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i nvention provides substituted bicyclic A‘t?t Fﬂk?e}{lé’l 075977-0209
conmpounds, |nclud|ng, for exanple,

4- pyrazol gé{ggﬁrlntdln 2-am nes and
4 byt azol FIUNTAYBEGE AT BORTESoA G NS Tt KA A
nodul ate the activity of kinases and are useful in the

tnent of. di seases at ki nas
0 e FstioneSingh e tebtriony b Sobdirogg Pent
APpEIHRIAMN. 603087 @isd, ﬁl&@bhﬁ\%"v@ﬁtbé’relﬂ%@f d?l'iegcon@éi‘l'ﬂsc(?tfthat
and ot her di seases. BACKGROUND OF THE | NVENTI ON
applsebomisiicrry eacoffKelcd &y ectarageomptsofntiegtyy nes t hat
regul ate di verse, inportant biological processes
i ncludi ng cell growt h, S%ﬁﬁ%ﬁikR, d differentiation,
organ formati on and nDrphogeneS|s neovascularlzatlon
tissue repair and regeneration, anong others. Protein
[Oﬂ'(lmis G%c xaseit ihviitibn Mﬁdctﬁdﬂg iaﬁtﬁ%odﬁetsmgtulnetﬁEL IA],ra(nd giethods of

catal yzi ng the phosphory|atiogn of protein
P&tdng e sy SHEYR tﬁ)galggy )ﬂﬁ) teﬁ étret q;iqé)eggq? Fqupeapartlcularly useful

1@G$dtﬂtgt1ﬁt@a§nﬁ§to f@orﬁlﬂ%ﬁ @eéhea% ¢BhYRliRMe, bi ol ogi cal
cont ext s. dition to the functions 1 n nornal
tlssues/organs many protein kinases also play nore

speci alized roles in a BAStKGROIINBNn di seases

including cancer. A subset of protein kinases (al so
[(gﬁ)gfe Fotel qha§ are s ru glgagl rgl Ped(% ourmlr(rolar?naegtﬁoss gn tor @\HFH are
c@lﬂ&tﬁ@l&&ﬂéfre@ﬂfﬁsﬁh@WN(F shpeﬂfatﬂiw T\EIMtaBFHF(S&p@fHﬂme member, is a

T%&‘ ression (Blune-Jensen P et al, Nature 2001, 4
olansthaplmds tprhe deah-dopanggesnier (BRY ardhpRyidss es

f
oSN AA8Rci G0, Blackled BARRLYAL BT, Al hARKKNE TLLA induces
sehiretgpnche BN egaimanid andRnay, ehaneflora) aseisipatenn blee datkgorenzedl helper-
as r eptor type and non-receptor type and nay show
1§w@5iqc rF?mP%E Sphosphoryl ating either a Ser/Thr

(6093 d4.127is @ (I 11 HeRdAUBLrad P tciRalkd RAIR A BY:ibfited TNF
descri bed as a Ser/Thr kinase (e.g., a receptor

s@erfaihly thémized SAiTN&SEbH)- rEcked tsmpcp@wddmtddmmaﬁef)byﬁndathelial

TSRS 0 SRS R O ARE Php -ty Misons 1

Thin@ands 6479t heo2) G, 1§ Yo dtc A bOWM rﬁﬁﬂbﬁhﬁt& @ytokines
Serﬁﬂﬂr klnasés agd are té%#%g TGF% db Tgmes o? vt

TAGranddEebensk algeby npung ¢raepexds fiPu dtsumml LelpRes., 292:241-
Sgﬁgkhgnase phosphoryl ase ki nase, MAPK ( ERK), MEKK
, and mMfOR. Receptor Tyr kinases (RTKs) have an
[6005T adellAuhadiaeokighslihg Aa its aehaRMRE@AE Eﬂbﬂ&ti da:ath&ﬁdepwt whose
intracel lular portion, while non-receptor rosin
agtivatieR &vap Keowniq indpse bosh Aepdlpnd sugyiva ﬁow’e ilalt'e dﬂke TNF, is also

1%'5%@41 td {1%?&@9%4 ﬁ’&nd)tﬁn{e}llg'sSﬁt [ ok Kl tf & Y rmmunol. Methods,
extrace ular I nteraction a specitic gro weh

29&ﬂﬁbﬂ,$0ﬂ§aﬁd@5)typlcally follomed by receptor

[(ﬂipgﬁr | tALl?lH%@fdégug ﬁ@?yat%]&ie%@ggéeg)grl Sn&)IRS) v&gh%h 1s a member of

tHe RBGPARSRA %Mhﬁiﬂg‘)ﬂ\] F ?éc@f?ﬂoﬂ &n%bl 8Rd Ao BRR&PWsI-1 , Apo-3,
created for intracellular signal” transduction

TRAME Lindd AR, dratrbw demgtetefdoTNﬂateceptooﬁumdﬁmhlexe@nmrtZﬁ

(PUERFFS BPrfl AP URRFLEREE Pt P FTRUCERL IR DR ggeser one

cell division, dlfferentlathp nmet abolic effects, and
changes in the extracel | ul ar ‘m croenvi ronnment At
WASH_49649p®sent, at | east nineteen (19) distinct RTK
subfam | ies have been identified. One RTK subfamly,
desi gnated the HER subfam |y, includes EGFR, HER2,
HER3 and HER4. A second fam |y of RTKs, designated the
i nsulin subfamly, |ncludes the I NS- R, the IGF I R and
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aut oi mune di seases such as rheumatoid and psoriatic
arthritis, asthma and system c | upus erythenat osus,

WO pdob/aensst ory bowel di sease, multiple scl erosiBCT/U§I968/083362
di abetes nel litus, nyasthenia gravis, th}ytr 0|]ﬁ<ttN(? 075977-0209
i mmunogl obul i n nephr opat hi es, nyocar di ti's as wel - a5
|IInesses such as sclerodernaand osteoarthritis

0( ‘@zq ing Rath}gyays,-pctl@t@ﬁg)f tha tragrscrlgtm(f@tor N4 qr activation of
RE&IGnd toc’é_lég nﬁ]tl Mn@ﬁ@%%ﬁ%&ll%@'ﬂ(ﬁﬁ&h&@&&d ?h Pgolarlzatlon. On
anscri ptiron: elrr ro n cytokine signaling,

actenmeddopoadist ThhA fumnionospegifically oi.its sArfadu-bdung rRepto (R 3 to

16- 32) Further wth a m xed
Pm‘%&%ﬁ? Ihyrgyaksn a@s%rstlr%ﬂg@ ﬁ@n}mﬁm&w@wem secreted decoy
ré%l'g}?tgf;@ fDeR®), 9 lehﬁle%@@ﬁrbf(tﬁ@ﬁmtnbcroﬁs fackor receptor (TNFR)

rangel o, et al Mol ecul ar aspects of
sygreirfiasnily, blonkstbd eétiai @ﬁﬂrle’s Kinessdns$ Identnﬁ@actlpn@tfnamrad\lryd;ecreted

t er Si yS n lnvest 1
sy ggﬁulﬁ PRFNE takinkgeh bt S5 Bar -5 (a5
at a on or .S ssion of the inune and
i nfl ?é‘hﬁ@PﬁMS’/ippgfg%or dingly. Deficiencies in
expression of JAK fam |y nenbers are associated with
di sease siAdleegy awkdPKkthima m ce are runted at birth, fail
to nurse, and die perinatally (Rodig, S. J., M A
[0887hz Thetpohrizat{ckOGR)D4 ThieHs withictovaetl 1B tevdBkind gestkiction of TL-

nonst r es obligatory and nonredundant role t he
1§ %\Hﬂ% BRMRAT ALY BN Bynemates fon @%@y an%értrma- TLIA
n c
phE Phnajot Fatbileng e nfTIRMRRIOR TPANDS of ] TP RIUCIRED. TL1A
calefiimnlatdsv b-4eangt Ihr bpiodsiten 1d AKITE defsi BlogkingfTlbirdomdaBRS

0 not re d to | EN al t. respon 0
it bpA daiipior €T BT A A SRR TS b
ilfnshgal transduction of a specific group of cytokine

receptors required in definitive erythropoiesis

( Neubauer g yilg.an@- C(@eﬂ‘ir@"'ﬂﬁ’czln6fna§‘I (1998). Cell 93(3):
397-409; Parganas, E., D. Wang, et al. (1998). Cell

[GD¥8P) MIBRTOR: the TMdEi@Ft@@b?ortsﬁp&fa%ﬁh@s Ire@tllﬁte' i\ e M&ponses
devel opnent and function of | ynphocyt es.
andiindtieoar®ptefsis] AKQ% arpeefmpoﬂm@plrtss@bby Edyoplyichics ahdr

PSRRI RETRD ot e T &F DI EATIAT 1 £REY binas

dééb?f@@éeptor@dR'WTMG allhlélﬁ"@ ngf'é@ﬁddQﬁ abvpainsy 40 colon carcinomas and
JAK3-deficient severe conbi ned i nmunodefi ci ency.

iBjosesona oYl Bysucs SbleL A poBreguidied Dynryogtmipatorvgokiagsdl Wih and
r famly, are
Ilg-q tIchllAdﬁt O%péerggﬂintgfﬂ? Iggltsrggalfe e\h élKneSI s of the
ast hrratr CArtﬁém@ﬂsmsmchr oni c obst ructive pul nonary
ase, hronc and other related inflammtory

[Qﬂﬂgb adipaddition, ﬁélleb@ralﬁof,i@Bil FEPOBRY t bagngiostatic ana de Hidues
tmat r,ac
R B & T Ly PR E a7 MG e
(2086); Kangratreld, dvidvehgn E0: 229{2!3152()20053» | ;ude&l, giL'ilAl agl DRB magtbe
.th e@yt ki n eceﬁ%r IL4st| | at es JAKI éjJAKSto
ugzef AR gte CNESHP gt eﬁtbmst @a@ﬁsmg;the]péo uction of
{
P?ﬁ%?%%%?t%%ﬁ%%ﬁ%fd“%¥£%°ﬂf§%%@r%ﬁf£‘§%r%ﬁ§%ﬁt?%%‘"’*tﬂ‘““mg
cxtoe]plhematixedagsadiig @RymeT (haiguerl.c€rhkide,f29620r23 t206H)).
(Pernis, A B. and P. B. Rothman (2002). "JAK-STAT
signaling in asthma.” J din Invest 109(10): 1279-83).
Furt hernore, TYK2-deficient mce were found to have
enhanced Th2 cel | medi at ed al Izer gi c ai rway i nfl ammati on
(Seto, Y., H Nakajima, et alT (2003). "Enhanced Th2
WAsH_496¢31 nedi ated al lergic inflammtion in Tyk2-deficient
mce." J Imunol 170(2): 1077-83). Moreover, nmultiple
cyt oki nes that signal through JAK ki nases have been
linked to inflammatory di seases or conditions of the
upper respl ratory tract such as those affect| ng the



continually needed, that act as imunosuppressive
agents for organ transplants, as well as agents for
WO bwpessent i on and treat nent of autoi mmune di BEEES208/083362
(e.g., multiple sclerosis, rheumatoid arthridyi )
asthma, type | diabetes, inflammtory boAV\t/gsf' ﬂéclt.:fg%sg7’5977-0209
Crohn' s di sease, autoi nmune thyroid disorders,
Al zhei ner Rhegmaggid @ythrifisseases i nvol vi ng a hyperactive
[d(ﬁfoL aﬂ"ﬁ?!e% ¥1sb EViRENRG, Ql‘f%%sti(thgtclzﬁf@bRﬁg }u%@& @50 the etiology of
cancer (e.g., prostate, ukem a, multiple nyelorrae),
risnchasgdrerthmitiiiBossoaat ti.,dnBidleClhem., 28 konl 3p@siBonr(Mept 2006).
dermatitis or diarrhea) caused by other therapeutics,
to name alhifanmhleydwweddivdsse conposi tions and net hods

risoed herein are directed. toward these n an
RS R e G Sl B kB P B R ETA A
infAXERitb B bIWP Hiseas (BRAReUNITIAf nanmil, a12:66-17 @004); Bamias et
harnaceutlcalgé acceptable salt fornms, wherein

abohdtpn@ntl 7ThdRpErS74(2003¢% i ned herein. The present

i nvention r I, QM| SithO hS a
compound 3 TBRERETREARR FATRRS WAL DRLM, P
[GER] Chelireoliscands @atevkedaflaamatopihdowelcksdrd@ahdtystrikes young
acceptabl e carrier. The present invention further )
Ve Omndds condifipn il e HHY (uPrigBYE Jiony Pisflisppranggenctic and
eﬁ@f&n@ngﬁ%ﬁ%%ﬁm&é&% B9 i ONLARL B LBE iﬂﬂaﬁm‘ﬁ%&g)b d
conpound o ormula [, or pharmaceutic y accept e
regaldtory Hecatlofsponbes, piselsiegtin infivemdation of thret dastroiptestinad @sicosa and
met hods of nodul ating an activity of JAK conpri sing
dpsgHeact i ng JAK with a conpound of Fornmula I, or
[(N3[ MBGe Yl 1A3DRY paEGRR AR n$Abbrtddi 8618 ¥ ThI AR dRK&SBREtinal

i nvention further providés nethods of treating a
dcsseasach as Gropatsideserse. ikanstantinothes abli Sleaderid of Immunology,

i a ' mal J ctivity,.c0 i .S
i B b LB BB 8. 2 hibiriglLF R 1 2803). Brockade
ofihkaatiAVBR3 FathiMay a2 tHeaTPRUBMeGheapE Ul pbrturlifics in Crohn's
phar maceutically acceptable salt thereof. The present
dispasent i on further provides a conpound of Fornmula I, or
t : e r i
3 TG RSB RGO Rt Kb g 1
lvicdgpaundated pdriphetdl &ldod (PB) Ploaltsrakeiviatic@bf PR3 by TL1A induced

acceptabl e salt thereof, for. the preparation of a
thedarmaatine il arstgnaljag complen é?lgav}n@wﬁw%m@wmd

ataR%te‘artﬁéﬁI‘Ft-kE'k NGRS iE’i’ﬁ_{Hﬁ\H&’,iag?%BS hiio En-Q&tis%tedﬁi?%Mﬁése

hat nodul ate the activity one or nore JAKs and are
pabehw.  Kingyctekafipbkine.i29:2209e3 1 (2065 yrelilt 1 AoCanvizrrielzased to circulate as

i seases. su as thqse assogi d wth K expressi on
o G TRETT I PILto Eorbgh - of L1 e oA B PRG G aton and c-
1AP? Proldaction predent DRUSALMGRABEFBGS HE TEA! doMs,29CRBE aeH .,

salt fornms or prodrugs thereof, wherein: Rng Ais

23599298 08).0aryl ; L is G _8 alkylene, C2_8

[@&EE %e%&?x&e%%%‘g )a/u?ﬁll g%ﬂﬁ{g?ng s’e[3193( %Zﬁ%l%m the maintenance of tissue

h{ BRG] Pamidahy pepelodi€R2E@ fion of programmed cell death. Binding of a
(CR5R6) p- éO’ _1 oheterocycl oal kyl ene) - (CR5R6) q )

deativbpm)indrcss el samgiiztien of thersRPICREREY HEN pter protein

R B B T L b gy oo
Cé RG %@1@%) SgésRe) phﬁ?g((%bﬁgﬁz?mmgggk v
1@%)&@}@%@@&? @49}12@5%12,0%@5 R6) pS( O) NRc( CR5R6) q,
(CR5R6) pS( O 2(CR5R6) q, or (CRBR6) pS( O 2NRc( CR5R6) q,
wherein said C _8 al kyl ene, _8 al kenyl ene, C2_8

WASH_496¢bkynyl ene, C3_i o cycl oal kyl ene, aryl ene,

C -ioheterocycl oal kyl ene, or heteroarylene, is
optionally substituted with 1, 2, or 3 substituents
i ndependently selected fromhalo, G _6 alkyl, C2_6
al kenyl, C2_6 al kynyl, G -6 haloal kyl, CN, ORa, SRa,

~7 N\ r—~I 7~ N\ RN I T P\ N ~N~S ~\ Il NN AN RIS~ |



cycl oal kyl ene) - (CR 5R6) q, (CR5R6)p-(arylene)-(CR
5R6) q, (CR5R6) p- (G _i ohet er ocycl oal kyl ene) - (CR 5R6) q,

W@E SRYBeIBH+ (het er oaryl ene) - (CR 5R6) q, wherei n SBCTUSI008083362
al kyl ene, C2_8 al kenyl ene, C2_8 al kynyl 0
cycl oal kyl ene, arylene, G _ioheterocycl ojgtﬁk q%eﬁ{éo 075977 0209
het eroaryl ene, is optionally substituted wit

(4P 18], h <Yl fhopglhdeath f?@@mew@ﬁh pyFastA Rt KDY & th%l oT R@IL B,

AL E IR BB 5 e o rer

g0y MRrdeded, thdNRed=d rechiRo (D Rimve hdlaﬁ@(c@)d‘tla fuRch,ons, including

NR 0) QR a, =NR8) NRcRd, NR NR8) NR O Rb .
@("%} )ge eaaée%‘?aam)umgﬁp@)l %(f%!ﬁ%le) of’ 2{ )W’ Sci. USA,
15?@@4 ﬁ%‘@@é’tmej $ep olrt th§t ﬁL@lsaébeés%aeoy i Iﬁbﬁﬁ%h@fﬁfb cells

al kynyl ene, i O cycl oal kyl ene) -
a&R&l)aql,t fl(t@REﬁiﬁb}pm@@mng H@tmobfeyatiooavlf h}ﬂr@ﬂgrel(mmp@ve CD4"

Taqeﬁr el E éf’qgelrgl@séml l&?ﬁc-lli% gp@@f g)ﬁvedossg?stllr(neul??}{uon "oF thecl?'ve%l receptor to
st'i‘&{g‘?i? G EOBINCY loBReex pr&ssRt 1PN dxpressibs i thdtoaethadebn 1,

2, or 3 substituents independently selected from hal o,
caisi@req kiparkecof milamgatipn, andmgrystiaiagids forgreagng Crohn’s discase

PP el Ml Sl ey AL Gy o

apyRe4dhy (raid thlaaiNERR aNRaRehin OIRp pilcINRBIMNRO D, noSEEuRbn the gut
S( O NRcRd, S(O) 2Rb,. NRcS(O 2Rb and S(O 2NRcRd. In
agm%@ thoes free thgir og/negong 1511ty®n|se dargsted therapies based on the use

V\ﬁ%? nﬂ?ss é‘tanF (& \g@g Fr&%ﬁﬁgéé@%rtﬁ gl%%%) in Q@l&)ﬁg)eﬁﬁd the results

reqioﬁbé [ID]@f cll vapbsy ten Eherapsf digeticd mpédlﬁcaﬂykagaml;tljlﬂeld% ot tthreceptor

r 3 substituents independen sel e from
|p50Vlé§ argaligrpafjve t%getsg theraryfer t q‘ézéeé’ﬂéﬂﬂtk% Por
hal oal kyl, CN, 0 Ra, SRa, C(O Rb, C(0)NR cRd, C(O)ORa

(636D) R re AQiNRBRE ot MRCADe. NRECLARR, DIREO( @R 1cRil6
NRcC( 0) OR a, O =NR8) NRe R, NRC(;rgf NR8) NRcRd, * S(O) Rb,

(&0@) RdSGGS(S@) m;: a m%&r«zﬁpmb dvh@(l SfPRRefdn thergut during

aglr{le‘iat% e e&J %yi;'lb]flzeé n %e—t%ductl' [‘ﬁ\éOp%pressdoer éln enatnl T cells

w$1@h e6nBihedl vathn Inal 201 8 @lth&g&ﬂ ﬂiMbase@% _ﬁeéﬁldiﬁéhw also® _cﬁ)served in
al kynyl, G 6ha|oa|k| C&O)Rb C(O0) NR
natreil ktjeop R Migeayt rb; Iw@)wd%ﬁ& s 2); e etebysrib al.» /.

I&E%@Q%ggﬁ%%-ﬁg?ﬁ%%%pg 555('\?50% d) D‘@%@?gz 172:7002-7007 (2004)).

BlhEiG:eS(e@)ﬂZ Rhrpc.axed]. 3(ca)l. 2dRARBIA ., 1103: 84)411&8&41@(2!])06)3m the firstirgport of a
( G i 0 hetergcycloal k ne) (
laﬁ ara Sm 108 B10U$G, 718 ewp% ﬁrotmy lisqgpe @%E%Qld)ﬁﬁﬁfélﬁf data by

sl'}acﬂﬁgg apd %tsly){erg? |o)@/ér'}£}r§ @h%ﬁ Q{g‘”phgélgvaecﬁtgxﬁls @&Je@ﬂg stlfﬁ%la@ed or T cells

a(é(t@)at?hi Wl@( 0)-AR ARHough(i@)BaRszs @6{. @)oRtyneI@@QSOc)HﬁRV@Rdvhen TL1A

trg%:%}%%g})s AY (e))d m%%%lg% N%)surgflgfﬁﬁgﬁgse both IL-18

aml @L?B@ignuﬁ%%@@KBa Wh@éa@)tﬁé\lﬁﬁﬁq repoit §PMEgone et al. on TL1A
enbodi ments, L 1s (CR5R6)pC(O) (CR5R6)q

d@r@gﬁ@)qﬂ@@lw CRERG restintubRE RG6) L pE( - @@Rgt]:g@) dpmonstrate that it is

ey pRR RS d@&%@% 0L QNG SRR s apaciy of

tHiCREG hpH 8 driGB%RE) 5B@¢2ﬁ1§é fB)l Nt {uGHRGoEs prohferate it also
(CR5R6€% (QW@&CRS or (CR5R6) p O)2NRC(CR5R6 I'n
cxpyREscehsber lrels of they AI—‘IGC thﬁ&lf thegenigingingyfe a@ztye)f the

caisﬁggﬁhfe%e rdZeIB( %g%’l IF&\I % iglsgff{ggfé I%@Vt Egufl}(swliid %?elwh'at

C2_6 al kynyl, are optionally Substituted by 1, 2, 3 4

WASH 496¢93.5 substituents independently sel ected from hal o, _6

al kyl, C2_6 al kenyl, C2 6 al kynyl, G _6 hal oal kyl,

hal osul fanyl, CN, NO2, 0 Ral , SRal , C(O Rbl ,
C(ONRcIRdI , CCOORal , OCC(ORbl , OC(O NRcl Rdl ,
NRcl Rdl , NRcl C(O Rbl , NRcl C(0)NR cl Rdl , NRcl C(O) ORral

AR IFNYS\ RIS



Exanpl e al kynyl groups include ethynyl, propynyl, and

the like. An al kynyl group can contain from2 to about
wQ@ovhe48m 3 t o about 15, from 2 to about 10, fPCIHUR20085083362

about 8, from2 to about 6, from2 to ab Q.

