
We Claim: 

A compound of formula 

(I) 

or a tautomer, N-oxide, pharmaceutically acceptable ester or pharmaceutically acceptable salt 

thereof, wherein 

Ring Hy represents 

R 

j R2,N 
"N 

optionally substituted with R"'; 

R1 and R2 are the same or different and are independently selected from CH3, CH2F, 

CHF2, CF3, substituted or unsubstituted C(3-5)cycloalkyl, CHo-OR3, CH2-NRaRb and 

COOH- V f 1-> f 1-V 
j.i-Jv? EXi'CSXj 

Ring Ar represents: 

V W 

T is independently selected from CR'" €Ra-or N and each of U, V and W is 

independently selected from CH, CR'" CR*. or N, wherein each occurrence of R"' Rrf-is the 

same or different and is independently selected from nitro, hydroxy, cyano, halogen, -ORc, -

S(=0)q-Rc, -C(=Y)-R°, -CRcRd-C(=Y)-Rc, -CRcRd-Y-CRcRd-,-C(=Y)-NRcRd-, -NRRd-

C(=Y)-NRcRd-, -S(=0)q-NRcRd-, -NRcRd-S(=0)q-NRcRu-, -NRCRU-NRCRU-, substituted or 

unsubstituted alkyl, 

»Cnd »Cr>d \TT)Cr)d 
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substituted or unsubstituted alkenyl, substituted or unsubstituted alkynyl, substituted or 

unsubstituted cycloalkyl, substituted or unsubstituted cycloalkylakyl, substituted or 

unsubstituted cycloalkenyl, substituted or unsubstituted heterocylyl, substituted or 

unsubstituted heterocyclylalkyl, substituted or unsubstituted aryl, substituted or unsubstituted 

arylalkyl, substituted or unsubstituted heteroaryl, and substituted or unsubstituted 

heteroarylallcyl; 

7 ̂  QTid fITP fllP ft • A i f' *' ;• • \ 1 fl rl - • • fl ZJ J 2..J. uTsu TTiw ~TIv iianiV KIT vtl O C1! X>.i. IT T^ITvl XXI -«> I'O y o&lvvTvtl ~rf X7FTI v. i.i_ j 

NRat 

L] and L2 together represent -NH-C(=X)-, -NH-S(=0)q-, -C(=X)NH-, or 

-NH-CR'R"-; 

A is absent or selected from (CR/R )-, O, S(=0)q, C(=X) and -NRa; 
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c) when R1 is CF3 then R2 is not CH3 and 

d) when R1 is CH3 then R2 is not CF3; 
Af ic fk ? K o-rt n r\t- I .. o 1-% A f - {• ?-r a-%" t" KU--T /* "•/ xzj w^TUil rtirg~rrr .to 0.rttrrpxi 1 v ttrltn ait, £r.;.}- drtti uv-^wt-tT^T" 1: opt i"Y± 

rz-OWU nnA P4^ ,v fp. i>~ jr. nnnu PAAP". V.'^ vy /I TIT CTTiuIl x<,y v.-1 .jTiTvil lv i >,> IJ.v/'t""\.1>t.A./Ti v/I v. vi v.7t\ , 

X_1 -•is., >. >..» , >• i. j rrxroTt rxxrg ' 

p/r.mwtJ o-nd P3 f F- then I?4' nnt f'OOH r>r fOOl?8-v>\ vTpri ITT wxltl^xv itlfvAi .3. iTr^ii^xV. IT." I. It;lt t'\/v/i i ...^j.....,.^.„.^^^..^j<^. ^ 

ii) the compound of formula (I) does not include: 
M f/j rs. p^p.|r>r,rf>r.T.i 1 ftrjfi^r>rr>rnPfV;--,n 1 tj i i 1 

5 -methvl -1. H -Pyrazols 3 carhoxaiiiide* 
..XT I...A jl'S \ jry'vl / "fl \ } .r^TytT'i \'l V. 1 !~f fW/!" fi r7f\1 "1 ....^/l 1 Wll P1!"*\/l 1',.1 rT>/^£l:3 -y /1 A TT~y~T J~3TWVJ' Cl^TpI 0|7yiL1 I1TlT^t7tT3Tl f OOrry*i. j"-™x I ^A;; ̂ J. 

., , A o . . . -

f/l , f \ \ r1.A.........f I--1. ..iiyv.sr;''f:yr:y/yl . 1 xrl Tg-^l-vfvri x iX 1 'X / 1 .....ca-i-.l^..^: r.l.. [_™ ] -• ^jWvrpiTrpjl ». * Y"j-j-TXtvT Y\3TT. A Vvrrj'X/XT'!'p^y IT£Z;0T"i"r"'"^T^/0'©ixJpirj'"'TT^ 

1I..I vsw.«r,^'f A ^1\ < Tr yt-% «cvf- H 
nrfvi 

X] M 1 trrf1;-;rvm?-n^fhv!YJ H I /I c a m 

>]',.,[' /I , f £<L.. ,./"»I.//>1 p8-|^gV"yry'S vl _ _ / ft"! 41 •;•? /vi-rym fi-f 1-t ^ rl \ 1 'L-T jy<y-;Al 1 ^/I rl. 1 0,^.1"/I / 1 1 vj wpx\:J p y i D ^ ^ o. xi: i nxtrtrnTf^in ji~j™~ F:xri-™p'j^i:™ 

/"j mi \A .^f|"^ \ ? | H \ ?1 i //-•.] n rK<"ty '"tn^ i /'I f* * 

M.J"/1 f< fn^LvnmnVi 1 pfK. . /j \ 1 O 1 ... yl 1 1 1 

M. f/j R .fn/rlnn^nn^'l S ./frHlr?nrf-i-np^v!Y... 11-1 1 i ct j ••- L- v k7tt^i^py±-^~\ trfTn±^$^fn^ttfy±i ~'111 - pyTTt±kn—t-~yrtpmjfiyi:^ 

N-benzyl-6-(3,5-dicyclopropyl-lH-pyrazol-l-yl) pyridazin-3-amine; 
/ ̂  ( ... pyq «/y ,1. ,.|y* Pi'H \ ' \ A \/1 I ./^ f j ^ -pi ^ •; ~\A \ ̂ -f'h- 1 t-'^ <-v ^ / "1 _.>-y°f /'I-t;/l \ \ \ ,_/ v- y woirn ^.ii wo.i y i|./ji uXiUf i ^ ir~7^ j j ixox/l v/pxx^wirT^y I'jvCll 'y fj ctiTl r!'Xf\/ j ~"|TVi.fuTijJ*' 

T^J — / "3 _. f:'i/f; T. /1 pa cfcl'l-s irl \ p..oyk AY ?'f! Yt-j f\ p' TX^^T_™^7]nr^xTyTiTi.x>TiTyi^x:;T$;irt^XA?trniTnxtw7 
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l-{3-Chloro-5-[4-(2-fluoro-3-trifluoromethyl-phenyl)-thiazol-2-ylcarbamoyl]-

pyridin-2-yl } -5-methyl-1 H-pyrazole-3-carboxylic acid; 
M l (A i 1 . V 1 H "11 1 ni 2_ f i \xrrrruxTr\Tn:xx:?vny-xy x"~\xi J xxxioxvTixTxxixy i /ri cxz^t,.7r. ^x~xx~j XX?XTIjr F p iT WXTXTJ ITT**' 

t/'\f1 /-\. .|\.lO. /O....yyi1... v7! f'Kfx.Yfrrryiifiyi • Vtllr 1 f\ P * tX/tJTj r'?"2^ ('^; rixOTri^x r ^Trrvcix>nrtiiiT/ypTTT|r/'C3Tr ^ • yijjjiicxiciitixrri 

XI 1 //I ( 1 / /-I i •!! n X rl \ ^ / f 1-? 4-1 * J rviv> mr"* t rl \ I.LI. WW/AI ^ ^ ?1 \ O -«-y\ /-.vf!-* * >1 »\1-> \ "1 \ 1. T\ itroiv/xii^tTxjr^i^^r7^^Tr^i.i iTix^viif if x s. i|./ y ixxxx. jjrixjxTi y r^TFiviFy i jr" *J 

•f XI'O / O •;-!-» of In •> rl 1 /fit <r>iT"t T .'1 o rg 1 -l-t vs \.'1 \ r% t'W\-Y*« o fry . 0 \ >1 Yt-%Xf IA o1 rvryS: :t..rl Xt7tXtT™T^ 7* /p/rrtlTOXCXiTXlXiX', 

XT1 (A {1 .3 /frjfhv-irriryiH^ylY 1 R r^x-mxr^. \A\ ^ mf-th^.A r*hf*™A\ -T^~T~^pT™^T""^XITXrOXTI.TTIXi^Xiri^iJ™*77™"\^OrxXrO''OTXJl frfcLXry'T/ i X.I pj.r COLX7''F^T"yy i'p'ZJ^ITIV O.iyi JJ i I %JT1 y I J""' 'D' ~ 

•t r\f4 0 /0 _1T* P>i'!~>'1.; > 1 I „ ./yy» pdjrT^ yl .oi 11 4fii-s rl.\.yytyvy*-Qy* '"Y:::<X?1 YrVHfll fl 1 flTTI ixl p»* Tt7Ti\"7"'.'i ^^•™^^r°°xnx>xiT^rro~r™^TiT^7ia'^T\TnrrTi7.rFyTjjTrtT|^JTii.t zr^^- T/p7rri^xxrcrirntiv, 

N 1 /4....H (r\\fli•*nr.^m^fh\A\....^....(trtfli•;^rrvnnh\?1 >.... 1 'R....n?A! < V1 \...") tr!^nx,n../I... "i'H'i'"""^'"7 i'"*"^vii'i.iXTOivrrrrcaxi'jrr^^''"'^xrTXTWX/1'XTITXCXO~JT~J X~IX p*yirvt'fxir ^7'M^T~J^~Z7^TXSJ\IJXJTI|Jj!ivrrF^ij"ZJ""' 

•t f"\fl XJ O ..,/ '[ ffY'! X /If'!"?.? \/l th Q-l m-trl f>.". TC/vi.o -• i^wtTi j?'rtxriX/jpi\J!:7tTii2^yi/|.TiTaroriTiTtxTtrw 

"Kj 1 / A / 1 (/-I ;t -f-T; | AIV% f%-% In - rl \ ^2 / fl | \/l ̂  - 1 I"? - ^.-X''1 Y. H 7'\ y*;!'; \/1 \ % _, 

t r-..r\ f x "K1 f~) / I / i; i\ cru I f t >•> xil.,ii:kITZ.xtrx« ? « . 3 i.zl. \ o 1 a i <~1 lT7t,l Xy i f XO'"CrCJX^T3Xt rXTO. j T j|"TfXT|:/ oTI - yl JT?l i O. ITfIXOXIXvt w^ 

XT 1 / /I /" I / fl t -fl T •? t-v-t x rl \ *\ (ftri ~fl ~8if>4- I-i rl \ I I—| ^ t/P r-|. rj1 ̂  ,...\/1 \ ...^ -r--8 rl OtTTtxlTS1wXti''T t~Y~~~Zf'^I^XTTXI uXXlXTiTrX;XTf^rj i T^I |X y T C££7iJI™™T"'^Xrj"''Zr oTC-"0.l."^XtXri01TXT"f~","T"' 

•a r\{\XJ 0 __ / 1 {-!-*'} f-^th- ^/1 't <~% -fi _, ^ f h ft I n IT\ i flp' i --•'•\prr%jriTfrTftt:f i.\.7i:ix'Tj|rjtx/'pciii" ^j^yT^f|xrrrri:crn,Ti. 

