yl)thiazol - 2-

759 / \ NN( O N~ 205
TABLE |V Cpd Structure Name Activity

+ 11 1

ylam no) phenyl ) (phenyl) mpaengmny 760 N N~ HI one O s
Cp®iN- (4- (pyr | Strmet@ey| )t hi azol -|2- + 761 Name Activity

yl }-phen#N-(4-(pyridin-3- +

N yihrgRl-2-y))-H-pyrazod-5-

(1

yl
754

amlineF
N NNF

P~
N
=N, N-(4-(pyridin-3-yl)thiazol-2-yl)- | +
NH 1H-indazol-5-amine
755 S
| />-—NH
N
\ =
Y
N
N 6-phenyl-N-(4-(pyridin-3- ++
s WE / \ ylthiazol-2-yh)pyridin-3-amine
N’
A
& | N-(4-phenethylphenyl)-4- T+
s N (pyridin-3-yDthiazol-2-amine
757 7N\ / .
N)\
N= N
H
o ‘/ 2~(diethylamino)ethyl 4-(4- +
N (pyridin-3-yl)thiazol-2-
758 W‘S o™ """ | ylamino)benzoate
=N N
( 3-(4-(pyridin-3-yl)thiazol-2- +
lamino)-N,N-diethylbenzamide
. - Q\(N\/ ylamino) y
/ \ )\N
N o]
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F

N- (4- (cycl ohexyl met hoxy) 3-

++

(trifluoronethyl)phenyl)-4-(4- N

phenyl pyri m di n-5-yl)thiazol-2- 763 s ~ p amne N N
N\ I F "\H F F N~ 5-(2-(4-(cycl ohexyl net hoxy) - 3-
+++ C/ s i O (trifluoronethyl)phenylam no)thi 764 N
N1 3 F azol-4-yl)furan-2-carbonitrile HF F o
(5-(2-(4-(cycl ohexyl net hoxy)-3- +++ 765 HfsN F
(trifluoromethyl)phenylam no)thi H
azot 4=yt ybenzofuran- 2= TaBLewv © F yt)methanot— F N
Cpd\r (4-(CyCl OnStXI)ﬂtliFEt hOXy) S- b7 S U-Name Activity
( Z P(3- (/45@ fidibl3kyl)thiazol-2- +
(1 Elaﬁ'ulydy piehyiRpRdny Bmatkhn e O-
760\ Tofle S
(1 2.4- 767 N N~ Fv
4d IIUth{J“)\yPTI 1 III dl LI 5 II }I y ) (4 521%{{‘; ﬂi:,, IE‘I' +I’\%
Ni (A=Rgyclphrexy! x3- 1 JS - 1“’;"'). az0k-2-
7611 @ r@;\%) I () - § Dot e
met Ryepyri i n- N DS ol -2 N amne HF F 206 TABLE
1 \/
' VO N-(4-(cyclohexylmethoxy)-3- ++
7 s o (trifluoromethyl)phenyl)-4-(2-
762 | PN =( N 4 P /O;z deuterated-1,5-naphthyridin-6-
= NN D yl)thiazol-2-amine
N-(4-(cyclohexylmethoxy)-3- =+
(trifluoromethyl)phenyl)-4-(4-
N phenylpyrimidin-5-yl)thiazol-2-
763+ 4 /S s} \/O amine
<N— N"\N/@F
H
F_F _
NS 5-(2-(4-(cyclohexylmethoxy)-3- | +++
| 0 /S o (trifluoromethyl)phenylamino)thi
764 / N)\N /@F azol-4-yl)furan-2-carbonitrile
H F
o a \/O (5-(2-(4-(cyclohexylmethoxy)-3- | +++
765 | HOLK = I . (trifluoromethyl)phenylamino)thi
N azol-4-yl)benzofuran-2-
FoF. yDmethanol
. " \/O N-(4-(cyclohexylmethoxy)-3- e+
£ / \_ /S 0 (trifluoromethyl)phenyl)-4-(5-
766 o= NAN F (trifluoromethyl)pyridin-2-
H & F yl)thiazol-2-amine
. 0 N-(4-(cyclohexylmethoxy)-3- T+t
s o [ | | (trifluoromethyl)phenyl)-4-(2,4-
767 /°_<\N / /NAN /q( dimethoxypyrimidin-5-
H yl)thiazol-2-amine
F r
N \/O N-(4-(cyclohexylmethoxy)-3- e+
/ \__/ S 0 (trifluoromethyl)phenyl)-4-(4-
768 | \— NJ\ F methylpyridin-2-yl)thiazol-2-
H amine
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Cpd Structure Nane (Activity
O ~-~~ o (cycl ohexyl net ho
(trifluoronethyl)phenyl ami no
azol - 4-yl ) thi azol e- 4- car boxy
N-(3-(trifluoronethyl)-4-
(octyl oxy) phenyl ) -4-(1- et hy

+++

"Sethyl 2-(2-(4- . +++
Xy)-3 769 r-c N NN F
)thi F
late ~o0 F
|- 1 Hbenzo [ d] im d az
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&,N 4-yDethanone
el N-(3~(trifluoromethyl)-4- e+
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(pyridin-3-ylthiazol-2-amine

.

837

By

N-(4-(3-cyclopentylpropoxy)-3-
(triffuoromethyl)phenyl)-5-
methyl-4-(pyridin-3-yl)thiazol-2-
amine

838

\ s
/ A

H
N
H

o}
F
N
< F
O
J@ﬂ[
7 F

N-(4-(4-phenylbutoxy)-3-
(trifluoromethyl)phenyl)-5-
me’thl—4-(pyridin—3-yl)thiazo1-2-
amine

+++
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pyridin-3-yl)thiazol-2-amne 833 F N N-"NHFF
17 TABLE IV Cpd Structure Nane Activity nmss ss
-((piperidin-1-yl)nmethyl)-N-(4- + 834 N' NN
pyridin-3-yl)thiazol-2 N yl)thiazol-2-amne NH
-butyl -N-(4(pyridin-3- + _

)t hiazol -2-yl)benzo[d]thiazol- 835 S s 2-amne N NN
H o N(3-(trifluoronethyl)-4- +++ 836 | F

(octyl oxy) phenyl)-5-nethyl-4- N NHF F

= apyri din-3-yl)thiazol - 2- TABLEAV
PRU (4- (3- cycl 8HBe¥Re| nropoxy) - 3-  +++ Name Activity

(
2
4
(
6
y

(trifluoronethyl)phe N-(4-(3-phenylpropoxy)-3- s
met hyl - 4- (pyri di n- 3- |(ﬁi21uoﬂi’ﬁeﬂ@l)pl§b%%)-@- F N N

N WetiBA-44pyridin-3-yhthiazo]-2-
(1 amine
m | -2- amne 838 s O
839

5-(2-(3-(trifluoromethyl)-4- i+
(octyloxy)phenylamino)thiazol-
4-yDpyrimidin-2-ol

840
\Oﬂ/—(\/ j\ /qz\/\/\/\/ N-(3-(trifluoromethyl)-4- e+
N=N  NT Ny F
841 N (octyloxy)phenyl)-4-(6-
FF methoxypyridazin-3-yl)thiazol-
. 2-amine
D a o 4-(6-chloro-5-methylpyridin-3- | +++
sz | & %, ﬂj\N q{\/\/\/\/ yI)-N-(3-(trifluoromethyl)-4-
N X (ocjcyloxy)phenyl)thiazol-,’l'-
amine
- tert-butyl (5-(2-(3- et
(trifluoromethyl)-4-
(octyloxy)phenylamino)thiazol-
843 4-yl)pyridin-2-
><o 9 NS o yDmethylicarbamate
fntwey
H £ :
L
» HaN \__[i/\\_(\/Nj\ /@;}\/\/\/\/ 4-(6-(aminomethyl)pyridin-3- t
= N K yD-N-(3-(trifluoromethyl)-4-

(octyloxy)phenyl)thiazol-2-
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(trifluoromethyl)phenyl)-5-

/' F N\ HF F 218 TABLE IV Cpd Structure Nane
(Activity N-(4-(3-phenyl propoxy)-3- +++

met hyl - 4- (pyridi n-3-yl)thiazol-2- amine 839/ S~ 1 0
NHF S 5-(2-(3-(trifluoronmethyl)-4- +++
Z>--NH (octyl oxy) phenyl am no)thi azol F F

\ NN

4-yl) pyrim din-2-ol

N-(3-(trifluoronethyl)-4-

N NOF HONO 840
++ 841 "-N N Hk,

(octyl oxy) phenyl)-4-(6 TITABLEIWV

Ceget haxypyr i défpiuptu® vl )t hi azol [ 2-an Ne Name Activity

4-/(6-chl oro-5-net hyl pyri di n- 3tamihd 842 \N-/ N - JJ N

am ne te

\ JF ylI)-N-(3-(trifl fior onet hyl ) N&4k-b-tdtylb@6% 5 sy

xy) phenyl ) t hi azol - [ (rifubrothetiyDphetry ()3 ++

(tirifluoronethyl) methyl-4-(pyridin-3-yl)thiazol-2-
amine

O
S
Al /[ I %
N
H & F
| F N-(4-(3-(pyridin-3-yl)propoxy)- | +
i N I 3-(trifluoromethyl)phenyl)-5-
i S methyl-4-(pyridin-3-yl)thiazol-2-
amine
846
o]
S
/ N\ F
H F
\ _ CHEMDRAW COULD NOT i+
N AN Fe/ N\ NAME STRUCTURE
847 _ F N )
N=( —~
HN O
. R F N-(4-(2-phenoxyethoxy)-3- Tt
S\I/N - (trifluoromethyl)phenyl)-4-
’ o (pyridin-3-ylthiazol-2-amine
848 \_N v adhd \O
N\
/| 2-(5-(2-(3-(trifluoromethyl)-4- | +++
(octyloxy)phenylamino)thiazol-
4-yDthiophen-2-yDacetic acid
849 | g
] l 5. /s 2\, -0
0 / NJ\N S J F
H
£ OF
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(octyl oxy) phenyl am no)t hi azol - 843 4-yl)pyridin-2 Yo O

s o yl)nmethyl carbamate N N N HF F 844 Hzh ~ F
4- (6-(am nonmet hvl ) pyridin-3- +++ N NF F
yl)-N-(3-(trifluoronethyl)-4- H (octyl oxy’
henyl )t hi azol -2- 219 TABLE |V Cpd Structure Nane
Activity amne N-(4-(4-p-tolylbutoxy)-3- +++
(trifluoromethyl)phenyl)-5-

met hyl - 4- (pyridin-3-y1)thiazol-2- anine 845/ | \ OS

F N NHFF N (4-(3-(pyABIEM- 3-yT) propoxy)- + N1

Ced.[(trifluoroémuetyte) phenyl ) - 5- Name Activity
mgt hyl - 4- (pyri di n- 3-yl )t hi’azol2-&-2awi(he 846 / \ S || +++
OlF N N HF F CHENMDRAW CadlRybloBentyipropoxy)-3-

850 | Ho (trifluoromethyl)phenylamino)thi

S, /s 0 azol-4-yl)thiophen-2-yl)acetic
o Iy .NJ\N @;{ acid '
H F F
2-(5-(2~(4-(4-p-tolylbutoxy)-3- | +++
(trifluoromethyl)phenylamino)thi
azol-4-yl)thiophen-2-yl)acetic
851 r\/o acid
HO s. /s ¢ I
| / = N F
0 N N/\)?(F
S \\ | N-(4-(4-(thiophen-2-yl)butoxy)- | +++
A 3-fluorophenyl)-4-(pyridin-3-
yhthiazol-2-amine
852
o .
(3 L
— NZ
N N F
. N-(4-(3-phenylpropoxy)-3- +t
fluorophenyl)-4-(pyridin-3-
yDthiazol-2-amine
853 _ :
/ \_/ j’\ /@O '
N= NZ ' '
N F
87\ | N-(4-(4-(thiophen-2-yl)butoxy)- | ++

x 3-fluorophenyl)-5-methyl-4-
(pyridin-3-yl)thiazol-2-amine

854

N N
N-(4-(3-phenylpropoxy)-3-
fluorophenyl)-5-methyl-4-
(pyridin-3-yl)thiazol-2-amine
855 .