2 to about 3 carbon atons A linking aI%§%§Fﬂ%H§% 67 0209

referred to herein as "al kynyl ene."” As used herein,

SUIRE pIBE BRiPN that dreegndy k@%re&r:mr ofgFlolh iHak3 rydesitedespain-

TGRS0, SR oIS B LA

woukklcad® aetleidathe (€L A s@n&]s@hmhglaDRB its efilgtkaotvo call surface

sul fur one nore hal o tuen
TEERRIRDI PR be Ba 0'5&3 fhegio qCﬁzFfﬁ?&@tog@ﬁf@ﬂ& WFY%{
dHBRHOF AHEDpiceRes, gt?'ch“a%‘?ﬁn’ﬂﬁ&edf@popt@&yb hJV%fb%énSSHOQVn to be
monocyclic or polycyclic (e.g., having 2, fused

nrdung‘aby (13 bMWG(I:I chgldrJo Baol bOhem s AEH3 AR5 1 - 552)2’586(2@%@) @nd therefore
hen

Raigae b SRR pRPER TR e BERAR HERE Qe 1

[GU18SHP @uﬁ%ﬁﬂréaﬁﬁ@ﬂtﬁ)ph@nﬁ@)@ hrotd0s 81860 hchidRMBe mbh&Tbkal ftibody
about 15 carbon atons, or from6 to about 10 carbon

againyd NFEad infliiimab BRgmicegdes Gigntosor; éﬁ%rﬂ@éh% By dieimepsclonal
ant%&ﬁg%aeahpluﬁf’ab;iﬁﬁagd tﬂ%r[ng IPPu’rmr CyA%lbgéin lﬁ%( wgll agtuﬁfl!n%m&tones (e.g.,

non rocar bons Ing C
s@lkdsyllazing), keiybne carscbr@kikymgl px@ﬂmm) @mln@awym sgplﬁumrs (c.g.,
can i nclude nono- or polycyclic havi ng 2,
OARGSEUCRYTHIGS )2ng paiifetiesn dlayfsvebd iRisgib lﬁl’fhf‘gQUflerﬁ@tﬁﬁnt option

B S e R L

spaadlau@e Rrychod IAIchZ ScheM€S4 D3] 8303y 83 @oaqm%t 3@QRO0@s This

i ncl cl opro clobu clop
f@ﬂfetkw Saglzer B e gde ted&yé@%ﬁﬂéw% %ﬁq igfliaskaply has a high
sﬁééﬁté?@%@% EtallyGyVal BReRtALAMKINAD caﬂ@’a@&r ¥ hudescence of
norpi nyl, norcarnyl, adamantyl, and the like. Also
tibendulasesdnfeatiothen diebisening ofihet f@ycﬂeo@mxdhnam@ dmfvaet iagd an
re aromatic rings fused (i.

HHQV?ﬁgmﬁ%%%ﬁﬂﬁqﬁm@@%ﬂ%n with) to the cycloalkyl rlng,

[60:1!9] exhbRite, theRZOmeins b it&nl thel @t fradohifRSitiohs that can be used in
opentane cycljggntene cycl ohexane, and the I|ike.

th@ tEpEN e ARG Hiagnesipofchversd nflagmetary sad lrammdﬁseasw syl disorders,

d

Sllfcﬁ{:lﬂ %ﬁl %é’yagﬁlgﬂ?‘h léﬁep %&n@% 8@%0%@% L{lg é“%{c}%& ar oma Sease
1ﬂﬂalngnatérydgo®¢ecbaiskasle gironip ob@rucaonpaitonbiyadizcdsd, @s@’mu;t type 1

from3 to about, 15, from 3 to about 10, from3 to
d%il%tﬁ% angl trgnsplanirejestigno e resent Svention, dipelad tamopgelenapm
aélﬁogleglag%s rICALRAARL BB podd | T ki ng cycloal kyl aroup
Isre erein as "cycl oal kyl ene." As used
herein, "heteroaryl" refers to an aromatic heterocycle
havi ng at | east one het erSIAVIMARYhg nenber such as
sul fur, oxygen or nitrogen. Heteroaryl groups include

ROEG el dief 4 BRGNSl et RREPRa iy Syfonfidncany o

tHeENBgiRe Wbm@tm1mstz@t}le@mankracbeg§wn,nopmsmmsmy1rhe polypeptides
pyrazinyl, pyridazinyl, triazinyl, furyl, quino

inchulgui erapized figparghein Yasalkezegigh and p ha@@my@d hgh’f@gﬂlwvarlable

I
A0 Hor SSETER: ¥ poRECERIY iy nBAFB: Mfillont (TR regions of the

lighett and e byt chanm(ztaﬂbleydegloﬁs af; aé‘rhlirharaahtfbbdjl While retaining substantially

i sot hi azol yl, benzot hj enyl n carbazol i

theemsiess- BQQB}gﬁpemﬁﬁl&%?f %@%en%lﬁaowioqai gdibofly; Egﬁhumamzed heavy

enbodi nents, any ring- fornln% Nin a heteroaryl noiety

can be substltuted by oxo sonme enbodi nents, the
WASH_496498% 'er oaryl group has from1 to about 20 carbon atons,

and in further enbodi nents from about 3 to about 20

carbon atons, from about 3 to about 10 carbon atons,

fromabout 3 to about 5 carbon atoms. In sone

enbodlnents the heteroaryl ~group contalns 3 to about



par ent conpound whi ch contains a basic or acidic
noi ety by conventional chem cal nethods. Cenerally,

W@ ahoess4 s can be prepared by reacting the frberlﬁsiodt;mss%z
or base forms of these conpounds with a stoi '19&?655997-0209
anmount of the appropriate base or acid i'n XNa ofF Im
an organlc solvent, or in_a mxture of the two;
chramapahlg reeinarad(fs Shpshureaized i ghbchaimeiriablg 1egiongeeatdeast about
4 S I [ o
NS ARz ARERERREN 02 uBREtA 4 L BbiChhy Blffanized. ar leas
alanofYyt lnmanifdasma tewt dboat 1E0L aneesized, 2k bludiag thd\ﬁmkplementary-

bl h
g%ﬂmh%g' rg 10%&"@3{)8 ﬁ%?aﬁgeecg@ﬁeg pogweptzdeé fzﬁ%u? esgaphbe
d&fivat &R niohobIBRATRADESLENR @i B¥usk BidROBIRESR dnfibddySdonors) and

entirety. Synthesis Conmpounds“of the I nvention,
mamom]ukiler@DBalﬁtom thia enaoflonelaantibedips @pgarredua@sm@cmghﬁDRS).

L e e R A S

routes. The reactions for preparing corrpounds of t he

[0021 NN erieafpBcE BY ki ctillv@ition iafe Shairtaddutic & @Rbi@BSiEons
whi ch can be readily selected by one of skill in the

CRIMPTiYRE BiePRANEPLYaston & igventignt @§1hed%@ﬁ DERNg Sedrpalepeptides and
c?ﬁig t?&h; ; @d ﬁé?tﬂé?&‘s é}fﬁfge%h{é% a}ﬁ‘éec‘é& ntf2Eq %@Jth% E‘&n@ﬁt s B fhe
utvefmﬁf aExmqﬂa@tcommloﬂs ﬂlhemﬁﬁa@%reaamwah ehccamtipoilioasibf the

t enper.at ur es H can rang efrom{he sol e-nh's
mereefé% nglude Ryt e et mclfa {h AUt digeappia g nlypus), inflammatory
bB@Q’lpcﬁgé%EéJgBDg'%h%ﬁ{S BbdtRRGYd Pllnfodt sca s d(ﬁ‘bP Hhhﬂnﬁ‘s (e.g.,

one sol ve r a mxture of nore than one solvent
ridepandd aghmtms)1 heltipér sclecodig trangdatt irg nctanemntlehnctra@lsesystem

irﬁ@r%yéiﬁts itadialli e hitlan FoEhaPatfonogsis leukemia o

%rdnlihelynp; Bt cABul&la (OVD))VAhE DS IBbAS 8&HIIA and
and dep rot ection vari ous chenical groups. The nee

chlon Cﬁﬂcﬁloé@@-l on and deprotection, and the sel ection of

LB BB LB AN PSR wes ety
TRA AL &6d indBided: PA)RShisadhiRd afnﬁbdi@ hda0y ce¥ampligble tdglo-ﬁ co\/ﬂpnsmg
Greene and P. G M Wits, Protective Gou

(Byrfe Rl 5 comprsipgyan aymogigidgseguense of Ad.S I\&%WGYMMT\% (2) a CDR-
H@%%%@l’sm:é‘lh%ﬁnlb_zg‘ a&? I‘égiu%ﬁée%e d herein by reference in

Its eac S can be nonitored according to
(WWT$ULN}E§IEIEEE JNePTvd {nQWD,) F{KET J&) andAGh a € CaAbl3ecomprising an
produ& for rratl on can be nonitored by spectroscopic
appingcid sSQUENcsOThucl ear magnetic resonance spect roscopy

t
(Iﬁg‘g g![t} r{éﬁo{% m]e}%ﬁ)Y {e\ﬂbf}%g\ﬁy @@g‘f} éﬁgﬁ}?{%p)&gMDY) and (b) a
hslpemtzubattmbpsﬁy hglut dhylnorarlahiatrogom pcbmprmeg Hops CORehl agmprising an

PG o o Son & BRI PR NEE RN T Sgd s )«

Cﬂjl( LRIcBRPFibIAG af AFRIRGS s&fueﬁd’é%ﬂ(KWNR{FD?S)e afd Iadsa_dR L3

in the Schemes bel ow. For instance, npounds o
compasing ahamie dsel ypaepwe of ({:Fyl\/lt}ﬁz@{éeﬂ}eﬂ {a‘Y -t hlet | {J })

procedure shown in Schenme 1. Pyrazol e-4-boronic acid

SRRl e R WP ey i

TeoApnidrigelcdnda humaszédanyibed v héavmchamaiaﬁalsle betion cdrepkisng (1)
chl oropyri mdines of formula 2. The latter can be
cI{I) ﬁ EOMPrIRS, FopustR L watialy of erreniaieRldhe Aning ack

aniline of formula NH2-A-D E-G to generate conpounds
of formula 3. Wien NH2-A-D-E-G i s anines, the

WASH_496498p1 acenent reacti on can be achieved directly by
heating up m xture of 2 and the am ne, w thout the
presence of an acid catalyst. Scheme 1 As shown in
Schene 2, pyrazol e-4-boronic acid pinacol esters of
forrrul a 1 can be prepared by react| on of conmerm aIIy

o o o o o o, s



condition that is directly or indirectly linked to

expression or activity of the kinase, including
W@rmpesssessi on and/ or abnormal activity | evel BCT/US2008/083362

Abnormal activity levels can be deternlfgﬁg t No.- 0759770209

conparing activity level in normal, heal |ssue or

cells wth activitﬁtlevel i n di seased cel|ls.

Swuﬁa%eél fASDPACM \Bd 2 tithe L 2R-Fagpraprising. Gensifdias @ﬁ%ﬁnnally of or
[ r
oA B P AL R AL DR YD REI ) 9t COR-13
cdnnpﬁsmg centigth gnBrdnsially hémdcmmas@ ofSthe hairectosd sezlaehdey)f
%ﬁ%ﬁ%@@il vity of JAK, ABL, or both. In sone
[ y di sease is characterized by mnutant
JAK2, such as where the nutation resides in the
[(RaHden L‘drﬂ@@rﬁb&’cﬁﬁ%hﬁ thb BnSQHEL 8ARE b RB R tRic cbﬁl%n%ssaeﬁﬁﬁamzed
is characterized mut ant. ABL, sUch’as where t
apfifiosty ihgav @@ud@glab{s regien Ieomasemamamﬁtl@(%smt@ﬁy @f or consisting
thase assgQ ciated qlseases i ncl ude di seases i nvol ving
& PHWﬂﬁé §V§F%%3?ncludlng for exanple, organ
transplant rejection (e.g., allograft rejection and

Qr "HIKESI(GPAES’HPCKDTDTISE@SES GF EDST&NMCWHWR&PP@KALEWLA&
ki nase- associ ated di seases i nclude autoi mune di seases

RESIIEP ESKMAYY I IIEYIBPOdY A TY KErYsRAY Y G
Sg&kﬁ&DQW§G(¥yM$@fbgsarthr|t|s type | dlabete53 | upus,

ammat ory bowel disease, ulcerative
[(mlsl t iIis sorfGx ebodimehis @d de, pohyreptitiesn{ 19 tigr GDRsH 1 consists of the

i mmunogl obul i n at hj t I Oi
alal.nsooqﬁ&g%e@ue%ﬁ& PREEMRES N e Bhtee e CO’%SH%S of the amino
a@lHtSQ(NW@f @ BEPSEGEP TRA AYFRGHTTYNc %R%coﬁ%isﬁ of the amino

di sorder such as penphigus vul garis (PV) | ous

agé wphicgod of (CBRAMDRAMASY) @)&&ﬁﬁKé@laYYIAME% (@sh@em bd

B L

(RS OSBrHSXEMINED R{ 5 khO@HR-BS £t 8Cthd bmPRSRN sdaabmdef
viral diseases such as Epstein Barr Virus (EBV),

(KM SNRFS):sng (6 Hp 410 R4L3 consipts o therpming acid sequence of
Zoster Virus (VZV) and Human Papill oma Virus

(%ﬁﬁiﬁaa &apther exanpl es of ki nase-associ ated di seases
or conditions include skin disorders such as psoriasis
[(R26] éx edmé embpdioich@asihs pelypgaidesompaiseyd urdarinmgitantibsdy heavy
skln r%i skin irritation, skin sensitization (e.qg.,

ﬁﬁ%&ﬁ YLt i s or aIIerglc contact dermatitis).
(6?21 1838 s%{sq%ﬁatmmpé !{1}2%}?@ %VK{W}@@'@%@W‘?T{L SNIY{G.A}

ceuticals when topically appl |ed can cause SKIn

MW{R KaQAR {Q.K } 6048, Kb WiNT §

RGP TR LRI A Pl A il {%ﬁh@ﬁéﬂﬁ%ﬁéﬁf fiaqv

YQaus) MRDWWt{%dG§9W e PoiG ,qanD bevihe) @l vl (v YA}MDY)WGQ
treat | % such unwant ed sensitization or dermatit

GsTc{ﬁceS} peier sxamte, thi polypensisle deay eoarprise athrl@atl@dd b@tlbody
f at |east ki
W88 G AL RA  OF 2 hest pne K base

(QVQWQ@GSEEK@GA@SWVSCK@&@YTBTEHWNWWRQA@G@LEWMGWI
t hose gharacterlzed b
NIGEPTY ARIFISG

{ i d tunmo Ag/
REY¥FSLRd, |§é’tSTé36Ia‘ab%%kab§1H$ éfY@ARDTAMDYA
M@Q%gGgigﬁ]rh\yﬁgc&ncer breast cancer, |ung cancer,

—cancer ead and neck, thyroid cancer
(QVQﬂMQ&GSﬁHKK&QKSWKﬁS€KM6&MHFTh¥GWﬁﬁMWKQ@RGKGEKW@AGWH
nmel anonma etc.), henatol ogi cal cancers (e.g., |ynphong,
| eukem a such as acute |ynphaopl astic | eukem a, or
mul tiple nyel oma), and skin cancer such as cutaneous
WAsSH_49640%®el | | ynphoma (CTCL) and cutaneous B-cell |ynphona.
Exanpl es of cutaneous T-cell |ynphomas include Sezary
syndrone and nycosi s fungoides. In further
enbodi nents, the kinase-associ ated di sease is
endonetrlal and cervical _cancer. Klnase aSSOCIated




trim dox, am dox, 3-AP, and MDL- 10 1,731. Exanple

chenot herapeutic include proteosone inhibitors (e.g.,
wherpeessd b), thalidomde, revlimd, and DNA- dBCES2008/083362

agents such as nel phal an, doxor ubi ci n, Dkt. N 07597%0209

cyclophosphanide vi ncri sti ne, etoposide carnus?

and the like. nﬁle steroids inc

I\BF&T@E%BXW I%@ ERLRS SX&IM‘HM%WW@@%%P@ AMDYA
g &rf¢$§ i nhibitors include the conpounds, and

pharna euti cal Q acceptable salts thereof, of the

genera and species disclosed in U S. Pat. No.

[(H!ZH P 1 Al@dnativyDeht PO B8t d RO DD AGTm P20 @btillbdy heavy chain
ﬁg and U. S. Ser. No. 60/578,491. Exanpl e suitable

V&Ll i t or s i ncl ude compounds, and their

(g QCT)JV?(%47SEEKKIPIGA§SX¢I€VS@M@‘@TF?NY@/INWVRQ%%QGLE@MGWI

WO 03/099771, and
NI FGEPBY RRDEKGREVE SLQHSN@TMLQW%H@TAHMY EARDYGKYGD

P OGP 385404, “Exanpl e cui tabi e Ak |

(Qvtymr@SJGSELKKIP@&@\CIQVB@W@GY@WNMNWVRQAPGKGLKWMGWI
harnaceutlcall acce table salts, as disclosed in

REKES @TSW@TMI&M@MWGYWQM
‘My; %ﬁg?E 01/ 014402. In sone enbodi nents,
§EH§¥% |nase§5;h|bitors of the invention can be
used in conmbination wth a chenotherapeutic in the
[@028ht desamoémbadicentsathd popypeptidercoveristrea hursatiraenintibody light
ﬁ ﬁﬁ?ﬂi as. co ared to the response to the
?§§EHV?C agent al one, w thout exacerbation of

(IDWM?QI{TJ S?f)fﬁEPV{T Ewlsjrgg??gjgﬁgﬂ d}A@@S’é {K.RISSO{N,SH{ILLIV(

p har maceut i cal agent eat nent of cancers

Ww M) {én@}Q{IéxR}MrQﬁB €. K Li iR} LR K VSNR (F

%ﬁﬁﬁi&%@?&%&ﬁ%@ﬁ%@gﬁsﬁ@%ﬁéﬁg@wOG{s TiH{

Walipadg (hort gzomd)c,s @rame{v @qiEIKRp &r cREapleSthd Bl?i?)eptlde

In the treatnent of mul t i pl e nyel oma incl ude Bcr-
rmmcoslprlsw hamanlm&a%bﬁéx Behtrehipisi vagipkle regien of ve or

i&%ﬁ%%h&ﬁfrﬁeﬁf@ﬁﬂg§gmg£§';g%&f?ﬂﬁ \&’ig GOSPOLLIYK
Conblnlng a I nase | NNl nt 1 nven on
VISNRFSGVPORFS GS GG TNERtK ISRV E AEDION, Y CEQGSHANIET REGGTK VE

cancer cells (e.g. multiple nyeloma, |ung cancer, etc)
t%her apeutic agents (e.g. dexanet hasone, nel phal an,

R e B S L U

M@@%EERFSG\‘EGSGT@F TIJK}@M@E‘DEBVQN]YB@ O VRAT GG TKVE

res ound a si.ngl e or cantipuous dosa
ik F, B SR, oS RABRLEC tue ot Rl e ChmBanLs T TanEPsdy
hgmxgggM%ﬁhb@hggoﬁgfseparate dosage fornms. In sone
enbodi nents, a corticosteroid such as dexanet hasone is

(RYMMTQSBESHPY SLEQPASISAKSSONINIEDGNTYH BWFAQRPAQSRRRLIYK

RGO OB o e BT ey e

IKR) conti nuously. In some further enbodi nents,
conbi nati ons of one or nore kinase inhibitors of the
i nvention with other therapeutic agents can bhe

[ niAdsedisddoted ¢ prananiend gofipedy heavy ghgip wgrla% gpeins. The

;
P PO 2RO Bl 31 £ bl sqpprse n
afadroid¥egnererplf 0fled, NSy {thar vEe (2)iac@DB-H2 b(ﬁnpm)mng)am almino acid
of the invention can be adm nistered in the form of

phar maceuti cal conpositions. Jhese conpositions can be

prepared in a manner well kn&%ﬂ in the pharmaceutica
WASH_496¢9p%31 and can be admi nistered by a variety of routes,

dependi ng upon whether |local or systemc treatnent is

desired and upon the area to be treated.

Adm ni stration may be topical (including transdernal

epidernal ophthaln1c and to mucous nenbranes

o o .




