kD7 F=J

€L 2 VU®E 5 mg
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26.1 H#E

N7y v FmT o R (DR N7 7 v F =T LT 5 B — R CP-690,550-10 5 (b4
(3R AR)-4-methyl-3-(methyl-7H-pyrrolo [2,3-d]pyrimidin-4-ylamino)-3-oxo-1-piperidinepropanenitrile,
2-hydroxy-1,2,3-propanetricarboxylate ; [/ 1 ; 43 7- & : 504.5 ; WEREE R 78 @ 312.4) TP X A%
F—+F (JAK) OBOBHEEERTHY, b hOFF—BHOF CTrRWVERRMEZ R,

1 FI7OF2TI I UBBOEFEER

N Y\CN
CO.H

o)
I\IIL\ ( £
HO
7~ CO,H
NN HO,C 2

H

MU 7~F RA) BEOBBIICE VTR, JAK3 ORBANERIND 2 LR LNC
STRYESFRD . Fi 0 PLIL-6 ZAEHUAED F U A< 71X RA I mr%@/@ﬁ%og@
OHFEATEMHIT 2 2 EBRENTNWHEFR) - Fi- 0 10-6, IL-23 B L O E A T 5 ZHIRITHE
BIBYA b4 v (L-7, IL-15 B L VL2172 ) (%, JAK/STAT (¥ 7 UmgEdfin Sim AL
K+) BEENL T 7T A%EmEL, IL-6, TIL-21 3LV IL-23 X Th17 MEOFEE, HiER &
CHERFIZEN N TV D 2 2D, ZNODOZHEDOY A NI A DY T T IREER BT 25 JAK (%)
THIKRS TIREFEIEE, FHORAFELRVEL LB Z LN TND,

N7 7 U F =N, BT v A TIAKL JAK2, JAK3 ZE L, F 1 v % —F 2 (TyK2)
HEEICHET S, MIENTIE 2 570 JAK BNTEL T 7T MRENTONDGD, 77T
=X JAKS F7ITJAKL I BT 2T 1 ZEBERZAEIC L D v VP vnE a2 ) IcHEL, #
DOFERERYZIRMEIT JAK2 IZ2 BT 5B F ZERZFRICL DV 7 IVREIH T2 LD HEv,
JAK1 B L TVJAK3 ORE#EIC L Y, IL-2, IL-4, IL-7, IL-9, IL-15 3 LTV IL-21 % & TefefsH oIt

BOVEEFRT LY A NIA VS BRIKEN LTy TV RENER NS, 2D A Mo v
i, UL EROTEME, I L OHRBREBUICARAIRTHL Z b, ZRHDY 7T IVRED
PRFIC L D RS R 2 RIE TSI TE 5 LB 2 b D, £, JAKL I 2 FEMICLY
IL-6 X° IFNy72 EMORIEFHIHEEY A S A v 2N Ly 7 eZ b AiflT6 ¢35 2605, &
D EAETIE, JAK2 A —EERY 7T EoNiEZ N Li-o ) 2uaiRoF o0y 7T inE
PIHIAAE T 5 ABEER H 5.,

SEIOHFBEICHTD, N7 7 F =T OB X OZEMICET 2R MERLNIT 5 H
T, FH, EWEhREl X OGO A IR A2 FE M LTz,
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F7 7 v F=TIONTTELTOL8E - IR LOME - R (B) ZLUIFITRT,

(40 - 28]

BEAFHE CRIS AR R U o~
AR - SV B ko P 5
HREDIBFEICEWT, A M RLXP—bEZUHETELR LY 1 HIOHY 7T E L5
SEEIRIAREAT 5 T b REICRET 5 815 AR S AR 5T 5. '
[ - ]

WE, P77 F=7 L L TIE S Smg 2 1 H 2 FRAKRST 5,
DA - RRICERET A0 o] ;
L RSO BRI A A 0BT S me 2 1A 1RG5, (TS

DIES ] |
2 P OFFHERE 2 4T 5 BEICE, Smg & 1 H 1 ERAZET 5, [[5pBIiE) OES!
iy |

3. SRS IR S LB L YD U A 7 BRI 5 2 & AR TAS NS DT, AH L TNF!
MLSEAL, TL-6 PN, T MIRSSEARA SR IE A O Ao, & 2 1 U BA, THFA |
TYv vraARY v YU CVEOBARENEE (BRTRELA) L OB L]
@m:go@g\%%Uvv%%%mﬁmf:n%@EWEﬂ&@ﬁﬁmﬁﬂk@ﬁ%ﬁ&é
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1)

2)

235 3R
Walker JG, Ahern MJ, Coleman M, et al. Expression of JAK3, STAT1, STAT4, and STAT6 in
iflammatory arthritis: unique JAK3 and STAT4 expression in dendritic cells in seropositive
rheumotoid arthritis. Ann Rheum Dis. 2006; 65: 149-56.

Brennan FM, Mclnnes IB. Evidence that cytokines play a role in theumatoid arthritis. J Clin Invest.
2008; 118(11): 3537-45.
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26.2

26.21
26.22
26.23
2624
26.25
26.26
26.27

B X
BEBRERBRDBEZE DL ..o 5
B D s 5
B B T I DR B e 8
BIABIZEERERER ..o 30
REMEERIEIER e 38
ENEREMEEERER . 40
BB S R UM oot 40
BB IUBR oo 43
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W - AEOER—E

W5 - R WL OO WRBLE 2 ITHFED E R

ACR20 American College of Rheumatology 20% improvement criteria : K[E U 7 <=F 22 L 5
FHEEHED 20% 2L FGEE

AIA Adjuvant-induced arthritis : 7 3 =232 AR BEAT 4

ANOVA Analysis of variance : 3B HT

APA Action potential amplitude : JEENENT IS

APDs, APDyg Action potential duration at 50%, 90% repolarization : 50%, 90%FF 73 #HE O TE BB 55
IRFH]

apoAl Apolipoprotein A-I : 7R U REA Al

AUCq4 Area under the concentration- time curve from time 0 to 24 hours after dosing : #5%% 0 7>
D 24 W DR — R bR T R

A2M Alpha-2-macroglobulin : 02-< 7 177 Y v

BID Bisindie : 1 A 2 [g]

bpm Beats per minute : 1 73 & 72 9 O.L4H%L

CaMK Calmodulin-dependent protein kinase : % /VET = U AR T 054 %7 —F

Cave Average concentration : SRR

CE Cholesteryl ester : =2 L A5 1 — /LT A5 )L

ClA Collagen-induced arthritis : = 7 — /4" L 355 BT 4%

Cmax Maximum concentration : £ & MLFE A 5 72 P i H g

Cmin Minimum concentration : FAKMAEH = 72 1 & iR A

ClI Chicken type IT collagen : =7 U I B = 5 —/7

ECave 5, Average concentration producing 50% of maximal effect : 50%FZEE (F)