847 0---' s F F ~N - NAME STRUCTURE N=~ HN O F F
N- (4- (2- phenoxyet hoxy)-3- ++ H s~ N
~(trifluoromethyl)phenyl)-4 |1 eFF
(pyridin-3-yl)thiazol-2-amne 848 N
2-(5-(2-(3-(trifluoronmethyl)-4- +++

(octyl oxy) phenyl am no) t hi azol -

4-yl)thi ophen-2-yl)acetic acid 849 HOs o0 ~ 0o NN
F HFF 220 Cpd Structure TABLE IV Nane Activity

\

2-(5-(Z2-14-(3- ¥F <CycClopABUBAVPr OpoxXy)=3= -Jt=
Cpdtir 1 f | uor onetswpktughenyl am no)t N| Name Activity
az ol - 4- y1\t hi ophen- 2-y1) aeel | |[N-(8&FclRe:9Imdthoxg)-8L ~DEH
M F _2«(5d 2- 4 4-(iftwokomdii PRonyl)S--  ++1
35(5t r Nf_l or rm_t\hylen a t1hd:thyl-4-(pyr1dm E’al)thlaZOl-Z-
azol-4-yl )"{hnﬂ Yo I)acetlcamlﬁés acid 1~
F .
H.N_ _S. H Nz-(3-(triﬂuoromethyl)-4- it
N | (octyloxy)phenyl)-4-(4-
857 N fluorophenyl)thiazole-2,5-
diamine :
- F .0 |
F
H.N_ _g N*-(4-(benzyloxy)phenyl)-4-(4- | +
}}—NH fluorophenyl)thiazole-2,5-
858 '
F o
s H 2-(3~(trifluoromethyl)-4- et
HN—( T (octyloxy)phenylamino)-3--
859 N aminothiazole-4-carbonitrile
Y . O
N F
I o) [}
/ \__ /=S N-(4-(3-(furan-2-yl)propoxy)-3- | +++
860 | N= /k \/\/Q (trifluoromethyl)phenyl)-4-
(pyridin-3-yl)thiazol-2-amine
N-(4-(3-(furan-2-yl)propoxy)-3- | +++
861 / \ & J\ Q \/\/Q fluorophenyl)-4-(pyridin-3-
yl)thiazol-2-amine
N 2- (tr1ﬂuoromethy1)-\1 -methyi- H+
862 /N /Sl F\/\/\/\/ N*~(5-methyl-4-(pyridin-3-
N= N/\ﬁ _ / yD)thiazol-2-y1)-N'-
F_F : octylbenzene-1,4-diamine
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NIHN NF F s \ N (4-(4-(thiophen-2-yl)butoxy)- +++
3-fluorophenyl)-4-(pyridin-3- yl)thiazol -2-am ne 852
Sa~-~ 0O N NNF/ \ N (4-(3-phenyl propoxy)-3- +++

fl uor ophenyl)-4-(pyridin-3- yl)thiazol-2-amne 853
'ro NNNHF S\ N (4-(4-(thiophen-2-yl)butoxy)- ++
3-fl uorophenyl) -5-net hyl - 4-
(pyridin-3-yl)thiazol-2-amne 854 1 - O NNHCF I \
N-(4- (3- phenyl propoxy)-3- + fluorophenyl)-5-nethyl -4-

(pyridin-3-yl)thiazol -2-aaselv 855 SS O N VU J F NN

Cpd221 TABIF ' \BtxggtureSt r uct ure Name ACti ViNaye Activity

N-i(4- (cycl ohexyl net hoxy) ; - ¥+ CHESIIRAW-COULD NOT +
(tjrifluoronethyl)phenyl) - NAME STRUCTURE :

N
/ N\ j’\
N= N~ N F
H </ F
N-(4-(2-(phenylthio)ethoxy)-3- | +++
(trifluoromethyl)phenyl)-4-
[ (pyridin-3-yl)thiazol-2-amine
864 ()
O
S
F
[N [ . /©;4
N~ N F
N= H F

: N-(5-(2-(3~(trifluoromethyl)-4- | +++
| (octyloxy)phenylamino)thiazol-
4-yl)-1H-imidazol-2-
865 | _ yDacetamide

o Fr
\O _</N \_/ j\ \ 1-(4-fluorobenzyl)-N-(4-(2- ++
866 = NNy N methoxypyrimidin-5-yl)thiazol-
- H 2-y1)-1H-indol-6-amine
- ,
I \_/ j\ m 1-(4-fluorobenzyl)-N-(4- et
_ NP (pyridin-3-yl)thiazol-2-yl)-1H-
867 | N N N indol-6-amine
)
- ‘W \ 1-(4-fiuorobenzyl)-N-(4-(4- R
s68 NN N fluorophenyl)thiazol-2-yl)-1H-
H

\ : indol-6-amine
F .




856 N-
HF FHNs HN

~~ F met hyl - 4- (pyr
-(3-(tr

di n-3-yl ) thiazol
uor onet hyl ) - 4-

-2- N ani ne

+++ N

(octyl oxy) phenyl )-4-(4- N fluorophenyl)thiazole-2,5

857 di am ne

- (4- (benzyl oxy) phenvl) - 4- (4-

~FOFF FHNs

++

N
~-NH

fl uorophenyl)thiazole-2,5 di am ne
+++

2-(3-(trifluoromethyl)-4-
(octyl oxy) phenyl am no)-5 859 N i

858 \ FO N
H2N

inothiazal e-4-carboni t TABIEEIVN F F F

C=—<Ss 00\

CPI\HIA (3 (fur YUGWLE ) ny opoxy) -B- +++ S0BmEI T-7 N-K Activity
(tirif 1 uoromet hyl ) phenyl ) -4 N |IN-(4-(2-(3-(triflucromethyl)-4- | #++
(|cyr' di n-3-yl) thi azol - 2- am ne| (obtylamindipHehyl)thiazol-4-

NH(4-[ 3-(furan-2-yl)propoxy) - 3y1)thiztzbl-28zﬁ>)}9yndm-3 -amine
fliuorvphenyl )-4-(pyridin-3- N N H I

._yl))thiazol -2-amne 2-(trifl uagr onet hyl ) N -met hyl - +pf+

86862 \ -(5-methyl-4-(pyridin-3 N N ~N i
yl[)thiagol -2-yl}-N - HF F odtyl benzene-1. 4-di am ne

F
; H
/_@_F 1-(4-fluorobenzyl)-N-(4- +H+
870 /S N (pyridin- o—yl)thlazol-2-yl) 1H-
N%N @ indol-5-amine
H
1-(4-fluorobenzyl)-N-(4-(4- +
871 | /s ﬂuorophenvl)th1azol-2-yl) 1H-
_ < > <N/A /@) indol-5-amine
/ \ / S N—(ﬂt-s_ec-butylphenyl)-ll- ’++
572 (pyridin-3-yl)thiazol-2-amine
/ \ 4-(4-(pyridin-3-yl)thiazol-2- +
4B S ylamino)benzamide
873 | N== O
N=(
N
H
N~(3,5- ++
bis(trifluoromethyl)phenyl)-4-
(pyridin-3-yl)thiazol-2-amine
874 \ / S
/ B
N N
N-(4-fluoro-3- -+
s75 | 4 N\__¢ P (trifluoromethyl)phenyl)-4-
= N (pyridin-3-yl)thiazol-2-amine




222 TABLE IV Cpd Structure Nane | Activity CHENVDRAW

COULD NOT 1 ++

(t

(pyridin-3-yl)thiazol
N-(5-(2-(3-(trifluoronethyl)-4-

rifluoronethyl)phenyl)-4- s
- 2-am ne

+++

864 J/ E NNHEF
+++

NAME STRUCTURE 863 N N N-1kN F HF
F N (4-(2-(phenylthio)ethoxy)-3-

(octyl oxy) phenyl am no) t hi azol - 4-yl)-1H i m dazol -
865 yl)acetamde N\ / S+\ Oi HN-IHNNF -,~-p F
F 1-(4-fTuorobenzyl) - N (#aBEVFF+ 860 N NN\
Cp thoxvovri mSttﬁuctut's-yI )t hiazol| H 2- yT') - NamenNdol = 6- aﬂAréﬁvity
11/ \ / Nuor obenzyj 4=Dyfidin-33yt 1a£b|l-§~l
gzpy i di yl | a6 d)bkhzam “amine| F
87 B A I)-N—(4 (4- +868NN
fl uorophenyl )thhlazol 2- I )-1H H indol-6-amne 223
/7 \ / F | N-(2-methyl-4- +
877 . A >< (trifluoromethoxy)phenyl)-4-
N N H F* F | (pyridin-3-yl)thiazol-2-amine
0 N-(4-(4-(pyridin-3-yl)thiazol-2- |+
ylamino)phenyl)acetamide
878 S NH
[ N
P
— N N
N H
F N-(3~(trifluoromethyl)-4- +++
E F methylphenyl)-4-(pyridin-3-
Ny
£7 . yl)thiazol-2-amine
=St
=
— N N
N H
- 2N | 4(4-(pyridin-3-yDthiazol-2- | ++
fami e :_
280 / \ / j\ /©/ ylamino)benzonitrile
e~
— N N
N H
s Cl N-(4-chloro-3- o+
881 / N\ / )\ F (triﬂugromethyl)phenyl)-4—
N N (pyridin-3-yhthiazol-2-amine
H F
F
F 4-(4-(pyridin-3-yl)thiazol-2- +
F F ylamino)-2-
- 2N (trifluoromethyl)benzonitrile
/ A
|
/ \ 4 N-mesityi-4-(pyridin-3- +
883 O—(\J\ yDthiazol-2-amine
|
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IV Cpd Structure TABLE Nanme Activity