/'IP /t \ /| fs-n\/.. r*.'t','TS'A!i(\iii 1 ^ /'Iy"KiT\y\/11?"* r?r%i f\ ^ !'"/',7! 1 /->»-<-"«»•<. 1-t f*Y\\A. \I/"I A! ^ \ 2,;!^", fii.x"/'^"'rix\xrm..rrc"yj''|:Tj"!.T"txi A «. .u. c r^xr^xtixxxrixvrTr^jiix^xxcxxi. vTrtriTn"c^t k y $. psxi rntivj~2~* 

I f O -fl f» .. A / -t.t.-s /,%i In r.\.^:.x /I . ...12. •rv^/.:s.f,i-i.x.7:! .yft 'T-rs r? />. | 1 t f-\ \-n^K ^-v% •% r 1 1 o ?-v^ ixj.£i'i " •"IM|''''X'~'i:i''t».A;;/;i:''t/' z?i,"x.rsvttT)rr^x^xTix:\7T^ i' rjxirri rjcs 

/Ol) /I P V A -i'f*. j--a j -» r\ ^f.x..?.-..!°»T..r!"f'f'!: 11 H "! T"; .f->.„ 1 %~C> '"* v\%{\ ~Y X A .1 f !"• f"v1 •"! 1 F / A /-.1-g 1 rl £* ! ^ ' '^2^'"F\:y'^'i":ix;j°^^Txixxxxt^/T^j~m|7'yTx\JixxTrsi^™Trp^^xi.ix>iJrx?^'A:^''o % YV i %^iTT\jTt:f^tjXZrry i y'xxto~rov j zr™ 

/. r.O 4-1 •{ i: AI*A /I t-y-i gs.f 1-4 1 ? /I C fv-t />-fVi t /I wtfrn'-rAl 1 ^ rl \nkon x rl "I t rl <:* ^ 8 
^ l','2^',™',rrxixyrx/'u i ••"»./ iiit7ui^x~|jy i \Ji" i. y i i yi^|TsTiToxi' j 

A \rr\*".r\.A (A ^/^..Yd.x^/fvnn. 1 •ni^fh^>1..^ xrtpfhvltKirv I 'M .nvrn-xnl ....^ y1V'htr>n'h^n^../>... 

^'l.'-.I.'fx^'E'l \/l 'j 'fl fl \ \/l \ r^- ^...u.rll X*\/-"11'?"! ? r\ ! T* f-''' ^V...•/••.'d. -.r.— l/f^l^-^t--...! >T1 j _ S _T?'l '''••./I ? "Pft 11 \'\ 1 ...1—1 3XS"ixOTr^^~Ttxroro.TFj~|xrix7xryi. J~~FWXXT| ^r^XT^^xXjx^Trxoxixixixv^ "•j-™'Y''^^^~~~j^|-'jYx-4"j-',^--'^xv^'txx^j'T^X/"XXXWTIX^ iTyi.0XXXiX'*',yj r"*x"i 

rf"c% <~r fx 1 Q \ rl \ f-j-i 1 /'vftl^ jf:vgii at 0 c* til irw-* i f<> < > /> •; / j T { iV.} \ I x rl f<x s 1 % /iif\ "t rl fw '.. i\ fr-j 41 "j "t rA |x ? ixxz7t7i'^rxra^jx~^xiXTs:x|:T!iX"t'x^"xx^;yt:nxoirixx~xtorix~| \'\y:x~j^~T^Tii iwXTfyi pr^ z>"" y"Xi''i''£i'Ctx/i,t/i'ii'v 

•^I^.oyi f rl 1 o t-vii t A /..:\" v '1 I (A 1 A ft 1-^.1 r^y/^1-% onr/ow t H £**'% t rl \ ^ tt-*» n rl. . I j-I >-> x ri*'t rr r\ I /:;v ""X jJi\iX/riy i"j "*'0,iin vi v-? K;vrry-t cri/&iiXrcrFiiiij\jy^TT~r£>jiTj *,.j"• j nTt7tfrTr 5 ii"|xt i. cizTxriv^'^i 

T /I r-j {• '•>. • A /-till sxt*r\ XI //! / ( ( A t vy-i -;. r\ >-, f,^ ^ /%. \y\"t x 11 ~\ /j-%"-} 41 ~t t r.x-A' In -y rl \ 1 I—I vv x n*'* -.-•/"•> I wtti'x/U A:'yixtiric^T™*^ixiX7i~t7~n^r^^'~^/~x^oTjiT^xrt^xci3xrr:ox/7'i'i'ix>x o;wx/r^rnrwiSi.^yx~^":'i"iMr,™,j,?>y t. 

:1 Ayi|-t \ t; /| ZlVY'tlsXf*' A "1 f\Tf\«ASJ ..^.1. A .../T't XX'1 TC\Y. \T'\"V\ ..-^-Y JfVt 'fl } 1 (WfXYV'. f:!,l'll \/l 'l..;; T I~T .^IX^'/TX8.'/ i fiXiic-.ii yi Ti:roxrz:rmrr<x^x-"-x~^rrrtrix:r^i^xn r~"ixx r:nfxir\/xxyi.ii^yfcriyj/& A wTii''Y I'/" ixyxxrzj r^Tj 

-t rl \ >•% K t ?{ \ kpn >-r o ; /'I {•>•" \J (A ( *v / f tf ."rx'- f.af rl \ "1 / fy< 41 i •» ifl'fT?: fsf ^ .'1 V 1 R... .'!i'*'s'ry f*f-y f'vJ 1 ^'i7^|Xixcxx^"trjX7v7iTXxjxixxcroxx,x^^~'"'r~i;x7 ̂ xx?rx~~ ixxxcxx^ jrrrix^xrx^i'j'rxvTrrxrcrcxrtxETi c^xXjr7^xTX™'"'|xj-xaXxxi''"s'""' 

"* r1 Y"% "s.7'! /I _ \ {~':'l~ (^A'% fAY%: 1 /"1.cs* i K.J / A { < f y»"< /;>-j-| -s v- t; ryy^ Q-f f--; irl "'l __ 'X / 41;-; /\yAw Y_. I 

•< rl Vj-^lK % r1 \ 1-4/r.^ys 'ynti^.i .^1 . X i (A. ( i ^.'.•;f1--'8/'-\X/"y n'Vl A \ Si / 41 s't AfA-w ~v rl ^ I I—I ntr^nTA S 1 yi^'piioiij'r^'t^^i'ir-'ariTia^', wi.i.i yyxrrrixt.K7T\jiii%jiiiy'"i"j~I"<xz7t7i'""i "** 

T/1 ̂  h \/1 \ t\ l '? X- f'g 'X! | fl '•>' XI /"/I / Q //"* 1 /^•fJ%rr>.y^''f\/| **> /"fri "f"T? 1 Y... f T~f ... !^ \ r?~r^ r7(\ { 1 'xx/iTriXTTT^r^iTrcxxcn.xccitxiXi'XT; r^^^^^~x°^7yx7rix|TWixi^Tiwxr"^xi'.''t''i:rw:X/'.rcni.'ix^xi:,i:x i'j,'"',,.r''ii.''i'|;/j'i'''« 

•f rl \ / \ rl \ 'ft"i o^y'i i A o..'... citl'lit t rl... 1. ( 0 o / o nt •>./I....,./'/^ ol-i 1 r^. t^rvi'^,1^ 4'.v.o u!/"' o.;m /-^.\ y 1 A l-t /:>s-'i's. r 1 "j H i YX7"Ccxx^;txiixo vri/™ f ^ T O"riIXTIX/JJIi^/Xiy rcaTUuinx• j/':i'j|j'iT%>i'iy xy 

Bn^fUx-rl I r--l n'tfi-nTAla 't! f-vfj-s-l^c'wx'" \ rl r\4- /a« Q|II ;1 "I ( 0 rrm •» A ,/l //4 1"s 1 r"», l-~» cy.f \ T r1 r'« o t-'t.rl \ /.% f\ t rl 'l x%^tx^xr'AXrx"^|XXTtxx7i:7T%.';X'X5xrixr<:i7vxi.xciivX>xx,ixxx ;r ii.x tixxrioxTT^'^'X"XixrixTr\X|xficxi.'^^rv;cii C/ctlxIxx^^.'7|7|•rxx,!..,Xi^t':->,'" 

m.f*th*A 11T ^ ,;rl 1 //I //j r>l,1 |../;'-^->y|^. v' rl '\ _/^ t fVc"\?'^\l A \ _.A\ _ TOrt^xx^ir^ xxi i.y 1 wiiiws x.r y \ f & TVixrxjjjYx%sii:yi'j""^y 

•s-v% *r.yf Im rl 1 j--i rm rf A 1 f.% ^ c>, iA"t rx v T A f% -f /:?. ° /r.^-f I", t rl 1 / A (A . y»'i-t 1 j^l-% <r:v?t •% 71 om Q -t /I N 0 ^ -f •»«<"% t. rl \ *v xoX'XTXy ^ OiMTTOA j tiX*X/y''Vviij^! vi'"^ "-'-I'i.xx?ry rtx'CtXt.xcxxXfX'/^r^ ™^ TrriX \'."?|Xn't^x.rxT 

ty^c^Uvjl ... 1 |-l' ...nv>yn7Al^...1 .. rrfx u ryT xii p j TTIZ;AT71 V- L*> 
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2. A compound of claim 1, wherein Hy is selected from 

-N N 

N R 
R*^N. 