EDs, Effective median concentration : 50%7F 2

EPO Erythropoietin : = U A @R x5

FACS Fluorescence activated cell sorting : #tiEELE LY — & —

G-CSF Granulocyte colony stimulating factor : FEKIER = 2 = — il B4[K 7

GLP Good Laboratory Practice : [ 385 FE R R 28 R 3R S e vt

GM-CSF Granulocyte-macrophage colony stimulating factor : JERIER~ 27 7 7 7 — 3 2 7 = —Hil
A+

HDLc High density lipoprotein cholesterol : B HE VREH HDL) 2L A7 12—/

hERG Human ether-a-go-go related gene : & | ether-a-go-go B&# & =T

ICsp 50% inhibitory concentration : 50%[H =&

IFN Interferon : A > H—7 > 12

IHC Immunohistochemistry : ffE AL FR IR A

IL Interleukin : A > ¥ —m A F

IL-6R IL-6 Receptor : IL-6 52 74K

IP-10 Interferon inducible protein-10

JAK Janus kinase : ¥ X A ¥ —+E

KC Keratinocyte-derived chemokine :

Ki Inhibition constant : [HZEE#

MCP Monocyte chemotactic protein :

MIG Monokine induced by interferon gamma

mRNA Messenger ribonucleic acid : A v 2 ¥ v — U FREEEE

NK Natural killer : 7~F = T /L% 5 —

PBMC Peripheral blood mononuclear cell : A< I BHAZER

PBNC Peripheral blood neutrophil count : ZAH I 4 HEREK

PK Pharmacokinetics : SE#EhHE

PL Phospholipid : VU > I§E

PTZ Pentylenetetrazole : <> F L 27 T —/b
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W5 - R WL OO WRBLE 2 ITHFED E R

QD Quaquedie : 1 H 1 [H

QOD Quaque one die : i@ H

RA Rheumatoid arthritis : BAgi U 7~ F

RANKL Receptor activator of nuclear factor kappa-B ligand

RMP Resting membrane potential : %1k &7

SEM Standard error of the mean : -IfEOIE#EFRHE

STAT Signal transducer and activator of transcription : > 7 /AR FREE G IEME(LE T
TC Total cholesterol : #&=2 L A7 12—/

Th Helper T : ~/L/X—T

TNF Tumor necrosis factor : JE 5L K 1-

TyK Tyrosine kinase : 1 3> FF—F

VEGF Vascular endothelial growth factor : & PN Az AR fRBE AL A 1

VEGFR1 Vascular endothelial growth factor receptor 1 : & PN A MIfREERN A T2 K 1
Vmax Maximal depolarization velocity : & K435
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262 FEHEABROBMEX
26.21 FEH

BIET U 7~ (RA) (ZEMHEOE2FMEE CAEEBRTH Y, BRMICIE, FHm, BER L0
Bz 2L, HWREIR T L OERRGIMEA ! S BEFMBEICE S, RA OREIZIE, LRMB LT
PO N2 5 L, RA OHITIS L OMEMARIZIZ T A N A o ORI WS EE R
BB A4 - TN D EFFRD | TNFak #2101 & 3 5 A2 8IHI O RAZEE, RA R 5 Z ORIE
YA I A L DOEBEMNRREN TS, L, ZOEBRICEDEZ R TAFIZI D02 0TE
IRNZ END, B RIBERIEOLEMEN R SN DB 2 0F, TL-6, 1L-23, IL-17 72 5
Ny A FTAZRRITHKEST A IL-7, IL-15 BE O IL21 2O A M A i, LLFOFH
OB R A G DO ORI L 72 0 555558 [L-6, 1L-23 B L OWHAE R T A% ERIC
a5 A MA %, JAK/STAT (7 FWnEiREESEM LR BREE T LTy 7 s
friET 5, £7o, IL-6, IL-21 X OVIL-23 1% Th17 FROFEE, #HhER L OHERHICEV TV 5,
Lo T, ZNHEDEEDY A MhA DY T FNMeEEFENTEVYXAX T —F (JAK) |
ST A FIERT, FHO RARIEEARVEDL LEZLNTNS,

JAK 7 7 2 U =3 JAKI, JAK2, JAK3 BLUFav ¥ —82 (TyK2) »o 7254l T a
Vo= ThHY, I HBLIOCI MY A ML UZRIREOMEEREZN LTV 7T VnEs
P52 2ET0D . = o 4 FEO JAK 7 7 2 U —0F T, JAKL, JAK2 BE O TyK2 [T % & %
IZHBL, ZHEOVA M IA VZREREESE L TA, JAK3 (T EIEMMIICHIE L, JAK3 23
BT HEHY T 2=y FEJAKL ICEBBT OB EWY 7Ty bR BRI LR, U/ Bko
TR, AR £ OV ORSRER I E /R IL-2, 1L4, IL-7, IL-9, IL-15 5L OVIL-21 Ze & DA
R A EFEDT HEEERD. O (1), —F, JAKL 1L JAK2 ® TyK2 & %f4 72 LT IL-6, IFNy ¥
LV IFNa 72 E O RFERHRIESOSIZEE R ZOMOY A NI A v OV T HNERETSH (42), 2
DT-D JAK2 BNET 5 V77 VRiE T, EPO, IL-3, GM-CSF, a7 75, LI rEBL
DHEERLVELREDEMLRDY A b A L RBNVEL DY T T IVRECE > TEHEHETH A,
JAK1 & VK2 BATETH &, IL-I0 BEOITBIA v —T xR EOXEIEY A M1

DY T I NEARET H, IL-12 B L OVIL-23 OV 7 FIUREIZIE Tyk2 & JAK2 A5 % B55H0,
7)

RA B OWBBEHRRICIV T, JAKS ORBLAHERI D Z EBHAL I ENTNHEFH | &
72, IL-6R ZIEHI L5 h v U A< 71X RA IZBIT 2 REBOIEFHESCTO L AOEITEMHIT5 2 &
WENBILTVWAEFRD = p 1 5|2, [L-6R ¥ 7 F/REICET 5 JAK]L 35 L TN TAK2 ORREI 0D S
ﬁ%ﬂ%RA%%KOmeMKﬁ%@%ﬂﬁ%T%ék%z%ﬂéo