N-(4-(2-(3-(trifluoronmethyl)-4--
(octyl am no)-phenyl )t hi azol -
yl)thiazol-2-yl)pyridin-3-amine ;869; HN FFF NN
IN S g - ---mmmmmm e F
-(4-fluorobenzyl)-N(4- +++ 870 S N
(pyridin-3-yl)thiazol-2-y1)-1H 1 N N\N/

i ndol -5-amne HF 1-(4-fluorobenzyl)-N(4-(4- + 871 F
S N Truorophenvl)thi azolTABEIY- IFF N~ 1 ndol - 5-am ne N
CptH S N-(Z-secStrbutxml phenyl)-4-1 | ++ 87XNaile Activity
g thi - am ne 4-(pyhdikd3-yD)-M=f-4- (pyri dj f
6;?-& 8 S Oyl anvlphjibenzamice N={ H <)

bi s(triff | uoronet hyl ) phenyl) - 4¢
din-3-y1)thiazol-2-anined 874 / \ ENNNHEF
F 4-(pyridin-3-yl)-N-(4- e
= (trifluoromethoxy)phenyl)thiazol
o -2-amine
885 -
apsvey
—
N== N N
: / N-(4-methoxyphenyl)-4- +
S o} idin-3-yl)thiazol-2-amine
e (/‘:\>_©\ (pyridin-3-y1)
N= N N
H
N-(4-isopropylphenyl)-4- ++
/ S (pyridin-3-yl)thiazol-2-amine
887 | /7 \
NN
H
F N-(2-fluoro-5- ++
= F (trifluoromethyl)phenyl)-4-
(pyridin-3-yl)thiazol-2-amine
888 ‘ '
/ \ [ ] )\
F
/ \ / _F N-(2,3,4-trifluorophenyl)-4- +
J\ (pyridin-3~y)thiazol-2-amine
889
F
F
N-(2-fluoro-3- e+
290 (©H e, (tr1ﬂ'uc.>romethyl.)phenyl)-4'-
f (pyridin-3-yl)thiazol-2-amine
N-(4-(trifluoromethyl)phenyl)-4- | ++
dino3. NS
o1 @_& (pyridin-3-yl)thiazol-2-amine
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SF N(4-fluoro-3- ++ 875\
(trifluoronethyl)phenyl)-4 N
(pyridin-3-yl)thiazol - 2-am ne

/1 F
H

F F 224 TABLE |V Cpd

Structure Name Activity! [/ S

3-(4-(pyridin-3-yl)thiazol - 2-
HOSOF N(2-nethyl-4- + 8

+ 876 yl am no) benzam de

77 - N =\ Xx

(trifluoromethoxy)phenyl)-4 NNF F

(pyridin-3-yl)thiazol -2-am ne

H O

N (4-(4-(pyridin-3-yl)thragtsliv2- +

Cpyllam no) phenytryetoeet ani de 878 C~~ / NHNemeN H F Activity
N- N-E-fert-butylphenyl)-4- -+
e I(j):m'dim-ZQJI)ﬂ'ﬁazahi-amin6879 S

89p 3-yl)thiazol -2- ++ 88D \
Sl TR N NNHC
N-(ANThloro-3- H++ 881\ / /I (_F

(tirifluoronethyl)phényl)-4 N
(pyridin-3-yl)thiazet=2-am ne

893 S Z
agevs
%m\

N-(3-tert-butyiphenyl)-4-
(pitidin-B-yl)thiazol-2-amine

894

A
N== N)\ﬂ

N-(3,5-di-tert-butylphenyl)-4-
(pyridin-3-yl)thiazol-2-amine

+++

@\(\
895 U r\;<s °>_O
HN—QNH

tert-butyl 4-(4-(pyridin-3-
yl)thiazol-2-
ylamino)phenylcarbamate

896

O

N-(4-(4-chlorophenoxy)phenyl)-
4-(pyridin-3-yl)thiazol-2-amine

4+

897

oG

N-(4-(p-tolyloxy)phenyl)-4-
(pyridin-3-yl)thiazol-2-amine

+++
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N
N--
N
4-

' to
++

4
(tri yl

sityl-4-(pyridin-3- +
(pyridin-3-yl)-Np- +
'yl t hiazol -2-am ne ,

NN N H

S

O

-(4-(pyridin-3-v |)thiazol-2- + F F ylam no)-2 882
trifluoronethyl)benzonitrile
883 yl)thiazol -2-am ne
225 TABLE IV Cpd Structure Nane Activity
884 )N'O/ -
NHIF 4-(pyridin 3-yl)-N(4-
F-}--F (trifluoronethoxy)phenyl)thiazol

N N

-2-amine 885 (y-(& N/ H'N (4-nmethoxyphenyl)-4- + |/
O (pyridin-3-yIYthiazol -ZaBm@IWEe 886 N N N\ H
CphHi(4-i soprop\stmpbterey| ) -4- ++ B87Y Name - [Activity
(RYY1 4 _ny/3syl ) thiazol - 2- ai ne| 3-{8-M-(Mytitiif-3-yDthiazol-2- | +++
gopt| (= ugge< 5 - LiasimeIphyly Pher/d 5 64-
F gyridin-3-yli)t ne| pdatithethylyhbhyl)propan-1-one
F N-(3-(trifluoromethyl)-2- ++
F F methylphenyl)-4-(pyridin-3-
800 yDthiazol-2-amine
S
[ N
/
N= NT N
/ S N-(4-butyl-2-methylphenyl)-4- | +++
. N_\ /N AN (pyridin-3-yl)thiazo}-2-amine
H
o~ N-(?a',S-dimethoxyphenyl)-4- ++
(pyridin-3-yl)thiazol-2-amine
901 \_/ S
N= N N 0
N-(5-tert-pentyl-2- +++
phenoxyphenyl)-4-(pyridin-3-
yDthiazol-2-amine
/ S
902 / \
N— N)\
0
~o CHEMDRAW COULD NOT +++
N ' H NAME STRUCTURE
o= |
903 \ / \ S O
o 4-(4-(4-(pyridin-3-yl)thiazol-2- | +++
VA ( Y. y
004 Q’(N\)\N /©/ \O\( oH ylamino)phenoxy)benzoic acid
H
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NH F N(23,4-trifluorophenyl)-4- +
(pyridin-3-yl)thiazol-2-anine 889 NN~ NHF R <
N-(2-fluoro- 3- ++ R2 ~\ s i,
(trifluoromethyl)phenyl)-4 890 NN (CHZ2),'-Arl
(pyridin-3-yl)thiazol-2-amne 00 q FF
N-(4-(trifluoronethyl)phenyl)-4- ++
(pyridin-3-yl)thiazol-2-amine / \ S <)AF 891 NN NH

226 TABLE IV Cpd Structure Nane Activity

N (4-tert-butyl phenyl) - 4TABEEIVS

der\/u din-3- vlstmf—ﬂu#zol 2-amnel 892 / NNaMWeN H Activity
: | CHEMBRA WAO@ZD NG ani Ae
tINAMBSTRISCYURE4- | ++i+
894 S N N NJ
V4 \ N-(3,5-dimethylphenyl)-4- ++
05 | S / jL (pyridin-3-yl)thiazol-2-amine
N/
N
H
0 (E)-ethyl 3-(4-(4-(pyridin-3- +
907 / \__/ i ! AN 0 yl)th{azol-Z-
= N N ylamino)phenylacrylate
H
@_(5 N-(3-(irifluoromethyl)phenyl)-4- | +++
B i din-3-vDithinzolam:
005 | NJ\N - (pyridin-3-yD)thiazol-2-amine
H
e F
HO._ O 2-(4-(4-(pyridin-3-yl)thiazol-2- | +
ylamino)phenyl)acetic acid
909 S
[ A
~
N= NT N
H
y Q /H CHEMDRAW COULD NOT +
010 \_/ i N NAME STRUCTURE,
N=" NTN 0 o7
N N
H CHEMDRAW -COULD'NOT +
N Ne( % NAME STRUCTURE
= S\
911 NS ir "NH
L/
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/| tert-butyl 4-(4-(pyridin 3- + yl)thiazol-2- Ng o
yl am no) phenyl carbamate 895 N _ ~o HN\ / NH C

N- (4- (4-chl orophenoxy) phenyl ) - +++ R
4- (pyridin-3-yl)thiazol-2-amine / 896 N. N N
N-(4-(p-tolyloxy)phenyl)-4- +++
(pyridin-3-yl)thiazol-2-amne / 897 N N\
TABLE |V Cpd Structure Name Activity

N H 227

3-(3-(4-(pyridin-3-yl)thia

zol -2- +++ 898 N N~ \

yl'am no) phenyl) - 1- (2, 3, 4TABLE I

Ceppent anet hyl piSsmstidepr opan-

I one O F Name

Activity

N
g
N

(H
3

912

(3-(trifluorone - 2-
et hyl phenyl ) -4- (p
/" N H N (4-but
pyridin-3-yl)thiaz

N.-—-'

++

N-(4=(4-phenylbutoxy)-3-

| fuokiphzpil-L(afitines- 899

hémihlol 4-amiet 900
NNNH o/

+++

S

2-(3~(trifluoromethyl)-4-
(octyloxy)phenylamino)-4-
(pyridin-3-yl)thiazole-53-
carbonitrile

++

914

5-fluoro-N-(3-(trifluoromethyl)-
4-(octyloxy)phenyl)-4-(pyridin-
3-yl)thiazol-2~-amine

+++
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(pyridin-3-yl)thiazol-2-amne ~ 901 'J" f N NH\ o
N-(5-tert-pentyl-2- +++ phenoxyphenyl)-4-(pyridin 3-
yl)thiazol-2-amine 902/ NNN HOI o CHEVDRAW
COULD NOT +++ N H NAME STRUCTURE 903 \ \ / I Si o
4-(4-(4-(pyridin-3-yl)thiazol-2- +++
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Hep&n{sUréﬂhEdixQﬁ aifated ydiiy Bhﬁﬂ;hhl)e-HCV replicon construct has been incorporated. The
HC\(' Pe\é{icion systex% v)é.s zlescnbe& l?y Bartensgglager et. a? ?Smence 283, pp. 1F10 113 (1999)). The
replicon system is predictive of in vivo anti-HCV activity; compounds that are active in humans
uniformly evidence activity in the replicon assay.

{0142] In this assay HCV replicon containing cells are treated with different concentrations of
the test compound to ascertain the ability of the test compound to suppress replication of the HCV
replicon. As a positive control, HCV replicon-containing cells are treated with different concentrations of
interferon atpha, a known inhibitor of HCV replication. The replicon assay system includes Neomycin
Phosphotransferase (NPT) as a component of the replicon itself in order to detect the transcription of
replicon gene products in the host cell. Cells in which the HCV replicon is actively replicating have high
levels of NPT; the level of NPT is proportional to HCV replication. Cells in which the HCV replicon is
not replicating also have low levels of NPT and thus do not survive when treated with Neomycin. The
NPT level of each sample is measured using a captured ELISA.

[0143] A protocol for testing compounds for the ability to inhibit viral replication of the
Hepatitis C replicon cultured cells in which the replicon construct has been incorporated, follows.

44. HCV Replicon and Replicon Expression

[0144] The HCV genome consists of a single ORF that encodes a 3000 amino acid polyprotein.
The ORF is flanked on the 5' side by an untranslated region that serves as an internal ribosome entry site
(IRES) and at the 3' side by a highly conserved sequence necessary for viral replication (3'-NTR). The
structural proteins, necessary for viral infection, are located near the 5' end of the ORF. The non-
structural proteins, designated NS2 to NS5B comprise the remainder of the ORF.

[0145] The HCV replicon contains, 5'-3', the HCV-IRES, the neomycin phosphotransferase
(neo) gene, the IRES of encephalomyocarditis virus, which directs translation of HCV sequences NS3 to
NSS5B, and the 3-NTR. The sequence of the HCV replicon has been deposited in GenBank (Accession
no. AJ242652).

