-

*Chri st op

-

-

;e3edt(J && """ 6 (Tt ( (12) | NTERNATI ONAL APPLI CATI ON PUBLI SHED UNDER THE

PATENT COOPERATI ON TREATY (PCT) (19) Wrld Intell ectual Property

Organi zation International Bureau (43) International Publication Date (10)

| nt er nat i @NATERNNTIDSAL APRLICATINE PUBOSHNDYUNDERT HEPATIONT. QHIPERARGT TREAD2(POTH1 84 3

A3 (51) International Patent O assification': A61K 31/535, 31/44, 3l/47,

31/415, AGP 19/0?, Q07D '31/00, 233108 13/ 00, 47 L/00 (21) International
Appl i cazlppwohmmsctuambm,éﬁqﬂﬁa, ‘inr er national Filing Date: 33

Cct ober 3001 (' fA@roafbn@®ddehu (25) Fili ;.]‘ B UageimBRGl+-5 N ..{ 26). .Rubl.l.cat.l-on

Language: English (30) Priority Data:N ;1“ , 581 3G COctober 3000 (' _'G

St o

10a000) US({3y ttermiishd Pablicatidn/magy al | desi gnat ed1Bat@stid@bireplicationNimbeLARI K

I NC. [ L1S/ USBo MayczoGp(3eusaoe2)Dr i ve) S.pEqn ' Franyiy9a)2/&4 P84380 A8S) F
HOFFMANN LA ROCHE AG [CH/ CH], CH 1040 Basel (CH . (72) Inventors:; and (75)

| nvent Qﬁﬁ‘lﬁpﬂlt ibnGAPAlemt Cldssifftftiof>1 O Mklé)lssﬁw MrGRel kg, ck hdiS ] tarkdas,
144X a3 81741 A8 PHH/BI) C67529/00.GAYRA | 31 fdalRsco, SLARI)S) D38 Thianc Brive, Mountam
[ JS/LTS] #1380.37/Adans Street) Apt 1, Al bany, viGACS44080EU$USB) LKER;Sigh,MGC. (GB/US],
Tinothy) D. [US/US]; | O d acier Avenue, P3diowlarddlill i@, Buidane,[(ADF)10 (YAD,
Xi aol i 21} Giwradfignal Apblicipnmivenigr:al PCAUSNGBE03 Apt 4, S. San Franci sco, CA 9408U
(US). HAWEY) Ronald, C. [lIJS/LJS], 500 CHi qvn@am&%wlha B. et 18, Toytyendtaad n
View, @2 Sd@ublionaUiBing Pife: 2XDaaber POA2B g@pm) 733 M;rr*srerd and, f é? Embpircadego gegipr
Gity, CA 94404 (US). JAEN, Juan, C. [US/ us]Heneop 3 Mgt %r“ilx%s’

Bur | i n@@hEilingdAanddRi O (1 JS). LABADI F_Englghar ada S US/ JS Ka 2
Drive, Sunnyvale, CA 94087 (US) SM TH, “’ ]CA C8i ne
M M . . 26| Bvpdicatipiliafieuhdson Bay, CA 940%gist US) C @@ﬁg %grh UGHS]

1G58 Tul ane Dtive, Mouuntain View, CA 94040 (;MS)R KER)Iszge KG, B:K@Kz LC,
[ GB/ US| Booriataand Hi | | Lane, Burlingane, GA LRAGLO, (WSY, MA( Mth) MAGEN VBT, MW.
KEZER, = W P74 B et6 Qal""ef-"?‘b‘vr%‘ge??&’ aﬁ%r | DWHE i NQrYZ. T}, @iy PILIRD, R,®B. SE, SG, SI,
Enbar c ero Cen ht h_Fl oo FT anc?‘%é&r” (B BT 14 U US (U yN. YU,

Kg‘z AL AR AU) AZ BA, BB) BG, BR

Desi gn é %} Aarfe o

BY -z, nc FF NﬁRO@ﬁIE-E DM tat gw ﬁ3
GE, GH, G}.rcmﬁzmr@uomaseucmrr\r I'S. JP, ﬁ% Ur%;’}.} fés