CHF2 CHF2 CHF2 CHF2 

-N N' 

3. A compound of claim 1, wherein Hy is 

4. A compound of claim 3, wherein Hy is 

/ / 
F,C 

/ 
F3C F3C 

N-

' Of ,, 
F3C 

5. A compound of claim 1, wherein Ar is 
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MAt N A, 

V A 
% ^irov V 

V\..\r\ \r' r^ L &• 
IJ^ 

H, 

o. 
l / y~ 

ZVV^\,JvT ^N 

% 

Ra Ra 
\ \ 

A compound of claim 65, wherein Ar is 

F F 

N 

7. 
r 

A compound of claim 1, wherein Li and L2 together represent -NH-C(=0)-, 

-C(=0)NH- or-NH-CH2-. 

vOffirBOttiitrr 1 "P <>1 oiiyi r7 * T rl-* At«Qi f> _jf ., £2t2jj.___L_.yv Ii<;*-f •—'•-xrrrr t~\ Tv^ii^rCTri oxrei vn.x -*••• 76i '3v.rx i XTTJ r< /WV* 

C(-~0;NH or NH CH-

•98. A compound of claim l, wherein A is absent or is selected from -(CR'R )- or 

-NRa 

+09. A compound of claim 98, wherein A is -CH2- or -CHMe- , -(CR'R )-, where 

R' and R are joined to form a substituted or unsubstituted saturated or unsaturated 3-6 

membered ring, which may optionally include one or more heteroatoms which are the same 

or different and are selected from O, NRa and S; 

4410. A compound of claim 9-8_or 44)9, wherein A is 

-NH- -CH 2" , -CHMe- or 

. A yy*!* rid c\f 1 < czz* ,;JT''''v,ccnriTpTrHiTcr o1 %si.i rnvro WrG 
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4411. A compound of formula (IA) 

(IA) 

or a tautomer, N-oxide, pharmaceutically acceptable ester, or pharmaceutically acceptable 

salt thereof, wherein 

1 2 R and R are the same or different and are independently selected from CH3, CH2F, 

CHF2, CF3, substituted or unsubstituted €(3.5) cycloalkyl, CH2-ORa, CH2-NRaRb, and COOH 
*2-fl"* ri cIt o f* l v* pltrnst;/ tiiixlj 

T is independently selected from CRm €Ra~or N and each of U, V and W is 

independently selected from CH, CR.'" €Rrf~or N, wherein each occurrence of Rm Ra4s the 

same or different and are independently selected from nitro, hydroxy, cyano, halogen, -OR0, -
S(=0)q-Rc, -C(=Y)-RC, -CR°Rd-C(=Y)-Rc, -CRcRd-Y-CRcRd-,-C(=Y)-NRcRd-, -C(=Y)-

NR°Rd-, -S(=0)q-NRcRd-, -NR°Rd-S(=0)q-NR°Rd-, -NRcRd-NRcRd-, substituted or 

unsubstituted alkyl, substituted or unsubstituted alkenyl, substituted or unsubstituted alkynyl; 

Lt and L2 together represent -NH-C(=X)-, -NH-S(=0)q-, -C(=X)NH-, ©r 

—or -NH-CR'R 
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A is absent or selected from -(CR'R )-, O, S(=0)q, C(=X) and -NRa; 

each occurrence of R' and R are the same or different and are independently selected 

from hydrogen, hydroxy, cyano, halogen, -ORa, -COOR3, -S(=0)q-Ra, -NRaRb, -C(=X)-Ra, 

substituted or unsubstituted C(i_6) alkyl group, substituted or unsubstituted C(i_6) alkenyl, 

substituted or unsubstituted C(i_6) alkynyl, and substituted or unsubstituted C(3_5)Cydoalkyl, or 

R' and R may be joined to form a substituted or unsubstituted saturated or unsaturated 3-6 

membered ring, which may optionally include one or more heteroatoms which may be same 

or different and are selected from O, NRa and S; 

R'" is selected from hydrogen, hydroxy, cyano, halogen, -ORa, -COOR3, -S(=0)q~Ra, 

-NRaRb, -C(=X)-Ra, substituted or unsubstituted C(i^> alkyl group, substituted or 

unsubstituted C(i-6) alkenyl, substituted or unsubstituted C(i_6) alkynyl, and substituted or 

unsubstituted Cp.sjcycloalkyl; 
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ii) the compound of formula (IA) does not include 
VI I A IX f >• rr% I f"yty "Y \/'l (1"T"? fl 1 ' {W{XtT\ p fl > yl \ 1 -f-|.... f'j 7 t\ 1.J -* / j IP-ITST! 1 1 / f\ 1 'PI t \ fy*fXTV\ .^f'Tw r1 \ j-Y-pt- ^ pA..0 p J i i. i rzxx/i~xj ii I %/ u: ry~i j ITI t 1 "yTj'piTC'Ti'T'l v/tl1.X7tTr^ i 

i.y>r»fhv1 1 R ..PyrfV7Alf* Q rrwhrwQroid**-rrrvnTVT~,TTT,~"i jxcc?.7!orixz~~~zT V'Trrr/rnvaTn.row^ 

Kj f /I f ^ fy/f-1 yy/y'VT", \/1 .J{ ft*'1, "fl I 1 "* ?1 ^ | f~f y yy; 'y<—si 1 \/|1 -?-% l^t ^ys yfi 'l . ;-syV r:vf1n yl A f-% t ="jy\ 1 T~I ^^r^-o.! rrzixrrxrniixjtu y TJ n~ |r/jTTrZ7tyi i~~yt. | T-TTXC^I j i—txt'\t'0~i"':rr" 

fiyyg '_/• /'•> I p, % fV» vly yy ft fy i f:>' • M r /f [ r^» f y f*"f y ry-yy1 '( .... ^ / tl'l "fTnfY!Y'y*T* jp'I'TiylX>s 1 R' n\/y.Q7 /"v f l.^^y-lTy Ik <oy T A 1 I ^~vTnrKTCTzxoxrrixiv5 i v |"~r" jrv>'jx-re?'|xro|XjT^zr^xtrTTxxcT7i.'xrFIXCM^rjT^'°i^TT,:i^|!7^TTlT7tTr^~x™^i^^/ri^irty'T"^ 

Q f 1 _ /r>i-1-^ yl ..S'—ll'l pf'H x,/l — 3 [-I.,,,, i*^\.'t'<'> .:./l yf \ %m. f Qyy fl r7T^THA V f *?"*-•: ? fl P** 7?""*y"r^itxj!T~~TTwxi.T€>tlx~y-r*~ TX"1pyt cy ;yi r y xy"XITT5u A «Zj\/.rC><7CE1^ t.:/ 

~KI .J~/t j ^ fy/flj yT*fTy?1 yl ...^ fl"? "fl ! "? f y"f'¥tT^ T..?1 V- 1 ?"? , I _ \/l 1 i -'1 1 A "? ll "S 'iC IT*/"^ ^ i i r^r,nxxiTwt^xT7tTrcnriXT^/n^r"i"T yix»f7trz™yi.j|it'S^trytj'*" trr^t^TryTttrtr/—— 

!•*> /"»"%•' \ rf% \~i ^-s-t i rl ^ *v I f f\ ' \ T f \ 1 f.xs r\ <•% #^"j*'-<. f\ v >'\ f-v*i t <"•} /:> • raviii'uA j piiC-' TT.yiJ^"TTm~nj%J7TTX^^TT^TX7CX'.rT/XTTCtlJXOvfw , 

N .J.^ r\irAr^r^r:\A A Jfr'! "R ^n! 1 y11^k^nv11 ") f/1 / 1 1 1 \i?pxrixsx/Jrv/iiT^tii' y r| 11'T^^yjTTtZjtr/i "I" jrl J 

/:^ im ssi-lt '$ r I t rl \"%"-\~% i"\it x r \ "l f~i x ff'A A-n-r A-non <?_->/-> o-fl-so-v^ on-^ i / I A> 4 
trixn; cnxr>nx/oi~yi. /y/rr^rrjnrj y 

T\1 I A i K f^y^Tr^T^X.7'! '\ /-I'TI ~f!} 'I Amm Af'll yl ̂  1...1.-.?.-!....7 ;f"*i ., V...... \ /IT •|"\1-j f>? i \/l 1 ''\ T"> rf*ij <"!j t 'i'°\ /-''.fx'vyl^/'v ~\f / t TTt i /'I * n~^N j t:::: | ̂>Xsixjprxrp~y~r~r7? \TTri7TrwVTi~\jirrv iiiy x jX py y i"'j '•'p'rl'"i ^ y'irt^:i'ri'©'^xtil,'i;/t7^x£iixra."0^' 

M.rd T^..™ ̂ 1.^-nrn^vl - S ffTrHn^rnn^ptWn 1'R 1 ,/fl Q p X£$r: ,j fn^ ̂ rh --I K.7 \ oil I LiK?±t:fTTix? t J." i ̂  • • I" • ^~*~x~x'': l:"^' TT^I fTT^A~a%3x:?iAX'Xft^ 

N-benzyl-6-(3,5-dicyclopropyl-1 H-pyrazol-1 -yl) pyridazin-3-amine; 
(f\ {'"'i .... fx T*\ fY... | •• f*f \">_ y-j r.'"! r7 {'\ 1 A. y 1 '• ^).. (\ ^ ~fl ^ i f>,H \/1 i •r^1"1,> \j\ Ifvni ? ¥%.£>... * { ^,... fl %.r"f \ 1\] __ ^7'cti".t"t >• t-iirytj:;rjTixzrt7x"''^r"*'^r^ 2^"-

•i'% x rv-t /"I >.*>A-\", i /\ \(Ti-i"V%/x "*>' -% j"i ^r.>" "|TyTxcrjTxrrwLTt~y"F 

l-{3-Chloro-5-[4-(2-fluoro-3-trifluoromethyl-phenyl)-thiazol-2-ylcarbamoyl]-pyridin-2-yl}-