The therapeutic dosage of the conpounds of the present

i nvention can vary according to, for exanple, the
w@amvessar use for which the treatnment is ITHdH:T/USIEOS/083362

manner of admi nistration of the conmpound tﬂﬁi ﬂs

and condition of the patient, and the ju Q’m tq@? {) 977-0209

prescribin sician. The pr O&Oftl on or concentration

SditicBe e DA YN T LA DY DS e hikeband Gaih COR-H3
?‘ggﬁorégﬁ Qlﬂ lé@er YerflS B?Eg?ﬂmwgmﬁg?;c . dxaf le the

i nel osage em cal c eris
h@magzed arhyaddp hémzlyl chhinywariabln dedibie mag ed@pafe an amino a01d sequence
drri nistration. For exanple, the conpounds of the
nventi on can be provided in an aqueous physi ol ogi cal

@Vb:L@\fQ%SELK@@@VI@VSC%WWFTQYGMNW@QKAPW@MEWMGWI

conpound for parenteral admnistration

NI GEPTUSEDHOBEY FE B TISMORADOWS ST KgE RG AN %GAB@ DAMDYA

r. d | n, sone, enbodi nent
M FRegE WS A usBEi B the R e Bp SUEP GG e
afibdAQtavyet Al vaRRblcddYion bhe dosage is likely to depend
on such variables as the ty &ie and extent of

(QVEUNISEORLBKPOAS UK Y 86 KA 7Y BF EbY GMN W R QAPEHPLK WMGWI
NG B A RV P BT Bk epray e AR D Apva
MAaYWGQGTOVIOfSS)ne excipient, and its route of

admi ni stration. Effective doses can be ext r apol at ed

f %m dose- esponse c rves, de“]i) ﬁ%grom in vitro or

UOhain ARpilgr cra@plesy by zerhentbesky beivwichivie grielpgcgion
i r )

04““ o S s R ol S M R)2)  CDR
P@t@nqirdl,ngamtammm fdid MDcwodeMhﬁHGEBTYADDFKG) and (3) a CDR-

HAPTRBIEAD Y 4 SRRt 0O R Gk R MIQ§) For exame, he

h@eRLES aflBbay hedly ey vatiaBRe&dibh ma§¥8mBli&San aho acid sequence
followi ng exanpl és are offered for illustrative

opur poses, and are not intended to linmt the invention

QIR SRR PSR YIRSk pangiie o

Nqarw@EPWAMECK@RFWSmesdfs:onm@s;SmAsEDTAaNYCAR@YGKYGD
sane results. The conpounds of the Exanpl es have been

YNGAMP X WARG TRK TVSS)- bA@télfr@tl‘a%dhd pelypensidg mayestprispa
hﬁ&ﬁﬁ%i"pﬁg’éhﬁ \%ﬁcﬁlgﬁlr{farlwl}%gf of N general, the

exenpl i nds were p red on V\aters XBri dge

(QQW&EBKKPHA&VKRBCMYTETN NISVBY K QXRPIRKGIKWMGWI
with an |onv d flowrate 30

Nl LD RETRS FELBsL ST QS EP A Aok v ap

YUYW QTG YN OH. I n cases where aci di c

prepar at i ve HPLC conditions were specified, the

products were eluted with a gradient ' ' '
(@031 o endthe/onample, & bumaningchantivody beavivichhinorvalle ré¢gion

B TR M SR RSB SRS AT 2 com

HRtontfirigiigl a@inifd beTH séquthee éft (Q\IWS@G@%TWLDBDKG;I z!vﬂdl (BYa CDR-
with a gradient from2 to 80% B in 3 ninutes

H&momprwngwndm%%lctlsmuesce:ofa(&@tYd’d\(ﬁFTVﬂ“éYAPYYF Y) For example,

dlﬁ%%gz))?g 8‘18%&%{11%%&/8{ It % rgb? Cltfgﬁ.?%é% COIilIYﬁ{Sg %H la&rlﬁode?md

sawﬂn@nﬁ1or|de were prepared according to procedures
escribed in WD 2007/089683. 4. 4-

(%YQLV %%%%%LKEF@AQWS}@G%YEEWYMS%’%@A@@KGLKWMGTI
according to procedures dechjbed in WD 2005/ 1 10992.
Exanpl e 1:

WASH_4968034- ( 2- (4- (1 H i m dazol -1 -yl ) phenyl am no) pyri m di n-4-y
[)-1H pyrazol-1-yl)-4-(1-(2, 4-
di fl uorobenzoyl ) pi peri di n-4-yl)butanenitril eStep 1:
tert-butyl 4-(2-oxoethyl)piperidine-I|-carboxyl ate
Di nethyl squOX|de (7. 43 m., O. 105 nDI) was: added to

- N ~ NS A




conmbi ned organic |layers were washed with brine, dried
and evaporated to dryness. The crude m xture was
WEeopOe484 on silica gel, eluting with 0 to 60%E/TE0$/683362

hexanes, to give the desi red product (5. %)
LCVS (M+Na) 244.9. Step 2: tert-butyl Aty Die N2 075977-0200

Y§(§§é§g§gfeﬁ@@&§§/§§§mspﬁ§ﬁg§gééﬁﬁ%%AVYFCARHSYPMTTV

ﬂaqﬁ) |ate To a solution of 4-(4,4,5,
Iygj{t etrane 'FTE 'oxabor ol an-2-yl) -1 H pyrazol e
(4.3 g, 0022 rml) |n acetonitrile (50 nL) was added
[@0321 - Busoydisdesed paninmedrhyddemapopdpkeglit dhme -vafialdardpoonsl dthe

4.9 0.022 npol),. foll owed .b ) ..
hr(lmgma?da%@(’%y I}g%t[%iaw V@rlaﬁlaéeg@X 8138 cpEPEsH(1) HCRRL1 comprising
alBiino a{E'it?serqﬁ&IUetdf@% 'Pﬂ})SSQI{RI srm L$VicHres @ NE GNmYL{E N,D}); (2)

terrper ature overnl g bei ng evapor at ed
@%é@s:ontpwemgetgra@ueo @raé Spmenrq @dKérSI\éR{E BPaSy @nd (3) a CDR-L3

nggrlrl B bodickfRehGies of oy VR EREP Ay RS (L g

. tert-butyl 4-(4-(2-chloropyrimdin-4-yl)-I

[0638Y 1 &z oihedentbhoddméinty ﬁfwﬁﬁg&ybﬁlﬂir@@dlﬁjepﬁdé binds specifically to
carbox late A m xture of_2,4-dichl oropyrr m di ne (1.00

Aganr;llnqlfHQﬂS) a hpl@pl@lzmtmbo@ bg@t&hyﬁé{aﬁ@p ) rqglpmgomprlsmg (1)a
Cg)ﬁ% iﬁ_l ép?r&hp Ellg 1:1 éssé“bt%ll 0?@*%?%&%@‘% o g}{la}mlllﬁcﬂd §&@fuence

I"at e
of BAR SBVNMMHD@W)(E]DREI%MS}H@ kaudki st 8scbtig]y &, dr consisting of

an alzrnfzﬂ a&%ﬂrra s ¢ W%&ﬁ(azéﬁ% Orrésntﬁé&()%{fst&l@o

eQ@n@Ml%frd'f' &%nm@ﬁﬁga(gf £0Rhihd gmﬁ@e(ﬁ&ﬁ@é SEHOSRNYICE. t he

m xture was diluted with Et OAc, washed with water,
brine, dried over MySOzt, and concentrated. The '
[0034] d e sawas cpbedimicald. ba asfiganchindjag pOIeymntId@gomprlﬁem lhwmanized

a]%tgj f% % gvahrﬁa %g]ﬂﬁ} ﬁ?m%&%l%gt Cho%%jlg %LGSSGIRlaﬁy O(f; or con51st1ng Of
tHeden{ido @adcgbdl@ﬁe@wl m di n- 4-yl ) I I—I- pyr azoI -yl) - I (| SO

xazol - I car bon Perl di n- {K?cet oni t rile
JﬂTQ-S@S Lsfx(sytqrﬁlﬁ 31 CEASSENY Mt YQQKPGKAPKLLIYSTSNLAS

( C y ano mesc(llgr5k (?}‘EEIF%%H@& :ing 1- C%I(g?;mg—g gng‘KXE(L)I&%
nmmol) in 2 nL of di oxane was added 4 M HC in d| oxane
[Q%SD lFb) cxafifge, rtealimanzadasitibody ligd chginrvenablt esgier aby cemprise
n, then evaporat ed to dryness. To the
a?é%l&}%%C?ﬂgSG&PﬂE&%o salt in methylene chloride (5.0

DWW@m@@wm@@mgiS@KSWQNWQQBGINTYLJE%Q%@@QSPRRLIYK

fol |l oned by isoxazol e-5-carbo chloride }
_@M%%DBFS@S@SIGTHEE@(MN EDW@dJ‘éYCEQﬁSHVPL FGGGTKVE

nRE Bkt B giatinT kol iRE et S BB TRt Rt body

lipeisdhdinevanablewsgn di rect |y in next step (233 ng, 91%.
(IPV(VM%Q%ELI;LW?L@MWWMF@Q&PQQ%BBRUYK

y%’i}%y_slp §§t§|§gﬁetomr§s}ﬁ éﬂi\ﬁl‘é@% CEQGSHVPLTFGQGTKVE

IKR) (A}téﬁa@rﬁlg rtlm@ycrlypepdrda nfhy)do)nplnlsb pitu@zoired antibpdy ightshain
%‘f yl car bonyl ) pi peri di n-4-yl )acetonitrile (30
?)re@@nrﬁfo 4- (1 H-pyrazol -1-yl)aniline (18.9 ny,
DR/\lM 1*131?1)9 @@E@Aéﬂb@WJ}@SEGN@WL%W%QPPG@S%ZLIYK
1,4-dioxané (0.6 nL) was reiluxe
V@NRFrﬁ(@‘VIPDR‘IFEGSﬁSﬁﬂDHMWE@EE&’GNYMCmF@GGTKVE
and water, purified on RP- HPITE to give the desired
product as a racemc mxture (22 ng, 52% . LCVS (MH)
WASH_49689031 1. Exanple 13:
2-(1-(isoxazol e-5-carbonyl)-4-(4-(2-(3-(oxazol -5-yl)ph
enyI ani no) pyri m di n-4-yl) -1 Hpyrazol -
-yl') pi peridin-4-yl)acetonitrile This conmpound was
prepared as a racemc mxture accordr ng to t he

s A~




0.0212 nol), followed by
|, 8-di azabi cycl o[ 5. 4. 0J undec-7-ene (3.16 niL, 0.0212

wordop/ o648 resulting m xture was stirred at r oRCA/US2008/083362
tenperature overnight. After evaporatlng es
the residue was purified on silica gel, # gﬂ%éﬁo ﬁﬁ@770209
0-100% Et CAc i n hexanes, to give the deS|red pr oduct .
KB ar 1 g, 679%. LCVS (N%FD 431.2. Step 3: tert-butyl

M QTSP L GDOASISGKSSONIVHSDONTY LEWY LOKPGOSPKVLIVK
VISINR S (PéPDRFRESIGSGRDIIEK/INR ¥E AED VG Y ECBHDGSHVPLTFGGGTKLE
4-di chl oropyrimdine (1.04 g, 6.98 mml), tert-butyl
82-cyano-1-(4-(4,4,5, 5-
tetranethyl-l 3, 2-di oxaborol an-2-yl) -1 H pyrazol -1-yl)e
[003%| PiTRE hifAgcd aﬂ%ﬁfo@? mghtaéh%m( I%Fl%ﬁ iy aﬁso‘?é*on{mh) gl) a CDR-L1
p

tetrakis(triphenyl phosphi ne adi um (0
comptiying amampotaggbiegnenshos ph @SI(VAHSHN@NTOK 101)1 (?n‘rml ¢DR-L2

chfiFrices bO B s Hrtng? B P SRR Mgl FERRER s EpRlising an

afnltd dBiK§dduen s (BQLSHE/PITHN FoE ElenplvabhRemamidd adibedy light
brine, dried over MySO t, and concentrated The

chadn Vi | QLS QIR RY FRBDTEY 28iaN ERaPePCaUsNeRfng with 0 to

B ROSPEsL by EERASE RIS LRR Pt [ B% AGRHEsPrrLIv

VINRE %VPEWGS@SGT@EFM{MAEBMGWYE@F{ YGSHVIPBTNGGIGTKVE
Hﬂl_i-lg %/Aul[%é‘glﬁ,t;\!ebé fthe &]‘?}%g%g[ie (rjnlag cgﬁlprlse a ur?larllnelgel a{nltllbgdy light chain
Vgnyﬂéﬁ:&%‘ghloropyr|n1dn}4 yl)-1H pyrazol -1-yl)-2-cyan

oet hyl pi peri di ne- 1-carboxylate (800 ng, 0.002 nol),
(IZNNMI)QSPL&LHV?LGQPIASiSCBSSQSMHSNCD@BYIJDWFQQRBGQSPRRLIYK

BN R RGN SRRy 0y fRdasP ¥raoakve

[KRYture was diluted with water, extracted with Et OAc
t he conbi ned organic Iayers were washed wth
brine, dried and evaporated to dryness. The residue
(431 p&m piqters capmplel ¢ aamaired atibpin fehii chpingrarigble gegipn

d duct
ARSI ARG oy R TR oo pr oot
(RXSQPINVHSGNTYLD); (2) a CDR-L2 comprising an amino acid sequence of

5-fl d 2-yl di n-4-yl)
(IﬁygNR(F S); anlcji%g)oa? H)IRr-nLS Icgmprlg/mg)g glll gr%ﬂo allc?d seq)1/1ence of ((FQ&SHQ/PLT)

FEP&R 1é Al A a!ﬂﬁi)@(? llléﬂt dhiln4aMboie H—glicﬂly tnd¢ Q(I)mfm%l ah amino

propanenitrile A mxtur
add cdqi@ad - nor phol i n- 4- yl phenyl ) am no) pyri m di n-4-yl -

gV BREP IRy PO RS SR BRI ke aRpbdd v

V@I\Q&%GWPbRFS@B@S@I%WLI@SRWAEEL@UWPQG@@{\Q?@TFGGGTKVE

in ethanol (O was heate
HﬁRbemled tube for 2 h. A¢ter evaporatlng to dryness

(oIS QPR ELtTR BUAL S BEARRISIVERI APyl v Spaospicviry

MﬁEMWDw@@GMEKNRVEAEDLGVYFC FQGSHVPLTFGGGTKL
~3-(I-(rmet hyl sul fonyl ) pi peri din-4-yl)-3-(4-(2-(4-norpho
dphenyl ani no) pyri m di n- 4-

yI)-IFprrazoI-I-yI)propanenltriIeTo a mxture of

[(ﬁ)':&l f a}fg be ﬁgent neel(rinl%% gl;/irzednﬁle v _cﬁa_lig? a_urd'_tuér)l/arnézzeg li tclll%ms may

b8 preperp e th.'d:l antlgeryblpdmg@nmpbptﬁdds ¢hat bindy dpertfidadlyitel L1 20

nmg, 0.05 mmol) in 1.0 M sodium carbonate in water

(0.25 L) and tetrahydrofuranl(o 25 nL) was added

met hanesul fonyl chl ori de (6. i nm., 0.079 mmol). The
WASH_496499&Ct i on was shaken at roomtenperature for 30 mn.

The m xture was diluted with water and acetonitrile,

purified on RP-HPLC to give the desired product as a

racem c mxture (TFA salt). LCMS (MtH) 537.1. Exanple

25:

7~ /7 A I T Y T T N S S T R



Thi s conmpound was prepared as a racem c m xture
according to the procedure described in exanple 33,
W@i210n/964854 4- ami no- phenyl ) - pi per azi ne- 4- car boxyPCT/USIIN%I083362
tert butyl ester instead of 4- am no-ben n
L TMr 443 1 Eaaral & 42, WKRAMHE 4. §38P7-0209
et h Isulfonyl)plperldln 4- yl% 3-(4-(2-(4-norpho
[Q(}.‘{v bh ﬁy |ag%qqolalpg,1pg BPypaRtyle may be selected from the group consisting of
PRV r [
ol GAR o Tl L b rndindl, £ GR TP an scrv
nmrlmh:d Un gole smibb biecbnisn thexigpleptids, isus |an@bc&tyhadsieea1]é: f Angibody
of .2, 4-difluoraqb chlorlde i.n

C hi 0 %%g%{aﬂs{ﬁq.,&pgﬁgp @ﬁtlkn_)dﬁsébﬁ‘['l@ﬁ%& rpand1ggyy chain constant

%l((ﬂ did mlgﬁaﬁpp%éh’t chéﬂl L8Rt B&sid) B3 r@RafpleLEVBn{ibdd) molecule
n@y@a@g@mww@mmgql yrldngaAyhaledubo) whert tadbotypepyie

bt R O 1k s i oy amaine o £ dahplecule. The

pERPBRAIRMMAS I RPANRIcRRk. Fdracaipe, ﬂﬁb&éw Rafasy ffotGula
to the procedure described in exa usi n

S@@cﬁqh@gml the expup chnostingeo N+ badH of m%ii -HOOH |au@?4&bén¥é§rP< VH-

Cﬁr@s eefelfnrt Rt qEE(Fer g%qgleﬁlc ( JV'PIP% t?g Ruqlelnlﬁzeé/cf a?n?i%' Jéy H%Vy chain

Vb.t% feMb'ﬂ) Xﬁé@ lﬁklnmﬂmieptld’e‘} and VK is the hurnanlzed antlbody hght
(ethylsulfonylaplperldln 4-yl)-3-(4-(2- (phen

C]i*ﬂil)‘ m/mahlﬁ triging - Theypolmeptideaay be 2y FyhHS Anfiipion mqlecu

SHREF A LS 0 ST A SO

Véi-naHeHSAFGOPH aithlanédieith Nl -OK - Q)@ Hd iwthieretr thiodrid@yH 1-HSA

. C ride i and, ani | i.ne instead of

1543'1 Wlﬁlﬁt@%ﬁﬂ%{bpﬁy E%V)Vaqhﬂn VREaPIf reie S EREVBITRARGqpstant heavy

cﬂ*ﬁﬁ) démaﬁxla{fﬂ-h éduced as g fusion protein with human serum albumin (HSA)
I’-’cyano- 3- (I - (1 -nethyl -1 H pyrazol - 3-yl sul

tlfa@ﬁyh)fphdp evnnhdtsm:ognayt )lpn@paznd 2ntibody light chain variable region (VK) and

it & B ! (LR € K ENR R ORGP "

accordlng to the procedure described in exanple 1,
[008H0DN T The ﬁﬁﬁé‘dﬁl-blnd‘llh‘? pylypesiR-fartheH hmyd cofl gatddde fused to a

i nstead of 2,4-difluorobenzo chloride In steg
thermRuiiaobdipenastie ASAN.- E%reftxampﬁ?e theprpeatigiagsnts may be selected from

t%gb@ &%(gﬁﬁgéﬂ“ ) th!oZ(?cngleh{]g ridlo#ti6P la%el %&%Ilﬁ%dulator a

hdefehe( b éﬂzynmamelmmeleemdey b @hbtfomcrtyde)th&rmﬁwtld |agen4 oyh) pr
yra pyrimdin amn
Cw@naﬁl%'thﬁsﬂ%eﬁ a%O%ﬁ@Oé%ﬁﬁ%?awdn%@C%fiéaé%@aa%e kabel, a
ph&6&TVE dEﬂegﬁBé{{c BFC A HitCo - &H%&ﬁé’%ﬁ%@a 9&15%1{0%@% label.
|n exanpl usi ng et hanesul fonyl ride 1 nstead
2, 4-di fl uorobenzoyl chloride in step 5 and 4-am no-

[00,4I1I} duTﬂnetahtjfgenb@ndlagmdb'pﬁmgteen@r lof an antagonist of TL1A. Typically, the
pé’@&e@de%dﬁég g%lstyof)ﬁ“ﬂ Ainein step 6. LOMB (MrH)

4-(4-(1-(l-cyano-3-(1-(l-nmethyl -l H pyrazol - 3-yl sul fony

[004R] pahe dhﬂ’lgeﬂi Mhdlng @PBPeptidel binds to the TL1A receptor with specificity
Ikkpgrazol yrimdjn-2- Ian1nohﬂinzan1deTm
@#&nwas%mﬁaﬁéa palsypgpt dépgsdo hbiAuyih ae abingfyggnstant of

r d I
al lgastt Iaﬁ 1? 1@61%_ grr%gézil%ﬁg gﬁs i\ @utel)f)qgﬁr Iglofle d[gglfé%ag%é % dleas% about
m ‘M- ohvéh uarepefixaylly aclkhamnboe 10 ¥Ms‘o ep 5 and
4- am nobenzam de i nstead of
4- (I Him dazoyl -1 - yI)anlllnelbn step 6. LCVS (M+H)
575.1. Exanpl e 48:
WASH_49640%1 - (et hyl sul fonyl ) pi peri di n-4-yl)-3-(4-(5-nethyl-2-(
4-

nor phol i nophenyl am no) pyri m di n-4-yl) -1 H pyrazol -1-yl)
butanenitrile Step 1: tert-butyl
4 (2 (4 (2 chloro 5 nethylpyr|n1d|n 4 yI) IFprrazoI

o,



4-(1-(2,4-difluorobenzoyl)pi peridin-4-yl)butanenitrile
Thi s conmpound was prepared as a racem c m xture
wW@zwoneisiy to the procedure described in exanpP@&r/48008/083362
using 2, 4-difl uorobenzoyl chloride inste ,
ethanesulfonyl chloride in step 1 and 4- Xﬁﬁd‘Nor0759TL0209
anlllne |nstead of 4-norpholin-4- yIanlllne in
[W\éb Alsq ¢pgdo S(e £ pl@@@aq_euﬂ@émp@s@gns comprising the aforementioned

arfll’[gekw 441%(&%%?}{‘[@:69){15@5 Qelmgr, Xucchl'gsfaod’fﬂlle)ltpdr%(%fpﬁénﬂ try!)

phpheoylteal mey fythentathprist-apl aditidnglythaapdutic-oy k)dguodaiegeit as
r|Ie Thi s conmpound was prepared as a racem c mxture