N7y v F=T s g UHB N7 7o F=7 295 B9 2— K CP-690,550-10 ; (L5244 -
(3R AR)-4-methyl-3-(methyl-7H-pyrrolo [2,3-d]pyrimidin-4-ylamino)-3-oxo-1-piperidinepropanenitrile,
2-hydroxy-1,2,3-propanetricarboxylate ; 47 7-& : 504.5 ; WFBEE L0 & : 312.4) 3987172 JAK 7 7
RU—AEATHY, & hOXF—EHOPFCIAK 7 7 2 U —ZH L TEWEBERMEZ RS, h7
7T =T, BERRBICBWTIAK 77 2 Y =0T R TOFF—EIZx LT nmol/L L ~/LD
BRERN J1%k L, — 07, Mz V7B Tl JAKL 5 X QVJAKS IRTFRY > 7 B & e
(ZBRET 203, [A UIRE TIE, JAK2 IC&6T 5 A€ B2 HIRITKTT 28BS 2 HE
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g, FlZAE, 2T v A TIE N7 7 U F = TIEIJAKLSR BENT DY A N A VRRED T
FNABREE R K 20~50 nmol/L @ ICs, TRE L7243, JAK2 IZ2 AT 5 KT BN RIEE T 5 HE
Kisk~vsn 7y —Yao=—fl K+ (GM-CSF) ¥ 7T NMnEOHEIZBIT S ICs 11K
1400 nmol/L T& - 7=,

N7 7 F=TDORAIKTLHRE, v U Ra7—7 U FHRBEHE (CIA) BLXOT v M7
=23 NERBEIR (ATA) 28T 285 EET ORERBIEE L UMM FENBREIC L - CRME L 7=
LA, FNTFVFERTOINLDT - WHEOBEERET VKT LR PHEGER S, Fz,
BERBAHLNTHETIE, REMEABLICEEG 2y hOFERBOLRD LN, DI,
U ADDBBEET L, L OBEBEE T LB LN > FEBHRET LIZBWTS h T 7
VT =T OHEBFEO LN TNWAHETERD 0 P ED LA, Ty v F =T OEITA CRER
L UOBHEFHAEDOZL OEF VBNV THLNICENTVAS,

EVERBEREBR T, DIERICEI LTI hERG U U AF ¥ FAB L OHiHA X 7S ¥ x
FRHED D IRIRENEN B A 5 2 I o 1203, T b invive BB CIXIUEDOIK T, —iBMED LA
Bow, #iko PO, » B, WEMETA, ORIl OMEOBMATED Sz, i
IR SR A~ DR~ 7 2 % 0T — IR L OMTENEIES (Irwin £895) 7213 AR ET R CTHE
flilz& Z A, 32mghkg £TO N7 7 U F =T HEEGETIIATEINCRITTHEEI A LN o 12703,
100 mg/kg PL EDHAE GEEAR Cmax 3216 ng/mL PL L) TiE, £ < O RATEIZE L) 22
SNz, Ty FEMOWTEBICT 5B EZ/mET LIcE 24, 3 £7201% 10 mgkg TIHRER LT
BREEHENH BN 72> 7223, 100 mg/kg Tixh U o AP N L, HEEPEIS L OUR B 258
DR AR LTz, 7 v MCBOWTHERNAESEH T 30 mg/ke DL EO AR THE (68%F TIKT) &h,
[F & CIIEEME BT L,

B, BROBGHBETII N7 7o F =T 7 U BEE R, 2, AMEXFTIE N7 7 v
=T ORGEAEREAYE TR L,
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B 1 JAK1 8LV JAKS 24 LIz T FILIRERR
ve cytokine (1L-2, 1L-4, [L-7, [L-9, [L-15 [L-21)

IL-2 T-cell Proliferation, Ag AK3
induced Cell Death, Enhance IL-7 TandB cell development

Cytolytic Activity of NK calls no . . .
»o g production, MK proliferation and
IL-15 NK cell development, CD8 activation T and B cell proliferation

Mem T-CeliHomeostasis IL-9 Mastcell growth factor, Late acting T call
1L 1 Rl

Ag = Antigen; yc =Common-gamma chain; Ig = Immunoglobulin; IL = Interleukin; JAK = Janus Kinase;
NK = Natural killer; P = Phosphate; STAT = Signal transducer and activator of transcription.

2 JAKT773)—¢L2BTHREN

h-2, -4, L7, o8, 119, 27, Lo, Tl
L8, 1L-15, 1L-21  CNTF LIF OSM S iL-12/23

CNTF = Ciliary neurotrophic factor; EPO = Erythropoietin; yc = Common-gamma chain,

GM-CSF = Granulocyte/macrophage colony stimulating factor; IFN = Interferon; IL = Interleukin; JAK = Janus
Kinase; LIF = Leukemia inhibitory factor, OSM = Oncostatin M; STAT = Signal transducer and activator of
transcription; TyK=Tyrosine kinase.
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2622 WMAEERMTLHHER

(1) in vitro & U ex vivo SR ER (IR &5E 7 5 D08AI0333, DO8AI0334, CP-690550_| 083053,
D0O8AI0337, DO8AIO338, CP-690,550/-/113015, CP-690,550 153609 ,
[Immunology Discovery Biology Report] Effect of CP-690,550 on Interleukin-2 Dependent

T-Cell Blast Proliferation, Effect of CP-690,550 in a Human Mixed Lymphocyte Response,
Effect of CP-690,550 on GM-CSF Dependent HUO3 Cell Proliferation, Effect of CP-690,550 in
a Cynomolgus Mixed Lymphocyte Response, Effect of CP-690,550 in a Murine Mixed
Lymphocyte Response, Effect of CP-690,550 on Human Foreskin Fibroblast Proliferation)

N7 7 F =T OFER invitro TORMEA 2 1 ICERN LTz, M7 7 U F =7 d JAK], JAK2, JAK3
BLOTYR2 (23T 5 ICs 1TZ 41741 3.2 nmol/L, 4.1 nmol/L, 1.6 nmol/L ¥ & Tf 34 nmol/L T, JAK
77 LU —DUADEOMD XS —F Ll L CEOVBBIRME AR L (5 EE S DO8AIN333,
CP-690550-083053) .