5-methyl-l H-pyrazole-3-carboxylic acid; 
Kj 1 ( A ( 1 (A -t -(-"t »i fvfvvn'l ;°f 1"? \^ ^ (fvi "f"l 11 fWiltTl ^'*1*1^ \,'1 V... 1 |—| 'V '1 *7" f'\ 1 ^ _ X/l \... ̂  \ r! f^lh 'J^T^\/1 '! f>./'! .ft „ M 'i:% ^«:ii'sT»OTT7i:i:iKj'VtxyTj */ ^tiTTroxri 

/ ^-ys i,' I 1 {w pN-fTiT • I -fin ̂  f\\-f*k-t*/"x ;-!=/ >n 0 » rt -y%.1"- f X-\ f> 1 -s AI »ra • I'lTCuTJi |T7XvTprn' IT*^2^^^rj^J'ITFrfrOTXT?XI"Xl 1L.I w » 

Ml /'/I n /flffl.H^ynn^tK.yn 7 /fr;fi:M/v^n^pfh^j^ R:4..^v^-jr^..^....y1\. tr^^yl-n^^-n 1 jA^^ 'Kn. x ^txo^rtrtTl tJ'iii-.fctxl y !•? rtt'xl x^|7j i 

/"O ....fi'* f>1*H \/'! 1 \/l €!'?'?! '|'^ 11 \7'1 .. /*^ ... 1/1 \v'-.'t-i i't'~> olo -ii^vt -l /-j <;>» Y"2£~TXFOTX!TjT~l"™ipLOX7iXi'yx;^XITTTlTyTj|!/IT/|TCiriX~^r~^'^-^\TlXIXIXTIXXTlxTCrv/, 

'Ml J ./t / 1 ..( 1 IJ t-»T;rn^.v1 ,J-V, U, rUl, ,1 \ 1 -^jr, KTO T"'- r*i i w ti j'" —'' '••'s.Tuutu orrro trry~t.' / •*•" i'x'x'~p/y ""i i'w.0' y %.j ~ ~~ i 

(P rnethyl 1 (methyl:>i; 1 fcr,}rl);proparv ^ yl)phthalamide' 
Kf 1 f A ( 1 /fit /.^-<-l"> yl \ '1 (f -ft t'l AlY'Vtlt -,:.rl "\ 1 1-1 __ \ 0 <-*-4 /.•if't"}. \ ,'1»-^l-v ^ r\ \ '2 \ /->/-| /> _ 1SJ '"J i H • • -1:^ • i: • • I- l" i i; w" i i 

/ I (m \ fl ̂ i"i t /'v ^y/A-y^ ''a n 0 •: T i-l~\ o 1 o i-vyi/"I *o» •• y~i:' '•" xrr^trryi ti'ii oy|./rrrpixrr*^^yj TJ pi ixixaxi^TiTtxt^ 

Xj' 1 (A ( 1 (ft r 4-111 f-v)'/':yn-^ \/j \ A ...J. fvt 'fl! 1!T"i; ll 1/1 1 R —:;-,*y VP. f7f;1 .„^1/1 ~Y...f^.t:ll •*• /.l.y*.!"' £*V> \/I ^ "•* f!i'\._ rrnfTy^r""^*cncTTt%x3'<\jrnyc^~riyjJ—ZT^^ tixixxrc./ i v/iti'Cotxy~rp~~T~r~t jTy.rctzA/ zi^xo"Cji;.ii.'yi'pi'TwiTjrr^zT^rrvy*^^ 

( 1 / t t-v t :T 'j 1 "ft H 1 \i."%.Vf\T^''}T,i ^ -.\'\ \?'l!"^f'1'l fl 1 1 fl f*" \^''i:''^^'ixrwij!x'^'i.o'''wJx'.it. iiXjTi y j.j&"v/pctri. z^*' y ^ 

"NJ 1 A A , (1 , {fli 'fl i ic\T(YtT\ {y'fb\ \A 1 (f ri fl; * r/>~n^ pf!'? \ ;! Y 1 R .fiyi*HTrf^! ^ .....\/1 ^.... ""^ yyi f-^l'K y1'?^1"! rj^ t f\rfn... Nj ̂  

/ 1 Z' -fv-. i-n^-'l-, T rl <"*•» 11 •h.rxi't \ A O t fl 4- l-i o 1 fiin 1 /I .o ' 

/OP I? \ A ^ y ̂y^.r/:"* I'l fll n P 1 • • ^ '-H1- f%P, Hh^ yyl 1 f* 1 ... f ^ ^ fv 1l ! K f?-! \/1 \ ft H11 f! f-y ! ^ ... ^ ^ .. v, f i\.j r i11 wtriTo/i:. v p jii OT:ItJ-irrv^i ?^•, cEt.x,-xt.rt/t..Jiy\ y ni:"\ X ^ <^ttiS:rcxjYrtTtzi:t~yxy^ 

-fl '81 r\~%*r\ /t /S -artn tfstl-t AV •% /.:s:f-J-i» t r1 Q i-yt r\ 1 1 -y ?1 ays-< r! I ̂ i t-t-% -i rl \ » XIXf.TTivT^^ ^ ».-• ••'ii.iOTTIxrTry Hi^y-tUry s rxl vis i.^yi pyi.CiZ7<-/l'"'\l^'jT~yf7TiX?tLjiiXxTt^~iXT^''V''Z 

HP -4p\ A i o ,i;,wv,.kA,r,fi;fs 1 rv/i ^iA-A,-»k^,rnom;fiAi o rro 

•fl 1 > /I / '"X /•>•(" l-> / V y f-'fc't'i"y./1:,i *S- I-Ttl 1"^ \ '? f'% I ... "I ...^ A 7I ̂  't /'4 CJ> ^ ° ITuT/t^/i Yr' lOsTOiTTA. yxll^y s.3 i/X/!!.£ I CTE311 y KTTxTtZ7wi!'""'i'''''''''y i'''fT/XI wXry'I'''n33T'ir£'\JX7T s 
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/I... - SA <r fl:ft'lx: 
1 (A ((Z (A rvf!nrv 1 - "s"!'"l {•""I'l'l "V1, ^, til f%f 1l "1 4ikj^ .1 tLi^x^o^rv;! 1 ylY '2 Qii1fr>r»v1 Y 

vlVii!mr"> 1 HI nvt mTrrmx7~prrvi:i yi j TIXTTJTZ^^ 

i A( s •*1.,._ t'i^^i'1'i _ % yp /af"Uv1 o i:; H^ryyl _ | x_ }--| -.i~*y\.T'i"? yr^l "% "\/l Y f f A t /"v-i"'.1-( £{ vn i *i PI rl i i /I? I,.,, 1 i\7~i firvu ry J c" ITI%ptixjfTo o1 ix&xry rrii |j t. i:\"Tjra:iw—o'tfi—|^t\r^""~r"' 

,1-1-5 -i /I -s-vt.ryt-yA 1 -t .rl-t f~t *3 x rl AV T ?•Y ..j-yt 'PI ? -t AfAm xrl IA PitA •* fl 1 o ;-VA i /~1 /::> • 
.OX7CiX 

J 
©•Wi \:y y \ rri.i Ctv./1 v-1 rivuij x |./ 

x.£.l 1 //t //I /~*1kt At-Akati "-r «"i-SAA t /~l <--t \-SAJK /atr*. v rl \ *v yy^ p-f Ik t rl 1 I—F ''X. r\ o tA^f^. v \ '1 o i/r» « /} /rl-ilrM-rv XJ //I ^fTtxTl xrcfx/i l./jitt x^ot^./j|.7rrvri y i j \r^rxx^VrtjT IT: I py 

/ .^v ( i At ji^-yy>.f-'f-'~: t /I o ys-s •< 3A »"* VfO .•-vf'T* -y yl % H { j 1'i "Fl'!"! /,-s1"'ll-^.;f:1"\-i: I ••• I"j •....• T%\:'!'!"! 1 1 \ >1 Y %A-> tr\-r% x- rl I'Wai-v nr r\ m i / j o • '^r'^'u'iiiiviuj i iAixixri w J.O:I ruroTxTxxrc^rry I j xxx p' 

,1 O1,IA,-A \1 /'/I / < fU , Tf-I , rl f,4~U t/1 \ Q /^il!T,-v8-.-r^1,^f;Tr1 \ 1 LI 1 , rl \-^k ,:.v^ x ,1 ̂  k ̂  -y o -r>t ^ A ̂  . x s i.j v.*i'O'Xj^''ii:ii'W'fciiyx'j ^/^^rrriTSXTYXTxi.roin'jij^TTi'' p?^yi"T!XX7t™^^^i'/ tjxHTzrcxntixlxT^ 

K] //I / s_ / icvi-f vx ?•«••>** /..^4'U f ?1 \ 1 / f n-^ -Pi i > / •% T-/t, ;vs /-fr-f 1-, \ rl \ 1 l-I n< A-A ry/\1 1 x '1 i.vt'Ti v A —^^^-^XTTr-xyxttxTfi. jrtrv tJij t liuurtn. fxvtxrj ij'; i: i;:S pji 

^ f i fl f-% ' \7tTli~o~oiTwO.Z>'Cii iuvivj 

/I 1 /\s'/\ .X,f /"/I ../ ^ / i-r\ 1A /"\x/ x ym t rl \ -I /}<•< -ffi i ; pfK \ /1 \ .1 l-T M»«I --r r\ 1 t x/1 W /"S=IA I rl \1"\£v»"i <"Z t /"I /~s * 
i ̂ — :.,•— | - ^ ?^yTl FO't Ii. J I J L J ^ t i11AU-'trtXTsTlX^tttYT "f-x"X 1:^ryT tf 

t'\] (A ( ... / 1T1 flf !** f> Y^/ITi \/| \ - 1 j tf'vr£">|-;A p,-f K x /-I _ 1 .UL n-'y, 'jr\ 1 1 P»!1 X ?l ~\IA i (''•.fi^'t , . . - .. .'H /"^•y^IT! PT\/! V— ^.—.*...i"!'*1.T! 1! pfhi? >_ i .1—1.. •.... »-->... . .. ^r f~~?^o:nx"OTt:77^i fi^TwnTjn j r*' \"ti i i iuxji-y-t-p- jrir:t~'jTyTxX£Xn:-^'x^yitj'^jTTOttyT'jt TC'AZTI rrtrsnf 

%1/-y^-y XT (A H /^Af'hAx^nv»Qfkt,n ^ 1 U 1 ^rn ^WT,nUanr,r>m^Q. A r*U I, 
i'0'wvi,s:''ji'i'''""' i i~i'** yi. / I ^ ^ 

.. ... .... \/'! \„_.^.. (. Affl'ffl AfU \ /l \ __ 1 JA .... 1 \.A Y IA fWt x A ~'l V%. ay-. <-? <-\ ••?-••,'•., -I rj * - Txn. .ox/:A. jij-.rc 0.1.11 wti. 1 • j • tj • s y-t~j pT±«5ti^i"7T7t^^7^ 

K'l i'A ( '"I fxf'K ^ rl\, ^ /f t-t .f-atfK\r| Y ; 1 I-I mr!-r>'7Al I T rl \ t-Ai'K cn-»t rlYiA < /\/\f "1 •*•> rurt * / j i-:v' K! , \xTiX/Trit^r^yxrrcrcFrjrT^T.7~"^ 1 rxrrtX'CTix/iuXjVLtytrj^^ri^^TyiixzKJJ I y*iy~jTi't%jtiji/flT^Z7i:xi^xtftTr€i^^—r^*~"! 