38@8?@Fﬁ8nto t he procedure described in exanpl e 48,

using 1-methyl- | H Pyrazol e-3-sul fonyl chloride

(0023} eadsPdis@bhanesmbieny bf t@éhltlﬁg oflBiabRosttEPdikeBBEr condition that
ani [ ine instead of 4-norpholin-4-ylaniline in step 2.
cq)_I@p@e(q‘dl;mpls'@meg the dixcdesst @h@mnaceutical compositions to a patient in need

tli?réof 572 g f l el %P#&%eﬁ gr%rpogl ions rnX}L ‘B)e adn(umsgere(m:"o treat or

dwlghoderdnﬂﬂﬂaamhtoky Vi)t e tofdl @ i dSs cE N IRQUAEItVAS Examples of
prepared as_a racenm c mxture according to the

diseesee it condiinmp manqlhd%mr@u@shsqa&q &> lupus), inflammatory

oy ARSI b 0h B0l Rhen, . e

rlﬂeunmtcpﬂl afthmt-lsﬁ) Iylhmpid dciveodis) tiahgdan? rejbiidd, {dvitral) ndd@uslsystem

1@@28(@11(% diggpsmdsarigsis. pipe dutisRptes; lnggnd selpn sargingmas iy
| r
léu)ﬁ%%gg%gl}é}l%' -6)5‘? hg{i’ﬁﬂ P r#)ﬂocgtlc leukerma CLL)))
LyV-di met hyl benzam de Thls‘conpound mas prepared as a
[0Sk rirdsondlinglowed ascpadyalioigptides thheenspdeid @fceremelstmed ed
usi n

pefipEie FherdutiRoiiges By pranbh TERER Sodrhis Spressing

t@r@lcéde@rﬁolﬂ}qyebh&sdh aRhitlc hewnzam AesudhstRadJObf producmg the
4-mor pholin-4-ylaniline in step 2. LCVB (M- 617. 2.
pelyaehilde cegaded by the recombinant polynucleotide may include: a) culturing a cell

trénﬁ(tzlm{éd With g%%?%r[%_ﬁint E;gl;rﬁ}ﬁlz& 395 QRFAEANL LRIAEY bt Petide:

ropan-
afyd I») Iéedsmahhg iyl ypeptite 2o ylpredsed) -
LyV-di et hyl benzam deThi s conpound was prepared as a
m xture according to the roc ure es ri bed
19046 ﬁ%@&r e faresoiag ggnoyal L srntioB a6 PWE}$ jef dgscription of the
dfa!%ﬁﬁgsaﬂld‘%feta@ﬂea ﬁ@s%ﬁﬁh&?@ﬁélex%bﬁf}} HR1 éx@la?ﬁa%?y dnPA intended to
Aam ho- N, N-di met hyl - benzam de ' nst ead of
pmvmifrf}uttbd:n axplangtiemoef tha@vientiant spcldmed COBha Mbjdyts6ddyantages, and

Ex le 69:. . . . )
npvel dSangigs Wil by reagibyaprgrgnt (q hose skillacip huh S8 ip fllotine
détﬁrlé’d sk RptaRedt-tRe dvntld pyrazol -

4-yl)-5-net hyl pyri m di n-2-yl am no) phenyl ) acet am de
Recor dimg o BRTBIISEPIGRSOF MHEDRAINGS! o 48,

usi ng 2, 4- dlfluorobenzoyl chl ori de instead of

[(ﬁiﬁﬂ %.l q)rﬁ’lllst&lf'elsqﬁlll gﬁlo'nrbf $hfBn ?l‘ Lé}ﬁd(h{}ll“ { f‘A) induced Caspase
am op acet am de I nstea

achvmyrthﬂf |1 rtelds lyy miousd ang hamsstr epti-AL 1ACMEDbOdes]) ABSD--19E06;

A?’é?zr 1(2f30(12Aé%}%n&5F0%y/%1? Goe M HRP )= 1444y ARFB I OAHDRA; Ab#HT
_§2p¢1hgg*9u11@@gnw 2- ylam no) benzam deStep 1:

3-(4-'(2-chl oro-5- net hyl pyri m di n-4-yl) -1 H pyrazol -1 -yl
) - 3- cyclopentylpropanenltrll% A m xture of
2, 4-di chl or o- 5- et hyl pyri mi ditfie (0.62 g, 3.8 mol),

VVAS'4._496‘.890@)/cIopentyl 3-(4-(4,4,5, 5-

tetranethyl-l,3,2-dioxaborolan-2-y|)-|FprrazoI-I-yI)p
ropanenitrile (1.0 g, 3.17 nmol),
tetraki s(tri phenyl phosphi ne) pal | adi um (200 ng, 0.2
nnDI) and potaSS|un1phosphate (2 O g9, 9 6 nnDI) |n

o o o . o,



To a m xture of

3- (4-2-((4-anmophenyl ) amm) - 5- et hyl pyri m di n-4-yl -1 H
W@oanedss4 -yl ) - 3- cycl opentyl propanenitril e (1BCTIS2008/083362

0.02 nmmol) in tetrahydrofuran (0.5 nlL)

triethylamne (7.2 nL, 0.052 rmol) f ol Y%@%?ﬂ%eﬁ" 075977-0209

met hanesul f onyl chlorlde (3 039 mmol )

[QO48E ¢+ Fignrgsillastratgsed aélgnm%trﬁfttwﬁrla?rm@ of arouie hntl -TL1A
R o L

afEx oy ete %Crehfeﬁl'tyfferent versions of humanized 16H02 VH, identified in the

4- (4 | o | et hyl) -1 H pyrazol -4-yl) -
ﬁ@“‘ﬁétsa\iﬂ“bé}l aégfor? ‘éﬁ% %ﬁ?fﬁ]{é‘?phenyl carbamate This
conmpound was prepared as a racem ¢ m xture according
(0029} hFigireaefustRitdQREhhRBE df P RHXAITR IR nBHoustSto MAnER Ry bercent
chl orof ormat e i nstead of nethanesul fonyl chloride.
hm@WBZ@tMHI-Q)f tWe G Crsichg @iﬁp lhgmgnized anti-TL1IA VH.
-(4-(4-(1-(2-cyano-1-cycl opentyl ethyl)-IH pyrazol - 4-

y 2=

[(y Sh}n FE?LJ% élnlg?{ tfaggs Fr)l;lfrhég]inieraﬁ Onf-ﬂile- §/]F) (%lo(%atl% ronf mouse antl TL1A 16H02
Wﬁ"ﬂh)thdtléles@f human germline gene, A17. The alignment was used as a ternplate to

3-(4-2-((4-am nophenyl)am no) - 5-net hyl pyrim di n-4-yl -|
cm@ﬂ diffsrent vgrsjang of éy@@%%%%ﬁrﬂb?r Xﬁa@éﬁf %{ 134 Inghg fieurﬁgls New

ydrofuran (0.5 nlL) was added

Hﬁ??ﬁ? yngﬁlgan?e&%ga 0.052 mmol ), followed by

chl or oacetyl chloride (3.1 nL, 0.039 mol ). The

[G0SALt iFagureedsilisstiatasebie ammbermfmmms ditony mofiger to humantahé percent

treated w reoli 4, at room
e av S e o -nL PadsRod S g

m xture was quenched with 1 N HO, purified on RP-HPLC
(003201 Fegire e 1ﬂﬁ§tfa|’c@desﬁﬂt@ @@@&raﬁﬁgtg (FaRGRMGh dﬂ2>91315| lc@ll{ WHA human
1502 5 T ACSH6 kopb N BHAIPAO)MErAT R Vo bynd W o pucgi a
A S RERALAEReh st mdiBliper | di n-4- vl ) but aneni tri | e

L I'S corrpouna P’ areug as a racemc mxture, by
coupling of tert- butyl 4-(2-(4-(2-
[@IBhr dibgurieri ilistrades)thg adtiHtgyif d6HD2 ITLyA)m&mz:jm]abmtﬂmliep ifter

€ ALY HSBNERYIT C3 OP BT UG PO MR ced gipise activity

nPhﬁflrE%)ls 86 ARG 40 ahh@od%s%ﬁﬂﬂfe% td %?cﬁfsé QﬁﬂT‘Lrl‘A antibody
exanple 17 step 6.

cht(dls ( b%lm lepnmopy| asulrifldrayie)gatﬁze(c@n(ral- (1 ﬁHﬂb Fptmlse notpﬂéﬂy%l

PP }r’]%) 235%@1{3 ﬂdfg%y—[ %(ag%sé?roaﬁr [flﬁlloémtgol,c%qggo—dwalaﬁggd anti TL1A

1PHEPHEA +REGAE 90 MB=KindniRdRnECEAW cHIESvHKDETKI;3011
exanpl e 17, usin rphollnégg%lanlllne i nst ead of

e B LA L PHO AN IS HAz- 86 Bh-ipsmanGe ik A 16H02

V%ﬁ%rr anpl e 94:
- (1 - (Klsc‘)xazol e- 5-carbonyl ) - 4- (4- (2-(4-nor phol i nopheny
| am no) pyri m din-4-yl)-| Hpyrazol -
[0054] ) pigraei8dilostétesl thatiedlonithtiodsecdited foosgpepled huamnization of

according to the procedure de cr i bed .i
lgkéﬁfrbf gi WG g 4cathi ?yb‘%hrﬁamzeﬂ LORTOR 1 Pt dhecNooy
@%{6%09&%%{53& ggu}@@' stdrfife suSi@Pwas alt$VB with® A17 germline
setruehee( auﬂt}]q/ilsisclﬂ gioys phlpessi idl@n’ui—fwd)@o)lid&it(ckbsx for furtheB mutagenesis.

STORTBL PR shAEe FE oprn e Lol B ol dsklarfoREV GRS o citer

racem c mxture according to the procedure described

in exanple 1, using nethanesqlfonyl chl ori de i nstead

of 2,4-difluorobenzoyl chloride in step 5; and 4-(4-
VVASH__496a)ﬁfi‘nophenyl) 3- nor phol i none i nstead of

4- (I Himdazol-1-yl)aniline in step 6. LCVS

(MtH) 565. 2. Exanpl e 96:

4- (1 -(ethyl sul fonyl)piperidin-4-yl)-3-(4-(2-(4-(3-

oxonDrphoI|no)phenylan1no)pyr|n1d|n 4 yI)-IFprrazoIJ

. s o o - o - o



Exanpl e 1009:
3-(4-(1-(2-cyano-1-cycl opentyl ethyl)-IH pyrazol -4-yl)p

W@ 2008068 2- yl ami no) - L/ - met hyl benzam de To aPCi/K$200%083362
of
3-(4-(1-(2-cyano- I-cyclopentylethyl)-lF#ﬂ@%%%%fNo 0739770209
yrimdin-2- ylam no)benzoic acid (20 )
therenrrautaied Sy Pe | SefRpEe (%W@t)ﬁﬁ”d}u@l?a gﬁ%lpye sggpnce (=M)

[ I (di met hyl am no) phosphoni um

Wﬁ%ﬁé ES?%%H%%%‘%%Q%g@Eké ng, 0.074 mmol) in

N, Ndlnethylfornan1de (0.5 nL) was added

d h 0.039 ni,
[(Nég]-:t ﬁ,a?slﬁg%treatmsé aénﬁﬁl ef‘a% FF@]@%%@P&P&H@@‘? #i%gna? versions of
tlﬂaqﬁfﬂ&%%d%ﬁb2 AN HE nth &1 1Edhk 8hi AW ER-JdR el Qheﬁ 'c&?cafn@@ all

desired product as a racem c m xture ( TFA sal
p8BMlc coravBatiavisidf culi@ vald tFra ) er i@t (M) sequence n 3 dlStlnCt

i tIoeSs G SR OB R T St s eh et Brains

WORSthBH eRednBfbcRY vAtH RE® Hiin MTHMOL VeI GEH Bigige £ @nd HR resulting
procedure described in exanple 109, repl acing

antghodjas dentesion mhaition ey Wi ldhvinduaed Gespase asevisGl  sal t .

LCVMS (M+H) 430. 1. Exanple 111:

3-cycl opentyl -3-(4-(2-(3-(4-hydroxypi peridi ne-|-carbon
[()US)SPh@ilgdlﬁrﬂ)ﬁDl)@Mfeis fitdbifiof of human TL1A (huTLlA) 1nduced Caspase

).-1 H pyrazol -1 -yl)propanenitrile This _conp
aﬁFVéﬁd -dscls b bt ohyxitays Suseeiged ﬁmngLéAt%bodles ffom Figure

pr,
oS AR R P2, HRoaf SRR a0 i cpora
tl(als/bf—ule 48ginbl mEnm‘qmlﬁeTIl]l/Q antibody 16H02.

3-(4-(l-(2-cyano- I-cyclopentylethyl)-lFprrazoI-4-yI)p
yrimdi n-2-yl am no) - -(2- hydroxyet hyl)benzam de

(0037 ‘F‘i’ﬁ[ﬁ‘é%%ﬂ@%te@ ra%@%[e%ge él?grﬁnén@%?iﬂe(‘\/m&of five lead
according to the procedure described I n exanple 109,

carspdaae imogsanantik 1 binaninbadmsc hB&rASdEe, W D§, D ArmbasBanol .
LCMS (M+H) 446. 1. Exanple 113: 3-(4-(1-(2-cyano-

Ogﬁf di ente%:Z & hs)fra;e_s a,5eq & %l(i)énrne 'OH%% VK Domain of five lead

caﬂﬂ@ddﬁ@mngeoamnmm lap ez B4, 2BBoS 1 COSITWE] a@S8D6.
prepared as a diastereoi sonmeric m xture according to

t he procedure descri bed in exanple 109, replaci

[0ASOhy IFAgHS 18 dHvErafes i saenaRee Aligmeat abthy hemepigsd @%Mé domain

&@?BQWA thth H 1B4 VH AA) and the closest
(L -(3-(4- 65écyg§é cycﬁ%ﬁgnﬁv eph§F§<YFpr%g¥% eﬁO“m
makdher hivmah ger@diny Vahdamdipi€RZ2)0etManesul f onam de To a

m xture of

3-(4-(2-(3-am nophenyl ) ammo) pyri m di n-4-yl -1 H pyrazol -

[éoﬁnh) &mmh@&%&la%@%e@ thgﬂnhéneof?ng hiFhanRe@3BAVE Homain
in 4-di oxane . was ad .0 M sodi um

(lpan BBA K Air vwdt e ofigingl moyse VKI doa:rw@rul(liﬁy4 VK AA) and the closest

R R op e VRS S B hper at ur e for 1 h, then

purifled on RP-HPLC to give the desired product as a

racem c m xture (TFA salt, 38 ng, 84% . LCVS (M+H)
[Md] o Figurgdsibusirpes the inhibition of rnarnmahan derived TL1A-induced

PP i 51 PR RO P AR B EH T 250

comppod rdthaasoue ¢plag edtiaslya racenlc m xture according

to the procedure described in exanple 114, using

nmet hanesul fonyl chl oride instead of ethanesul fonyl

chl oride. LCVS (M+H) 452.1._§$§nple 116: net hyl

3-(4-(l-(2-cyano-1-cycl opentyfrethyl)-I H pyrazol -4-yl)p
WASH_496483.1m1 di n- 2- yl am no) phenyl car bamate Thi s conpound was

prepared as a racem c m xture according to the

procedure described in exanple 114, using nethyl

chl orof ormate i nstead of ethanesul fonyl chloride. LCMS

(MrH) 432.1. Exanple 117:

T T T Y I Y 1



Thi s conmpound was prepared as a racem c m xture
according to the procedure described in exanple 101,
WO 2pbaecissy 4- nor pholin-4-ylaniline with PCT/US2008/083362

3- (4- am nophenyl ) - 2- oxazol i di none in step, 2 (
174 4 Sraie. 137 2R DN { M4d77-0209

5 AR kRt S 0T BB BioBtA

yl')-1H pyrazol -1 -yl)propanenitrile This conpound was
DREGRALED as a racenic m xture according to the

procedure described in exanple 109, replacing

[00s2hy [Aanampibbdynas Hewribekhaveinhrefermd millplepethdz . neatutalyBecurring

485. 2. Exanpl e 138: ) )
éwﬁ)&i By SRtYA! 1@%'@0%19%%@ gopeEgmeat wRoabgiofial Hersste
1mh1%ﬁ6%l@5\ﬂln)molecule (e.g., an IgG antibody) or an immunologically active (tl e.,
phenyl am no pyr|n1d|n 4-yl')-1 Hpyrazol -1 -yl )propaneni

spacifecaifyibsmdatghpotiing okas ipmepaglebulasmalerale el ccaminkibad efragment.
according to the procedure described in exanple 109,

) 550 LML, R B S o e g . o

Fab, @6 bmﬁyhe Bke( %égardl&s(omyﬁﬁ@hﬂedammibod@ fﬂagﬂnyﬂlt)mﬁttywlth the
| am no) pyrimdin-4-y | Hpyr a

samg, Pl)tkﬁeﬁ ;s%m é%ﬁeﬁngl@ﬂh%h% Biigsh aﬁ&oqﬂe{s The &y @gtibadysfragment”
i ARRE bt %j;e‘rage%g@ r ﬂfdrlgaﬁogleﬁ h§,RERGEAYfi6 cﬁﬁl%ifggﬁé?@dal

I n exa replaci ng net annonlun1c

iphrdes hmyisymdletllc Oleer{ddetd) y dtfgine%redﬁ)rawm thatlabfs like an antlbody by

bﬁgﬁéctlg%%sgélég P]’Iltllﬁealtﬁg] %qurw §0m1())1)e(>9 pb eerx%rznlp antlboad t% g%enps

il R dRYSA%ON fihgbntR CORAMBRIOF fel VRridBle $e dgi&@@&ﬂﬂ%s‘ﬁ@é ‘Fv” fragments
prepared as a racemc mxture accor ng to t he

ccpnsmt]@g of thedasieble egionsoidhahgive and gghtrcé]pinagnqunbmant single chain

pfRpeR G aRgeutdl 8 afen sy e Beidy R GRUR TGy compisd py a

peptite U EOX YR Fredeidi N @ab BIBAPRBYh )polypeptides in which the VH-CHI1 are

h | d [)-1 H t
DAk BedT s ek b hesp B et 1 connats ko6 RaaE Ehein (0
fc;eﬂ;(rgcjt P'{ibe ﬁ% &Qﬁlﬂ{aﬁ] Pec% nlhloqg uﬁhssfoglg;ﬂr%% giﬁt]ﬁg L #nor ! %cé(%asidﬁes that
nﬁm@d%hehypkrroaqyabydlregiolndl ne. LCMS (M+H) 472.2. Exanple

142:

[0%&% )A ﬁu&lf{?%}?egiet I 1%1')(%;15)a rggorn?bqgélnlt pIpohtgl?l){Ill ?VTICTIOLg &)IRns1 Fgorn an
RtV BRIM YhPERERDEY L4 aedinSib6ATRRURG AR Fffo%Pﬁ{e%a@ﬁand

a racemc m xture according to the procedure describ
light \emahlp Icbaing Of the epdeat antipodg ity haman heawy apidlight mnabiet dfornalns

oyl b Bflstdomaoapd Tkl et e e it byt o

pBitioh B eHmdiny hdid |sEquRME@SOhE human heavy and light Varlable domains (as
yl)-3- C£clopentylpropanenltrlle Thi s conpound wa

rqpresghice @y agerachtdearnzangd.ul be eenstand fergaing of the antlbody molecule
r.oce 109, replacing

nggﬁcﬁﬁﬁﬁ%%&%%$% f%PI%MS§%?ﬁB%1acetylplpera2|ne LCVS
(N%FD 513. 2. Exanpl e 144:
[@68Y clAspsed hdreid; (Perdedt (Ombdiz4tipni’ iititaheudatyd bt &tgimipingeahé
di ne-1 carbony])
NRREEHQ afFﬁnFFd‘j% pdRagcid differanees i g6y pag-&iDR diffeysicg hbgiwpsn the
hlimbh&izd i &R '&Hﬁ Hd WRRPIGRAR S ibRScthe tﬁ&%ﬁﬁhﬁ)emréﬁl%@ total
according to the procedure described™in exanple
repl aci ng net hyl ammoni um chl oride with
3- (4-pi peridinyl net hyl) - pyrlqbne LCVS ( M+H)
561. 2. Exanpl e 145:

WASH_4968034- (| - (2- cyano-| -cycl opentyl et hyl ) -1 H pyrazol -4-yl)p
yrimdin-2-ylamno)- L' -((i?)-1-
( 3- net hoxyphenyl ) et hyl ) benzam de Thi s conpound was
prepared as a di astereoi soneric m xture according to
t he procedure described in exanple 109, repl acing



exanpl e 109, using 4-(|-piperazinyl)-benzonitrile
i nstead of nethyl anmoni um chloride. LCMS (M+H) 572. 2.
W(EX@WDG@S&G? PCT/US2008/083362
-((5)-1-benzyl pyrrolidin- 3 yl)-3-(4- (lAt{‘ZIﬁé{e}@o &)75“93?7 0209
cI opentyl et hyl) -1 H pyrazol -
yrim.din-2-ylam no benzam de This conpound was .
bﬁf%ﬁa‘?féléﬂﬁ% agidy |aaféfh§p Kyidingdhat Oy hscotl aumbeinidinigo agds and
n%p@i e described in exanple 109, using
19‘?g?’§ﬂ§9y| met hyl) - 3-pyrrolidinam ne instead of
nmet hyl ammoni um chl ori de. LCMS (M+H) 561. 3. Exanpl e
[@0®8] As used herein, “CDR” means a “complementarity determining region” that is

P%Si‘)‘ﬁg%g I grrrllﬁt‘ %ﬁi‘ﬂ%}% P,(c} taéodyql%g\lfq}y clPanP F\; l-alférnaeva{rla%?ercpo%@{ In of an

adtiDodly hoRY ESREDEHVL oNVk@f ERANEIHabId d R TrcRRITPAHAICHRS which are
prepared as a racem c m xture according to the

WW@@EBWQ&DB&M@N &bl e foraliose peesanf in the heaVy chain
ViI‘ e(?%ﬁ%lpe 359&%%331%& HBkhﬁ’i thrl?onse lf)lrrgsce:n thedhght chain