A2 OB T, JAK iy 7V 2=y NEBTLOZRIBITHEET 51 M A zxtL
T JAKL & JAK3, IL-6 \Z%f LTIk JAKL, JAK2 & Tyk2, IFNaiZxf L Ti JAKL & TyK2 &
ST FNENRRDHIAK 7 7 RV =BT LR EY T o=y NENLTe A NoA 27
NWEAREE LT, MM A M A i3 JAK2 BEBT 4R ERZA/ R EEEL T 7 vg
friE LTz, JAK OfASDEIRTET 2HRE HWEER T, N7 7 v F=7 08 x2flES
Hzll, —EHOMRERWET v Z2FE LTz, N7 7 v F=7F, JAK3 B LTUVJAKL 23
NT 5 e N IL2 KFH T HIfREFERER (ICs = 11 nmol/L) Lt MEA Y 3Bkl (ICs =
87 nmol/L) [ZFBW TN AR EE R Lz, JAK2 IZ X 04 U5 GM-CSF KAFRY b M ARIIL [ fim 4
fakk (HU03) MBIERRBRIZISIT 5D ICsid 324 nmol/L Th o722 &b, in vivo THEWVIREE T
JAK2 BHENA U A AIREM VR X5 (3¢ 1; Immunology Discovery Biology Report), B h21fl. 7
v AL D STAT U L ORET T, OO MIIZ IV THRIE D STAT O U U Rfkiz >
WC 7 7 v F =T OEEBIETE L, N7 vy F=7Fe MRfFTIAKLY 3L bv 75
IAREEE 25~56 nmol/L @ ICs, THE L, Zih b F%OEEIET JAKI/IYK2 35 L NJAKL 212
LBV T I NBEDE L2, [Cs TR D & 4 72 U B X5 STAT Ol 71T LTV,
B 21X, CD3 Bt T U o /RBK T, IL-6 TIRES LD STAT1 DU U EE{ki% STAT3 @ U FEEfk &
D LIESNRT Do, JAK2 AFME0 GM-CSF et S5 STATS U > BRfbidmig & CllE
Sz (1 mEEES CP-690,550-/113015, DO08AI0338)., IL-2 (JAK1/3) 3L TMIL-12

(JAK2/TyK2) HJ4% O Mg lcir 5 IRNyE AOEA IR Lc b & 5, \ERRRMELED 5
Nz (G2 1, MEEFZ S DOSAI337), LLEX Y, invitro TOE MEMT —Z 005, L ~ULT
WX b7 7 v F =703 JAK3 BIX OV JAKL IRTFEHY 7T MRZE AR DIZIEL, JAKI/TYK2 B LW
JAK2 B ZBIKD YV 7 F RIS TEE ORISR AF T 5 B2 b, £, vU X
2% VT ex vivo BBRICB W TS RBEORERNRBD b, M7 7 ¥ F =71 IL-15 (JAKL/3),
IL-6 (JAK1/2) 35 & OV GM-CSF (JAK2) 1T & 5 STAT VU > (kA& 1 273,470 3 & T8 6656 nmol/L
THELZ (WEEES CP-690,550-/153609> .
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®1 FI27F=TOinvitro TOEEZFHEE
NG A—F IC5) (nmol/L) Ki (nmol/L)
BERTEMERSE (5255 DOSAI0333, DOSAI0334)
BT e N JAK3 1.6 0.24
BE TR e N JAKD 4.1 0.97
BT R e kN JAK] 32 0.68
EETAR LR e N TyK2 34 4.4
IEMER I FS < MfaiEdE  (Immunology Discovery Biology Report)
b b IL-2 2 XA THfa2FERIEmE 11
GM-CSF |2 & % HUO3 5K 324
b MRE Y oEREE 87
=7 A YIRS Y o EREER 52
< ARGV LEkE R 115
b ol R A 2 A FE >10000
BEREFRICES S HREME GRE5EE S D08AIN337)
v k PBMC 731} % IL-2 17 1 % IFNyEEAE  (JAKL/3) 26
vk PBMC I7361) 5 IL-12 17 & 5 [FNyPEAE  (JAKQ/TYK2) 129
v hamicdsid s IL2 17 &5 IFNyEA (JAKL/3) 34
v hRMIZET S IL-12 12 55 IFNyEEAE  (JAK2/TyK2) 501
STAT JV vEB{bkicE S e b2 boMBEEsE « (#5285
CP-690,550-/113015, DO0SAI0338)
CD3+ T U > 78Ek
IL-2 JAK1/3 i £ STATS U > Eafk 28
IL-4 JAK1/3 i 1£1) STAT6 U > Ea{k 50
IL-7 JAK1/3 i 1£H) STATS U > Eafk 38
IL-15 JAK1/3 {770 STATS U > b 30
11-21 JAK1/3 {778 STAT3 U > (b 25
IL-10 JAKI/TyK2 {Kf78Y STAT3 U Bk, 141
IFNo JAK1/TyK2 {R77HY STATL U Egfk 44
IL-6 JAK1/2 i 1£H) STAT1 U > Ea{k 54
IL-6 JAK1/2 {771 STAT3 U ER(L. 367
CD8+ T U > 7SEk
IL-15 JAK1/3 {778 STATS U > b 56
CDI14+HEk
GM-CSF JAK2 & {71 STATS U >k 1377
IL-6 JAK1/2 {f1£H) STAT3 U > Ea{k 406
IFNy JAK1/2 {R77 1) STAT1 U ik 178
IFNo JAK1/TyK2 {R77H) STATL U 1k 148
IL-10 JAKI/TyK2 {Kf78Y STAT3 U Bk, 206
CD20+ B U v /3Ek
IL-4 JAK1/3 i 1£H) STAT6 U > Eaql 111

GM-CSF = ¥Rk~ 7 o7 7 —Van = —fii#A 1 IC = FAERE ;IIN= /¥ —7 o IL= (V¥ -0 (% ;JAK
= ¥R A% —¥ ; PBMC = RYMERER ; STAT = > 7 P EREEFRELEF ; K= Fr v —F8

T STAT V »E{biZ FACS 12 L A HEFaN T Al L 0 kg

(2) BAELXETILEMITD in vivo KER

27— UERBEIRET L (CIA £F V) TiX, HEE DBA/I] ~ U ADRREBNIC T oA v
FNEET VanNy FeRAELE=U N N M=o -5 (Cl) 50pg 4L, 3@EBICT7aA
Y INRFEERT V2N P EREG LT CI50 pg Z4fET 5 2 LI LD iR A FHE S, flbls
PEHLE DK 45 HIRIC, FIEBEOIIEDBIEE A 0~3 DA 27 T L (B8 TS 12 4),
SO R AFHME Lz, bbb, EEEZIEIFRN2VEAIT 0 K, SHOEE, BRE-
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N LOWSFOHEL L A, BESEKOELWVER, ZRELIIENSOMGOEHEIL 2 K,
REETREL 3 & Lz,

—J, TVanr PERBELET L (AIA BT V) TiE, HEME Lewis 7 v MIBFE L=
Mycobacterium butyricum 15 mg/mL OJMEETR & R T CRARENC 3 BIENES GF25mg/7 ~
) LCHEfiRAFHFE IS, BAFHROEERT, BARIITERZ T 2 AT TRAb
L7z,

TXTOEME, BREFIOEREE R 27T B X CREABOEIENSH TR L 25 L 5 IcHl
DT, R=AT7 A4 VRO DIC, FRBRICELEEMEE LRI, BERET VICHT S
N7 7 U F=TOHRIT, RIEART, WEEE, N XA JOE RN, B O EIER
FHIRA, SRR 22 B ONC JAK/STAT U vl BREEARR LU A b+ ol
EFIT LD FHm L 72,