/J3 /-•••<.• f/-> i s\*-%i\ir\4-y; rl ij-vt 4~1 ^ IT X /I Y 1 I—1 -y/-\1 1 T 71 \»A1A OW^' /f Vt-s •; PI rt »-y-s 4 A 1 y t' ^ ^ w i 1:1'tl.t/t^^xtX7tiTyT^p" I i i. |J j i i j 

Oi-f 1-> \ rl 1 / '"?.. ::..fa.piof-yv.t / j _./|.... / A„ 'Aj'-t 1 -g--/~'\,i-% 1"; 4Z\-r%:x yl A fH"'i'^ /-% \ /;| Y^AIA an •% v:1 \ .N. %•%•% \ ;-1 | X--f x rv*<~i '"*> r-\ 1 />. . vtnjt tm*^,5tr^^7^«xriTxcro^"*T™~\ K/iXL Xj:c%iXixT~y'Ty^fTT^Txy'ir'j'i''U x"',,i'''i\'lr™^!f^'in3)^TO^'C''',ii''^?'"i' 

r\ rt j {.x» 
vXu IJTJTirj 

p>f*1l\./! 1 • /" 0 -. Au-/d (.A.... f"'j"^ j f"y5"/'1 ?"*"!"* fl !'^1 A '*'7'1 £»-»A T /I \ ^.. ,^A ^-•*f~|n.\ /I ..1.. I—f -vw wo CZJ~t..t..£.?- /-v o.yl-'-,,'-', yf »| n4-/:-»« vtliji ctiT.i TXJTJ '^'wi;i'iA;ri^rjprox?£'F^I'C'is.i y'i I cr£T\Tr^7w'v-,j: r::'^ * 

fe-af T\-s A 1 _ / /I (A {\Y('\'T\\'\ P' ;'l \7\ C' f 1 ;-|A H <AA t /'I \ ./^ ..-t^ 1 f f'-%,'\ ~\ r\ Y ^ 1T1 .^''-f' ^"j \/1 1 I-I rr-'-i ̂ y-fv. 1 ^ r> f^f-l-v/Xi^ysyl offay Ocxry~i i-*-' ^—• ̂xYixji,x? pxiV'ii y i^'cii.T/xtixrvTj'T j ^,; i{.rs;.i v/ p.riwx:ryi'''j~^7'"!Ttx?CTrjiT''^~J"':Jr™j7ry^?S^TtTii^^ 

£*ihxr1 1 / 4 /'/I ^ 1 nrr>r^f!p>r\\Ar*f^.rh™rtr>.i/lY ? n^^rrr^h^n^ ^ w^fTU^* 1 U 1 ,w,^k vul 'T I "t OTiuiv|:7xxiwo.'j'iviii oxti-iix;? 'yirj*-*,''^ ITTLX v/|TTrro rij'; i i i.~*p^TTl^7tr?i 

/•vi" -j--|A \/| • ••"I- -- /^au-Q-Of*f f>tn •; {\ fx A / A f H 1 f '~;fl"M:>-t"; "\/! f'fl-'f HQTH Yt^ll fs,:V"' \/'f Y -T;l ("A\'1. ^ J 1 I—I ni »*a vT^-l XJT. ra^txrjT- Vo"jxvu« OIXIT.r\T^yl'7|.>s >,XjTTy 'i: /'•"; —ra"*pix'7tTTw~T?'~' 

1612. A compound of claim 1S11, wherein 

Li and L2 together represent -NH-C(O)-; and 

Cy is selected from monocyclic substituted or unsubstituted aryl, and monocyclic 

substituted or unsubstituted heteroaryl. 

mi A compound of any of claims 44.1.1-4-612, wherein both R1 and R2 represent 

cyclopropyl. 

4^14. A compound of any of claims 4411-4412, wherein one of R1 and R2 is CF3 and 

the other is independently cyclopropyl, CHoF or CHF2. 
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4-915. A compound of any one of claims 1-1.1.4-S, wherein Li and L2 together 

represent -NH-C(=0)-, -NH-S(=0)q-, -C(=0)NH- or-NH-CH2-; 
CM L. -1 7 -f /•> 1 1 cr-' 1 ^ 1 f-.. -?t 1~8 i", A I ft "NT f-T /->•»•» f '' XXJ *7 rnvrvun x JO 7avl'i v/'i Vy'.tTJ 

O 1 ̂ 

O 0 A /yyfy* 

"V»-rs nA;n v* /"I rv-f <-^1 o -i ""l (\ ys rf-s ft A tr jfZlJLJl,-™ror|rcnxrixt~TTT^^xM;i:i'i'i ZJV>» wuvrcTii"!! ITT X^Irx.. 

/'1 0 x"'"Ol,01,'oX I (ly !J..^ 

SO2CH3 

0 "X. ...A yvri, /^.4 .. <"»1 o.im 1 ^ /-vt- 1 A, n ;k Q^QI ti x;'~_T'r~** i T '^SI L i TTKTW. A rcr v 7 x~^3Tcm it rr/ t /i t*T?"r vtro 
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34.16. A compound of formula 

v—w <J-\ 
T U 1_2 A 

\ 
Cy 

(IA-III) 

or a tautomer, N-oxide, pharmaceutically acceptable ester, or pharmaceutically acceptable 

salt thereof, wherein 
1 2 R and R are the same or different and are independently selected from CH2F, CHF2, 

CF3, cyclopropyl with the proviso that both R1 and R2 at the same time do not represent CF3; 

T is independently selected from CF or N and each of U, V and W is independently 

selected from CH, CF or N; 

Li and L2 together represent -NH-C(=X)-, -NH-S(=0)q-, -C(=X)NH-, m 

-or -NH-CR'R 

A is absent or selected from -(CR'R )- and -NRa; 

each occurrence of R' and R are the same or different and are independently selected 

from hydrogen or substituted or unsubstituted C(i_6) alkyl group or R' and R may be joined 

to form a substituted or unsubstituted saturated or unsaturated 3-6 membered ring, which 

may optionally include one or more heteroatoms which may be same or different and are 

selected from O, NRa and S; 

R'" is selected from hydrogen, or halogen 

each occurrence of X is independently selected from O, S and -NRa; 

Cy is selected from monocyclic substituted or unsubstituted heterocyclyl, monocyclic 

substituted or unsubstituted aryl, and monocyclic substituted or unsubstituted heteroaryl; 

each occurrence of Ra and Rb are the same or different and are independently selected 

from hydrogen, nitro, hydroxy, cyano, halogen, -OR0, -S(=0)q-Rc, -NRcRd, -C(=Y)-Rc, -

CRcRd-C(=Y)-R°, -CRcRd-Y-CR°Rd-,-C(=Y)-NRcRd-, -NRRd-C(=Y)-NRcRd-, -S(=0)q-

NRcRd-, -NRcRd-S(=0)q-NRcRd-, -NR°Rd-NRcRd-, substituted or unsubstituted alkyl, 

substituted or unsubstituted alkenyl, substituted or unsubstituted alkynyl, substituted or 

unsubstituted cycloalkyl, substituted or unsubstituted cycloalkylakyl, substituted or 

unsubstituted cycloalkenyl, substituted or unsubstituted heterocylyl, substituted or 

unsubstituted heterocyclylalkyl, substituted or unsubstituted aryl, substituted or unsubstituted 
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arylalkyl, substituted or unsubstituted heteroaryl, and substituted or unsubstituted 

heteroarylalkyl, or when Ra and Rb substitutent are directly bound to the same atom, they may 

be joined to form a substituted or unsubstituted saturated or unsaturated 3-10 member ring, 

which may optionally include one or more heteroatoms which may be same or different and 

are selected from O, NR° and S; 

each occurrence of Rc and Rd may be same or different and are independently selected 

from hydrogen, nitro, hydroxy, cyano, halogen, substituted or unsubstituted alkyl, substituted 

or unsubstituted alkenyl, substituted or unsubstituted alkynyl, substituted or unsubstituted 

cycloalkyl, substituted or unsubstituted cycloalkylakyl, substituted or unsubstituted 

cycloalkenyl, substituted or unsubstituted heterocyclic group, substituted or unsubstituted 

heterocyclylalkyl, or when two R° and/or Rd substitutents are directly bound to the same 

atom, they may be joined to form a substituted or unsubstituted saturated or unsaturated 3-10 

member ring, which may optionally include one or more heteroatoms which are the same or 

different and are selected from O, NH and S; 

each occurrence of Y is selected from O, S and -NRd; and 

each occurrence of q independently represents 0, 1 or 2X 

wherein the term substituted refers to a substitution selected from hydrogen, hydroxy, 

halogen, carboxyl, cyano, nitro, substituted or unsubstituted alkyl, substituted or 

unsubstituted alkoxy, substituted or unsubstituted alkenyl, substituted or unsubstituted 

alkynyl; 

with, the proviso that the compound of formula (IA-1.II) is not N-benzyl-6-(3,5-

dicvclopropyl-1.H-pyrazol-1 -yl) pyrid3.zin~3~amit.ie. 

3S17. A compound of claim 341.6, wherein one of R1 and R2 is CF3 and the other is 

cyclopropyl. 

2618_. A compound of claim 3416, wherein one of R1 and R2 is CF3 and the other is 

CH2F, or CHF2. 