V&‘leﬂﬂ@h&ﬁﬁﬁt The Kabérr(uaﬂ(ean@ sy st eyl avicn) RY suchl dDR-K1 begins
)-1 Hpyrazol - | y@)ﬂ propanenitrile This con‘pound was
p@&ﬁi@a chsarping 1. gpRIPEMAEL P desidpios afterrbe first cysteine

3 |
%‘ P EP BRI REY 3 PR Siak ind SlaDBt the next pyptongan
rds(a\dB ODRAH 248414 . at EE)é&'[f&leﬁth]r%ﬁdue after the end of CDR-Hl 1ncludes
3-cycl opentyl - 3- (4- rophenyl am no) pyri.m di n- 4-
awyxmwgyrlézl&amlw 5101%, 3P ﬁ@;ﬁ at th RExTRiERIRGAIS AR TSridie. CDR-
rl%gfeﬂg %? %ﬂggég{a?egggﬂe(%h Wg)%ﬁllﬂ& %%C#E(ﬁﬂse?l%blé thérh[ﬁe end of CDR-H2;
inflygics B Errnting ecidsisind &ddoft tlzﬂe goqierao M 2@ N-the wheresX gpan3.amino

L 404. 4. Exa
Gy O LR s s o Sppron PR EOF 24 RUe KiRE AR ine sifue):
ilthey 513 rbkhrﬂiyél?zl 911‘7|r¥511aud§r AREHANhL thi In@ﬁ&%%to%han residue. CDR-
Scyclobut | - 3- 4&) 4,5,5-tetranet hyl -1 di oxabor o
Lﬂémgms W a)pplrwmyteébz Iesm-tf;ﬁmlpne@éamﬁﬁﬁrtt ¢ ¢nsl Of DR doll andiineludes

a&prt)ﬁm}fltqsly g rf:51iiueg mgtEhR F“3 be%m% atdapé)ro 1%1F1toelly the él}ilg/tpl)ﬂ}ird[_}:eis)%si}le after
tiRzaldef CHrEB.2di.c. Ofomlé%gwwstdlﬁb eciduonidctidegafpkddintitely 7-11

2. 37 rml) was added ()-3-cycl obutylacrylonitrile (5.30
regidugs ab@dgst the segienesB @r BY-G-X-G, where X is any amino acid.

|, 8-di azabi cycl o[ 5. 4. O] undec-7-ene (3.70 ni, 0.0248

f residdol Mhid stirred at room

C{ggjr‘%%%%raeﬂ% r Hﬁgﬁ ?EB&C rIJlor ated to dryness. The
[0fi6X uiTde \aat?;gqnbbindiihg qbokypepndes daclpetd heeélutrmaygamomj"ug@teti@r fused

80% Et OAc in hexa i ve .t he desi roduct

tq %E@Fﬁpéuﬁlﬁ agenh ‘1& qllla}a}z lu% 5a(§%ctwﬁ%§\7§[s ﬁl} %P ?ator a
h&in$dheZa photoactlve therapeutlc agent, a cytotox1c agent Wthh rnay beadrugora
3-(4-(2-chl oropyrimd %L H pyrazol -1 -yl )-3-cyclo

tdxin, yang a@paﬂ@gmlpn theeeoA lﬁrlxgsun@y mf:lude those drugs that possess the

péargr"g%?ugﬁﬁ]? B%r[y( s}]le(che%% é’ﬁ' Etshet %PP@F}%%}%}}P? 0} antimitotic, antikinase,

aﬁ{g&tlﬂ %@gﬁ[@bégggfé' 81|1t§1dlat1d i B atiard giodeh R PRI dokhts @nd
no

C@@bm&k@@(thWP% Mgteshed Bralveiheas draes ainselzcted éronoth@ @poup

ﬁﬁ)sﬁgtlalig %)E: glﬁ%%%rggﬁl nﬁﬂsp&gﬁ%ﬁﬁ&ﬁe gézv gi)’veso a @}11 elgtbe étek rhlt{%s(?ulreas

tridZemasefohic @bid. anAoberCQ@RA inhipitoss, poridiengatees Uneinctah&logs,
m_xture was dlluted Wi t h EtOAc washed with water,

A RIRECS, eAYBYS APEOdRERAoLOX B 8l alipwRenpidinasign cemglexes, vinca
residue was purified on si |I§Z7\ gel, eluting with 0 to
80% to give the desired product (5 51 g, 71.2% . LCMS

WASH_496¢9pH) 288. 3. Step 3:

3-cycl obutyl - 3- (4-(2-(4-norphol i nophenyl am no) pyri m di
n-4-yl)-1H pyrazol -1-yl)propanenitrile A m xture of
3-(4-(2-chloropyrimdin-4-yl)-IHpyrazol-1-yl)-3-cyclo
butylpropanenltrlle (30 ny, 0. 1 nnDI)

NS o~ ~ A AN 1N I |



Exanpl e 184:
L'-(4-(4-(1-(2-cyano-1|-cycl opentyl ethyl)-I H pyrazol - 4-

W ROopye4ssd di n- 2- PCT/US2008/083362
yl am no) phenyl) -1 - (net hyl sul f onyl ) met hangsu #ﬁgq@glg%@7lozo9
Thi s conmpound was prepared as a racemc M-
accordlng to the procedure described in exanple 182,

Uralory. pubsttadyrean meHyl hvdratinadasativen wireewoesmaé guppressants,
ahtﬁg(})lﬁlﬁg eeglti%s(fégﬁlé fax Is, %16@5%[@'? Eglgédir@ﬁne% tsct%tfegnéﬂ tgelr analogs,

ahd a Cdmbihation t(hafeoy aﬁlme fox g ch cpeypsyddeiyhiik prdséhtmweamoh mhy be

I i mdin-2- .. .. . . .
%F%E@Y fig ﬁ% BIPUP consistineraf fisio BRI RGN sS2e BB S hrgudtadse
(M@é%?fe%? &R oRadeBORILL, S’taéhy'l(@o&ﬁp&ﬁ&bf&glﬁ R, bdl&weed antiviral
procedufe described I n exanple 182, using
p®t&n gidldniordapieheroytoxwh Peniddmongrstxetigkin fand Pscudomonas endotoxin.
zs- 2, 6- di net hyl nor phol i ne-4-sul fonyl chloride in step

598} s YR Prbaa sty SET SeERPO s mppp comispeasgievipkine
st¢h) &ergrm factar ambmﬁha@mh@ Rythtopdi¥tic Fhictethydienil Jtiamilsieng
Thi s conp fre are as a racem c nmxture

fmdﬁéFh gnﬂ@eltfwen;ﬁ FdVeetivthaorpaetiy, ﬂtr@albppplét%am gcopghination
RSN eI AR S04 Bk LR or

h@matopdibti¢ Mt’td)rs 48dh & mel(laﬁllﬁh QIL'D&?olony stimulating factor, such as

L' - ano-| -c cI ent | et | H azol -
glAny: ytlerﬁoiﬂqy s’gmu){ tiTlg factory (G F) o%/ granu t]ocy‘[e rnacrpop age- colony

styﬁlamlﬂgmtb@ REM- C@F?‘)Eid%é%kéréﬁ XA&PL EmRTRAIRNAA do%taTBf .}amma

was prepared as a racem c mxture accordin
alwbstt:me:eb rgooveitifagod sadrasbbsignateék&hﬁdc@r'l Baqreupéanigcally,

.5-nmet h I
OB HEEHY P PR LTIl UCrIong et B a1 by
ngerféf a&MﬁHTN‘ﬂ" 8(?1 e PRI B8 thereof.

4- (1 -(2- cyano | -cycl opentyl ethyl)-1H pyrazol -
&“%Eyr|n1d|n 2- éjan1no)phenyl)|soxazole 5- carboxan1de
[ dbapoigr-tiading pelyapritics disglopedlaigia mayhagoajugated or fused

1&f 8889%@9 é)}gtz (ﬁ)bl‘?a N %P% rﬁeﬁg lglggs%oét?%cgﬁggpagﬁos]tﬁ%gents or

ralﬂolé.’beﬁs ﬁbmsg zhyd: yﬁJiHD‘l:vbefiﬁé()lﬂraIﬁiLﬂ L0V, 0 b abh dedibactist @fbel. The
e 189:
ra@ma@m Lébsh is plzef%rglalﬁ@ gan&%i bsemind Rasijanremitting isatppe and is
125 131 1237 1247 86 186 188 62 64
SM%%%?%% pﬂégng?cgn%ﬁggﬁgthyl|sox£zoﬂe<£ c§¥%oxanlém' Cu,
i, ¥ Gao ugr(i‘aTwﬁ@"Tm épar'€d"Ns 0, (‘Breni combintiore thercof.
accordln to the %rocedure descyi bed 'P exgngle 182,
Dirgnagicaggnisimat 1Rgiide conipRbagsnisclor GHYPICcHb A Bangancse, iron or
chdbita@pdl of ¢ zs-2, 6-di et hyl norpholi ne- 4-sul fonyl
chlorlde in step 2. LCMS (MtH) 497.2. Exanple 190:
(4 (4-(1-(2-cyano-1-cycl opentyl ethyl)-I| H pyrazol -

rimdin-2-
que ay)petbag of making af-TLAApYRtEhodies- wsing hyitamal erhpelogy
compound was prepared as a racem c m xture according
h r j i
B B R B DRI B L KDLl (gpregeluler
damaid).6lndd typtdalyproveduinol 0 me-ofprateinfin 59 mlaitlcompbbée Freusd’ep

. L . 518. 1., Exanpl 1: .. e
uvingvg E% 15(iplcgleq ﬁsbqutaevngv@b il??rv(woefpﬂwﬁdltmabweﬁsvs iR

niéb)n%l/erté McdhdPs Adjurh @R 8 @h}%{ﬂé{ 2 wRcR i AN @S IRREIARM H8al boost
his conpound was prepared as a racemc m xture

accordlng to the procedure dogcrlbed in exanpl e 182,

usi ng 2, 4-di fluorobenzoyl chloride instead of c

WASH_4964993.2 | 6- dlnethylnorphollne 4-sul fonyl chloride in step

2. LCvs (MtH) 514.3. Exanple 192:

3-cycl opentyl -3-(4-(2-(4-(1,!-di oxi doi sot hi azol i di n- 2-

yl) phenyl ) am nopyri m di n- 4-

yl')-1H pyrazol -1 -yl)propanenitrile To a m xture of




(MrH) 529.5. Exanpl e 209:
L'-(4-(4-(1-(2-cyano-1|-cycl opentyl ethyl)-I H pyrazol - 4-

W ROopye4ssd di n- 2- PCT/US2008/083362
yl am no) phenyl ) -2-((i ?) - 2- (nethoxynethyt&éy&ﬁgLNg 55§9770209
yl )acetam de Thi s conmpound was prepared a
di asteroi sonmeric m xture according to the procedure

HRBS rﬁsl@@gauwh@%gﬁ%m@s gamgbe gﬂgplhgl the foot pads. Three days later mice can
4 r

b? sa(cﬁf‘:%d (tﬁ’elf'Jl eéﬁ%?@?%@lgeﬁéﬂg)ﬁ q%‘@ng? fé%#g%tc%ﬁ dhd l%%hocytes

car bedfrs()]ﬁte@ffeﬁmnmphbmbhme@ ccp)g/ba: fnseldi nAth-RRCO3 MR YI5AZ Ol - |

el LT S
rro n LCNVS : 529. anpl e 210:

ARG G e r s RGeS s AT SR E IS Pigd sy 108 gl er well

90 W¥N b[ﬂtéil IThé 'supernatants from hybridomas that survived HAT selection can be

ylan1no) henyl ) - %glopropylnethylan1no)acetan1de

sarpensd by efrian@wag dorehe arcsencepd dl & binding patibodies.
H&Bﬁ%rﬂhﬁ%c}e‘ﬁng %lﬂrﬁﬁg Hg Stl]i%%i; aH %g 1deﬂtlﬁé@5@(i t%e&‘ ]s§pernatants

car 1l6e4fu(r‘rililel( gbranme®d ph éhybi)iamoddipying LIS A-f6r aﬂtrbb&lep)mfﬂiﬁhg binding
cycl opent Ipro anenitrile instead
0§¥%11A(t(2 itg gecah%%%"nﬁhf ﬁ%‘?ﬂ)ﬁ‘% lﬁﬁlmfr?dzﬁsypmrwspfw ipdition of
b1§d1n%¥§d QRf BE ér@é&ﬁqgﬁﬂhfbﬁtgjneofﬁlmq Au§1ldﬂged caspase activity in
opro aneret h y am ne I nstead of pyrrolidine.
TG Mi-dnt)lls 48 &lebtifyXBlniA entaddnistic clones.
-(4-(4-(1-(2-cyano-I-cycl opentyl ethyl)-IH pyrazol - 4-

rimdi
.%‘%ﬂfvﬁ b“d'%‘H“’mamZam"‘Stmfﬁgé’-pan 2-yl anmi no) acet ani de

ThIS conpound was prepared as a diastereoi soneric

(00711 U Uileég@@lolhdiuﬁgmizﬁhg the afti-0¢ 8 Adr@ibegiss Isi th @Btai70-100%
exanple 118, usin

hpmanize VH@H&MS&R@WS)t%r@f@ﬂpp%Orl%‘Vd phomgipal bingipg afingy and
35y,
S R P D b S Bfiflns in M apd Vi€
cytl De Bed ey Glrtheehtinhiprohaneatibddiés vehibndaingiimgg binding affinity and
qﬁﬁpthoxy 2-propyl am ne instead of pyrrolidine. LCVS
9Y503. 2. Exanpl e 212:
2 (4- (5-nmet hyl i soxazol - 3-yl oxy)-1-(4-(2-(4-norpholinop
[4uERy | A RYbA Bidbdpdfothbd by CDR graftlng and structure based analysis
| H-pyrazol -1 - yI)cycIohexyI)acetonltrlI Step 1.
afidiv{riabte repionybqudiapmoh §oes pnqs)@ﬂycyaﬂmﬁe&%@d\ém?%dem on

el ool S Qe A o Bl Rl PG P 20 g oo

sadaedta ¢f O MirSidns Mdiké Aﬁtl@(ﬁdﬂﬂ’tﬁﬁlﬁ%rks While Preserving 3-D
cyanonet hyl phosphonat e 87 80 nL, 0.0482 nol) in

Stra¢tieh %ﬁamﬂw FARINEBBINGL J| 9941 b 800N Tharimernesibody sequence

ah PP LRITRGE 3 tle{rc n 80 gtlﬁpe%nti) (f(?e?l 1§¢k$; fregn&gorﬁggﬂl&hes ¥9qutnl%8 to
reaction mx was a sol ution o

m‘hn(ttuﬁ rthe bidting (aﬂﬁrﬁ’@t dilspsdifiyiky. Thy thﬂsofa)e Xanended Owlbgte
04378 nnl&,ln tetrahydrofuran (40 nL). The reactian

Smmgﬁlbéf\}i}éf‘d 51 an hs tysdite 19eathy the ﬁ‘;?é?%ﬂﬁ“él tg e wppse B and

N e T Lo AEREIRCY I dpd W€ Bl calf e choscn s the

bbsayrmtehes\m the washescquetde Wdtaed \VKbséquenced rAhﬂmmty, Isgﬁqnces
4 and evaporated tq dryness.. The cr.ude Xt u

it e rEu Bl Spoess Ty B hod DT Gns b SRt or
hexanes, to give the desired product (8.54 g, 77.58%.
LCVS (M+H) 252.4. Step 2.

4-{tert-butyl (dimethyl)silyt)gxy-1-{4-(4, 4,5,
5-tetranmet hyl -1, 3, 2-dioxabordl an-2-yl)-IH pyrazol -ly

WASH_4963%0%c| ohexyl acetonitrile To a sol uti on of

4-(4,4,5,5-tetranmet hyl -1, 3, 2-di oxaborol an-2-yl ) -1 H pyr
azole (3.09 g, 0.0159 nol) in acetonitrile (39.8 nl)

was added

(4 (tert butyl(d|nethyl)3|IyI)oxycycIohexyI|dene)aceto

NANA




Step 5.

4, 4-di et hyl - | - oxa- 3, 7- di azaspi r o[ 4. 4] nonan- 2-one A
wWOorR009064850f benzyl PCT/US2008/083362

4, 4- di net hyl - 2- oxo-| - oxa- 3, 7- di azaspi ro[ ne

arboxylate (0.50 g, 0.0016 nol) (2nd pea ]rljg(?nri?:l 97%9077 0209

separatlon in 20 nL of MeCH was hydrogenated in the

hpmarigsion e gopdyy it cophiBEion Wil th%lﬁsq@tf watehing hyman germline
gg%drogen for 2 h. After filtering off the catalyst,

e filtrate was concentrated to dryness and the

resul tant residue was used directly in next step. LCMVS

[([(]VBH) A'Iﬁki aBgnifyg epuke anti-TL1A VH and VK to the nearest human gerrnhne or

eéprggl g&ggg&lﬁpf %6[(1148 2%%%@%%%?1) at 46Vé11'y%0 n can ge eva?uatedo t)ér

pSRAPADYHIRABEBY bR RIRY iind bdridityy | Dhié tfo¥i288can by Ldda to
ropanenitrile This conpound was prepared as a

aghigst love mosigméﬁr oot highxisk velug detondiatign elccach poption eldume

bed
B8 leRE SR ERTR oo TR Bsiipns sty atnd yhigvoiding he
high S’Isﬁ[@dmgg%sl ITREdbRY,PeN AFintte nhaGideti¢iMittdte3RnBe performed by
e
1@Dﬁ3rlﬁépatwém09mﬁ%p%mwesz-a{ gachpositign dip theyFDR S & H.- Bk 05 ppth -
o[ 4. 4] nonane- 7-
car bonyl ) phenyl am no) pyri m di n-4-yl) -1 H pyrazol -1-yl)p

E .".Tl?n Y CEIbhing ahldl SeqneM qﬂg BE MR PLRRFTSA B $hd VK domains
Ny ﬁv% falg it

gescriped 11 exanpre 120, using
4, 4-di met hyl -| - oxa- 7- azaspi ro[ 4. 4] nonane TFA salt
[0074t edlybofloha colist daplbeipsHetad.i washed SXBvithRBS aBdiBNG\ extracted

Ex | 221 . )
usgng SRrBIERpt (avimeqm Cag Noy | R96039) P Paving thempmifastisrs
pbﬂt&d@)’ﬂ emb’ﬂaﬁmoaa%fdel dﬁhdérfb‘dz{o cDNA using a 5° RACE kit (Rapid
yl)-1H pyrazol - Igropanemtrl e This compound was

A;ﬁmréﬁ"@awl @fscl%NAaF@éiﬁa vitiogety (et a¥e dfd7 h§>¥dotlpwing the
n%h&ﬁ?ﬂﬁ%r? B%?(zc?)ﬁ 'dlﬁﬁgﬂ% q{(ﬁ g? Illégtgd %ggcgm c1)1]@>(arnelr primer,

ledifﬁil NG @md)lﬁ’ ﬁfanﬂ%DNJCbﬁl ‘6%&1‘1)&@&9{15211 dopanpigt [IPRRAasc H
p&a, (2-cyano- | -cycl opentyl ethyl)-1 H pyr
¢ B,QVWS)@FSWEQH Sg- he cDNA can be purified using a GlassMax spin

cé/\th’i’dEp M&ébF&}Mh )d{éy%{ eﬁld‘ #HiDredetsl mef(ﬂr&%-mél%le&%&éggdyl
epared as a diastereolsoneric mxture according
transfedase) o tegulescecaastCiThiedppendtharPNA ¥28,C besepagrs at the 5’end.

TQL@ ﬁéﬁ%\ﬁ%@% ?Rs %L TRt mrgpfs?@l%s%%ﬁ%@g{%ﬁrrép%ééc for the dC
tat‘lfl;al(ngl enk gp&ym%gtq}igﬂ @Bﬁﬂfz‘éﬁ t%tﬁlgm <bhtePYIaFQA-BqidnbPin the
H'F)‘/i’y‘dff Wta}lth%heﬂ;(%é rﬁczréﬁH @ed ﬂfmséam: bam@L(EcK)\ﬁa]sVEr divarelting

Q?rp{hgc 8a1}ﬁ %I%?%{i @y B&r%gopﬁa}eglstfgrec re(c)tcselzde correspondlng to

ith&VH afTVKOdcﬁﬁ{@h aapanakd Bﬁ{cﬂ%&i&d R 4€OPIBT LGOI (Invitrogen
1-nmeth I perazi ne. LCVS (Mt 500. 2. Exanple 224
Cat. Np- ?&Déhf@@@mg the g@a@i@q’q@mr&maﬁog@ln ;Af}q@s WeRyibERting)into
n

bQ(%f%ﬂlegbg];/AC agip‘t}e/e '#rséag%(g%érﬁéc% (])ntanﬂ1 g S:[h% 8%%%36 si ae 1nsert and the
DoV e pajue e cain delda teiined msmg larBag E]}&Qél@hlﬁ@ot ;Q:qtléle:mg reaction mix
(gr ocedure described in

PHE@tI%IPWSF?&SaE?“ﬁ No; 4236639 %ﬂd aﬁ%?@ﬁ@%ﬁ% Phvh aealyzeefglowing

5% @(S npl e 225:
n%g@?);u §pl%t ? (2-cyano- | -cycl opentyl ethyl)-1H pyrazo
I-4-y|)pyr| m di n- 2-

ylanino)benzoyl)pyrrolidineiggbarbonitrile This
WASH_496¢90hpound was prepared as a di astereoi soneric mxture

according to the procedure described in exanple 120,

using (S)-3-pyrrolidinecarbonitrile hydrochloride

i nstead of 1-nethyl pi perazine. LCVS (MtH) 481. 4.