[0146] The replicon is transfected into Huh-7 cells using standard methods such as
electroporation.
4B. Cell Maintenance

[0147] The equipment and materials include, but are not limited to, Huh-7 HCV replicon-
containing cells, maintenance media (DMEM (Dulbecco's modified Eagle media) supplemented with
10% FBS, L-glutamine, non-essential amino acids, penicillin (100 units/ml), streptomycin (100

micrograms/ml), and 500 micrograms/ml of Geneticin (G418), screening media (DMEM supplemented
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sys {0619 i The Felig e ttfqé éq?gqgiionto 96-well plates at a density of 6000-7500 cells/10

microliters/ well (6-7.5 x 10° cells/10 ml/plate). The plates are then incubated at 37 oC in a 5% CO2

incubator.

{01517 Celis are examined under a microscope approximated 24 hours after seeding and prior to
adding drugs. If counting and dilution were performed correctly, cells are 60-70% confluent and nearly
all cells should attach and spread evenly in the well.
4C. Treatment of HCV-replicon containing cells with Test Compound

{0152] HCYV replicon-containing cells are rinsed with once PBS once; 2 mis of trypsin are then
added. Cells are incubated at 37°C in a 5% CO, incubator for 3-5 minutes. 10 mls of complete medium
is added to stop the reaction. Cells are blown gently, put into a 15 m! tube, and spun at 1200 rpm for four
minutes. The trypsin/medium solution is removed and 5 mls of medium (500 ml DMEM (high glucose))
from BRL catalog #12430-054; 50 mls 10% FBS, 5% Geneticin G418 (50 mg/ml, BRL catalog #10131-
035), 5 ml MEM non-essential amino acids (100x BRL #11140-050) and 5 ml pen-strep (BRL #15140-
148) is added. The cells and media are mixed carefully

[0153] Cells are plated with screening medium (500 ml DMEM (BRL #21063-029), 50 ml FBS
(BRL #10082-147) and 5 mi MEM non-essential amino acid (BRL #11140-050) at 6000-7500 cells/100
ul/well of 96 well plate (6-7.5x105 cells/10 ml/plate). Plates are placed into 37°C 5% CO, incubator

overnight.
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the E% ?’E%?ﬁgﬂ e 200 of 7 hﬁ“s'ﬁ%ﬁclf ‘hé"r:%\te&?éd thy peses)tangeia 2 paper
towelfa renRESnYy femaining PRA) Gelly ameﬁmﬂl it 5ig withrl 0Bt/ weh ofdie-thole@ CLE C)
met!h&f%n sdetthi ﬁrl) aa ohdQMaees %?ﬁ%%ﬁﬁ\@%@tﬁ ogeB, and the

@W e .sequence o0 ("Cor has been
d epd5i%d dde ﬁ’ﬁn%’c%WB%mR Pqursd diemdheciiptes nn.d ther) ResABSR to 4ilddA Gmpletely
(apPrbametelp bietoty). Hlehﬁpaﬂ}afce Sﬂtﬁéjdriem L 1dyeiNs ol b tHédeHery of the cells

| ect ropQra
mtﬁ"t‘?’ﬁ‘?‘gﬂgﬁg@{m‘ﬁ‘ﬁ CE e% SREREY Rells #ﬁweffwegssessed using the
MTP aespydpecrivesi feloar e not I|n1ted to, Huh-7 HCV replicon-

co n[t)ﬁﬂﬂ] |'I‘H9w§lﬁla}e%locf@a lv&nth Q Spblmg %1&%%{#% g&g in PBS) for

30ITDdIerd Eag emlaé errente
PIgE A é"r?i“ﬁ%“PeﬁB’FF d8g PﬂlqnaFOh&WP isgeraryediand 19 jofiabiitianti-NPTII

dilugeQ€10@Min bBéldiﬂg)soluﬁdnﬁﬂdﬁéﬂﬁb’ dciwélll Ofe pla?e%@tg&ﬁﬁ@%md)% 6@ H‘ﬁinutes at
SCreeni ng

net |
roo(?%%gaa& e; ftgr r%%crlilpgtlan zvi 355 Yﬁﬁefdw(tﬁgggwgﬂg%ﬁ (bQSa/ﬁT \ﬁeén-20 solutlon
1004b 1é1§g)@9]@11u@|d Egnepinm (Bidcdsjpgape goa aﬂanwbxt@xm&kmg bﬁt&é {¥lagded to each
welPdad &ﬁﬂa%@ﬁt@%ﬂeﬁ}fne{rﬁgg for 5064 jﬁlrllc n'%g'}l%tgs’ are Yasl\{\% %z}nb%??&)r#] of

cul ture pl ates | at bottom,

enhgiemegt SpRMieR (e Gimer #400H0%0) is pdsiad teiepaharell oRach Blsilem shaken (approx. 30
rpmg mratpﬂand shakfeﬂ ﬂéﬁhﬁeemmﬂﬁﬁ(}e Mt is GBldfeRe BForBENGIA) 2 blg&%'ia@q&): EU

signlf it BB 9&.%%“‘”3‘“@“3?@%%?1%‘%%#? Epags gﬁon‘[jgrliza] HoV

7“?%®W$con contai ning cells support high levels of vira

RNAEOI'SGE |C'oﬁﬁH’1ancfsQiQ§chl§‘e@§d @ﬁ‘T&ﬁ@@ﬁé@vﬂOﬂ%&s’ ﬁlxamglle 3 ﬁmbeem

restS q@ ? er-conf | uency causes decreased
epf realh"a“"r*r?éﬁﬂbfﬂﬁfr-“émlb@é dsgribegincthis erempleysnd fynusiip imbibitn

replicatipnphitas HCV feplittd with @5 EOG @alefof REGhA116 kpesas/ M of
(418. Cenerally, cells should be passed tw ce a week
at 1: 4-6 dilution. Cell maintenance is conducted as
follows: [0149] HCV replicon-containing cells are
exam ned under a mcroscope to ensure that cells
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‘growng well. Cells are rinsed once with PBS and '2 ni
trypsin is added. The cell/ trypsin mxture is

i ncubated at 37 Cin a C® incubator for 3-5 mnutes.
After incubation 10 mM of conplete nedia is added to
stop the trypsinization reaction. Cells are bl own
gently, put into a 15 m tube, and spun at 1200 rpm
for 4 mnutes. The trypsin! nediumsolution is
renoved. Medium (5 nl) is added and the cells are

EXAMEES- 6¥rogpxirryAssilie cel |'s are counted. [0150] The

cel & ; nto.96-well plates at a densit
o 50D ﬁé%%'%?gﬁﬁié’ei%ﬁfg PG TRIGHOR 1kt P cpERomdeRv Iy Ofinst th
celf § e PogERsyific tpieitprsayese wedto GitGitae BshRat RS oRkicity.
Ex@iplecsd. Catlular Br¥ehe@umin B PRE Qhorod J1 511 CelI's are

exag der a croscope approxi mated 24 hours
aft @?‘“’Z gceeg'?%ré’r%r‘?oar‘lgﬁﬁ"b?eaf‘semeaa @foMige ehewgsker dffeyrooxitityi Mge protein
evelheptainer fremh eiuiacaltmmiensfagy 1B k16 BE 688 hpYovidS Ehd alﬁgtfotn refgrence for

& ' t] .al | Il h
anti®fal Z@l%t}cﬁ@gdlﬂé%t& ﬂ% ppﬁegn %l\glfn'lm? asgeR. %ﬁrg[ait%ﬂlggpptaining celis are treated

nd spread _evenly int
:r %lﬁgﬁis) P"’é‘g Slﬁ‘&rsrﬁ CrsFraions pideliashitisn; wicttipotiebthat GUARAKG Be cytotoxic at
igh @h&aratibiEV Theglls L6 AR dAjl s are rinsed wtHh _
antiB85 61 DBSANGE: E,Su%s af LY g'lga h %%Ae%%) KR ate'gﬂ‘ﬂ‘gé‘?at agirglymin

Aﬁaré ] ncubaf’e At 373 iﬂ)farﬁ%"@(. ﬁleplﬁfgiﬁb@maskfeduﬁtixaeﬁnith 1X PBS.

LRSS bk B bind 8 50 B

in il blaté-Sh i 2 Y _

2 sehdd Q%ﬁbac,l}d spun_ at 1058%6 rlsprﬁn:‘lggtfg?dd‘ﬁ‘f‘g PhoFRbefassdabelythanti-mouse IgG as
trypsi AP edi um sol ution is removed and 5 nis of nedi um

ExWE@@B-WTSlﬂWofh’j}t@hxi(gjyucose)) from BRL cat al og
#124:30r . m s, 10% FBS, 5% Geneticin (418 (50

> lm:]/%m pj %gfwacb gi%'aTagﬁlsﬁgﬁT?i@‘“%@)QELéTﬁ?ﬁRIQEMQUEOUS ONE Solution Cell

TolfgAios dsenFranesavatieondtel), deoloh e Bty # 144 2:,05 % rﬁpﬂer%fv-ame
cellmmmﬁﬂmﬁbiﬁﬁoé%gﬁﬁ;?eh4 0_2%4@% s added. The cells and
maniBYl 8. are mxed care urly 1 E%Ie@@’?tll%ad‘éﬁdéo S veheqgirdibe to
SCY EENT N HIGiRAR e 0Tured BVEN £BRRd #2068 182 DringiBe iMlubation
periq@iSing CBRLov1 5O BA'S Tchdont BRAGorSialth J}@g{ -essentjal am no

49025 dShril BRL 31%%‘;49)- o%o%11 at. 6000- 750( T Eorset 49@%1’48 the
of 96 well  platerPBoip! 8ibe@smpsspf lyjnggelisi pluat.e) . Pl at es
ar O197] ot digpol qompariga oEHHE e IGHR AlHEHURAKIDE moBYE R d%%m@?l

cytotbiicityAtes BY obidilRd dhicHREC Wi g, orni ng, drugs (te

or H%l%%gr)lﬁjngds or A’é‘nt erfer 9{1119%1::6% aée)%gvéfgglf’%e?t&?@&nt{agofgef g Fmpound

Ot Vo APHER LEPSHIOE RS & lasistfr dBvEOh it & deShEPRNGIRIHONITS
reaganhje addpdvatordings enturatuk@DinsNRER R LM wSCLEENNT. ..,

OD 456 REr %e|°¥uuﬁ3951 6 cuontg%nt rn ations of Véezlgaﬁgingusbta tgéto%%gﬁpr?dgad at
rangi ng from 70 dHantfisiion fs thenpertagmesias deseribodrdions.  ar e
applied. 100 | of the test conpound dilution is placed
in wells of the 96 well plate containing the HCV
replicon cells. Media without drug is added to sone
wel l's as a negative controls. DMSO is known to affect
cell growth. Therefore, if drugs diluted in DVSO are
used, all wells, including negative control (nedia
only) and positive control (interferon al pha) wells,
nmust contain the sane concentration of DMSO, for
singl e dose screening. The plates are incubated at 37C
in a humdified 5% CO2 environnment for three days.
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[0155] On day four, the NTPIl assay is quantitated.
The mediumis poured fromthe plates and the plates
are washed once in 200 1 of PBS. The PBS is then
decanted and the plates tapped in a paper . towel to
renmove any renmaining PBS. Cells are fixed in'situ with
100 1/well of pre-cooled (-20C) nethanol: acetone
(1:1) and the plates are placed at -20C for 30
m nutes. [0156] The fixing solution is poured fromthe
cLihgf es and the plates allowed to air-dry conpletely
(approxi mately one hour). The appearance of the dried
cell layer is recorded and the density of the cells
Whatris ddiveedioxi ¢ wel |s is scored with the naked eye.
Alternatively cell viability may be assessed using the

o o kg MBS AR kg AR o st Bobfseio oo
in nrgddhereqt, PRgYising pdmiggerine i theeptient 2 howprutiatipefeative rmpountéfe compound

of thH foxgdgiang sol ution is renoved and 100 | of rabbit
anti-NPTIIl diluted %Ejooo in blocking solution is

added to each wel|. e plates are then incubated

45- 60 minutes at gl @c éture After incubation,

wel I's are washed SIQE&I RS.0. 05% Tween- 20

solution. 100 1 of , 5 opi um

(EU) - conj ugat ed goat anti in blocking buffer is

added to each well and i nCubateg at roomtenperature

] I are washed again and 100

or p g dhicht BB E B of FV%{*‘?%‘@ erkin El mer #4001- 0010)
wherdnigdded to each mell. Each plate i s shaken (approx.
An%Qmm%ﬂm%rin a pl ate shaker for three mnutes. 95 gl is
AIt awfﬁerr n1each well to a_black plate; the EU