•2419. A compound of claim 3416, wherein both R1 and R2 represent cyclopropyl. 

2420. A compound of any of claims -2416-241.9, wherein T is CF and U, V, and W 

are each CH. 

2421. A compound of any of claims 2416-241.9, wherein T is N and U, V, and W are 

each CH. 

4022. A compound of any of claims 2416-2421, wherein L| and L2 together 

represent -NH-C(=0)-, C(=0)NH- or-NH-CH2-. 

4423. A compound of any of claims 24-4011 -22, wherein A is absent, -NH-, or -

CH2-. 

4424. A compound of claim 4423, wherein A is absent. 
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3-3-25. A compound of claim -34-23, wherein A is -CH2-. 

3426. A compound of claim -34-23, wherein A is -NH-. 

3-5-27. A compound of any of claims 341-3426, wherein Cy is selected from 
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3^30. A compound selected from: 

A,'-[4-(3,5-dicyclopropyl-l//-pyrazol-l -y])-3-fluorophenyl]-4-methyl-l ,23-

thiadiazole-5-carboxamide: 

7V-[4-(3,5-dicyclopropyl-l//-pyrazol-l-yl)-3-fluorophenyl]-4-methylthiazole-5-

carboxamide: 

JV-[4-(3,5-dicyclopropyl-l/:/-pyt'azol-l-yl)-3-fluorophenyl|-3,5-dimethylisoxazole-4-

carboxamide: 

A'-[4-(3,5-dicyclopropy 1 - l //-pyrazol-1 -yl)-3-fluorophenyl]-2methyl benzamide: 

iV-[4-(3,5-dicyclopropyl-li7-pyrazol-l-yl)-3-fluorophenyl]-2,3-difluorobenzamide: 

A,'-[4-(3,5-dicyclopropyl-l/-/-pyrazol-l-yl)-3-fluorophenyrj-2,6-difluorobenzamide: 

A,'-[4-(3,5-dicyclopropyl-l/-/-pyrazol-l -yl)-3-fluorophenyl]nicotinamide: 

,¥-[4-(3.5-dicyclopropyl-l//-p\Tazol-l-yl)-3-fluorophenyl]isonieotinamide: 
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A^4-(3,5-dicyclopropyl-l//-pyrazol-l-yl)-3-fluorophenyl]-4-methylpyrimidine-5-

carboxamide: 

iV-[4-(4-chloro-3,5-dicyclopropyl- 1//-pyrazol-1 -yl)-3-fluorophenyl]-4-methyl-1,2,3-

thiadiazole-5-carboxamide: 

TV- {4-[ 5 -cycl opropyl -3 - (tri fl u orom ethyl)- 1//-pyrazol-1 -yl] -3 -fluorophenyl} -4-methyl-1,2,3-

thiadiazole-5-carboxamide: 

A''-{4-[5-cycl()propyl-3-(trifluoromethyl)-l//--pyrazol-l-yl]-3--fluorophenyl}-4-

methylthiazole-5-carboxamide: 

A:-{4-[5-cyclopropyl-3-(trifluorornethyl)-l//-pyrazol-l-yl]-3-fluorophenyl}-5-

methylisoxazole-4-carboxamide: 

AA {4-[5-cycl opropyl-3-(tri fluorom eth yl)-l//-p yr azol-1 -yl]-3-fluorophenyl}-3,5-

dimethylisoxazole-4-carboxamide: 

N- {4-[5-cyclopropyl-3 -(trifluorom ethyl)- l//-pyrazol-1 - yl ] - 3 - fl uoroph en yl} -2-

methylbenzamide: 

TV-{4-[5-cycl opropyl-3-(trifluorometh yl)-1 H-pyrazol-1 -yl]-3-fluorophenyl} -2,3-

difluorobenzamide: 

N- {4-[ 5-cyclopropyl - 3 - (tri fl uorom eth yl)-1 //-pyrazol -1 -yl]-3 -fluorophenyl} -2,6-

d i fl u or ob en z am i d e: 

#-{4-[5-cyclopropyl-3-(trifluoromethyl)-l/-/-pyrazol-l-yl]-3-fluoropheny]/nicotinamide: 

A'- {4-[5-cyclopropyl-3-(trifluoromethyl )-l //-pyrazol-1 -vl]-3-fluorophenyl | isonicotinamide: 

7V-{4-[5-cyclopropyl-3-(trifluoromethyl)-l//-pyrazol-l-yl]-3-fluorophenyl}-3-

fluoroisonicotinamide: 

3 ,5-dichloro-/V- {4-[5-cyclopropyl-3-(trifluorom ethyl)-1//-pyrazol-1 -yl]-3 -

fluorophenyl} isonicotinamide: 

N- {4-[5-cyclopropyl-3 -(trifluorom ethyl)- l/Z-pyrazol-1 -yl] -3 -fluorophenyl} -4-

methylpyrimidine-5-carboxamide: 

N- |4-[5-cyclopropyl-3-(trifluoromethyl)- l //-pyrazol-l-yl]-3-fluorophenyl }-/V,4-

dimethylpyrimidine-5-carboxamide: 

jV-{4-[4-chloro-5-cyclopropyl-3-(trifluoromethyl)-l/^-pyrazol-l-yl]-3-fluorophenyl}-4-

methyl-1,2,3-thiadiazole-5-carboxamide: 

A-{4-[4-chloro-5-cyclopropyl-3-(trifluoromethyl)-l/-/-pyrazol-l-yl]-3-fluorophenyl;-2-

(pyri din-2-yl) acetami de: 
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1-{4-[5-cyclopropyl-3-(trifluorom ethyl)-l//-pyrazol-1 -yl]-3-fluorophenyl}-3-(4-

methylpyrimidin-5-yl)urea: 

A/-{4-[5)-cyclopropyl-3-(trifhiromethyl)-l//-pyrazol-l-yl]3-flurophenyl}-2,6-dichloro 

benzamide: 

4-[5-cyclopropyl-3-(trifluoromethyl)-l//-pyrazol-l-yl]-iV-(2,3-difluorophenyl)-3-

fluorobenzamide: 

4-[5-cyclopropyl-3-(trifluoromethyl)-l//-pyrazol-l-yl]-/vr-(2,6-difluorophenyl)-3-

fluorobenzamide: 

N - {4-[4-chloro-5 -cyclopropyl-3 -(trifluorom ethyl)-1 H-pyrazol-1 -yl] -3 -fluorophenyl} -

4-methylpyrimidine-5-carboxamide; 

3,5-dichloro-iV-[4-(3,5-dicyclopropyl-1 //-pyrazol-1 -yl)-3 -

fluorophenyl]isonicotinamide: 

A/-(2-chloro-6-fluorophenyl)-4-[5-cyclopropyl-3-(trifluoromethyl)-l//-pyrazol-l -yl]-

3 -fluorobenzamide: 

TV-|4-[5-cycloprop yl-3-(tri fluorom ethyl)-!//-pyrazol-1 -yl ]-3,5-di fluorophenyl}-4-

methylpyrimidine-5-carboxamide: 

{4-[5-cyclopropyl-3-(trifluoromethyl)-l//-pyrazol-l-yl]-3-fluorophenyl }-l -

phenyl cyclobutanecarboxamide: 

N- {4-[5-cyclopropyl-3-(trifluorom ethyl)-1 H-pyrazol-1 -yl]-3 -fluorophenyl} -4-

methyloxazole-5-carboxamide: 

4-[5-cyclopropyl-3-(trifluoromethyl)-l//-pyrazol-l-yl]-3-fluoro-iV-(4-

methylpyrimidin-5-yl) benzamide: and 

A'-{4-[3-cyclopropyl-5-(difluoromethyl)-l//-pyrazol-l -yl]-3-fluorophenyl}-2,6-

difluorobenzamide and 

/V-|4-[5-cyclopropyl-3-(di fluorom eth yl)-l//-pyr azol-1 -yl]-3-fluorophenyl}-2,6-

difluorobenzamide 

or a tautomer, N-oxide, pharmaceutically acceptable ester, or pharmaceutically acceptable 

salt thereof. 

3#31. A compound selected from: 

A'-[6-(3,5-dicyclopropyl-l//-pyrazol-l-yl)pyridin-3~yl]-4-methyl-l ,2,3-thiadiazole-5-

carboxamide: 

j¥-[6-(3,5-dicyclopropyl-l//-pyrazol-l-yl)pyridin-3-yl]-4-methylthiazole-5-

carboxamide: 
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TV-[6-(3,5-dicyclopropyl-l//-pyrazol-l-yl)pyridin-3-yl]-2,4-dimethylthiazole-5-

carboxamide: 

N-[ 6-(3,5-dicyclopropyl-1 //-pyrazol-1 -yl)pyridin-3-yl]-3,5-dimethylisoxazole-4-

carboxamide: 

6-(3,5-dicyclopropyl-1 //-pyrazol-1 -ylj-A'-o-tolylnicotinamide: 

TV-[6-(3,5-dicyclopropyl- 1/Z-pyrazol-1 -yl)pyridin-3-yl]-2-fluorobenzamide: 

TV-[6-(3,5-dicyclopropyl-l//-pyrazol-1 -yl)pyridin-3-yl]-2,3-dilluorobenzairiide: 

A'-[6-(3,5-dicyclopropyl-l/-/-pyrazol-1 -yl)pyridin-3-yl]-2,6-di fluorobenzamide: 

TV-[6-(3,5-dicyclopropyl-l//-pyrazol-l-yl)pyridin-3-yl]nicotinamide dihydrochloride: 

TV-[6-(3,5-dicyclopropyl-l//-pyrazol-l -yl)pyridin-3-yl] isonicotinamide: 

A'-[6-(3,5-dicyclopropyl-l //-pyrazol-l-yl)pyridin-3-yl]-3-fluoroisonicotinamide: 

3,5-dichloro~TV-[6-(3,5-dicyclopropyl-l//~pyrazol-l-yl)pyridin-3-yl]isonicotinamide: 

A-[6-(3,5-dicyck)propyl-l//-pyrazol-l-yl)pyridin~3-yl]-4-methylpyrimidine-5-

carboxamide: 

TV-{6-[5-cyclopropyl-3-(trifhioromethyl)-l//-pyrazol-l-yl]pyridin-3-yl}-4-methyl-