) TRORCA ETNICEFZ 77 F=JBEEOAEERE (BREEEFS
CP-690,550/-141423)

SIESOGAHESL Lo GRBR 43 H) IC b7 7o F =7 (10 £72i% 50 mg/kg) % HEIRF AR
B, $54, 12, 24 B X O 48 FEZICIIEF ORIEMEY A S IA LV BIOrEh4 2 H[EL
7. N773F =T 10mgkg #5125, 1IL-6, KC (keratinocyte-derived chemokine) 354X
MCP (monocyte chemotactic protein) -3 O MAEH L ~UL 38 5 4 Feft2 ICHEEICIK T L7z (14 3),
MCP-5 DIX i, 10 mgkg O 5 12 KR THHFIFRICHRREE TH 7223, MITITARSE
LRI H HEMITRD b h o7z, 50 mgkg & HEIR G L2 TiE, IL-6, IP-10, KC, MCP-5
B L TYMIG (monokine induced by interferon gamma) DOF E/2MK TG 4 FEZICRO LTz,
B b 12 BT, IL-6 B LT KC O LU Iyl FREE & [FIRRE L 72 - 72728, IP-10, MCP-5
BLOMIG O L~VVEHEICIEFLEEETH -7, 10 7203 50 mg/kg OG- 24 F5 5O 48 B
MHBITIE, RIEMEY A b A COE TR SNenoTz,

PFIZER CONFIDENTIAL
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K3 YORACAEFILOMmMERFY A CAAIHTE 77 FTDER

IL-6 IP-10
300 - 00 -
f f
2 200+ -} 400 -
" By
| wd
% .Eh
& 100 * B 200+
et * =2
2 n_:
a- 0-
4h 12h 24h 48h 4h 12h 24h 48h
Time post-dose Time post-dosge
KL MCP-5
4000- 400+
- "
g 3000- &
'E,, PR R
[ | 3
= G- B N
% &
& » v EELl
o 1000- x o
= W H
= D
- 0-
4h 12h 24h 48h 4h 12k 24h 4¢h
Time post-dose Time post-dose
MIG
1508
[] Hormsl
g B Vehicle
£ 10004 3 0mgkg CP-650,550
ey Bl 30 mgkg CP-690,550
E
P
& 500+ %
s w
2
n_.
4h 12k 24h 48h

Time posi-dose

FIEFUE RS LT GRBR 43 H) 12 R 77 v =7 (10 £72i3 50 mgke) ZBIERA#KS L, #54, 12, 24 BIO
48 R I MAE P OIIESEY A S A A VB IO EA A VEBIE LIz, 7 —# 1%, meantSEM T/RY, *p<0.05 (t-test, Xt
HRRE L DI, (Hifh . |EEES

cp-690,550 [ 141423, Fewe D

2) TR CAEFLILEFZFHORSHR (HEEES P90 550 [N 151443)

CIA BEETNMZBWTC M7 7 F =T O TEEE LTORHMERE L, Moy v TF=
7" [1~100 mg/kg BID (Study 2), 0.5~50 mg/kg BID (Study 3) F7=i% 1~100 mg/kg QD (Study 4,
5)] ABENSEBANLRBKTH GRBR22~56 H) S TRAKGLIZE 25, BEHiLERDTE
BAEER IO EEENHEICIK T L (EDs : 15 mg/kg BID ; 29 mg/keg QD, # 2), B T HO

PFIZER CONFIDENTIAL
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B b5 1 BEEARICERIM L 7218 & VT, JAK-STAT U Vb AR L= & = A, IL-15 (JAK1/3),
IL-6 (JAK1/2) 3L TVGM-CSF (JAK2) @ EDsplE##1Z4, BID Tix3, 53k LU> 100 mgkg,
QD Tix3, 78X 9 mgkg THY (§23), JAKLAZ BLTIAKL2 OFEEICE L, JAK2 BHET
B CThH o7,
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£2 THRCIAETFILIZ

24: Stady 2 efficacy and EDg, estimates
Treatment Dose Average Severity Score+ SEM % AUC cg‘::ml EDg (AUC)
Group ™D paviz | Daydw | Dayse | eience = SEM (AUC) | mg/keiday | 95% CI
Vehicle BID 34208 | 4307 | 32204 92 1322256 W00 -
1 30«06 | 3806 | 5305 o 1187192 2% 139
3 102035 | 2107 | 28207 75 49.0% 188 37+ 14.1
cp.g%g,ssn i 18405 | 21x04 | 33405 83 BT I59 | S24118 14 7-28
] 0602 | 2207 | 26204 5 ABix 110 29«83
100 0.0 0 oo @ 0.0+ 0.0* i
p‘“ﬁ‘f‘m 1o 00 0.0 0o 0 o 0 -
Huorenal k1) a0 o i on a
Analysis of variance on AUC for sevedty score. * p=0.000 vz vehicle B ID; ** p= 0.004 vz vehicte BID
3A: Study 3 efficacy
Treatment Dose | Average Severity Score = SEM o AUe Cu::?rol EDgo (AUC)
Group oks) | pavss | Dayds | Dayse | Deidence | ESEM g | nongiday | 95% CT
Vehicle BID - 22404 | 42406 52405 100 102 £14.7 | 100.04+0.0 - -
0.5 23£08 | 35407 | 45207 100 97T£16.2 | 95.2£159
CP-690,550 BID 5 16404 | 24405 135205 90 6B +138 | 672+136 16 7-37
50 0.0 05+03 | 0.7x04 30 6 +34* 6.0+£33
Prednisolone BID 10 0.0 0.0 0.0 0 0* 0B - -
Normal - 8.0 0.0 0.0 0 [12¢] 0.0 - -
Analysis of variance on AUC of severity svore: * p=0.000 vz vehicle
44A: Study 4 efficacy
Treatment Dose | Average Severity Scorex SEM % AUC | % Control EDs (AUC)
Growp 2R} | pags2 | Day4e | Dayse | Deidence | «SEM QU0 | okaday | 95%0T
“ehicte 26407 | 42408 | 47207 90 1104236 100+ 0.0 -
1 31204 | 44204 | 55£05 el 1262115 115+ 105
3 1806 | 5004 35x04 100 123158 112 145
CP-690,550 QD 10 20405 | 40406 | 464086 90 8314173 854158 31 12-79
30 102046 | 34211 3610 3] 854 1364 TR+ 241
100 0201 | 0403 | 00205 30 109546 W 51
PrednisolonsBID 1 0.4 [1B1) 0.0 0 % g
Momnal 0.0 0.0 0.0 a ] a
Analysiz of vadance on AUC of sevedly score: * p=0,.000 vs vehicle
SA: Study Sefficacy
Treatment Dose | Average Severity Store = SEM % AUC | % Control EDss (AUT)
Group @D | poviz | Dayaw | Dayse | Deidence | =SEM GO0 eneday | os% I
Vehide 45x 08 | 3408 | 31x09 70 G6% 264 JILES ]
1 17407 | 27+08 | 36208 iy F3+236 Fo+24.6
3 Lo+ 07 | 3107 37+ 4 g Bl%223 8412372
CP-680,550 QD i 21407 | 51205 | 544098 jtils} 106+ 216 | 110+£224 7 19-73
3 08«06 | 17x07 | 13206 40 36% 195 3Bx202
1on 03£02 1104 1704 78 EYEZ N R 23£84
Prednisolons BID I 01x01 0.0 0101 i G 24H 3425
Morrmal 0a 0.0 oo 0 ] ]