1§ BFaYS 1 i PafBEmPsiedmpryelic hitsroasy 2YqUBTER | qitl@-membered

r emkmhu(hﬁk-}omrgc@)) whEeat ArRe subktitfed |ithB8H RGonpounds

Rlsqgo\?gﬁ egr%re sts{n{i]gnas m#pgﬁe&@a%% aOfny%Sge&nhyggogg;‘arpmno cyano, nitro, C,-
- esserbildhiGalkesy. feSeteloglsd, 4od Ct-Rihslodiempl e, and found to

R, ib Bﬂélobhﬂo subfs@iMnksGRlehPBend cHot fblrYa) raﬁtp(lb con with an EC50
@ 3 ue, of Iess than 10 nlcronolar 242 EXAMPE 5.

BT B Y T &9 D91 SOLHTS Cplifa frie-haipatiyls ane CetEdplealisesy, and
(b) EAC ik elfptli G ahy aliemil Gat,i DitynylSC,dlAlkkidyc QPDMIaLEsBC -0, hiXoxy, mono-

?gx.E§&*£Qﬁ§“£ga&$ﬁ9%¥§§n¥ Qgper t han nonspecific

S are use Juantitate conpound
whegs Y t5tbend e ¥ iy CrC@@@ﬂrﬁl @C patkenyledr CurCanlkypylotaeh optiadatiyimving 1 or 2
as S)ﬁygeﬁ &rnltﬁ)é&p&&ﬁ@ viihtnhd a@n%'ﬁ Qﬂceng;ﬁ bd al}ﬂyﬂ}ﬁ Y Lﬁl n al bum n

7 %sure nts provi de one marker  of yrotoxicity. The
is By gpogsp - Cra et &bﬁ%@ﬂkﬂflﬂo‘me@émlqalkalr pha%ulmhthywéwb (o
rra)cmkkaﬂk)b)@o-as,akbﬁy,cnrpr 10 Ginthhbéred HatereRtyl Zoﬂfainﬁlé e, %P Eﬁ@é%oatoms

Bt e B o BP0 St
t r é’a’F @ or fgre S!quﬁté@tSdGVBenwntlhcmmﬁement concentrations
of 1BIBEdn OBk afhinoReyaRITRAH R0, L, arky? KRAWR, 1‘ %I-Q%alo:illl}(lyl Z5d C-
39 #%lk at” hi gh concentrati ons. ‘The cel1's af &
498 @8I | |ysate used to bind plate-bound goat

any al’llhtﬁ Ra\hlbﬂma’tovmtlj/ Bxﬁldgltoaﬂjad‘eﬁtaﬁﬂ)&ﬂ‘fﬂh%rnﬁy Y& RinkPB f&,‘mtaﬁ) a:gt%atic or
C) P%%%ly%atg %éé l?a?rlv\% ic gg Sé/sgem g’athlé N ST = hedc&mgh iR g5or é ring

nn&@@mﬁﬁW®clonal antl-hunan serum al bumin is applled
to bind the albumin on the plate. The conplex is then
det ect ed usi ng phosphat ase-| abel ed anti-nouse 1gG as

244



a second antibody. Exanple 5B. MISAssay for
Cytotoxicity [0161 ] Cell viability may al so be
determi ned by CELLTI TER 96 AQUEQUS ONE Sol ution Cel
Proliferation Assay (Pronega, Madison W), a
colorinetric assay for determ ning the nunber of
viable cells. In this nethod, before fixing the
cells, 10-20 .tl MIS reagent is added to each well
according to nenufacturer's instructions, plates are

R, ik REdiRAL&SbRLcENf,, aét@)(ﬁ@ﬂd-cﬁi)c@ 14@@@3@11 cPh'an@ gt he
I ncubat i on eriod |ivi MLS reagent

R if QB0 SERHOMR- s SR e oF G0 MR S5O M- CFie TH-CO)
the, mm-nbwdwmg ecmsodlb,r-eﬁt G(OPRQ O CLT) Ry @hchtop whibi€is

nbe 1 t
comparrena by of e Fart ol bl et Bl g oo
R, igl €i-GaliyInplegyl, awtcoﬁ-mmnbrredyetﬂagrylbélemb fuaedted > ah mghﬂewd/sycloalkyl or

Cel ﬂet%ro@}[cﬁ)aﬁ&lerﬁkegr Mxé}bhéjﬁ ftg Fd- ﬁ%be%ﬁ%ﬁ%ﬁte&cg s wglfch is substltuted
test conmpound “or_Hel'i oxant hi peri od.

Pr i ¥ %% opepE mgr efSB}i’St‘?i"e‘l“éE Peﬁﬂen&' %Fﬁnz@md‘é)s@?’ ?IB%E{) above,

© hd‘l@eﬂ\/ﬁ)aromylemﬁyand amiacldi, TEUdHi-0@)0H, ST)NAACL-0heibalsyl, and C;-
Séﬁﬁﬁ on to each well and incubate at 37 C and read -
'nm The cellular al bumquantitation is then
@ ﬁeﬁfalkvln‘édcﬂléwde@cﬁaﬂs@dl aloery and DL CalkalanBo, nmgtang &i-(Ci-

cl aamﬁﬁ)chﬁexaﬂmde#}n&rﬁt hefic Oé4a1k§1ﬁa?dn5}91d9fc QERMERE, iR ofwhich is
viral 1nfection, rlslngl dm ni stering toapatlent

i n FeWEred pdth Ao °neé’EﬁFEfF § Wbsifrenitinfsnrenbyi "h‘t‘je“( fpr g, halogen,
pat hyafdkyl foxb eeindpamifd, m&b |-Q(CBNH;€€(I(O)(H—I a$l'ODNH2, ©fC,alkoxy, mono- and di-

€0 neo%;ral%l?n%flo tnn)go faﬁ 1 ?){a 1d% r§o 0= %' Méé cEE\I%l%yrl)sulfo’?!annde

ceu accep
hyd@@baéwteﬁe‘r%&zhalmlr @}dﬂrcvhﬂéotﬂkq’xg f 1 uor enyI or Art is

() m@%loﬂWtCMyl (ReRicy &faﬂc@l)m%ﬁ heﬁﬁm-@(ﬂyl Gach of which is

het eroary rou er ed iC
het %’P%‘&F%?IWI PEU S‘a“%ﬁﬂé’u?’%rf”ﬁl AFt °¥a§° %t?‘?%t%a)%‘% ﬁ&ﬁOH
and-SR)NHR d,-€, il calkylpme CoC,habatioxgubst i t uent s

R, andq§ R& I?a%?x?t% %&he&%ﬂﬁ%ﬁ .{rﬁo?l 'Bopl%})iot%zetﬂ ai(bé/ rgr[g%(xlluch tﬁ@ 2 attached to form

Cl COHG ceré?P‘b’ylllc ringnhich is @thaélp W&?aﬁm&byﬂnsmatﬁé one or two
R6%%?§&kgq§m3§hnang@pﬁgntIy chosen fron1(a) and (b) (a)

al ogen, drox , cyano, nitro, -
Rs @9 b }é?ﬁﬁ}- 8%11’58}4 h%gpﬁ& Enms@fpgaéxp o‘éﬁ‘?( cg&: al]g’ﬁocl'(:zalkoxy Ke Cgklaloalkyl Ci-

Cjhaloalkoxy or phenyl; or R, is taken together with R, to form a ring;

R, is heterocycloalkyl, phenyl, or 5- or 6-membered heteroaryl, each of which is substituted with
0 or one or more substituents independently chosen from halogen, hydroxyl, amino,
cyano, C;-C, alkyl, and C;-C, alkoxy;

R, is C;-Cs alkyl, wherein the alkyl is optionally substituted with a halogen, hydroxyl,
-C(O)OH, phenyl, or 4-(NH,S(0),)-phenyl;

Rgis C1-Cealkyl, phenyl, or 5- to 6- membered heteroaryl;

ris 0, 1, or 2;

qisOorl;

tis O or 1; and q and t are not both 1;

Wherein at least one of the following conditions are met:

(i) Rq is not hydrogen; or
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(b) Ci1-C10 al kyl, C2-CiD al kenyl, C2-C10 al kynyl,

C2- d oal kanoyl, C2-ClO0al kyl ester, Cl1-C o al koxy, nono-

or di-Cl-ClOal kyl carboxani de, or a group -YZ, where Y

is bond, or Y is Cl-ClO0al kyl, a C2Cl0al kenyl, or

C2- ClOalkynyI each optlonally having 1-or 2  oxygen
“or nitrogen atonms within the alkyl, alkenyl, or -

al kynyl chain; and Z is hydrogen, C3-C70yc|oalky|,

C3- CVCycIoaIkenyI het erocycl oal kyl , phenyl, naphthyl,

(i) %Q%%xle’r L Cf(ﬁi]'her %Zn? }ﬁﬁ{)ﬁg@l Mdbghqgeﬂlﬁ? Lﬁ%ﬁ%&ut&raﬂéﬁy ta?mno -C(O)NH,,

et eroar cont al ni n%lﬁ’
het¥PyMHap Hesubsiiipted plsapdd ninsypstitped ieftery 1R O)NH hgtetosyl); or

@Qp@ﬁﬁﬁhnmﬁ@@hm@QhDQMh&¥ t han hydrogen, is substituted
gﬁ r_one nﬁ jbstltuents |pde endent | 4 alkv]
() h‘é%’gh“f’? %‘fﬁiry na S8&‘ée VIR GFRRPF ECHHHITD At AMOs YL vRstiygted alky,
ox epsubtitu@d alkioyl amii ~-Q@ORTH0B(Q),NELs @ztkbaﬂtmed dtisahqyl, anchb<@iuted
2 X R1 which are coval ently bound
toqgg%g%gﬁtyggﬁg§wﬁh may be joined to form an
aromatic or partially saturated carbocyclic ring
syt em iigMhdtighd bf Olkim2 whergigS, each ring having 5 or 6

o oy R e < e Byt g AL bor R 16

- CH2RS, - NH S(0) 2RE, - CH2- NH S(0) 2Ra, - S(0) 2Ra,
C(:0) - N NH-C(O - Ra, - NH C(O)- Rb,
cﬁooghaﬁﬁe-tmgf ’“ggk”%@ ~C(O)-Ra, or-c(O-Rb,

tand g amp 6F°WWﬁ€H“F§ and hstituted with O or one or rore

Ar, SUPIEhY] hepRthE, 4 ﬂdap@md:emddym@hqamhém@ml (e€oup, drk) 9- @N-membered

to 6-nenbered
hetbéc'y%grhg%m% f%‘ou&lw rlﬁ"lsne : ’F J%rh%'gg of" ﬂ'@{ B Rser ed
R is@yar lonpedr npte soipstitugngst iedepangaritp eiokepl fropi hal}ygeno]ryda).xjj; amyigd, £xen@-nitro, G-
{ 0 dailn TEROMRM dIelialoaRivna cRaGHloAkoyini CN 1 S

substitute or one or nore substituents
Ry ip ﬂt&@b‘%‘ﬁd’éﬁ?@?“sd%%%#nﬁ}‘ gRfep&ym @a@d Gand (e): (c)
(a) haddgarg emoxp\lydﬁlﬁogwano Qit0, -coy)mm:&ozmn @V, halValkh10and -CECHalNERoxy, and