Exanple 226

oy ~ yaur 7~ yaur 7 £ N\ T T L T

-l




(MrH) 522.2. Exanpl e 247:
2-(4-(5-net hylisoxazol -3-yl oxy)-1-(4-(2-(3-(oxazol -5-y
WO 2pbeewgsanm no) pyrim di n-4-yl) - PCT/US2008/083362
| H pyrazol -1-yl)cycl ohexyl )acetonitrile Tt'Pedi(t%\Io amﬂs977 0209
trans- isomers of the titled conpound vvereyprepa
accord|no to the procedure descrlbed i n exanpl e 212
mplary Humanizing-Mugine angir Bl Aadihgdies
3 (5-oxazol yl)-benzenanine in step 5. First peak
[(f(ﬁtSE Nivp@shetdnferils 2 g@tlﬂgdfbs c%%de%f'gd §a%§6i $n bRRGR Fhta and
peak retention tine 2. LCMS ( M+ 523. 4.~
sdepoangs diateﬁgf&erated as descrlbed above "The amino acid sequence of the VH and

VR HSEARY P s e s e ay R o RGBT VK

d&tn@fﬂs Lsink C%%WV@H&BI@B@&% R@IVabdsi(l.e, B\lam ok E%(? a@t‘he NCBI and
S- met hyl enecycl obut anecarbonitrile

Vinbiisp at e dMBCR M thgsemtmns tuethecfr@n@t’evqrh vwlvateethe (I@uﬁigequmce
R ELsriutARe Brpe PR RS NG s e BT apesrlb g mutate

thfthbi@sethigndn@MP 86 Atnbbitéhease dmieﬁﬁo'iﬂdﬁ%dm@ﬁanrgeﬁﬁhne frarnework. In
t enperature, sodium periodate (48.2 0. 225 ol

additien or aligsptveinsersuia CRR a@mcbw%fesei@eﬁ% boththe f\tlmrfsf\éK can

o¥8Hald b FRIFafrl @ B iR, R me BT Bl hely
cothpagae\fer anvti5634s 1nAffﬁﬁfcy desmovhd ﬁﬁ]fne{?vbﬂ( ﬁ&ﬁ\t@“ﬂhﬁngdsh G" he

ude product was U directl next ste
éj Ingly 1’%&)5%11‘6 apg Bm?amze(? mouse VH and V VK domains can Tg)e generated by a

p§%&f‘e¥a%@ ChEh ?&dcﬁ@ﬁh};ﬁ%8§s%&§%%ﬁ@lr&<ﬂ%ﬂ{lﬁﬂoﬁ% tifttic DNA

tion of 1 of potassiumtert-b e in
otigtmialvptid et u*mdmheﬂ,sml)etlatge@e d)@lgaqgowdedodtnoqiptimisaion

a solution o |et yl hosphonat e 3.3 n,
st &t Py e O RO S 7y i Tt e
pf&&@ﬁt‘la@l@r MRS By FRthniDiah @I fof BRRY lpisSioalsh b&BRorporated at

cooled at 0 OC again. To the reaction m xture was a
el p@tSit@n cTihe Bymh@tsy\éH@bdt\é{ﬁ é@laam mm b¢ clenf(dnnmwgcwhzed
rnarnrnaﬁ an < 1) E hﬁ/g fur[ﬁjm 1 d 190 di

V\B (S)S%lon VGC OI'S a fl W (9] rﬁO e on ornalnsato e GIXPI‘eeaSG m

erature an

&dehfelxgbﬁaﬁﬂﬁzﬂﬁmahﬁlgﬁg (qduemsz dtibBd WBd Rbond. rBi‘nall-scale
m xture was extracted with ether. The conbi ned organic

proaiyetﬂ@l fehe hymatise witibRdigacar be ashioved byep-dgnigten piysdeC! or

) 4 r
AP Gy oo P S L B o
fdﬂaw\amgmanﬁfactgres@rdstbeold eipeatitaprsofiier tthe ﬁatﬁﬁ:ngtraliﬁﬂecﬁ%ls can be

p%ss %gi]b%‘a%p]agrmt&ﬁeflm anglglgﬁ,lsgg}zc&% t% pu?lﬁte to onrgg g?enlel_t;l for

te)éyﬁ%}ﬁcgeg%g%«g sbonitrile To a solution of
5-tetranet hyl -1, 3, 2-di oxaborol an-2-yl ) -1 H pyr

Thg &lbvx(lﬂg é’)&rg)lesoaregwﬁ twrtilu)stratn thectant tventeon( AsiDuid he
u%@ergggg Ff‘loble‘é ‘%}@p T??Bnet\b 1§r:11 }es)&;%% Obllilrtnﬁenc‘Ie thtilg ‘s’Ee'ch‘ ¢ clo%ditions or
detaﬁs 8iseARd 6 Ykdse eRarftpl@d. Uﬁﬁ%bﬁsh%ﬂ and/Br ﬁl@ﬁlcfg—avaﬂaﬁ@ﬂéélments

The resulting m xture was stirred at room
d@@ et beranarospeeiicghy incommerted/bypmfercee- t o dryness. The
m xture was purified on silica gel, eluting with 0 to
80% Et CAc i n hexanes, to give the desired product as
racem c m xture (320 ng, 11.5%. LCVS (M+H) 313. 4.
Step 4. 3-(4-(2-chloropyrimdin-4-yl)-1H pyrazol-I-y
) - 3- (cyanonet hyl ) cycl obut anecar bonitrile A m xture of
2,4-dichloropyrimdine (0.916 g, 0.00615 nol),
3-(cyanonethyl)-3-(4-(4,4,5,2-
tetranethyl-l,3,2-dioxaboror'%iz-yl)-lFprrazoI-I-yI)c
WASH_4964p8% Obut anecar bonitrile (1.60 g, 0.00512 nol),
tetraki s(triphenyl phosphi ne)pal | adi um (400 ng, 0.3
nmol ), and pot assi um phosphate (3.3 g, 0.015 nol) in
1, 4-di oxane (20 nL) and water (2 nL) was heated at 100
0oC overnight After coollng to roon1tenperature t he

r—— N .




Thi s conmpound was prepared as a racem c m xture
according to the procedure described in exanple 251,
W@ 20009648541et hoxypi peri di ne hydrochl ori de i nst eRI/6$2008/083362
4- hydr oxypi peridine. LCMS (MrH) 472. 2.
)-I-(4 (4-(1-(2-cyano-1-cycl opropyl et hyl *ﬁipyra 0T£§7(209
-yl) pyrimdin-2-
Espmpienlo) benzoyl ) pyrrol i di ne-3-carbonitrile This
O TR P PREREREE R 2t K SR BGhS BRIk d Y forant
TWSAngomﬁﬁmmBmpybd&hpdma&ﬂamhenrmedheehyﬁed@hhnbﬂd@.TheCDR

rq o e gl%feag]ﬁbgy o are un egfn?eed LOVE (MrH) 453 2.

3-cycl opropyl -3-(4-(2-(4-((5)-3-net hoxypyrrolidine-I|ca

1Bﬁ@%&(%m’no)pyrim’din-4-y|)-|H-pyrazol-I-yI)propanenit
rile This conpound was prepared as a di astereoi soneric

DVILXLrgmeT &C CeNdi apohe trkerrEocedUHENARSET IDRC ST QR PGOSPN
exanpl e 251, using@%BS - 3- met hoxy-pyrrolidi ne

L dKIENREr S8 PPREBead CEETRY AL oy EREPLEVN & YEENSSHVP
grExanpl e 266: 3-cycl opropyl -3-(4-(2-(4-((
L$%§QET§?§xypyrrolldlne | car bonyl)
phenyl am no) pyri m di n-4-yl) -1 H pyrazol -1 -yl) propaneni t
hhbg\ﬁgis conmpound was prepared as a di astereoi someric
1 - according to the procedure described in
exanpl e 251, using (3R)-3-pyrrolidinol instead of
DYLEgrexypi petidpnes tSWRsEWy A4bcRrvEXaMRLeK2EHsPK
3-cycl opropyl - 3- (4- (2- (4- (4- et hyl pi perazi ne-1-car bony
prgﬁgﬁyﬁgnsﬁgygypsﬁsdQﬁGzDFTLKI SRVEAEDLGV YYCFQGSHVP
L%%bsbﬁkgﬁr§kgl-l-yl)propanenltrlIe Thi s conmpound was
prepared as a racemc mxture according to the
procedure described in exanple 251, using
1- | pi perazi ne instead of 4-hydroxypiperidine.
1955@\3%% 457.2. Exanpl e 268:
-((3i?)-1-(4-(4-(1-(2-cyano-|-cycl opropylethyl)-1Hp
EYTeZQlpAsY LR CEKGITNTRCITSTDID DDMNWYQQKP GEPPKLLISE
yl am no) benzoyl ) pyrrolidin-3-yl)acetam de This
GN@#B@GW@SWB§S§56§§F@dFEETQENNé§t@P@épggﬁéﬁl§DNLf@GF§A
ng to the procedure describedi n exanple 251,
G@%ﬁ%%%h-(SR)-S-pyrrolidinyl-acetanide i nstead of
4- hydr oxypi peridi ne. LCV5 (M+tH) 485.2. Exanpl e 269:
é-b4ﬁ§2 (4- (4-acetyl pi perazi ne-| -carbonyl ) phenyl am no)
1 § P n- 4- yl)-1H pyrazoll -
yl)-3-cycl opropyl propanenitrile This conpound was
D@Wﬁ@@%@@saiA@sﬁéé@WﬁcLWb&b@b@L@C@@b@NR&YEN WReOKPGOSP
procedure described in exanple 251, using
KLLH€§ﬁ§WB|b@@&?ﬁﬁ@lﬁn§6§§HDﬁﬂLﬂ-ﬁ%&ﬁ@%@@L@eBYdC@@HFRP

% F ?i 4. Exanpl e 270:

cyc opropy 3-(4-(2- (4 (3-(di met hyl am no) pyrrolidine

-1 car bonyl)

Eheg%lan1no)pyr|n1d|n 4-yl) -1 H pyrazol -1 -yl ) propanenit
Thf*s conmpound was prepared as a di astereoi soneric

m xture according to the procedure described in

exanpl e 251, using N, N—dinethyl 3-pyrrolidinam ne

ﬂW@ﬂ@@@AdMSA£h@@E@T%ﬁC§éSS§ FMHNVCNVBROMFHPKA LI YSTSNLASGVPS
REXRCBET é%TI§SZJEAFEA(AEYFEE‘?MEEE%FSS%%&IF& he- 1 car
bonyl )

phenyl am no) pyri m di n-4-yl) -1 H pyrazol -1 -yl) propaneni t
rileThis conpound was prepargg as a di astereoi someric
m xture according to the proCédure described in
WASH_496¢R8pl e 251, using (3S)-3-fluoro-pyrrolidine
hydr ochl ori de i nstead of 4-hydroxypi peridine. LCVS
(MtH) 446.1. Exanple 272: ethyl
4-(4-(4-(1-(2-cyano-|-cycl opropyl ethyl)-1H pyrazol -4-y
I)pyr|n1d|n 2-

o S I Y T S I o, ——y



retention tinme 494.4; Second peak retention tinme 1.637
mn, LCVS (MtH) 494.4. Exanpl e 292:

WR2{040¢4854 4- (azet i di ne-1-carbonyl ) phenyl am no)pyr/U8i008/¢83362
-4-yl)-1 Hpyrazol-1-yl)-3-
(cyanonet hyl ) cycl obut anecar bonitrile The 8'[Md ¥P 075977-0209
trans- isonmers of the titled conpound were prepared
238¢olHi R§ to the procedure described in exanple 287,
EN%L&@s@é@tAﬂbﬂ%Q%W@M®%§h%§b@§sb&ih%@éQR%GﬁgﬁkﬁﬁhH&%SNLASGV
First peak retention trme - 298 mn, LCVS (Mt 4394
PS@E@ﬁﬁGﬁéaﬁYSéﬁéSSVEAEDDﬁQYICQQESﬁFﬁFTEGESTKNEHKR
439.4. Exanple 293 :
3- (cyanonet hyl ) -3-(4-(2-(4-(4-nethyl pi perazi ne-1|-carbo
2nx@)nﬁe@x]anino)pyrinidin-

- -IFL razoI-I | ) cycl obut anecarbonitril eThe ci s-

Dl TOERA S, VS oERA T RASONY BT BA Y SRNHB SRR REDE PXLL K YASNLD

s@%%ﬁ%?%@%%%&%b@%ﬂ%Ih%V%%EDR%9%?@65§W§§§9&bE%§Tk?EIKR
—exanpl e , using 1-nethyl piperazrme st

nor phol i ne. Flrst peak retention tinme 1.032 mn, LCMS

ﬁ 482.4.; Second peak retention tine 1.041 nin,
ILeRsVEMPE) 482. 4 Exanpl e 294:

DM TEsPayanereLarhrT ScRisodvietseTshimar oYX PEOipgt 0 RYASNLE

ar bonyl )
_@N@ﬁﬁﬁéﬁﬁﬁ@ﬁﬁ@FE#NdHﬁVEE@DFAﬂMyﬁgﬁéﬂEE_EEﬁﬁﬁﬁﬁgL@Eﬁﬁan
ecarbonitrile The cis- and trans- isonmers of the
titled conpound were prepared according to the
3ppecgdure described in exanple 287, using

&8 uor o rolldlne drochl ori de instead of
PRkl R R s A oSN R YT b AR P s

sﬁvbﬂhlé@%GéGTﬁﬁ%%NqH@%@EEb%h%@&bﬁﬁSWEE@Y%F@@éTﬁL@JKR
(MtH) 471 Exanpl e -

3 (cyanonethylj é.(4 (2-(4- (4 nethoxyplperldlne | carbo
nyl)

phenyl am no) pyri m di n-4-yl ) -1 H pyrazol -1 -yl )cycl obut an
1epaghgi trile The cis- and trans- isoners of the
titled conmpound were prepared according to the

procedure described in exawgle 287, usin
QAQ#EQﬁGQﬁpPB@PG@TNKIh§§K6§ﬁ|EFTd@prywa' Ao PGKGLKWMGW

ea
e e dy et R e R
GECVBY{YRMH) YWGDGLSVEXaspl e 296:
(5)-3-(cyanonet hyl )-3-(4-(2-(4-(3-nmet hoxypyrrolidine-
car bonyl)
1BRePWRM no) pyrim din-4-yl)-1H pyrazol -1-yl)cycl obutan

ecarbonitrile The cis- and trans- isoners of the

titled conmpound were prepared according to the
OBREYEEGEE BEEEFERTH LI RCEREAPITET28 7 CMYBIVEGA PGKGLKWMGW
t | idi (Mol N

B e U e
AMDHHMA&&E BcTSyaued peak retention tine 1.51 1 mn,
LCNB | (M+H) 483.4. Exanple 297: (
)-1-(4-(4-(1-(3-cyano-I-(cyanonet hyl)cycl obutyl)-1H py
152()9'\”4 yl) pyri midin- 2-

yl'am no) benzoyl ) pyrrolidi ne-3-carbonitrile The cis-
and trans- isoners of the titled conpound were
EHK@HQS@@Gaéy@PﬁpﬁéR@oSﬁﬁesﬁFﬁgéd@F@MﬁeyB@Pb@@KRhEWIAA

3 3 I n i

R Py Ry Ty RELRY, LALOARRL AR e s veun
DRevenNtiveD ViNeecTTdTd gisn, LCMS (N%FD 478 4; Second

i somer retention time 1.505 35” LCVS (M+H) 478. 4.
Exanpl e 298:

WASH_496803 Y- ( 2- (4- (4- acetyl pi perazi ne-1|-carbonyl ) phenyl am no)

pyrimdin-4-yl)-1H pyrazoll -

yl ) -3-(cyanonet hyl ) cycl obut anecar bonitril eThe cis- and
trans- isonmers of the titled conpound were prepared
accordlng to the procedure descrlbed |n exanple 287

o o . T 1 R




yl)an1no] N- (t et rahydro- 2H pyran-4-yl ) benzam de Step

W(l2([0@/464§354 [ 2-cyano-| - (tetrahydro-2H pyr an- 4- y| PE€/kiglo)s/083362

H pyrazol - 4-yl }pyri m di n- 2- yl)anlno]be969|$ngqﬁg 6Y5977-0209
m xture of
3-[4-(2-chloropyrimdin-4-yl)-1Hpyrazol-1-yl]-3-(tetr
ahydr o- 2H pyran-4- yl)propanenitrile (from exanple 308
1?gg@\ﬁ4:140 ng, 0.00044 nol), p-am nobenzoic acid

.6 nmg, 0.000661 nol), and p-toluenesul fonic acid
(64 ng, 0.00037 nol) in dry 1, 4-dioxane (3 nL, 0.04
OROILPEwed Sr eVKIne@ELoe IRISYAEY SEd'0 ISe¢ YW BOME PGKNLVWMG

I r [ t u

VaSTraerad BpofRRrrae SROrRatth, By RENa B e by e
CALIWS FDBWe BQZTQVTVSS
4-1(4-{1-[2-cyano-| - (tetrahydro-2H pyran-4-yl)ethyl]-I

H pyrazol -4-yl }pyri m di n-2-yl)am no] - N-
16letxahydro- 2H pyran-4-yl ) benzam de To a m xture of

4-1 (4-{I-[2-cyano-1|-(tetrahydro-2H pyran-4-yl)ethyl]-I

H pyrazol -4- yl}pyrimdin-2-yl)am no] benzoic acid (20

any, QVOOBOSGHROI-OPCEMEahdct-SSHSpESNMEVIIROPCHKGLEWLLEIL

Yg% %% IT)I F%%?’a &ﬁﬂ%?‘i?}(é[gé]&%)g‘AB%ATYYCARMSRNYYGSSYV'MDY

WUQ&&EW@QSSphOSphate (25 ng, 0.000057 nol) in

N, N-di net hyl formam de (0.3 ni, 0.004 nol) was added

N, N- di i sopropyl et hyl am ne (20 nL, 0.0001 1 nol). The
reaction was stirred at roomtenperature for 1 h

2g@enghed with water, purified on HPLC to obtain the
desired product as a racenmc mxture (free base). LCVB
(MrH) 502. 4. Exanpl e 310:
EYOLROCSPELAKPpeN BMSEKASGY IS SEYNHHYY RRE R &H b L PNNDGTK
R D SR B S T B S P SR S AE DV GAGTT
vagggound was prepared as a racem c m xture according

to the procedure described in | exanple 309, using
pyrrolidine i nstead of tetrahydro-2H pyran-4-amne in
1§b? LCVMS (MtH) 472.4. Exanple 311:
4- (2 {[ 4- (nor phol i n-4-yl carbonyl ) phenyl ] am no} pyri m

idin-4-yl)-1H pyrazol-1l-yl]-
E?Q@Q@SGQE%@K@G@ﬂyﬁﬁS§KA$G¥BF6E§EHH@NKQSNG§SIEWiGNIDPYFGDTN
R e L SR e RS B P aRaARdE BB oG o
veer pol i ne i nstead of tetrahydro-2H pyran-4-amne in

step 2. LCVs (M+H) 488. 4. Exanpl e 312:
3-{4-[2-({4-[(4-hydroxypi peridin-I|-yl)carbonyl]phenyl}
28RigNQ}pyri m di n-4-yl ] -1 Hpyrazol -

| -yl}-3-(tetrahydro-2H pyran-4-yl)propanenitrileThis
compound was prepared as a racem c m xture according
EVRLOREGRESES RGPS VHA SEKABEY SR CENMAHVE QIDFK SUEVRGNIDPYFGDAN

zﬁg&%g&gé%&%gﬁ%@%b%%Y%Bih%i%S%BSAVYYC%KE YEDYWGQGTTLT
r O- pyran-4--am né i n step .—Eé@ééﬁﬁ»ﬁ?—
vse2. 4. Exanple 313:
3-{4-[2-({4-[(4-nmet hoxypi peridin-1-yl)carbonyl]phenyl}
am no) pyri mdin-4-yl]-1Hpyrazol -
3lepyl 1132kt et rahydr o- 2H- pyran-4-yl ) propanenitrile This
compound was prepared as a racem c m xture according
to the procedure described in exanple 309, using
4- et hoxypi peri di ne hydrochl ori de instead of
tetrahydro-2H pyran-4-anmne in step 2. LCVMS (M-H)
516.4. Exanple 314: [-{4-[(4»}l-[2-cyano-
-(tetrahydro- 2H pyran- 4 yl)eg vyl ]
WASH_496490+H pyr azol - 4-yl } pyri m di n-
2-yl)am no] benzoyl } pi peri di ne-4-carbonitrile This
compound was prepared as a racem ¢ m xture according
to the procedure described in exanple 309, using
4 cyanoplperldlne hydrochlorlde |nstead of

. 1 ~~AR A~ 7 R A. 1 I\ =




Exanpl e 331:
[ -13-({4-[]-(2-cyano-I|-cycl opropyl ethyl)-IH pyrazol -4-
W@ RJ09Be488¢ hoxypyri m di n-2- yl }am no)benzoyl] PCT/US2008/083362

pi peri di ne-4-carbonitril eThis conpound @%§ g ngg e gé 70209
a racemc mxture according to the procedure esci

i n_exanpl e 323 u5|n anopi peri di ne hydrochl ori de
RSO B BLP S YL SRy AR R il T LG (R D T YCDAT
Yﬁ%iF%GKE&@W@bRs%%%AYMQLKSLTsEDSAVYFCAREGAARARNYFDYWGQGTTLT

opropyl -3-(4-{2-1(3-{] (3-endo) - 3=hydroxy-8-azabi
Vépcl o[ 3. 2. 1] oct - 8-

yl ] car bonyl } phenyl ) am no] - 5- net hoxypyrim din-4-yl}-1 H

pyrazol -1 -yl )propanenitrile This conpound was prepared
E@&ﬂgbcpcen1c m xture accordlng to the procedure

descri bed in exanpl e 323, using

[Q037kndbis-Samphricsgiehes [as assatt]pmt@%ﬂi t@mghsuy thheutieroed Hel A-
rg‘%ﬁ&ﬁ@a‘ggge a%‘%‘w{ysg%ﬁiq aifpyran- 4-amne. LCVB (MH)