Analysig of varance: * p<0.05 vs velicle, **p=0.007 vs vehicle, # p=0.001 vs vehicle
77 oF =7 [0.5~100mgke 1 A 2[8 (BID) F7/2ix1 B 1E (QD)] #ENGEZRANSABKTH
FCRAKEL, BEEHKERORBREEL L OEREE (Ra27) &b L7z
it - s cp690,550 151443, Tavles 4.8, 13, 19)

PFIZER CONFIDENTIAL
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®K3 YIRCIAETINZETS 77 F=TDBID $5LE QD HEKRKOD
%*ﬁ/\"%}—@(:ﬂ?’é EDSO %éb\'i EC50

Summary Table: CP-680,550 BID and QD combined data for ED;, and EC;; estimates
Study 3: EDs, and EC, from target modulation and efficacy
Pathway mg/kgiday 95% C1 nl 95% CI
IL-15 (JAKI1IZ) 3 2.5 130 40 - 420
BID dosing
IL-6 (JAKI12) 3 4.3 190 10 - 580
GhI-C5F (JAKD) =100 - = 5520 -
% Control AUC 15 T-37 - -
ATIC (efficacy s exposure) D - - -
Studies 4 & 5: EDyy and EC;,, from target modulation and efficacy
Pathway mgkgiday | 05%CI mbl | 85%CI
IL-15 (JAKLIS) 3 2-4 g 54- 160
QD doxing
IL-6 (JAKI1/3) 7 4.9 200 10 - 400
OML.CSF (JAK2) | 5720 = 3860 -
¥ Control AUC a8 10-79 - -
AT {efficacyws exposure) 3 - - -

Estimates of ED s and EC 5 was calonlated bagsed on the fitted mode] in Lab stals program
(it - a2 op-690,550 I 151443, avte 23)

PFIZER CONFIDENTIAL
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3) YORCAETNCEITHEEE, REABIHRE REABLCLFENRERS LUVESER
FICET AHE REEES CP-690,550/-160243, CP-690,550/-/165255,

cp-690,550 [ 1 35046)

BB RFBIERIC N7 7 v F =T 52 LI EOREFEIRICOW TR L=, Tebb, A%
WLE T DR 48~55 HIZ, M7 7 9 =7 (50 mg/kg BID) % CIA =7 A IR OEE L=, KIE
BOGKE, #&5 4, 12, 24 R LT 168 FEfl] (7 A) HIHEERRFAUMA I L Oz imk ks
FORRAE CRE L7, WRBERIIR L LR L C, b7 7 v F =785 7 BRI L ORI
FAEHIBIZE, F4/80 MM iasids X O CD3 B AR A e d HF I A B Le (B 4), B
Ty T =T RGOS 24 FEtR I LUV BRI, BEE IR T 5 BRI O SR &
nlen, ZORPEIHFETIIR -7 (M4), KRBICHWERETIE, M7y v F=T7&EIC
LOMBEEZEORBMB LAy XA TAONL P> (REZEE 5
CP-690,550-160243> .

CIA vV AILBITD N7 7 v F =T ONREEG T LIV TEOLIHHT 57201, F77vTF
=7 (50 mg/kg BID) % $yE L% kR 48~55 HICR ARG L, #H R BT 3 L O
DRIEMED A NI A L &F G 4 e, 24 FEf, 4 HIB LUV 7 Ath (GRER 48~55 H) [TFL 7=,
N7 7o F =T OREG 3 HUNICRBEEORENMER L, 5 4 BRICITEEEA 27 NEFE
IR T L7 (1 5), ifEd G-CSF (granulocyte colony stimulating factor), IL-6, IP-10 (interferon
inducible protein-10), MCP-1 35 L TOUIMIET 2 7 A R A BB 2 CTREEREH G-CSF, 1L-6 35 &
O MCP-1 JRE &5 4 BB ICHFFFIICHBIIE T L2 s (e), M7 F=T70
s Lo L gz bnt e tEs op-00550 [ hesess).

FREZ, CIA~DAIZ M7 7 v F =7 (50 mg/kg BID) %SG ilLEth ol 48~55 HIZHE L
el T A, RIEAFE LB TIHIRG 4 FefiE 0> DB TRE £ C STATL JE& & TR OFE
FHNCHERIE TR AL (54), FEOME~——b, |54 B0 7 HOMICHEE
ML L CHRERENE R LI, b7 7 v TF =T RERETIE, 72T 0%T7— (NK) #ij
BIEE(R 773 mRNA LUV TR (24 BE[E]) 2o iciiflSh, ~7a 77—y, BHik, T
RIS X O MICR ST 2 86 THIIHRYS 7 BECICARICIHR E N (REERS
CP-690,550-/135046) .

PFIZER CONFIDENTIAL
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K4 IYORXRCIAETIVICBTFARERATICRAT S 77 oF=2TDER

(a) RIEDHEARRRFHIA 2T (b) F4/80 BPEAEAD THC A =27
25 - 7
2.5 1
2 .
a4
® 15 4 ®
5 g 1.5 4
L] « )
144 1]
1 o
— b zhiche —a—s&hicle
05 —— CP-BE0550 . —o— CP-ER05S0
= i L2
p=0.005 vs vehicls *p=0.002 vs vehicle
D - . ‘.‘“i M ‘I ‘.I U L "IXI": L )I..'): ,l":
1 10 100 1000 1 1 0 1000
Hours Post Dosing Onset Hours Post Dosing Onset
(c) CD3 [tfifad IHC A =27 (d) BRI OFREEFAFRFHIA 2T
2 -
0.9 1 1.8 1
0.8 4 1.6 1
071 1.4 4
0.6 4 1.2 4
[24]
% 0.51 —a—vehicle ‘c% 11
@ 0.4 —&— CP-BADEE0 0 -
0.3 0F -
074 —&@—wehiche
. 0.4 4 —a— CP-BaDssn
0.1 *p<0.0001 vs vehicle 0.2 4
0 bkt LAY bbby bl L LY 0 iy iy N
1 10 100 1000 1 10 100 1000