1,2,3-thiadiazole-5-carboxamide 

TV- {6-[5-cyclopropyl-3-(trifluorom ethyl)-1//-pyrazol-1 -yl]pyridin-3-yl}-4-

methylthiazole-5-carboxamide: 

iV-{6-[5-cyclopropyl-3-(tri fluorom ethyl)-l/-/-pyrazol-1-yl]pyridin-3-yl}-3,5-

dimethylisoxazole-4-carboxamide: 

TV-{6-[5-cyclopropyl-3-(trifluoromethyl)-1//-pyrazol-1-yl]pyridin-3-yl}-2-

methylbenzamide: 

2-chloro-N-{6-[5-cyclopropyl-3-(tri:Huoromethyl)-l H-pyrazol-1 -yl]pyridin-3-

yl}benzamide: 

N-(6-(5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1 -yl)pyridin-3-yl)-2-

fluorobenzamide: 

TV- {6-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1 -yl]pyridin-3-yl} -2,3-

difluorobenzamide: 

TV- {6-[5-cyclopropyl-3-(trifluorom ethyl)- l//-pyrazol-1 -yl]pyridin-3-yl}-2,6-

difluorobenzamide: 

TV-{6-[5-cyclopropyl-3-(trifluoromethyl)-l//-pyrazol-l-yl]pyridin-3-yl}picolinamide: 

TV-{6-[5-cyclopropyl-3-(trifluoromethyl)-1/Z-pyrazol-l-yl]pyridin-3-yl}-3-

methylpicolinamide: 

TV- {6-[5-cyclopropyl-3-(trifluoromethyl)- 1/Z-pyrazol-1 -yl]pyridin-3-yl}nicotinamide: 
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N- {6-[5-cyclopropyl-3-(trifluoromethyl)-1//-pyrazol-1 -yl]pyridin-3-yl}-2-

methylnicotinamide: 

A:'-{6-[5-cyclopropyl-3-(trifluoromethyl)-l//-pyrazol -1 -yl]pyridin-3-

yl} isonicotinamide: 

AL (6-[5-cycl opropyl-3-(tri fluoromethyl)-l//-pyrazol-1 -y 1 ] pyri d in-3 - yl} - 3 -

fluoroi sonicotinamide: 

3,5-dichloro-iV- {6-[5-cyclopropyl-3-(trifluoromethyl)- liZ-pyrazol-1 -yl]pyridin-3-

yl} isonicotinamide: 

N- {6-[5-cyclopropyl-3-(trifluoromethyl)- 1/Z-pyrazol-1 -yl]pyridin-3-yl} -4-

methylpyrimidine-5-carboxamide: 

Af-{6-[5-cyclopropyl-3-(trifluoromethyl)-l/Z-pyrazol-l-yl]pyridin-3-yl}-2-(pyridin-2-

yl)acetamide; 

Ar-{6-[5-cyclopropyl-3-(trifluoromethyl)-l/Z-pyrazol-l-yl]pyridin-3-yl}-2-(pyridin-4-

yl)acetamide; 

1 - {6-[3 -cyclopropyl-5-(trifluorom ethyl)- 1/Z-pyrazol-1 -yl]pyridin-3-yl} -3 -(4-

methylthiazol-5-yl)urea: 

6-[5-cyclopropyl-3-(trifluoromethyl)-l/Z-pyrazol-l-yl]-/vr-(2,3-dilluorophenyl) 

nicotinamide: 

6-[5-cyclopropyl-3-(trifluoromethyl)-l //-pyrazol-1 -yl]-A:r-(2,6-difluorophenyl) 

nicotinamide: 

A,,-{6-[4-chloro-5-cyclopropyl-3-(trifluoromethyl)~l//-pyrazol-l -y]]pyridin-3-yl}-4-

methylthiazole-5-carboxamide: 

/V-{2-[5-cyclopropyl-3-(trifluoromethyl)-l//-pyrazol-l-yl]pyrimidin-5-yl}-2,6-

difluorobenzamide: 

N- (2-[5-cyclopropyl-3-(trifluoromethyl)- 1/Z-pyrazol-1 -yl]pyrimidin-5-yl} -4-

m ethyl thiazole-5 -carboxamide: 

N-{2-[5-cyclopropyl-3-(trifluoromethyl)-l/Z-pyrazol-l-yl]pyrimidin-5-yl}-4-

methylpyrimidine-5-carboxamide: 

or a tautomer, N-oxide, pharmaceutically acceptable ester, or pharmaceutically acceptable 

salt thereof. 

4#32. A compound of formula 
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(I) 

or a tautomer, N-oxide, pharmaceutically acceptable ester or pharmaceutically acceptable salt 

thereof, wherein 

Ring Hy represents 

R1 

•i y 

5 

optionally substituted with R'"; 
1 2 R and R are the same or different and are independently selected from CH3, CH2F, 

CHF2, CF3, substituted or unsubstituted C(3_5)cycloalkyl, CH2-ORa, CH2-NRaRb, €N and 
1 2 COOH, wherein at least one of R and R is cyclopropyl; 

Ring Ar represents: 
T=U ^ z1 

•or /<- 73 
V W z 

T is independently selected from CR"' €Ra-or N and each of U, V and W is 

independently selected from CH, CR"1 €Ra~or N, wherein each occurrence of R"1 K84s the 

same or different and are independently selected from nitro, hydroxy, cyano, halogen, -ORc, -

S(=0)q-Rc, -C(=Y)-Rc, -CRcRd-C(=Y)-Rc, -CRcRd-Y-CRcRd-,-C(==Y)-NRcRd-, -C(-Y)-

NRcRd-, -S(=0)q-NRcRd-, -NRcRd-S(=O)q-NR0Rd-, -NRcRd-NRcRd-, substituted or 

unsubstituted alkyl, substituted or unsubstituted alkenyl, substituted or unsubstituted alkynyl; 
rg-j- 7"~" o *-> 7^ oyq flU p* DQWp V ;"""! t 'f'f'PTP'"!'! ^ -fl-Ttfl A Vf* 1/"I 1 > ? o c>. r>\- Q ^ A.ZJ » CXJTXvFIZJ Uiv Ci TW TT IAT It V-' xTlUli iTwi.V' rn "XO. T\X" ClTv" TXiX3: w|v/OlT^tOiO."lrx'^ "—3 vlvvtw i-1- ~1.TXTTA! XXJ.%. J 

n g TvTPa mjfk t>if» nrnvign fhnt n» 1*»nqt nr>p rrP 7* T3, nnA f> C r.r .... k —X7Z, CCs'TQ. ^ ^ i v J.ov/ v- 1. J..—/ i i tCy^ * 

XTPa> 
T^fxT 5 

Li and L2 together represent - NH-C(=X)-, -NH-S(=0)q-, -C(=X)NH-, or 

or —NH-CR'R"-; 

A is absent or selected from -(CR'R )-, O, S(=0)q, C(=X) and -NRa; 
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R' and R are the same or different and are independently selected from hydrogen, 

hydroxy, cyano, halogen, -ORa, -COORa, -S(=0)q-Ra, -NRaRb, -C(=X)-Ra, substituted or 

unsubstituted C(i_6) alkyl group, substituted or unsubstituted C(i_6) alkenyl, substituted or 

unsubstituted C(i_6) alkynyl, and substituted or unsubstituted C(3_5) cycloalkyl, or R' and R 

may be joined to form a substituted or unsubstituted saturated or unsaturated 3-6 member 



ring, which may optionally include one or more heteroatoms which may be same or 

different and are selected from O, NRa and S; 

R'" is selected from hydrogen, hydroxy, cyano, halogen, -ORa, ~COORa, -S(=0)q-Ra, 

-NRaRb, -C(=X)-Ra, substituted or unsubstituted Qi -6) alkyl group, substituted or 

unsubstituted C(i_6) alkenyl, substituted or unsubstituted C(i_6) alkynyl, and substituted or 

unsubstituted C(3-5)cycloalkyl; 

each occurrence of X is independently selected from O, S and -NRa; 

Cy is selected from monocyclic substituted or unsubstituted cycloalkyl group, 

monocyclic substituted or unsubstituted heterocyclyl, monocyclic substituted or unsubstituted 

aryl, and monocyclic substituted or unsubstituted heteroaryl; 

each occurrence of Ra and Rb are the same or different and are independently selected 

from hydrogen, nitro, hydroxy, cyano, halogen, -ORc, -S(=0)q-Rc, -NRcRd, -C(=Y)-Rc, -

CRcRd-C(=Y)-R°, -CRcRd-Y-CRcRd-,-C(=Y)-NRcRd-, -NRRd-C(=Y)-NRcRd-, -S(=0)q-

NRcRd-, -NRcRd-S(=0)q-NRcRd-, -NR°Rd-NRcRd-, substituted or unsubstituted alkyl, 

substituted or unsubstituted alkenyl, substituted or unsubstituted alkynyl, substituted or 

unsubstituted cycloalkyl, substituted or unsubstituted cycloalkylakyl, substituted or 

unsubstituted cycloalkenyl, substituted or unsubstituted heterocylyl, substituted or 

unsubstituted heterocyclylallcyl, substituted or unsubstituted aryl, substituted or unsubstituted 

arylalkyl, substituted or unsubstituted heteroaryl, and substituted or unsubstituted 

heteroarylalkyl, or when Ra and Rb are directly bound to the same atom, they may be joined 

to form a substituted or unsubstituted saturated or unsaturated 3-10 member ring, which may 

optionally include one or more heteroatoms which may be the same or different and are 

selected from O, NRC and S; 

each occurrence of R° and Rd may be same or different and are independently selected 

from hydrogen, nitro, hydroxy, cyano, halogen, substituted or unsubstituted alkyl, substituted 

or unsubstituted alkenyl, substituted or unsubstituted alkynyl, substituted or unsubstituted 

cycloalkyl, substituted or unsubstituted cycloalkylakyl, substituted or unsubstituted 

cycloalkenyl, substituted or unsubstituted heterocyclic group, substituted or unsubstituted 

heterocyclylalkyl, or when two R° and/or Rd substitutents are directly bound to the same 

atom, they may be joined to form a substituted or unsubstituted saturated or unsaturated 3-10 

member ring, which may optionally include one or more heteroatoms which are the same or 

different and are selected from O, NH and S; 

each occurrence of Y is selected from O, S and -NRa; and 

each occurrence of q independently represents 0, 1 or 2; 
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wherein the term substituted refers to a substitution selected from hydrogen, hydroxy, 

halogen, carboxyl, cyano, nitro, oxo (=0), thio(=S), substituted or unsubstituted alkyl, 

substituted or unsubstituted alkoxy, substituted or unsubstituted alkenyl, substituted or 

unsubstituted alkynyl, -COORx, -C(0)Rx, -C(S)RX, -C(0)0NRxRy, -NRyRz, -NRxCONRyRz, -