[6078{ 4-Tol de(eZmﬁ}é&féQtrhh;ﬁlygl hapiQpy Ia@ﬂimum doittbpyiea 2dir &Ffoctd on
- 5- net hoxypyri m dj n- 2- n‘Iéamno -
TLd B-indegsd] qa%f@ﬁ%&wﬂs-lw‘f ey Merpdrisamned Seifde. 1. TF-1 cells
%P&&%H&Pat"?@% BI.ERGL el n{"eg c1£ 96 n‘;ﬁlﬁb gég‘r&ea?%%lﬂ'lﬂ @pPMI
to the proce ure descri I hexa usi ng

nizdivet bytltaidinigSlOK ftdll beriichanain Oeld wat eatedfvith 10 pg/mL

t et r ahydr o- 2H—8yran 4-am ne, LCMS (MtH) 499.1. Exanple
cydghexamide and 100 ng/mL TL1A in the absence or présence of various

??ncleﬁtrzgt%ng 5 m(oﬁ e&l nﬁt_% }%lre%?alﬁ ReIX! ARBSIY £ B 3P Easpase

pyrim-di n- -
a&maiﬂy]wé?s 1ByLRA rb@m/ﬂdJOﬁ@ BO@BEdNblLcalpdss-3¢DaROVRE (MBfega).
prepared as a racem c m xture according to the
Egpalcebimeoiobre: Ong bgmogenspuntsaasg 27 audy Ryffercontaining caspase

l@é%é@ &%Vgiﬁﬁ#ﬁ&@dw%f a(fdgg Edaga)éﬂ r\@e—llzdd'nwﬁlﬂg AR AG ‘overnight

nﬁubalmn ﬂmﬁtemehée Jag Pﬂieési’lfe{d[‘tﬁf- q Wadixo]&fncpﬁﬁl ftlioneskencke pphervader

no}p n-4-yl)- azal -
nghﬁ"flé%}tq Hist 4 %eglra&érﬁntlﬁlq Hfe3¢i81- and trans-
[0(1579['e Fi$ie Asult&hdivh Iu‘?ﬁlgc ProAsHy %a‘f"E{GQG‘%l &P ﬁﬁ@t@séﬁ%@ arting
to the procedure described in exanple 248, using
C®H¢lateawuﬂ1@p$mwath2typdqnmasfd;lwudnmcrelasmg adnashtration of four (4)

hol | i ' o Fi
o Brg vy’ A8l "1 SRER ey [goBRBE, ¢ g02: and
Apegk nejogntion tine 1.340, LCMS (MHH) 453. 3. Exanpl e
337:
3- (cyanonet hyl ) - 3-[ 4- (2 {[3- ?f 6xo-1, 3- oxazi nan-3-yl ) p
Yl ]It vrvT}llnboe} ag% rerrlq 0 tﬂ S¢ %ﬂ?ed in I[_I- he OtﬁztO\!arlouél m]Odlﬁcatlons and
cyc obut ane ITeThe i s cand trans- 'Somer s of

vhrt@iohk thebk m@d@muﬁ@l m&ﬁfoas pii Q@ Sshitams oF tHefgedent fhhamon without
procedure described in exanpl e 248, usjng
departangpmdhhait 9rscons ofidhs iyantian oHus i ixigisadest that the present

RO R s e Frodfhi i M RiaThPatnjsThisBligh Bt idsd fhey come
withakthe et@rtaf o dppoedc. 2dis ah OB dialoaBs. 2. Exanpl e
338:

3- (cyanonet hyl )-3-[4-(2-{[ 4- (3- oxonor phol i n-4-yl ) pheny
I ]am no} pyrim di n-4-yl)-IHpyrazol -

| -yl ] cycl obutanecarbonitrile The cis- and trans-
isoners of the titled conpound were prepared according
to the procedure described in exanple 248, using

4- (4- am nophenyl ) - 3- nor phol i none i nstead of
4-morpholin-4- ylaniline in ep 5. First peak
retention tine 1.205 min, LCVMS (M+H) 455.3. Second

WASH_ 496988k retention tinme 1.238, LCVM5 (MrH) 455.3. Exanpl e

3309:

3- (cyanonet hyl )-3-[4-(2-{[ 4- (2- oxo-1, 3-oxazol i di n- 3-yl
) phenyl ] am no} pyri m di n-4-yl) -

IH-pyrazoI-I yI]cycIobutanecarbonltrlIeThe CIS- and

- o M L e o o o o




Second peak retention tinme 1.575 mn, LCMS (M+H)
439. 3. Tabl e of NVMR Data for Sel ected Exanpl es: Atty.
WORG09/064854 075977- 0209 HUMANI ZED ANTI BODI ES AGACTNGI2008/083362

TLI A [0001] This application clains the nef i ty;of
priority fromU.S. Provisional Patent Ap%ﬁf‘;ﬁat‘il\éon” %5.977'0209
60/ 987, 651, filed on Novenber 13, 2007. The contents
VOHATHSCLbWMERASi on is hereby incorporated by

reference in its entirety. SUMMARY [ 0002] The present
invention is directed to anti bodi es agai nst TLI A and

Imet hoasisaftedaidigen - Ending polygegtidehhawindsspeccallite TL1A,
ant i hodi es are expected to be particularly useful in
CRMREY g i nfl ammat ory conditions such as Crohn's

(@1 S€a%8maBACKERBIIP hEAYOIh iR 2Bl gibR b mAFifing:
structurally related to tunor necrosis factor (TNF)

are €bl | eetGDRRAIH] gosfrersmerhnt apniag atidecqiNRcsaper f ami | y.

TLI A, & mly menber, is a TNF-1ike cytokine
t hat (ﬁrﬁw%%ygﬁmeat h- domai n receptor (DR)3 and
provides G@IRIAN @nSrikin hidio beidasdicnad ed

| ynphocytes. Through this interaction, TLIA induces
sect VIS BN TAIERAREY AdB.QbiD-GUFekdhghsandar t1 ci pat e

int d . hel - 1t t
resposest GG0H Coptriel b sl b e
pr ot eD T anqdAtGE{N&E DI s {0 a3 ¢ ad TINE YSUPEY | il mreybedd

15 (TNFSF15). TLI A i s expressed predom nantly by
(®ndoe hameaize antibody highthdasryariskle ragign compEsipessi on i s

i ndugj\bl e NF- I I - O ., I mmunity,

16: 479- 92a?}zbo%y)ﬁ.C%?@F'gmr%?nﬁg}%%gg?gqé’%tﬁ/@%fhe

pr oi (lfK,RﬁﬁﬁQéNys}c{lf,ng(i{Hi}SENHV&T}NHYIEL;({IE,NQ)EII so by

I nMmune co u et. al., .

292: @1- %ﬁ%@%ﬁpﬂw@@@]mﬁ? %lﬁéw%%esofjs(!@fﬁwgD}Sx and
via (5)5_ C9@Tﬁ(—%rc%ﬁﬁ)?ifs&"g_a%in@aéi&@é@eﬁ@&ﬁ%ﬂﬁ\/l}’@@%@ﬂl}H{V,-
activati on was known to i nduce both death and surviva

fact 0fB:} {TLAAT,-}i ke TNF, is also presuned to circul ate

as a honmotrinmeric soluble form Kimet al., J.

| mmunol . Met hods, 298(1-2):1-8 (Mar. 2005). [0006]

2TLI AThE pelypuiide diictiinal GBicty to death receptor 3
( DR3) ich is a nenber of the death-domain containi n%

TNF fBceplHR-HHomprisgsyn dminglagid seayarsel oY GMNyws (Y

TRA an ) . NO S t NE fecept or
supg/ﬁ?)am' ?ﬁ)ﬂfﬁ@?gg?@%%%@g%@s@ %-18&;8{ ng on the

(WeNTT YA@HERIR A DDFEAD)i o i WAN TRR3GWP T YRIQG EEQ); afid gger one

-1- WASH 4964903 1Atty. Dkt. No.: 075977-0209 of two

si gn&®i ng PA-RlApprises gn24ping geigrsequrace pHASAMRY HMAY) or
(ﬁ?@f%GﬂWMY,aCtiva“ on of caspases and apoptosis.

TLI functions in T cell costimulation and Thi

pol ari zation. On activated T cells, TLIA functions

specifically via,.fs surface-bound receptor DR3 to

3pr ong%%p@gpgptgﬁlp\ﬁlctﬁgﬁaw CS8kretion of proinflamatory
cyt okiynes cpH1IE 1 36 E&InIREAY a8 S8RLREe & (DCR3), a

sol ubl’'e protein of the tunor necrosis factor receptor

(KIBEN) VESPEMNY BYEyor (RSGSQEVHING@RTYbR)of TLI A Ki m et

al ., “ldentification of naturally secret I e

For 91 TS BB e S R R RG T H RN KE R

298: ()8 (29513 Beipasdsi al anfihe hapstduchcaf (FEIGSHVPET BY

and thma [0007] Th2 polarization of CD4 T cells with

el evated I gE | evel s and production of IL- 13 by NKT

cel | ' -l ung | ammation in Allergy

4and Z@?ﬁﬁ%’ﬂ%ﬁﬁeﬁ%@%a&“ﬁ% g’r\!v?%iﬂg' inallergic lung

i nflammation (Fang et al J . p. Med. 2008). TLIA

co-stinmulates I1L-4 and IL-13"production in NKT cells.
WASH_4968ppcki ng TLI A and DR3 interaction by TLI A anti body or

dom nant negative TLI A nutant abolishes |ung

i nflammati on. Lung and Col on Carci nomas [ 0008] Menbers

in the TNF and its receptor superfamlies regulate

i mmune responses and i nduce apoptosis. DR3 is

Y o e

MN);



this T cell population to express IFN-g . Because this
popul ation does proliferate, it also expresses higher
WO eopebetstf the TLI A receptor, thus further enhmmUS@OS/osssm

the ability of the cells to proliferate S
FN-g . This finding night be consideredf@l’lt]or[rgi\)rg\/ﬁ{I 7075977-0209

- AWASH 4964903. 1Atty No,: 075977-0209
sur pfhsi ngediNRA ﬁ%&SlStSrfef tb%rlgmrerr@meﬂ@e@epé (LY EMA: A
s . AyfleabhR. 199 BRISAGOM AL th arct%&%gﬁatce ofnd it
m ght have been ypot esl zed t triggering this

(%@N@HﬂmHHWDﬂAHDEKa@ to cell death (TLI A signals
thro only. kno cell surface re
TLI A |sotfa Ql'aés'fl%cct IS b PE e eﬂ%@@ﬁ@@fﬁ%@@‘ﬁww

Howeygr NeickBIRNENGRRE T ARRRD AbidGGRAES of SUCh as
i nhi bi'tor of apoptosis 2, have been shown to be

(KHSQYedHBPGNTALEWeNn et al, J . Biol. Chem,

278 251 39 003, d th f t [
275 125958 o008 I LR L BERC SRR, o
t&@ﬂ@éomsﬁ%@?@ﬂc &b QB sk RACEBNF@BSHOPETH.OF

Crohn' s di sease include the nonocl onal anti body
agai nst TNF-a, infliximab (Rem cade; Centocor, Inc.,

SmrSh@@rpoﬁ)@)c 1&6!1&3919’%% a?r??ll 3av&;h|cp dy Adal ' m"mab

(bran mnra

ant i (r)g I ag:e@lomes C((ﬂjt@lsgs of tBel hﬂlaﬁ)aicameqae)nce O (XY &0ME); 01

sterol ds (gla I%%)e ni sone I mmune, syst em suppr essors
Bt

(e.g® eensHey of thnamueracist sarense ofovever ,
%HNEYﬁ v AD nIy treatment option having a high
egree of specl y; the remaining treatnment options

have(® | ovheﬂEEerﬁ C(Mtsjsts Hrthe alNaiol acAcsduScee obl. S. A.

04 (May 30, 2006). This nmeans that the
(éggéfﬁépyg? 35 targeted to the disease area. Wile
i nfl rralrher@eRauhécgﬁlser&%J drfiinb¥cRANghhcagner al |y
wel | tolerated, inflixinmb can cause recrudescence of

(RSSRFBHDYGH TRt i on and wor sening of heart failure,

Ly o, HegoR 8 Rk Gp e PP Z‘sﬁﬁr‘?e#ge & IRURRRS s and

the gt fafc CORPOSESNSRRDIUNAIMEB A YEDIe bN(HAGSHVPLT).
treatnent and diagnosis of diverse inflammtory and

i mmune di seases and di sorders, such as allergy/asthnsg,
r | i ohp! o
6 dKS gsgl;zatetgd glt%ch I%EI{(%%% g/ol%é\x)fgfi@ C}l%,t gglgg EPO%H?C,SH%O '?ﬂlg, comprising:
obst abaianecdbihtitodghyadi hagsewriapratgias comptiyipg: 1
di abet es and transplant rejection. The present
i nvehbi on2 (&t @annralw&érlan arldémq%%P%ESQW\%

TLI Ayysat 5@%@ scl osed
are gztrggﬁﬁgﬁ§ging po eﬁ?ﬁ e n§|%@9%§iﬁ$Lat bi nd
HpBdDREFASNP ALK S hed; TNF- I i ke cytokine TLI A (see
GenBapk ac ion no..AF520785%..ghegggtggéptides

i ncl title a? m-ZETMERRATAHENR 278 SPHITES Pegi on and a
MRy Yoy chai n vari abl e region. For exanpl e,

t he pol ypeptides may include the framework (FR)
regions of the Iight and heavy chain variabl e regi ons

o B AR Sk e idegh AR BaRo R R g3y 1 g Mrisine:
ant i Q(hdﬁlanfEB&aﬂiﬁHdﬁﬂ I gﬁﬁcﬁaﬁﬁ%}hab@ rc%’iﬁﬁbbﬂh@ﬁﬁﬁ§3 1Atty.

Dkt. No.: 075977-0209 chain variab regi on and/ or the
humah)z ed 2GRkt | cRaIDAisingran A9lio peidsemicareo A SR Y MH;

" easlabott oa R o e R ind Bl be A RGNS ol

humani zed, or at |east about ,100% humani zed, excl udi ng

t he conplenentarydeternining egions (CDRs). The
WASH_496¢90% 1 gen- bi ndi ng pol ypepti des nol ecul es may be derived

from nonocl onal anti body donors (e.g., nouse

nonocl onal anti body donors) and may include CDRs from

t he nonocl onal antibodies (e.g., nouse nonocl ona

CDRS). The polypeptrdes may functron ‘as antagonrsts

o T ~NnsaAa 'Y o o o



i ght chain variable region of
( DVWMTIQSPLSLPVTLGQPASI SC KSSQNI VHSDGNTYLE
WO HQYRRABESPRRLI YK PCT/US2008/083362

VSNRFSGVPDRFSGSGSGTDFTLKI SRVEAEDVGVYYC ,
FQGSHVPLTEGOGTKVE | KR) [0029] Also di scl’o8ed?Xly o 075977-0209
humani zed anti body heavy chai.n vari abl e regi ons. The
humah)zeda &R -BSdYHEEE ABRENRC REESERICAEO APINYGT.
(1) a CDR-H conprising an am no acid sequence of
({L,SSNNY{G AAMN); (2) a CDR-H2 conprising an am no

8adihd pe&peMlﬂf 406k FOBrthét doynpridkig. a Nmani 224287 Fe 20t chain
segyence of (WNT(Y N)TQE N)PTYA(D Q (D, QFK T)G;

v ﬁ%ﬂigﬁmg‘éﬁﬁqq§gconpr|5|ng an am no acid sequence of
( DTAMGYAMAYODR Tl coffitiie@n ahlifo BUARE| 2B GEASSAYNYMH;
heavy ‘chain variabl é region may conprise an am no acid
sequédce of CIRNQICYOBESHEEKIKRGABYKISSHASBETHISTSNLAS and;

LY RQAP . NTYTGERTYA KG

RFVF DTS%W%’E@?NW&% FoeYss of HQWNNYGT.
MAYWBQGTLVTVSS) . Alternatively, the pol ypeptide may
conprise a humani zed antlbodg heavy chain variable

Ir egi dhe polyp e\ vEBEEE |HKPGASHWISTRA anized antibody heavy

o e e e RO TR IO R A

(WQ@G{S&)}EH@Q@@IAB} {8TOVIEV, BSAKASGYAFT{L.S.N}Y {G.A}

nanlzed antlbo heavy chai n variabl e regi on
AT W RIALHE RISHMG WINE K46 (iR A A (D.0LD G
%@?’%ﬁﬁiﬁ %@%ﬁ%{%&@*@@%@ T KA SO B V1)

Y onpyCARDGT Afy {AnG hEMAC) (D, B¢ bighda, 10f { NIDYGKYEDYYANDYDY)WGQ
d%ﬁ#éﬁ%i&%éy'the hunanlzeq antlbody heavy chain
a gi on may conprise an am no acid sequence of
( QVQLVQSGSELKKPGASVKVSCKASGYTFT NYGVNWRQAPGQGL EWWVGW

NTYTGEPTYADDFKG
192FVF$hE)'II5@V§G'prM|§Qf SBIKAERTAWYTARDYI@KY@Dantibody heavy chain

Al i | h I id
VR T o PL B RE el v abl e

(QV%%SEW@MEVK&W@@@WWRQAPGQGLEWMGWI
KQAPGKGLKWWVGW ~ NTYTGEPTYADDFKG
Lﬁlﬂ@tﬁiﬁwgﬁ&h@@ﬁW@@ﬁ@L@DTAVYYCARDTAMDYA

I§§6V9§§@§@{H¥7 [0031] In another exanple, a

ni ant | dy heavy chain variable region
conprises: (1) a COR-H conprising an amno acid
sequence of a CDRH2 conpr|5|ng an am nag

lici dTg%Hﬁlé’ﬁ%léld@fofezFfmémp‘ﬂqug}_q@ue dand ?@) ) variable
rGATP LR, B BTR Aehflurgqyence of Vo

YAPYY or exanple, the humanized
(QNQLBEAYGRERK K P8 VK VACKAH @Y TEGL B MW CoQAPIGHEGRK WMGWI

%@@%&Bﬁ%@@ﬁ%@%&ﬁ%ﬂ&%ﬁ@ﬁ&&mﬂmﬂ

h%%%g§$§§ Q@Aﬂ%ﬁ 1At ty No.: 075977-0209
FYLDSLKGRFVFSL DTSVSTAYL QSSLKAEDTAVYFCARHSYPMI TV
| TYAPYYFYYWBQGTLVTVSS) . [0032] Al so disclosed are

ma ed _ant cha ar al
RS SRR BT htvn G fe Wl Eg o g R Hein
VERAR Fegfon dodprideddRirhino GEIIEYEINBgoAN am no aci d
sequence of ({K, RFSSQN, S}
{1, L}V{H Y}S{D, NNGNTYL{E,N,D}); (2) a CDR-L2
conprising an am no acid sequence of (KVSNR{F, D}S);
and (3) a CDR-L3 conprising an am no acid sequence of
{F.MQS THHV, -} {P, -} {Lyg} {T.-}). [0033] In
ot her enobodi nents the antlggﬁ bi ndi ng pol ypepti de

WASH_4968Phds specifically to TLI A and includes: a humani zed

anti body light chain variable region conprising: (1) a
CDR- LI conprising, consisting essentially of, or

consi sting of an am no acid sequence of SASSSVNYMH;

(2) a CDR L2 conpr|3|ng, conS|st|ng essentially of or

o s R o - o o N~ A I N~



the group consisting of a cytotoxic agent, a
radi oactive | abel, an immunonodul ator, a hornone, an
we@rwyeissan ol i gonucl eoti de, a photoactive thePCERHESLDL083362

agent or a conbination thereof. Exanpl esAt?fhdii Ono§§§9c77 0209
agents may include a radioactive |abel ot'oact I ve

LAEDGR 0RO SRR Aoy
NELPageL BT ReveS pISsaa ol orly Ty pekiacvan

Yami M WiliQ@Thy TySISy.pept i de binds to the TLI A receptor
with specificity and high affinity. Typically, the
pol ypeptide binds to TLIAwith an affinity constant of
1 @t | 688 hogBStde %@@erﬂ 6 %@ﬂ‘eﬁf f@ap hlﬁm@ﬁlzé@ Qt?t{boﬁ? AdvylQiM
, hore preferably at | east about , even-nore
Vmaéﬂ@regtdnycoatprismt angiino wridS0QMnLy Of - 12 V\ASH 4964903

IR SBY S R NN S A VO S RN

VADDREVEINP ONER 8 MIS KBNS RN VO TROINIEPN IESTRNE ARMSRNY Y G
carrier, such as a diluent or excipient. The

_ﬂMMﬁXéMGQéﬁEL%\]S%rt her conprise an additional
therapeutic or diagnostic agent as disclosed herein.
[ 0044] Al so disclosed are nethods of treating or
14i agmas polgpéptiicEasgodElad@ndily,ivativréinalic engniicdantibody light
adm nistering the disclosed pharnmaceutical
chanpaEIle trgion; C@Hﬁméﬁ% @Ibmnnp RCesdquansePeof . For

R G L P T G O P A LS L LIV

H., Y8 N | 6NV Y. { ErNLID}jwamF}c[m}e@a( B PO IR } {L,V,R}LIYKVS

N OB BB S SRR g PSR VEREBTL P E ) S 00

sdlf}?ﬂaﬁ@ (PLBR)..y {Tm}@F‘W}(@R?EVQ‘}(GTK?Vm}EM?W di sease

, arthritis : rheumatoid arthritis),
rrultlple scl er03|s transpl ant rejection, central

er vqus Cr,ohn' sease, rjiasi . .
1? ype (i"% Elﬁé lélr%he{:%{l gﬁq@g}aﬁﬁgﬁgﬁgodaﬂ_&gh% thain variable
rdg@K &I 1s@§ aﬂ é(rﬁﬁi@%ﬁi dcBuéhce oghroni ¢ | ynphocytic

| eukem aé %& 0045 Al so discl osed are
(BYMMTQPRES LR¥EL € K$S QMY HEIDG NI AF WHRARPGQSPRRLIYK
e TN T
IKR).ypeptides in a suitable host cell. As such, nethods

of producing the pol ypeptide encoded by the

reconbi nant pol ynucl eotide may include: a) culturing a

g e A e P R S A

rdgien @ohypeptn grivacekpressedf | 0046] Bot h the

QB KRR RER P Pt GRS RSSO Rl RO PR sl rrLIvic

\@MI@@VFI‘)RFEG@G@Cﬁ’ﬁ#ﬁﬁ@fﬂ%&ﬁﬁ@ﬁY@?ﬁMPGQGTKVE

“provide further explanation of the invenfion as

IKRAi med. Ot her objects, advantages, and novel features
will be readily apparent to those skilled in the art
fromthe follow ng detail ed description of the

17VeTHS iyp BRUEDT FEHCR! RELGM G 1T DRANNGE, 100¢GHkin variable
Figure 1 1llustrates inhibition of human TLI A

rqgiQITEdnriseh ugathocashegecrgeof vity on TF-1 cells by

%W@T%?WXEQ&ﬁﬁ%i%%éﬁﬁ%@*iﬁ&%%@@%@ﬁwm

14A03; Ab#6 - 04HO8A; Ab#7 - g,ZFI ; Ab#8 - 12D08.
-13- WASH 4964903 1Atty. Dkt "No.: 075977-0209 [0048]
WASH_ 496fpyure 2 illustrates an alignnent of the VH Domain of

mouse anti-TLIA 16HO2 with the cl osest human gerniine
gene, | GHV7-4-1-02. The alignnent was used as a
tenplate to create 2 different versions of humani zed
16H02 VH |dent|f| ed |n the f| igure as. New Hum 16H02

F A/ AT . "



[ 0065] As used herein, "percent humani zation" is
cal cul ated by determ ning the nunber of franework
w@eionoe4s84 d di fferences (i.e., non-CDR differ ePCBYS2008/083362
bet ween t he humani zed domai n and the gerpi.i g
subtracting that nunber fromthe total f%@’ﬁsﬁgﬁP 6759770209
4964903 1Atty. . 075977-0209 nunmber of amn
Y, G‘éﬂ@@é@ﬁ%ﬁﬂi%%ﬁﬁe&%@%ﬁé’ Y%@EMMP&LEQGGTKVE
ino acids and nmultiplying by 100. [0066] As used
efein, "CDR' neans a "conpl enentarity determning
region" that is present in a variable domain of an

1T ePRgrer G Kt MUetei o Ry eEaehebogabe oirarepiabl
r% é&?&&bé@%@%&d"é&hﬁ&c@%@ desi gnat ed CDR-H

for those present in the heav

(wyw%mamsusmfnsIsgwwmmssmm

éﬁ&é&é@i@@ﬁﬁmiﬁmﬁfgﬁ%%E@%@hﬁ@&@ﬁwmm

) begi ns at approximately amno acid 3 1 (i.
apprOX|nater 9 residues after the first cystelne
resi due), includes approximately 5-7 am no acids, and

nds ex t ot - in t .
150 8, bR PR ARG PR Wb i
regﬁmiwlsapmmiﬂasaicﬁiseqMé%fam no acids, and ends at

next ar%§n ne or I si ne resi due.