(b) %2% %logyg.l CI:(-O )a/ ?23{1}"&'207- 1 C2|']aé a@no& g} gﬁ%lester C;-Cyo alkoxy, mono-

C2<€Aa%%éﬁ¥WRMh@m@ﬁeandgdwrﬁﬂaCBaIkylanlno nono- and
whe‘i‘é Y (s%nd gA@lle;( b oﬁ:lfi‘srl Q%@@Mﬁﬁyl &Qn@ oali?}rnvl each opnonally h?vmg lor2

f'onam e each
V\/m Qi‘hgefl &r m‘i&‘{ﬁﬁ%%t‘i"?ﬁh‘l@al the alfyl G“‘Eﬂyl eh%‘waﬁﬂ éh%
z 1s&1l;lh)6geln,t cr.genetysloﬂ@d@@@aailk@ylpmmcfan@m&m naphllyQ Gdanyl, (C;-

d%g)ﬁﬁ@lkvlg %@?{&%{ 3 no? ’3— to rmrrrl]e(x)riberecli ﬁ teadagyl Oﬁé“gﬁ %19%'8 eroatoms

o riadependently] Phoéﬂﬁﬁi?@@hﬂ(Wd)Se whepeix centh @éqthqmﬁmhydmven, is substituted with
di (hofkldtm sh&%én%qmgﬁenﬂ GrbShaloky | eSt er

Cl- Cohal oal kyl . and al oal koxy
Cshabg%lmd@é}dkwl}wamamwm Ci-Caalkyl, Cy- 4a1koxy, C;-Cshaloalkyl, and C;-
(habemmmyﬁﬂoalkvl)Cb C4al kyl , (phenyl) Co- C4al kyl, each

of which is substituted with oxo, hal ogen, hydroxyl,

0Xx0, cyano, amno, nitro, -C(ONH2, -C(O OH,

- S(%0) NHThe @ith@xif glaiyad. kpereindyisl 0 gibsti@2htal oal koxy; R2 and

R4 are taken together with the carbon atons of the

thiazole ring to which they are attached to form a

C5-C7 carbocyclic ring, which is aromatic or partially

unsat ur at ed;
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R3 is hydrogen, Cl-C4alkyl, or -C(O-Rd; R4 is |
hydr ogen, hal ogen, hydroxyl, am no, cyano, nitro,

Cl- C2al kyl, C1-C2al koxy, Ci1-C2hal oal kyl, C1-
C2hal oal koxy or phenyl; or R4 is taken together with
R2 to forma ring; R 1is heterocycloal kyl, phenyl, or
5- or 6-nenbered heteroaryl, each of which is
substituted with O or one or nore substituents

i ndependent |y chosen from hal ogen, hydroxyl, am no,

Cy@o Gl;;le Q@th(ﬁlo¥waun @%Fr@}l aﬁg'astao.lngoxy’ Rb I s C1-C6

wherein the I's optionally substituted
Ry ’ﬁ\Ft 10 é‘kﬂa‘%‘@eﬁ%kenﬂﬂr%x'ﬁmy‘ Ce @karyl, hnalkylestsr, Ci-Cyo alkoxy, mono-
4- (dﬂﬂﬂﬁé@x}aﬂéﬂcﬁb@@rﬂde, oR@ngbﬁp-Gdz Ceal kyl , phenyl or 5-
B IR h A SR M k2Dt St O o
| eamsyeen neniwdgert fiemsfvathinobs aliy], albergt, b alitysylalign; et © (i) R4
Zis! hﬁdxﬂ%a@@!;)@ﬂﬁ?yl, CQrC—,tg'é'l%alﬁéngl) l'éeFe oc%'c(leﬁﬁ(% %bg 1, ntaﬂl}tlé'é%dgney{ (Cs-

en unsubsti t
al KOOGS 02K 3 R-4p 6-membres esgraary] epmginknetls 2 i csd heterostoms

aI kindepanldentiy Elﬁ)bgﬂiifomwtﬁgndfg Kidrépsdail (b) other than hydrogen, is SubStltlllted with

0) hete is other than ary
or (ﬁ‘%t )ér oélng0 Vi subs %%ebﬁge’ﬁﬂé“hé?f%lﬁmﬁr het eroar yl ,

su H@iogtnuhsécbxw Etxltmoatyahcea&b @@t eCrgfTaaikyfd cz;tdmaekox;r,r(amzhaloalkyl, and Cp-
hal(gggggkoypsubst ituted al kyl, unsubstituted al koxy,

am no, -C(O NH2, -S(O 2NH2, unsubst ituted al kanoyl,
unsubstituted al kyl ester, or -S(O) 2NH(heteroaryl). 2.

Thes. net hlhdm&ﬁod@faiaﬁﬂimer%ﬁi n Ar, is phenyl or pyridyl,

sn RS LR U A0 PO o BB A o
Parppsitienss@ar 1, and Arl is phenyl, naphthyl, a 5- or
at 1&3{8%%? =N dTPﬂl%@BC‘,% dﬂﬁ%l%?é‘;{ X glr pu E;o kano eﬁe - lﬂrl?rlesltesr, Cs-Cyo

nbered = hicyclic eroary
if’%‘@?"t oBRt ohtityCrralkHeprtpopamige, pi group rY ne or nore

wheSUb Sttotid) 6y § O,0H&Re) mﬂkilh{enﬁr@@?-ﬂmilﬁﬁm Qi@lll Sdi®hhlly having 1 or 2

- 0¥ oo SR 1 Rt Te It i ony, ru

Ziy hs'drem Q)rcvmmalbdbkfst%mleﬂk@vh IntbepEieltpl phend hagieiy, findatyl, (Cs-
(a) C7 g)aﬁcg Co-g%)ﬂkml ge{a’G ME@&% ga%mog%wlr‘g)ia?g or 4%eterbatoms

- 000 C2hal oal kyl,
and® eemdeft%i ches SRRy (O, andh. fe)euafrarée@g,qther then Dppee, kylmtuted with
C2-0Gik0ad dcmm;ehbsmeamsca&aénkwﬁafo%fm@l Clo al koxy, mDnO-

or .dj -Cl-C10 carboxam de, Y.
s lseey gl diecRp BRI 2 Bl - Cpono and -
C2-Ghadealkeyny | | each opt i onaIIy having 1 or 2

7. The method of Claim 6, wherein a second R, is halogen, trifluoromethyt, or

trifluoromethoxy.
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oxygen or nitrogen atons within the al kyl, al kenyl, or

al kynyl chain; and Z is hydrogen, C3-Crcycloal kyl, C

C7cycl oal kenyl , heterocycl oal kyl, phenyl, naphthyl,

i ndanyl, (C3- Cr7cycl oal kyl) Co- Cloal koxy, or 5- to

6- menbered heteroaryl containing 1, 2, 3, or 4

het eroatons i ndependently chosen fromN, 0, and S,

wherei n each (b) other than hydrogen, is substituted

with O or one or nore substituents independently

chQ§en ﬁg@ﬂamﬁ%kggﬁpﬁ“mMgﬁoxyl am no, cyano, nitro,

g Ikox Cl C2ha|oalké and Cl-

An@n*&%a{ %Swm ged hﬁ?&a UBTISdYiF B supilensy iR citper e gueta and
pmsmmemnménts 246 5. The method of Caim4, wherein

oy L35, 02 3080 E0 LAY SEAEHR, B KBt oo

Cl-@1g- ‘Hldk@xgtgallwbﬁféoxalmderordgm@—@ oal kyl car boxani de,
whédb Y& HIh® BPY rsiﬁchmtaﬁ rec oélﬁengoé}@rc?oﬁlk%yl %ac%pt&}m? hd¥dgo1 or 2

a C2Cloal kenyl , each optlona

e cE NG E T TN T L
Z isetlyknplen, Gldcemlphliyl dra-CaWéMﬂ&dnylcﬁbﬁdrd%yclwﬂdl Bhéngl, kuyilny0 @Ay, (Cs-
C3- E&)ﬁ:}/o%llkﬁgh@ a]ikoxg3 or§790¥50| ?r?n (? Ré{erbary %(t)n e{ltgr? ICE c)’alrlﬁ)ﬁeﬂeroa‘coms

C7 clyéqpmﬁrrkly FhosyD-fom% | e!;éys,, wigreieach (b) etherairmp bydzegen, is substituted with

het 6Qas a&lmomnﬁsatumtngdeimdé’nm éhosd@frofh: het er oat ons
i ndependently chosen from N. S, wherejin eac

( b) PR PY SR nATTR PR Ritro; QXo, 'glb‘%‘f‘]rlqlu?’e%‘al%ﬁ”‘tyhcl‘ceha&alkb‘n@d Cr-
or @heleallexysid theksint B, is haejes mtfkitrethyt; bosgibréretiky.
hal ogen, hydroxyl, am no, cyano, nitro, o0xo,
Cl - C4al kyl , C - C4al koxy, Cl-C2hal oal kyl, and C1-
C2h&l oal 6%thbfc¥ﬁé6ﬁ@@W@d of laimb5, wherein Art is
Arlﬂlﬁ gﬁw Pk aaneﬁmaemmerr&gyl BRLSLAANMLd PR PsubitBRtt fWhRH the meta and
. substituent in either the neta and para
p”b&?ﬂ??bﬁ@ and at |east one RL is C4-Clo al kyl, C4-C10
oneglk Hengrbup ¥4~ Cl O al kynyl , C4-d oal kkanoyl ,
whgré\f% Rk %yﬁs &t @Jco glké% 0 9?@’ iC '1&0&1 \?%rh optionally haing 1 or 2