Hours Post Dosing Onset Hours Post Dosing Onset

GuPEALE L OB 48~55 A2, h 775 =7 (50mgkgBID) % CIA <V ACKEAEE L, KERIGE, &5 4, 12, 24
BLUV168 I (7 H) BICHIEMMBFEARER L OGBS LR E CFME L7z, 7 —% 12 mean+SEM Ta39, #EEHUHE
ESENERD BITZEED p X AHITTRT (ANOVA, HHR#E & ol , [HC - SEMik b e

it : 555 5 cP-690.550 [ 60243, Figure 1~)

K5 YORXCIA ETICETAEEERATICRAT S I27OF=T0OER

—a—Vehide Study 1
6.0 - —te—S0mykg CP550 Study 1

~m--Vehide Study 2 Er F7 7 F=T7 (50 mg/kg BID) %
S gy T TN ‘ R ILEE DI 48~55 HIHED

o
B
L

. .
e N S S #eh L, EIEEEAME L
§ 454 = L 7 01 e F— ¥ X meantSEM TR,
Sl AT *p<0.05, **p<00l (ANOVA,
3 HRRE & DD .
> e (s BEEES
%0 cp-690,550 65255,

25 Figure 1, Table 1)

20 T T T T v g T 1

7 48 49 1] 51 52 53 44 55 46
Day
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K6 YHORXRCAETINIZEITAMBRS IV BEMABPRESEY A FHA VIZHTS

coFPOFZJDER

G-CSF (fn#f) IP-10/CXCL10 (ifin#E)
001 300 4
s 5 25+
£ 3
sk
a | B 150
é 400 % *é*/{* >X<.>X<
x = s
2001 L
x
n D T H T 1
47 48 51 2% 25 4 48 31 33 5
Day Day
MCP-1/CCL2 (i) IL-6 (fuigh)
120 -
40 A
4 1]
; . £ 30
ey i 20
63 4 o
% * %k i * %
= ;a*“ﬁauhfﬁfﬁfﬁa 10 - sk
4 a 2 X
X 0 —
U T T H T 4!? S 2
4 P 51 53 55
Day Day
Serum Amyroid A (fL#&) G-CSF (R HsHgR )
&0 -
g g 45
2 ; 30 4
15 4 x
H CORES
= =) o , ) ***
47 52
Day Day
IL-6 (RBEkERR) MCP-1/CCL2 (RBRERR )
40 - )
'5 30 _ g
E ] Z
e 20 4 (="
% 10 9% % % E
=9 0 ) ' willl g
47 52
Day Day

X, O : iR 5H, @ : CP-690,550 H5-4f

N7 7 v F =7 (50 mgkg BID) %GB 0E % OB 48~55 AICHEDERS L, %iEEHHETR I CMAEHR OISR 1 b
A RS AR5, 24 K5, 4 BB LONT Bk GRBR 48~55 B) IZFFM L 72, 7 —# 1% mean=SEM T3, #p<0.05, *#p<0.01

(t-test, XfHRIEE & DR (Hgt ; #HEEHE R CP-690,550

PFIZER CONFIDENTIAL
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RATIRXACIAETILDORHEMABICHE T4 STAT! B BEFHEHICHAT A 77 F=2TNIEHR

Homse G rold Changs
Yehicle ve Normal CP- 690550 vs Vehicla
|start Activar AgileatProbeld | 017 Day 1 Day 4 Dray 7 Day 0,17 Day 1 Day 4Day 7 Day
Statl £ 62 PTO26L 2.8 2,0 14 22 1,9 1.7 -2.2 25
nadz A 51 Fag7123 4.2 4.0 4.6 57 27 .29 64 &0
47 4 E1 P12022% 2,8 3.2 4.1 26 1.8 1.9 -19 2.8
fasla A 52 PA3TAET 5,7 6.1 G L4 2.0 .25 4.7 6.6
Cxdll £ 52 PETE403 2.2 2.0 Ls 11 -3 2.7 19 2.2
15204 4 51 PATTE20 2.8 2.6 2,9 1.8 L7 1.7 2.1 19
e 4 51 P421ETE 2.3 3.9 4.5 21 L5 -2.3 5§ -5,
cxdin 451 P432641 3.2 1.9 2.2 2.2 11 L6 25 64
Socsd A 51 P474459 1.2 1.3 -1.0 2.1 16 -1& 2.1 2.0
Monse CIA tTest
viehicle ys Normal £P- 690550 Vs Vehicle

|start Activari AgilentProbel | 017 Day 1 Day 4 Day 7 Day 0,17 Day 1Day 4Day 7 Day
Sl A 52 PTOZEL 7.E-04 4.E-04 9E-06 4 E-04 9E-05 - (04 7 E-0% 2E-10
oz 4 51 PAgTLIY 2.E02 1E-04 2E-05 1E-04 1E-04 1E-06 2E-11 SE-11
IH4 7 A 51 P120229 7.E-04 2.E-04 9E-08 4E-05 1E-04 1E 04 2E-05 1E-11
Dazla £ 52 PAZTAET 5.E-04 2.E-BE 1E-0E 4E-05 5 E-04 SE-06 1E-10 2E-12
Cxd1l £ 52 PETEA0Z 5,E-03 NS 2E-02 NS 1E-03 5E-03 2E-06 2E-07
15204 A 51 PATTE20 4,503 2.E-03 5E 04 1E-02 SE-03 1E-03 GE-06 1E-05
Irf7 A 51 P421675 1LE-0Z 6.E-03 1E-n2 2E-03 4 E-02 2E-03 5E-03 G E-12
Cxd1n A 51 P432641 5.E02 Hg Hg 1E-02 NS S EE-03 2E-08
Socsd A 51 P4T4459 NE N3 HE FE-03 HE 1E-02 3E-04 SE-06

Genes knoan to be upregulated by STAT signaling are listed bel ow, both by feld change and value.