Dagbmawps VSR Do SASSs VSRR Ry QORI GIOAPKRL IV STSNLAS

O R e P RO IO T R

acid. CDR- LI begins at approximately residue 24 (i.e.,

[ I |y
240 1 W0 B e B gD ot Hed R NP oriah compriing

hﬁﬁ%ﬁl%’cﬁhe Q?Blsxa%n e 9h@§f @lémﬁl%r @1“ e Luh{d 5 H&méﬁl%&ﬂ%}{t Rhain of
resi due after the end CDR: LI and i ncl udes

onppf dxinrseltSell §, 17, ﬂ&snd&es CDR- L3 begi ns at

approxinately the thirty third residue after the end

of CDR-L2 (i.e., following a cysteine residue);

2i ncl ll‘ﬁ@§ol§'§%t@éldfﬁ xebf/clzmis 120,850 cdéiB ShapslyRpdde atselcbRd from

sequence F or WG where X is any anino aci d.
thegrpuyeanswHng of an alrﬁ@pépewdqcaleoa Fep fgaosnt & Falpdiegment, a F(ab’),
]1..T [ ndi ng pol ypepti des di scl osed

ﬁ%%%g%hm%g§1%@£€%ﬁgﬂ%%ted or fused to a therapeutic

agent, which may include radioactive |abels, an

I munonodul at or, a horno hot oacti ve therapeutlc
2&gentT he golypensids,af cleig it thamctﬁ ¢ mglecyle i ag pRfgpagy nplecule.
toxin, and a conbi nation thereof. Drugs may include
t hose drugs that possess the pharmaceutical property
2§eﬂhemmﬂxﬁy©ﬁnhhnZgwﬁﬂdlqmnﬁbsmyh@dmﬁ)th%ahdhnmng

ant|k|nase lg%ga%jgg ant i tab lite, antibiotic,
al kal®i d, 2JAT AN YRRIGEATNECEIQP IPYIBE e SSPETHCE  and
D] ElTQS@EFEBASVQﬁBI@VfHTé@AﬁsM@MHWQQKM@&MLP@%SNLAS

are sel ected fromthe group consisting of nitrogen
GW@?%G%GEEFEhT}ESﬁ@Hi@EA@YYWE @IQQ)TiéVEi;KR and a

nitr our eas azen anal ogs

Moht Bt or & S5yt hAGSEtnsaRah Btk MRS bge

QU ILIRESGP &8V KEAYTEEL. TEPF PQHORSTYS WRLEXY MR QPP ALRWLAHIL
coor di nati on conglexes vinca -17- WASH 4964903 1Att
VERDRENSNP AESSR 7 THH9 T SKRA\GY HEM TNMBPMREABY Y CARMSRNYYG

| i vatives, adrenocortica

SggggﬁgggzﬁggffRﬁygg%nlsts endostatln t axol s,

canpt ot heci ns, anthracycllne§ taxanes, and their

anal ogs, and a conbination t greof. The t oxi ns

WASH_496¢pt'onpassed by the present invention may be sel ected

fromthe group consisting of ricin, abrin, alpha
toxi n, saporin, ribonuclease (RNase), e.g. , onconase,
DNase |, Staphyl ococcal enterotoxin-A pokeweed
ant|V|raI proteln gelonln dlphtherln tOXIn

~ o o o o, ~

o o I T



bacteria DNA can be prepared from cl ones cont ai ni ng
the correct size insert and the DNA sequence can be
walezaenedsied using a Big Dye term nator sequencPEyUS2008/083362
reaction m x (Applied Biosystens, Part 9
and a 3700 ABI/Prism DNA anal yzer follo&gﬁ i3 2875977-0200
manuf acturers protocol. -20- WASH 4964903 1Atty Dkt .
No.: 075977-0209 Exenpl ary Humani zi ng Murine anti-TLIA
ti [ .
et P R o Rl P AR R R Ay
cgﬁpﬁmageﬁuﬂmnﬁe&qnﬁbmdmahmﬂ&egﬁnan@ahmmamhgdx&amu&mﬁmﬁ
of the VH and VK domains fromthese anti bodi es can be
& 9yned to human germine VH and VK domai ns using
currently avail abl e public databases (i.e., Blast for
I gG at the NCBI and V-base at the MRC). At those
2posi Thopslypeptidef inpmenol kaimise2go LRewhwasdhs agibeody es an 1gG
dlff% d fr the 3 Q? ? Hg%lne, an iterative process
W%ﬁue%%@gg 3 L BAVEYE "BFCHat e t he mouse franmewor k
so it matches the correspondi ng human germ i ne
framework. In addition, or alternatively, certain CDR
26 ndhapplypersisicali slrimdr whetein tha@olpcpiids ivin sefiy elecule.
nmut ated by replacenent with tyrosine (i.e., affinity
matured) to potentially help conpensate for any | osses

27n afiid polipepti€ot Slaih o, fwiahEneidkscFe hhgdal &&nﬁlmgae&d ﬁrchﬁ the
affinity. matured and humani zed mouse VH an

geoxh cpBsiirerAVidul nyH Syt sad Mﬁrh"ﬂ%&%ﬂbﬁOOH 'wherein L
ﬁf @Q&?%e#ﬁh&g VH Psatﬁg hurﬂgnlgé/(fﬁﬂtﬁggﬂl A&, ycﬂﬁﬁ%hgbl%on Xisa

i 'gonucleoti’des part e synt etic gene d |dn
lipking @skypaptaded amd YKt is thezam amived tanabatyyli gha thdie varsabde region.
that is to say the triplet code for each amno acid
that is preferentially utilized by mammalian cells for
28€ene T BS?ahﬁﬁcﬁ%ﬁnﬁq w&&%hﬂﬁéébﬁﬁe cEQ§§@aQP§L%ﬁ@Rm
The syn I'c VH and VK domai ns can be cloned into
ngyesuleal i zed nmammal i an expressi on vectors that all ow
the correspondi ng donains to be expressed in the
context of a fully human Igd , G4 or Kappa anti body

2backbrgyolypeplilic sCahitr 19, dheedih e b Hdwe flﬁhﬁfﬁ}{us%qgrmula selected
anti bodi es can be achi eved by co-tranfection of an

froghe @romoe@ﬁtmgQfd\leVtPthHeH&ép@@Oéb@@ﬂHu&SA fHd-VH-COOH
] 9 )
caRRed SRl VR EKCCPRALRRLIG bk M GHRIASH 4 Rafyp s he
htuhamséeattibods heeazry dheinpasiseld rédiow (gH) B[dlh&naﬁl Adnetantthcavy chain
resin and the 1gG can be purified to honngene|ty far

demam ng Hh péecmce% ase fsiagagein it hpgen seipmg @%@ﬁﬁﬁ@é) that
URRORY WER kel By hiped DFiLBIS AR R Rewibh (VK and
hmabtn tenskeat kappatdechairo( GetoSpane ttfei EaleBISAI dri SIS -Fab fusmn protein.
details described in these exanples. Al published

and/ or publicly avail abl e docunents described herein

38r € JRERL] deYof Qf&%x?st oo R¥nfiuehel &Ns & i éﬁpeﬁ ti
496490391%% S ofif OF DR B0 RboiBh Exanpl eéap% ' h‘lgnos lc
aggntno Aci d Sequences of VH and VK Domai ns of Nbuse and
Hanmster anti- TLI A nonocl onal anti bodi es prepared as
descri bed herein are shown bel ow. The CDR regi ons of

31he wag Balgba)tﬁl@fmlcm&n@()ewﬁﬁéﬁlfthé fiRehpedZ2dBE&nVK sclected from the

DVLMTQTPL LPVSLGDQAS | SCRSSQSI V HSNGNTYL YL QKPGQSPN
STUP YRYEHRR S@\ImDRFSCas@SEIRATRKI Y eI ARDIOW

LTFGAGTKLE LKR 16HO2VK: DVLMIQTPLS LPVSLGDQAS
| SCKSSQNI' V' HSDGNTYLEW YLQKPGQSPK LLI YKVSNRF SGVPDRFSGS
GSGIDFTLKI SRVEAEDLGV YYCF P LTFGSGTKLE I KR
15E09VK: ETTVTQSPAS LSMAI GEKVT | RCI TSTDI D DDMNWQQKP
WASH_496@BPPKLLI SE GNTLRPGVPS RFSSSGYGTD FVFTI ENMLS EDVADYYCLQ
SDNLPLTFGA GIKLELKR 19EO6VK: DI VMIQSPSS LAVSTGGIVT
LTCLSSQSLF SSDTNKNYLN WYLQKPGQSP KLLVYHASTR LTGVPDRFI G
SGSGTDFTLT | NSVQAEDLG DYYCQRHFRP PFTFGRGIKL ElI KR | B4
VK AA Q VLT@PAI MSASLGAEI TLTC SASSSVNYMH

N AN 77N I"N ™ NT S~ 71 1 N7 N FRA HH AN 7N JENES NI £\ 7N N PN"T =\ 71 1=



with excitation filter 485 nmand em ssion filter 535

nm [0079] The results, shown in Fig. 1, shows that

wao bwobessed of fl uoresence, which correl at es w BEI/US2008/083362
caspase activity, decreases with increas

concentration of four (4) different ant |Aﬂi}ElDKt No.:075977-0209
anti bodi es: Ab#l - 19E06; Ab#3 - 15E09; Ab#4 - 16H02;
hapnapasenzymeprgoliganogoptide anmoa%bveéb%pe@ﬁﬁ ageNtohdse

Skbinh&6h ihRrfe art that various nodifications and
variations can be made in the nethods and conpositions

of the present invention W|thout departing fromthe

plr or, sco f th ent i Thus, it i.s intended
Ehat Lfi*ﬁeolpfpe%&eto?.cmﬁﬁ 1 e g /EF diagponis aertdntaiid fg the
gi&b'c@ﬁélﬁﬁ% d¥fa hilibgctivRyart 'a%owa@f{béj&g {JREY a GBI &40 Ond-

t he scope of the appended clai ns and % hei r

celypuicnglagentor anpp-ralddBiva 8403 1Atty. Dkt. No.:
075977-0209 WHAT IS CLAIMED IS: 1. An isol ated

anti gen-bi ndi ng pol ypeptide that binds specifically to

33LI AThé BORPEFIRDS ahPdf aalmsnpm Zxﬂ%r@iﬁ&heﬂ?{ﬂypé@ﬁa&é. daN@kdponist
vari abl e regi on conpri si ng: conprising an
ofkl-ho. aci d sequence of ({L, S I\ﬁY{G AIMN); (2) a CDR-H2
conprising an am no acid sequence of (WNT(Y N)THE

N) PTYA(D Q (D, QF(K T)G; and (3) a CDR H3 conpri sing

3an amhapolpesideedueneelaims( 163, wherdiA tie) pdldpdp}idé [ b}t af ¥gonist
G?l{ SA D (MY) (AY) (Y AMY)); and (b) a hunanized

of Lidody | i ght chain variable region conprising: (1) a
CDR- LI conprising an am no acid sequence of ((K

RISSQAN S) (I L)YV(HY)S(D NGNTYL(E ND)); (2) a

3EDR [Be pollypeptixiemg aay oﬁcthilrm; la84.dviseeju eh[mlmlgﬁep(iﬁélsiﬁﬂs o TL1A

W, b2k @Ifl@ % 0311)(;‘r(agt (%:)R %’JB{) {}5 R)I p&(%n ra;}{'g(ag?ea)st bput }9 M, more
peeferabiS aP RlaytR®Bhd devef e&énathme:&)rem%[}ﬁét']eas{ ﬁgou@W'M'“)

conprises an amno acid sequence of

(NYGI\/N) (b) CDR-H2 conprl ses an am no aC| d sequence
%%ﬁgg@ cgﬂlpg 1?116 c%wlgﬁgﬁzﬁ%ﬁy&pndes of c(lalzns 1-35

aﬁ@IMXANAY) or (DYCGKYGDYYAMDY. 3. The pol ypepti de of

claim1l1, wherein: (a) CDR-LI conprises an amno acid

sequence of (KSSQNI VHSDGNTYLE) or ( RSSQSI VHSNGNTYLD)

2 g%[grm%ggm{ch;;ceo%@gtlémo?glaﬁﬁ@% REHYERRS rpr%ﬁné an additional

ses ‘an am
tl&we&ﬂcermﬁgr(wmﬂ 4. The pol ypepti de of any of
clains 1-3, wherein: -26- WASH 4964903 1Atty. Dkt.
No.: 075977-0209 (1) the CDR-H consists of the am no

cid : '

e’ 4 aaPyelink ok Mibayih ey [ ALEREY Fop4fon

conpriCRadiBincweriigshs cahpdditdorastiang ofi clathm Séquéiicea péitient in need
DT MDYAMAY) ; (4) the CDR-LI consists of the am no

1& - sequence of (KSSONI VHSDGNTYLE): (5) the CDR-L2

consi sts of the amno acid sequence of (KVSNRFS); and

the CDR-L3 consists of the am no acid sequence of

39 FQG$HVE’M§ of Seatiﬂg@r ﬁiﬂg}aps'pg pilenmfinéagiyeasé oc aidigonlcoBprising

1) f,-th
L5 b borwing ot by TRE R ok KRl Ty oot
am no acid sequence of (WNFYTGEPTYADDFKG) (3) the

CDR-H3 consists of the am no acid se%uence of
40 DY GRAYEEryARDiYFating oy didgaomre Maligesiy idiseascof conditigmierpprising

5 AP BRI UL o R R e

(6) the CDR-L3 consists of tgg am no acid sequence of
(FQGSHVPLT). 6. An isolated antigen-binding

WASH_ 4964503 ypepti de that binds specifically to TLIA,

conprising: a humani zed anti body heavy chain variabl e
region conprising: (1) a COR-H conprising an am no
aci d sequence of TSNMGWV; (2) a CDR-H2 conprising an
amno acid sequence of HILWDDREYSNPALKS and (3) a

NN 1 IS o o o o o o



( DWMTIQTPLSLPVTPGEPASI SC KSSQNI VHSDGNTYLE

WYLQKPGQSPQLLI YK -29- WASH 4964903 1Atty. Dkt. No.:
WQIBIP780209 VSNRFS GVPDRFSGSGSGIDFTLKI SRVEAEDRAV/YYIG08/083362

FQGSHVPLT FGGGTKVE | KR). 18. The pol ypepf,de, of\;cl ai )

14 wherein the humani zed anti body |ight*%%%?%QV§%r§L g70209

regi on conprises an_am no aci d sequence of

4t pyilireyretimdpospnoriebtine 3R SHorhergpibrisease or condition is selected

=] PK\V/L: . .

PR R AT AL R IVERREE A0S (bRl gy bowel
dEEdRY 1B chrohe ghetryg@sptputiaomiry disedse(COPBNedrehirinis {&1g., rheumatoid
humani zed. ant i body |ight chain variaple region . .

alglétﬁtb%,)i %}E@P%?Ckﬁ?%% tr&g?p&arg & BB eC ra nervousgsystern injury, Thl-
e kel PARYPRYEh HECRomPoYNAYE MEREHERABK L drfymphoma
STSNLAS GVPSRFSGSGSGTEFTLTI SSLQPEDFATYYC HQANNYGT
(FGQBTBMVE KRphd@Qtic Kukemia (§dh.) biatidiasglepoisy paplungend halpn

bi nds specifically to TLI A, conprising a humani zed
‘HaQP*%®hai n of one of claims 10, 11, 12, 13 and a

humani zed |ight chain of one of clains 15, 16, 17, 18,

or 19. 2 1. The pol ypeptide of any of clainms 1-20,

4dher & polymslqety pegodingeany o f sha podypegtidesorholdi@s gridup

consi sting of an antibody nol ecule, a Fab fragnent, a
Fab' fragnent, a F(ab') 2 fragnent, and an scFv

480! e dulceomBidant Paeynoleyidpidnigristig Ch@dhivter bequaies eporailiidinked
nol ecul e is an anti body nol ecule. 23. The anti body of
te3i thtborelpnedcatiderpkslei 43 binds to TLI A and havi ng:

(a) a variable I'ight chain region having the sequence

DI QLTQSPSFLSASVGDRVTI TC SASSSVNYMH WYQQKPGKAPKLLI 'Y

48T SNAASsdBvPS RE SEaEE e MiTH BSpQREADE AT HdRANNNBGT
FGQGTKVEI KR, and a (b) a variable heavy chain region
havi ng the sequence

QU TLRERCRA VIR T HRGEOLST MM REPRG A A L
WDDREYSNPALKSRLTI SKDTS TMINVDPVDTATYYCARNMSRNYYG
pESYVNEMIEOET 2UM8Sthe nBOho daBHITASBA903 1At ty. Dkt. No.:
075977-0209,24. Th ol ypeptide of clajm 22 .wherej.n
the Aht i boWTIHE e PP ECL R B B b maron IR ikte

chiRB¥MhE Bilode & pRISHeides 8@ on and a human |ight chain
constant region. 25. The pol ypeptide of any one of

cl ai by 22recovamg thhpplypeptidssogupicksdy is an 1gG

nol ecule (e.g., a lgd or an Ig& nol ecule). 26. The
pol ypeptide of claim1, wherein the polypeptide is an
46 CFv ThobelgptidedT clalin®, paticpetht hdeadized h@ibodR Geavy chain
wherein the scFv has a fornmula selected fromthe group
VeldHhdG KRIoRgEoRTDRSEs AN apping a¢id-seawyca At

QN Y QY K RS KA G T Ty GEAUE VIR ERPGREA K NG w1

NOYBGBEPTY ARDHK GREY 8 pDITEYS Tl YK SIK ABR TAMVMIETT ARDY GKYGD

i ' i.n variable region. 28. The
Y§?“¥?§§%Kﬁggﬁﬁviﬁ§§n1l, wherein the polypeptide is a
Fab HSA fusion nolecule. 29. The pol ypeptide of claim
28, wherein the Fab HSA fusion has a fornula sel ected
fromthe group consisting O NH2- VH CH - HSA- COOH or
NH2- HSA- CH1- VH COOH conbi ned wi t h NH2- VK- CK- COOH;
wherein the VH CH -HSA or HSA-CH -VH i s the humani zed
anti body heavy chain variable region (VH and human
constant heavy chain domain 1 (CH ) produced as a
fusion protein with human serum al bum n (HSA) that
then folds with its cognate humani zed anti body |i ght
chain variable region (VK) and human constant kappa
domain (CK) to formthe Fab-@gA or HSA-Fab fusion
protein. 30. The pol ypeptide of any of clains 1-29,

WASH_496¢00hf ugated to a therapeutic or diagnostic agent. 31.

The pol ypeptide of claim30, wherein the therapeutic
agent is selected fromthe group consisting of a
cytotoxic agent, a radioactive |abel, an

I mmunonodul ator, a -31- WASH 4964903 1Atty. Dkt. No.:
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