-C4-ClIOa car bokani
boneryeser mtr?%n EameVidhn wyﬂkylaalk@w@mdmewlmn ap¢

zlmydgg&atJ&&@éloalkﬁacstG@ﬁtohmaﬁi hé(er&@Mbn@l Jphéhl‘yl Rapht@I MEHRRY1, (Cs-

or nitro wthint

B L AR R a—
C3- Gdgyciknigckoaeyfom K.a?, ends; y\rhérélﬁ bdel (B) ofhbratuglhydrépa i shiystituted with
g”dé&ydne orgr%ﬁe subsfifdl @é‘%@é Lo kgxy 5 5- to

nber e et eroar ont ar ni ng or 4
het balegen, Aydsoxyl #roiap émemtmyoxehﬁs@ﬁlkvlr Eneaalkony, Cehbkl@lkyl, and C-
Whe Ephibal@as And 3 ot RE s hma%ﬂ tHARFRASA or IriBiuctbtRsitol}. ut ed
with O or one or nore substituents independently
chosen from hal ogen, hydroxyl, am no, cyano, nitro,
0x0]0. C1-T84 akethiyd of afjl en€éelikiondy wh&im@ﬁéhaﬂnprﬂxh&(iﬁ b conriathd©Gl the formula
C2hal oal koxy. 7. The thod of Claim®6, wherein a

second Rl is hal ogen, ty fluoronethyl or
‘% @(CHZL\
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trifluoromethoxy. 247 S. The method of Cl aim 6,
wherein Art is phenyl or a 6-nmenbered heteroaryl group
substituted with Rl substituents in either the neta
and para positions; and one RL is C4-C o al kyl,
C4-C10 al kenyl, C4-C10 al kynyl, C4-d oal kanoyl
4-d oal kyl ester, C4-d o al koxy, nono- or
di - C4- d oal kyl car boxam de, or a group -YZ, where Y is
bond, or Y is C4-C oal kyl, a CACloal kenyl, or

CA-1¢l oalfydthod of@iGHH 1@ﬁ.we£emlaha/q havifido &1, 2 oxygen
or nitrogen atons within the alkyl, alkenyl, or
al kynyl chain; and Z is hydrogen, C3- Cﬁcycloalkyl,
C3- 1€7cych@xaétkﬁmytlmnhﬂtehemycl oal kyl , phenyl, naphthyl,

cycl oal kyl ) Co- C oal koxy, or 5- to
R“'%Qy%rﬁ%ndrhsdoﬁetag(r?oaryl containing 1, 2, 3, or 4

R; hethembat Gmto 6imeekbsesh brigieary). pl@h:dsfewdftp @n} KX 6omerplppepd pycloalkyl or

Wh Q{e{%}o@ycﬁﬁﬁ(ﬁ rfol) or QtuRGELict D 31 djﬁ‘ngﬁ&% r'hsetex*o&yls (TEe tof tvh'iEle  substituted
or one or, nore subs

e q§ gnde
cho‘%‘@r?q‘f”&?rﬂrmﬁﬁls PRt iRAgReg Tyc f‘ﬁnl%m V&R rtro
(© hbm,an, Bkird24 8 bioy tyanoCimifid aitrk OLIQING, mh@H,OSﬂq)NHyC;-Cﬂpidalkyl, and C;-
thz& oal koxy; and the other Rl is hal ogen,
trl(F2 USriethyl, or trifluoronmethoxy. 9. The nethod of
(d) Ct- §4alkvl6cn-%léfp>m Fe-rplkenylsmepive pif| di-G - Celiplamippdragnecpnd di-(Cr-

het %51%5.#&%%911&@1& tik ¢, L By )shitoRarRde, Slmatcyléstég B4cH of Which is
ei t her t e

ara .positions: and
gr oUpFtieEs iR e e e foerds indeppgently °‘Eﬁ%§fwrm HgloBen,
C4C]1}ﬂaslxkawj cyan ) an(Gib; Girq aC (YN, ;C(@¥Fh Sﬁ@lNanathdkM\mqmg- and di-
: E{éhéquﬂ%ér{l%gl’&‘g% ot O R B Bt f}ﬁ@r J?gir(]éﬁ'-d%lcyl)sulfonaxnide,
C3- CFeyjioiesiat %;ﬂohalc@kﬂ@’éycpémowéwl het er ocycl oal kyl ,
(e) ?@%Fcloaﬂ@@b}-@ﬂlﬁql l(ﬂatéaﬁyéloalkfnﬁi Caalkyl, (phenyl)Co-Csalkyl, each of which is
cyc oal kxl Co al k XY, 5- to 6-nenbered _C(0\OH
het &P A BGR g0t Cvgop APEP. OB By (ONH: -COIOH,
indaofefmﬁmmjhambmﬂeamdﬁr-ﬁmlbmkdiv and S, wherein each
(b) other than hydrogen, is substituted with 0 or one
or nore substituents independently chosen from
hal dyen, Theyrethesk 9 Claimd? whereityano, nitro, oxo,
%h% l)Ik;erdyl GherlCFatnic@ Xy subsahndddNal 00s 1oy b sutfitderislindependently chosen
hal oal kqgx nd the other Rl is hal ogen,
tri FPREPHEL ﬁ}?‘l “or trifluoronmethoxy. 10. The net hod of
any one of . Claim1, wherein the conpound is a compound

of tlbe f'%e%lth%do%airﬁ 15%,},5@111'\'0 N (CHz)r’ N Art Ot q
R, is piperidinyl, morpholinyl, piperazinyl, thiomorpholinyl, or pyrrolidinyl, each of which is substituted
with 0 or 1 or 2 substituents independently chosen from (c), (d), and (e).



248 11:. The nethod of Claim 10, whereint and q are O
and’'r is. 0 or 1. 12. The nmethod of Caim 11, wherein
R4 i s -hydrogen or hal ogen; and R2 is phenyl, a 5- to
6- menbered heteroaryl, phenyl fused to a 5 or 6
menber ed cycl oal kyl or heterocycloal kyl ring, or a
bicyclic 8- to 10-nenbered heteroaryl, each of which
is substituted with O or one or nore substituents

i ndependently chosen from(c), (d), and (e); (c)

hal ogen, hydroxyl, oxo, cyano, amno, nitro, -C(O NH2,
-C(OOH, -S(ONH2, Ci-C2haloalkyl, and C1-
C2hal oal koxy, (d) C-C4allyl, Cl-C4al koxy,
C216AalHhmm&mmmﬁﬁwmr@wdwder1 CBaIkyIanlno nono- and

R; 1ga (bgct%%(ﬂe%ﬁigreF }4&’:&%?}2 %er%;ln ﬁggdéi ynileg%){:rgc% cyclgaal(}%ﬂ or Peterocycloalkyl
er@a P2 Bgypiet Ft ot Elimvmehedohe@roamh echesere figmyr @nidazo[2,1-bthiazol-5-yl,
335; eNYB-irhiaERSNGE Rk Y-, hOﬁﬁEblcf[ﬁ 987 DX D)triaAiA5 Q9 € Nisoxazol-3-yl,

o)
S( @)‘fr’%i 2 SRRy Honb 2o A G e 3&*31%%”%?%9?%@21201-2-%

NDrthienyn dexﬂbmr@&-yl@&lnkq[&]))mﬂb@}aﬁhdj epyrlmkﬂ@-l @hidazolyl, pyridizinyl,
di (fgﬁw al k iﬁ ?Jldm)ﬁoglg?)’(T @%}‘%hg} gljﬁ%ém;/(l 1¥(tbe§’ tl%ran 1(3H)-one, isobenzofuran-
( Cg.({l:l)cp?g |28é:|e1p@9§b)[@@]ﬂ@az|—3(§,}|l) one, 1,2,3-thiadiazol-4~yl, each of which is substituted
( hetitroag Y 6f Aat mlﬂ)llgﬁh {edddekathtly hoBe RN hdde AR ﬂsrmoxyleﬁﬁttb cyano,
of<%hlggﬂls 5%# tituted with oxo, halogen, hydroxyl,
0X0 hE%¥Ki tro, -C(O) NH2, -C(O) OH,
-S(C»NHQ C—C2ha|oa||y| and Cl- C2hal oal koxy. .13. The

od of ein R2 is phenyl or pyridyl,
eac " of A\A%Omg%un?qgf]téu%é\dr}fuﬁat uted with 0 or 1 or 2
substituents indepemiently chosen from(c), (d), and
(e). 14. The nethod of~SC ai mRi2 wherein R2 is

pi peridinyl, norp dpra [ d%

t hi onor phol i nyl, or I n Phagf which is
substituted wth O or 2 Hst it uent s

i ndependently chosen from\P¢), \@4), and (e). 249 15.
The nmethod of O aim 12 wherein is ab-to

or pharfreeeytiqelyiackptable epdroy hydrashibergal, f used to a 5 or 6
whérgpber ed cycloallyl or heterocycloalkyl ring, or a

Ar bl'ﬁ]%gg%lo F? fhylb]atbh Iohgg}rgbmg g‘? mlggotﬁe rlg?lfﬂ%r)%r? hg?gu%n orf zrx 8-m or 10-membered
1 H- iepclkale@fdaryPerajppyirereti Mr, B-sylistituted with R and R;;

R 1st (W)r%ﬁg J) qﬁo%‘zs%?){? 1quilts ﬁdeﬁl@%ﬁtﬁ?ch?&ﬁnsﬁ%jx Txalclgg’no Wo%gll g’mMo ‘cyano, nitro, C;-

azo

2H%@1ﬁzlo@xb?zpliom1%>€alquqaﬂ<3 mcxmloalkoxs
R, ltaeﬁmml dubiiagad md%péﬁhenﬂytcﬂms&mdm ?b?"f ur and2 yl,
(a) n%%lal ygr o %.r?lgn? lj:§a£ﬁﬂ_1t90ne [éﬁzf\"%l @1])-/%41269@3%)'1 grfcfﬁl-czhaloalkoxy and
(b) @aﬁhhlkyll C-Guialienylj @yd 1y alkymeh ene edlianaf) -C1-Cakkylatee C,-Cyo alkoxy, mono-

i SO -

e BERe o g R 26y ﬁ_i Heone
where ¥ ishopfh o disréhealivlys C.Caalktnyber Guttiehynys eash spfionaliyihevng 1 or 2

Wi t fyBenQF nitrogh atBiQJﬁitlfPrUt@@Elk;tl %@ﬁﬁ or ARepERdenhd y chosen

fro o en, oxo h
Enls hy rogen, C3-C7cyc]oall¥y C3-Cy cycloalkenyl hetem)c/:ycloalkyl phenyl, naphthyl, indanyl,

(Cs-Creoycloalkyl)Co-Cypalkoxy, or 5- to 6-membered heteroaryl containing 1, 2, 3, or 4

heteroatoms independently chosen from N, O, and S,
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C -4 alkyl, and Cl1-C4 al koxy. 16. A conpound of the
formula R4 RZ//- " SRaNON(CHR)r"-Ar 1 0t g
or pharnaceutically acceptable salt or hydrate
t hereof; wherein: Art is phenyl, naphthyl, a 5- or
6- mrenber ed nonocyclic heteroaryl group, or a 9- or
10- menbered bicyclic heteroaryl group, wherein Art is
substituted with Rand RL; Ris O or one or nore
substituents independently chosen from hal ogen,

and ﬁy@ﬁw IR, issargnaup, —X% &nehicin th i @s-Cledlicy1CE @jé(t(,)ﬂlkenyl or CG-Cﬁ)ja:lkynyl each