N(Rx)SORy, -N(Rx)S02Ry, -(==N-N(Rx)Ry), -NRX C(0)C>Ry, -NRxRy, -NRxC(0)Ry-, - RxC(S)Ry 

-NRxC(S)NRyRz, -SONRxRy-, -S02 NRxRy-, -ORx, -ORxC(0)NRyRz, -ORxC(0)C>Ry-, -

C)C(0)Rx, -OC(0)NRxRy, - RxNRyC(0)Rz, -RxORy, -RxC(0)ORy, -RxC(0)NRyRz, -RxC(0)Rx, -

RxOC(0)Ry, -SRX, -SORx, -S02Rx, and -ON02, wherein Rx, Ry and Rz in each of the above 

groups can be hydrogen atom, substituted or unsubstituted alkyl, substituted or unsubstituted 

alkoxy, substituted or unsubstituted alkenyl, substituted or unsubstituted alkynyl, substituted 

or unsubstituted aryl, substituted or unsubstituted arylalkyl, substituted or unsubstituted 

cycloalkyl, substituted or unsubstituted cycloalkenyl, substituted or unsubstituted amino, 

substituted or unsubstituted aryl, substituted or unsubstituted heteroaryl, substituted 

heterocyclylalkyl ring, substituted or unsubstituted heteroarylalkyl, substituted or 

unsubstituted heterocyclic ring, or any two of Rx, Ry and Rz may be joined to form a 

substituted or unsubstituted saturated or unsaturated 3-10 member ring, which may optionally 

include heteroatoms which may be same or different and are selected from O, NRX or S 

wherein the substituents in the aforementioned "substituted" groups cannot be further 

substituted; and wherein 
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the compound of formula (I) does not include 
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N-benzyl-6-(3,5-dicyclopropyl-1 H-pyrazol-1 -yl) pyridazin-3-amine. 

4433. The compound of claim 41)32, wherein R1 is cyclopropyl. 

4334. Use of a compound of any one of claims 1-44-33 in the manufacture of a 

medicament for modulating store-operated calcium (SOC) channel activity which comprises 

contacting the SOC channel complex, or portion thereof, with the compound of any one of 

claims 1-44-33. 

43-35. Use of a compound of any one of claims 1-44—33 in the manufacture of a 

medicament for modulating calcium release activated calcium channel (CRAC) activity in a 

mammal, wherein the compound of any one of claims 1 -44-33 modulates CRAC activity in 

the mammal. 

4436. Use of a compound of any one of claims 1-44-33 in the manufacture of a 

medicament for inhibiting store-operated calcium entry (SOCE) activation of nuclear factor 

of activated T cells (NFAT) in a mammal, wherein the compound of any one of claims 1-44-

33 inhibits SOCE activation of NFAT in the mammal. 

4537. Use of a compound of any one of claims 1-44-33 in the manufacture of a 

medicament for decreasing cytokine release by inhibiting the SOCE activation of NFAT in a 

mammal, wherein the compound of any one of claims 1-44-33 decreases cytokine release in 

the mammal. 
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4438. Use of a compound in any one of claims 1-44-33 in the manufacture of a 

medicament for the treatment of a disease, disorder, or condition that would benefit from 

modulation of calcium release-activated calcium (CRAC) channel. 

47-39. Use of a compound of any one of claims 1-44—33 in the manufacture of a 

medicament for inhibiting immune cell activation, wherein the compound of any of claims 1 -

44-33 is to be administered to an immune cell. 
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48-40. Use of a compound of any one of claims 1-44—33 in the manufacture of a 

medicament for inhibiting T-cell and/or B-cell proliferation in response to an antigen. 

4941. Use of a compound of any one of claims 1-44—33 in the manufacture of a 

medicament for inhibiting cytokine production in a cell. 

4042. The use of claim 4941, wherein the cytokine is selected from IL-2, IL-4, IL-5, 

IL-13, GM-CSF, IFN-y, TNFa, and combinations thereof. 

£443. Use of a compound of any one of claims 1-44—33 in the manufacture of a 

medicament for modulating an ion channel in a cell, wherein the ion channel is involved in 

immune cell activation. 

§444. The use of claim 41-43, wherein the ion channel is a Ca21 -release-activated 

Ca2+ channel (CRAC). 

§-3-45. A pharmaceutical composition, comprising a compound of any one of claims 

1 -44-33 and a pharmaceutically acceptable carrier. 

#446. The pharmaceutical composition of claim §3-45, further comprising one or 

more additional therapeutic agents selected from anti-inflammatory agent, 

immunosuppressive agents, steroids, non-steroidal anti-inflammatory agents, antihistamines, 

analgesics, and suitable mixtures thereof. 

4547. Use of an effective amount of a compound of any one of claims 1-44-33 in the 

manufacture of a medicament for treating cancer. 

4448. Use of an effective amount of a compound of any one of claims 1-44-33 in the 

manufacture of a medicament for reducing an inflammation in a subject in need thereof. 

4749. Use of an effective amount of a compound of any one of claims 1-44-33 in the 

manufacture of a medicament for treating an autoimmune disorder in a subject in need 

thereof. 

4450. The use of claim 4749, wherein the autoimmune disorder is chronic 

obstructive pulmonary disease, rheumatoid arthritis, inflammatory bowel disease, allergic 

rhinitis, asthma, multiple sclerosis, psoriasis, Crohn's disease, colitis, ulcerative colitis, 

,arthritis, bone diseases associated with increased bone resorption, or chronic obstructive 

airway disease. 

-5-951.. The use of claim 5449, wherein the autoimmune disorder is rheumatoid 

arthritis. 
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6052. The use of claim 57-49, wherein the autoimmune disorder is multiple sclerosis. 

6-1-53. The use of claim #7-49, wherein the autoimmune disorder is asthma. 

6354- Use of an effective amount of a compound of any one of claims 1-44-33 in the 

manufacture of a medicament for the treatment of calcium release-activated calcium (CRAC) 

channel associated diseases or disorders, in a subject in need thereof. 

#3-55. A use of claim 62-54, wherein the compound is to be administered 

simultaneously or sequentially to a subject in need thereof in combination with at least one 

other anti-inflammatory agent, immunosuppressive agent, steroid, non-steroidal anti­

inflammatory agent, antihistamine, analgesic, or a mixture thereof. 

6456. A use of claim 6354, wherein the calcium release-activated calcium (CRAC) 

channel associated disease, disorder or condition is an immune system-related disease, a 

disease or disorder involving inflammation, a hepatic disease or disorder, or a renal disease or 

disorder. 

6357. A use of claim 6456, wherein the CRAC channel associated disease, disorder 

or condition is selected from: 

inflammation, glomerulonephritis, uveitis, hepatic diseases or disorders, renal diseases 

or disorders, chronic obstructive pulmonary disease, rheumatoid arthritis, inflammatory 

bowel disease, vasculitis, dermatitis, osteoarthritis, inflammatory muscle disease, allergic 

rhinitis, vaginitis, interstitial cystitis, scleroderma, osteoporosis, eczema, allogeneic or 

xenogeneic transplantation, graft rejection, graft-versus-host disease, lupus erythematosus, 

pulmonary fibrosis, dermatomyositis, thyroiditis, myasthenia gravis, autoimmune hemolytic 

anemia, cystic fibrosis, chronic relapsing hepatitis, primary biliary cirrhosis, allergic 

conjunctivitis, hepatitis, atopic dermatitis, asthma, Sjogren's syndrome, organ transplant 

rejection, multiple sclerosis, Guillain-Barre, autoimmune uveitis, autoimmune hemolytic 

anemia, pernicious anemia, autoimmune thrombocytopenia, temporal arteritis, anti-

phospholipid syndrome, vasculitides such as Wegener's granulomatosis, Behcet's disease, 

psoriasis, dermatitis herpetiformis, pemphigus vulgaris, vitiligo, Crohn's disease, colitis, 

ulcerative colitis, primary biliary cirrhosis, autoimmune hepatitis, Type 1 or immune-

mediated diabetes mellitus, Grave's disease. Hashimoto's thyroiditis, autoimmune oophoritis 

and orchitis, autoimmune disorder of the adrenal gland, systemic lupus erythematosus, 

polymyositis, dermatomyositis, ankylosing spondylitis, transplant rejection, skin graft 

rejection, arthritis, bone diseases associated with increased bone resorption, ileitis, Barrett's 

syndrome, adult respiratory distress syndrome, chronic obstructive airway disease, corneal 
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dystrophy, trachoma, onchocerciasis, sympathetic ophthalmitis, endophthalmitis, gingivitis, 

periodontitis, tuberculosis, leprosy, uremic complications, nephrosis, sclerodermatitis, 

psoriasis, chronic demyelinating diseases of the nervous system, AIDS-related 

neurodegeneration, Alzheimer's disease, infectious meningitis, encephalomyelitis, 

Parkinson's disease, Huntington's disease, amyotrophic lateral sclerosis viral or autoimmune 

encephalitis, autoimmune disorders, immune-complex vasculitis, systemic lupus and 

erythematodes, systemic lupus erythematosus (SLE), cardiomyopathy, ischemic heart disease 

hypercholesterolemia, atherosclerosis, preeclampsia; chronic liver failure, brain and spinal 

cord trauma, and cancer. 

6658. Use of an effective amount of a compound of any one of claims 1-44-33 in the 

manufacture of a medicament for suppressing the immune system of a subject in need 

thereof. 

6759. Use of an effective amount of a compound of any one of claims 1-4-1-33 in the 

manufacture of a medicament for treating or preventing an allergic disorder in a subject in 

need thereof. 

4860. The use of claim 6658, wherein the disorder is allergic rhinitis, sinusitis, 

rhinosinusitis, chronic otitis media, recurrent otitis media, drug reactions, insect sting 

reactions, latex reactions, conjunctivitis, urticaria, anaphylaxis reactions, anaphylactoid 

reactions, atopic dermatitis, asthma, or food allergies. 

155 