LT, LU LV, MA M, I\/G M MY, MY MK I\/Z pa

SE, SG728lnvenfds;andl, 'fJ, TM TR TT, TZ, UApa:euaT lUﬁ):H 2, DEVDK, Y, FrZérB

(84) Desi gmatoeﬂdhpﬂcattesforl rggenbnal I)ROWHRPO patreiit, MCGH,, PGISE, TREOA PISaterbARE, EVEGF,
SD, SL, Szlwheﬂz F. (ygu ChrEmrharsfi’raﬁ lfrelnt ( ANVE. GAZM, BY, GNKGR. R¥ MLVMIR. NRLJSN. T,
™), EuroEE—E& E élniU /&E" E:BDE BR ES, FI, FR,L GB, GR IE, IT,
LU, MC, N ) QT%FBJ,CF,CGCI,CMGA,GI\I,GQ,
GW M., NB:L',SHN CA$N,:2L&|;§,),[US )\,ao.P.u[ Rivshed: Published:n rnt er natronal search report

wrllh mternanonﬁl seqre

(88) Dat ecaimepubdveaatapon sofin ltdisch, a@nasat | onal” SEar ¢ re ort: G February
?003 For tUsydAWLEY,.Ronatd) €dYS/HBIA0D Clriaita /%arbbrge)\/t)a t |for1%éam“ 18 gem o) uo“gs | danee
Notes on {?96%% ggrfmgr st nfLb HHE fped ggbe
i ssue of c & T ANTI | NFLAMVATI O\I AGENTS N

JA uan, US/US) Los
Abst r act : Senb &srmb@ l:[-'qBQBﬁE AETeLhass.hat Sk ok B o
treat ment sqﬁenma‘mm&aarlynve ISR CRGUISAL QY Nord b TR M bbkey AOR” G f ing at the begin-
pr ol i f er atusy sMIDIOVMdrie@iadse QGB/US]S HAE BBt € nipf @uicicregtiahenadf e PANGapeads t i cul ar
the invention provides conpounds whi ch nodul ate the expression and/ or

function of proteins involved in inflanmtion, netabolismand cell
proliferation. The subject conpounds contain fused car bocmcl ic or

EeR\tNeE ngygl_IZ'CI'U]r I(:Qt]gﬁaU] ﬁg]YEaB]Vca] caU] caV] cal] ca] cal] ca] caLﬂ" ,m"”u,mmu'naw cajc

al] cghcal] ca] cal] ca] cal] ca] cal] ca] ca] ca] cal] cal } 1hu' | " $&* Neishea+

zuoj ¢ YT] cal] ca] cal] ca] cal] ca] cal] ca] ca] c<al] cal] ca] cal] calsgdsld ca] cal] ca] ca

U] ca] cal] ca] cal] ca] cal] ca] caU] ca] caU] caV] ca &* 6: >BJ R*brv~@ K

zuoj JAYSY] ca] caV] cal] ca] cal] ca] cal] ca] caU] ca] cal] ca] c wm ycaU] caj ca
al ca

Ul capsal] ca] caU] ca] cal] ca] cal] ca] caV] cal] caK n ghi wJ
zuoj ¥ YSU] ca] caV] cal] ca] cal] ca] cal] ca] caU] ca] caU] ca] cal] ¢ cal cal ca] ca
U]lgg ?3[) ’éaUANTllH\(I:F%UL[MaJHONAJGETT:I{’IaSVJ cajcaUcavicaz[<y: I0W& ()-y 10W& ()-TryY

! 100 /él‘&l | 3 $10%& )- I 3: $10%I'0T & V>’\<I nle%& %- I XCcS109&' 5 %j 109&' (
u

j nﬁ thg 3re f’f mn béy&agae tyof mﬂa'm gn ulatory,

| %( r@ﬁa& I(B)frﬁor 1s§:%:3@f;{id_ erimd‘agmm nnon prov1 ¢s compounds which

410 here / unctn of i® Ynfta 5lSm dQel] proliferation. The subject

gz X9 l&ds c)m'tejn tusbd SbE39fc cychc nngs.

10%T*& ()-lvy&loo/e& ()-I|&100/& ()-1q&L0%& () - gghi JzX9* &1094& () -f!

L' &10%&' ()- 7&109%& ()-0 78109%X& ()-, 41094& ()-!f/109%F& ()- Normal"
"Headi ng 13]c" "Heading 23]c" "Heading 33]c" "Heading 43]c" "Heading 53]c"
" Headi ng 63] c" Headr ng 73] c" Headr ng 83] c Headr ng 93] c A "Def aul t

-~ — o, - B — o ~—~ o ~ ~~ a2