Cldp@gﬁhy‘%iﬁg 1612 %}@A 9rarl ri atGHy w1§igétﬁz £ R | gﬁ%ggzorfaw chain; and

is_one or two substituent$ |Indepe
(afarslopiy. ( &y Crenlogtken. Haﬁtyroeyoydalkylamphml Cyiagbhyl, indanyl, (Cs-
n| Ckﬁ:loaﬁcﬁﬁﬂ@waﬂcwal\ 4HQ G%rn@gxgé‘h %) com%?g 1, 2, 3, or 4 heteroatoms
1- GZh zalen%al I%ox%fo %13) (d Cl-d o al kyl, “ero
aI RER yeentESosepdom Y Phetd S: 2~ c10al kanoyl
wher@.e@hdb] Kk emt dydroged,- iClsabstithitdXjth 0N MAe oPnore substltuents independently

di s GRR! HMbGAMY Lyadh, JOUD, < Y2, &S
bond enor % |sh01 c1oal’ kSmno cy@(}g% al k&fy| C’-Sfalkyl Cr C"a]kom’ Cr

ol enyic W}ﬂI'CZI@@ém?O)@pﬁd@W@mellehﬂmﬂdggl, hlfhlbm@thyloé(r)ﬁ@lﬁﬁromeﬂloxy ;
Rzialhalﬂgeh r-ogen @ONAE -WohHER, S)C@i kﬁh& hec% I?{
o5

hy
&@‘ N]f‘: @kén&? dNﬁe%@z c;ﬁé@ 4P N%ﬁe 900) I%WhylﬂH C(0)-
|6 n d&nggH‘C(;’OEB B@@Q“RL fgﬂdﬁu 5L CORCLO@) KR 0Y- C(@ERb,5eac}I & which is
‘o E‘f‘% G b OB e SRRl tbetny cien T (8, gy o
R g%ﬁf v} ghgayl don g qE\’TeIT‘]%er eé hegeroury, Pyl fusedih ia 6 lor &miBbered cycloalkyl or
C6- @tmydmﬂkyl ringCRG m@lcifcewb 10-REmbePedGERA)KY Q:XJh' of %mh | is substituted

0 pt hiﬁﬂﬁ r ﬁ:Ye or ?éxlerglgos%@w%en q%ﬁgflggﬁq?ﬁofn&gpg&ig -ancg(g);j
© ey bydedxplabrioydyanoCymi6d, eito) aed»m;lyd:(md)ﬂt-sm;ﬁw CQ@lns¥aliyl, and .-

phe@)moamgpht hyl, indanyl, (C
q ﬁ {E@ﬁ(l oal Kv| ) CO- CI oal koxy, or 5- to 6-nmenbered
@

Halr iyt Gmt Got Grilkgyly mogp- arg di-6r-Cealkilethimp,outnonmd di-(C,-

[ ndﬁlﬂﬁﬁ}d&ﬁdxhr)&xd@, ﬁ@ﬁ@-ﬂ)r ﬁi(@lm4£ﬁ(yl)9ulfOQMdeSC1 h l%{eg eacﬁ op whlch is
I.S substitu

(b) 2
B B BT P pntin et Tomti, bloge,
h aI hygrewy]. omy draowimnoamroa EC(ORHRHE(O)OIEL, ISQO)NB?; CC;-C4alkoxy, mono- and di-

Cl- weho . ShneS2hal gal k
%g%g%éﬁl Cﬂ‘x rg" erdgﬁ)ﬁ C4£’llg}'ll? Cg a ga ﬁﬁ)—&j@FFI-C4aIkyI)sulfonamxde
t r |‘12 Ll ﬁypzhale?lk‘tl’rain@ Pu@ﬁl@iwéltOHny, R2 is hal ogen

(¢) €0S0bt1oall GO0 Lrliy RO ldalcy -0 hedyDELE) st spuien s
- s@@}%@d Wﬁ%f("é)sha}ﬂﬁﬁnpz@fd ﬁaﬁ%ﬁ%ﬁfm}%mﬁ%ﬁ% -C(og?g

-S(O)NH,, C-Cshaloalkyl, and CI-CghaloaJkoxy,

R, and R, are taken together with the carbon atoms of the thiazole ring to which they are attached to form

a Cs-C; carbocyclic ring, which is aromatic or partially unsaturated;
Rs is hydrogen, C;-Cyalkyl, or -C(O)-Ry:
Ry is hydrogen, halogen, hydroxyl, amino, cyano, nitro, C;-C,alkyl, Ci-Caalkoxy, C,-Cshaloalkyl, C;-
Cshaloalkoxy or phenyl; or Ry is taken together with R; to form aring;
R, is heterocycloalkyl, phenyl, or 5- or 6-membered heteroaryl, each of which is substituted with
0 or one or more substituents independently chosen from halogen, hydroxyl, amino,
cyano, C,-C, alkyl, and C;-C, alkoxy;
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Ra, -NHC(O-Rb, -C(OORa, -C(O-0Rb, -ORa,
-C(O-Re, or-C(O-Rb, each of which is substituted
with O or one or nore substituents independently
chosen from (c), (d), and (e), or R2 is Cl-C6al kyl,
phenyl, a 5- to 6-nenbered heteroaryl, phenyl fused to
a 5 or 6 nenbered cycl oal kyl or heterocycl oal kyl
ring, or a bicyclic 8- to 10-nenbered heteroaryl, each
of which is substituted with O or one or nore
SUb§t It élle@ ék}hngﬁaéﬁl q-ﬁ‘entdll\?'l fg%ﬁ@rﬁlﬂz i ’wxémdg hal@%}q hydroxyl,
(e); (c) hal ogen, hy I OX 0X0, Ccyano, amni no,

© ¢ O) NHCO)YHLap %‘Pb@zp hegyl: CZhal oal | cyl, and Cl-
CZhHJIQ@ILcmm, phéd), oQLt(C@La{elﬁyséred Helerdadd@ll koOXy,

Cgﬁ\ %2 nono- and di - C - C6al kyl am no, nono- and
al kyI ) car boxam de, nono- or
d| (080@4?al kyl ) sul fonanmi de, C C4al kyl ester, each of
tls‘G"Bl-PQnquand%}Q%tb&dx“i ed with O or one ore nore

substituents i1 ndependently chosen from oxo, hal ogen,
hydr oxyl, oxo, cyano, amno, nitro, -C(ONH2, -C(O OH,
- S(O) NHZ‘he Ealmpoda| 61D iyhydRaBPOCaianid, WhereifC1- C6al Kyl am no,

Ar‘d i P %“ylangﬁ'gl g:el Cége%lé g? Car‘l%%ﬁg Wﬁ'[ %,S%ugsi?ltuents in either the meta and
C1 - eedrmkitis; I@yﬁ and d - CZhal oal koxy (e)

onélgis £AECyoallnyt XGoc (8 (QJH&Y a C6C1§1ken}1 or C C, oacllgm?rlkeach optionally having

(het efocyci oal kyl) each

of Whi%Fsyges or ‘%TP@%‘% %WW&V@HH%%%HHW ﬁ‘benﬁ; &7 ey chaipy arrdoxy|
Z i9&LC,cibaliRgl, he&mcytﬂhalkﬂll, pitefyl, naﬂﬂ@ ixkdzZnyl, of X-@) €embered heteroaryl

-S( O 1 CZh
R 4( a(%‘ng n%ngke S ,tor 4 ﬂ%tﬁoaté(x;{s 11{1(1% ﬁen cho 68%1'051% @gm\é fS \tF%erem each (b)

t hi ethelthan hydeagert, G s\itsiitotad Whie(?/orapeoramqrmh@ldlemmdapmwnﬂa chosen from:
C5- @?og@@hﬁi?&)ﬁp luhlﬁo Ied £9 ith6 hcl &ﬁc&l%ﬁ&a&m&rc L@Batldaﬁéyi ¥nd C;-

unsaturat ed; dr ogen, - C(2
R4 fozhal H%}‘Eﬂxbgéﬁ‘ﬁhe ﬁ%?f&g éﬁﬂom d?fas?wethyém Wéuorwéh?&
nitro, C-C2al kyl, Ci-C2al koxy, Cl-C2hal oal kyl, C1- _
C2has.o ?I kmympmndpkh&w lhydr¢ offRfeith 37, tvlt'hléle{ﬁ é{t i?%&gﬁﬁd’r tx’lmubll?pmethyl, t, q,
t arg.a oc oal kyl , phenyl, or
anfart e 8 Snlabio el S S of " ch e
substituted wth O or one or nore substituents-
i ndepen dﬂi@%ﬁfpo@ﬁ@ §a@c,rbrfh§&?£¥é H\"dlé?xﬂ Q‘?‘ wwhENE ]g)@ﬂuom@m no,
cyano, Cl- al kyl, and C1- al Koxy: 1 Rois Cl-C6
al kyl , vvher ein the alkyl is optl onal | y substituted
Wi t ho.a hﬁ'{%ﬁ&eutxbéd@&ﬁ%‘ﬁlnon corphiéAl Qe OPB@r@)ébmpogﬁds salts, or hydrates of
4- (NH2S ‘?ngl b(%a ? Coal kyl , phenyl, or 5-
Claing 1f; toegieryain afe EPIB‘HF%?F““% yFCCnga%e exilp‘e‘&r 2; gisOor1;
tisOor1; andgandtarenotboth 1. 17. The conpound, salt
or dr rei henyl-.or .a
o ribper 1 e bRt eSSl ifaich § 4 RASRK G euin
substituents in either the meta and para positions;

and22.  The method of Claim 21, wherein the patient has antibodies to hepatitis C virus.

23. The method of Claim 22, further comprising administering to the patient an amount of an
additional anti-HCV agent.
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one R, is a group -YZ, where Y is C6-Cloal kyl, a
C6C, oal kenyl, or C6-d oal kynyl, each optionally having
1 or 2 oxygen or nitrogen atons within the al kyl,

al kenyl, or al kynyl chain; and Z is C3-Crcycl oal kyl ,
het erocycl oal kyl , phenyl, naphthyl, indanyl, or 5- to
6- nenbered heteroaryl containing 1, 2, 3, or 4

het er oat ons i ndependently chosen fromN, 0, and S,
wherein each (b) other than hydrogen, is substituted
with O or one or nore substituents independently
chosen from hal ogen, hydroxyl, am no, cyano, nitro,
oxo, Cl-C4al kyl, Cl-C4al koxy, C, -C2hal oal kyl, and Cl1-
C2 hzl. oalTee myt,hocmf Qlatnn23, dirth@Tcotprising alt@RhiOG812 to the patlent an amount of
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Vackng JrrR™e t“ﬁ?%%%?ﬁ%%@ﬁ??cal conposi ti on conpri si ng

one or nore conpounds, salts, or hydrates of C aim
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infection. 22. The nethod of O aim21l, wherein the

pat ] ent has anti bodies to hepatitis C virus. 23. The

met fod o Eragpagrusienl coqmppsitiayof Eéﬁ%?‘? ¥hesejn the prrog tieayis fogmulated for
orat mimiierafx@t i ent an anount of an additional anti-HCV

agent. 252 1 24. The nmethod of Cdaim23, further

conprising adm nistering to the patient an anmount of

one or -nore of pegylated al pha interferon,

un- pegyl ated al pha interferon, ribavirin, protease

inhibitor, polynerase inhibitor, p7 inhibitor, entry

inhibitor, fusion inhibitor, anti-fibrotic, drug which

targets inosine nonophosphate dehydrogenase

inhibitors (I MPDH), synthetic thynosin al pha 1,

t herapeutic vaccine, imunonodul ator, and helicase

inhibitor. 25. A packaged pharnmaceutical conposition

conprising the pharmaceutical conposition of Caim

20, in a container, together with instructions for

using the conposition to treat a viral infection. 26.

The pharmaceuti cal conposition of C aim 20, wherein

the conposition is fornmulated for ora

adm ni stration. 253
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