CIARTAIZ R 7 v F =7 (50mgkgBID) % B th Ok 48~55 HICHE L, STATL IGEREFROEEZHE L
7o STAT1 &AL~ —A— DR (L) & ttest iR (FBY) %779, NS:notsignificant
it : 585 5 cp-690.550 [ 135046, Tavic 2)

4) XIRCIA ETNICETL2EDBE " ENFET YT BREEES CP-690550_-
._150736)

YV ACIAET VIR D N7 7 v F =T 0RO, BixnkE50k 37206, BID#&A
BhH, QD BROBGBIORBERN G TICELDE TFTREICEIVFM L, R (HEEES
cp-600550 151443 cmmLEEREs LB BB RoRER 2R L L,
JAR (2% 5 invitro TONB I OHEGMT o R A o M EEESIT -, BEER 72X B4
THRERRICIBNTHE LN EFRETOMBETEDRIEL Y, b7 7 o F =7 P E S
9% (ECaves, 44 nmol/L) (21 JAK1/3 PFHEE (IL-15 STATS U 184k ICso 42 nmol/L) NEETH S
23, JAK2 (GM-CSF STAT5 U > 21l ICso 4379 nmol/L) (FEE TRV LR Ehiz (47), &
&2, BID (Cave 90~115 nmol/L) 3 X TQD (Cave 128~272 nmol/L) DO#FHE Ay = —/LT
5 Lz & &0 24 Bifli] AUC, B3 L T Cave 1 (Cmax F6 £ TF Cmin Tid7Zewy) 23FEEARAERTO
B RO L (E5), S6I2, BROKLGTOERYERET a7 7 4 b, JAKISZ ¥ 7
TAREEDFHG IR F XM BT if;b\ﬁf‘*bﬁbi%ﬂﬁéhk (B4 8) 2%, BID £7212 QD oG A7
2= DELLERANSNII D LT, #HA %é%ﬂ“uL@ﬁF‘ﬁ (#1 9~13 Hff#],/ H) EDsy LA
FOREEMRTAMLERH L Z RSN (F835), WZBWT, B U U~ T ORERIT XS
T HHEMMEOFNN S, # AUChy & Eﬁ}{fcﬁ*ﬁgg%ﬂ?j—i k, F2 b7 TF T REGM AR
TIZiE, B b JAK1/3 ICs, (IL-21 STAT3 YV > Bk 25 nmol/L) % k[0] 2 B A3 RRfpE - 2 AT
72<, 7 JAK2 #[A% (GM-CSF STATS U > FE&{t 1377 nmol/L) ﬁ“éz%i%) RN E MBI B E
720, ZOZ LITFFRIKREBE T VB TORREFE L TS, RERIZ, JAKLABICs LA ED

PFIZER CONFIDENTIAL
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YR A R T RN DWW OIRRRURBIRI £ 7L & Tl L 72 ACR20 EDs, DGR &1, #h
S E TR L (EEE S CP-690550-150736) .

7 FI7UFTEBRBERERVITRTERELIZEED
CARIA~ADEEELMEH T 7 FZTJiRE (Cave)
10

Plasma Conc {uM)
[=3
.
.
>
»

0.01 .
.
0.001 T T Y
N % ]
mg/kgliday

<A CIAET VBT RN 7 v F =7 2 BEER 7T CRTHEE Lz L &omiEd -
Ty T T WE b~y AL (mWB) ¢ JAKI/3 ICs (42512 nmol/L) - mWB JAK2
ICsof (43794655 nmol/L) 0 He#i(mean=SEM),

it - s 5 cp-690550 [ 150736, Figure2)

®5 FIPUOF=ZTH#CIARDRIZEERERVT (KETF), BIDHABHLY
QD (#0O) w5 LI-LEDEYERE/NT A —4—

Dosing mCIA Efficacy Parameters
Paradigm
24h AUCS0 EDS0 Dose Cmax/Cmin Cave Daily Time
{ug*h/ml.} {mgksg) {nh} (nM) =JAK1/3 IC50
{95% CI) {hr)
SC Pump 44 (12-76)
BID PO 0.675 6.0 326/7 90 (19-160) 12
BID PG 0.854 12.8 394/10 115 (77-151) 13
Repeat
QD PO 0.994 33.3 1140/0.03 128 (0-295) 8.5
QD PO 2.03 40.3 2140/0.2 272 (0-583) 11
Repeat

(it - s 2 5 cp-690550 [ 150736, Tavle 1
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B8 rIJ7LUF=TJ#CIATHRIZQD (NO) HELI-L=2DEEE
tmiEdh 77 F=TJEE (Cave)

10'y Jak2 mWB IC50
s 100'!
3 10'1: Jak1/3 mWB IC50
e 102'!
§ 10°)
© : — 100 QD
g 107y - 30QD
§ 10% --- 10QD
n__ -8: hES e phne 3QD
104 © == 1QD
10‘7‘ x ¥ ) ) 1 1]
0 4 8 12 16 20 24

Time hour
T Y ACIAETF MIBNT N7 7 v F =7 % %085 Lz E0fsEF L7y o=
REE &= 7 A2 (mWB) TP JAKL/3 ICs (42412 nmol/L) & mWB JAK2 ICs (4379+655
nmol/L) @ Hii(mean:SEM),
it - s 5 cp-690550 [l 150736, Figure o)

5) vk AIAETILICETAFHMELIUVUEBENBRSAR (BREEES
cp-690,550 100214, cr-s90 550 [ 102743)

AlA T v b ERWEAERGHRERE 25 L, BERBERNIC N7 7 v F =7 2R 5 LIGE
DR R L (s Ess p-690550 [ IN100214). S ES DR 11~21 B
0.06~60 mg/kg BID F 721X 0.06~185mgkg QD THr 7 7 v F =7 2R AOKLE L= L2 A, K510
H 14 D% B BEAFE S A R TR L (52 6), #0 EDsp 1& 0.06 mghkg BID Fiids LY
0.66 mg/kg QD ThH o7z, £z, £D L & D AUCoo4 1FL LI 0.162 pg-h/mL AFiiiFs & T 0.395 pg-
W/mL Toh o7z, 6.17mgkg QD EHIZ LV, RHEARIIIR & Bl LT 79% b OBEZE 2K T 2R
U7z, RMimarFE-E (PBNC) 1385 10 A&ICH BRI L, EDs, (AL g L
“C PBNC 7% 50%i/09 % F &) 1% 1.7 mg/kg BID 5 LT 16.7 mg/kg QD THh - 7=, 7=, fEs IL-6
BILOIL-17 25Nl fo2-v 7 e r7a7 Y (BHEMGER) biE 7~10 HERICHRK
FHHZALT (617 mg/kg QD LLEDOHET 50%E B2 A8 F) Lz (F:6). LavL, HREEHR
HROFEEZRICHHTL2HED 7 7 v F =7 %2 FHE5 L TH, PBNC [ZEALETY CRH 5
NEVAVLIFICIE T Lo, £, N7y v F=Td G2k, #5RA7 Y a—n 2
R < i = L AT v — U1 H BREFRIC ER L= (EDso : 0.97 mg/kg BID ; 1.40 mg/kg QD).

AIA BIEIRET V% AW THIO HELOSHERER A i L, BFIRBERIC N T 7 v F =7 %
sirrsomirhiLr @eess cr-e0ss0 s, wrnsnors 1~
21 BIZ M7 7 v F=7% 0.02~18.5 mg/kg BID F721% 0.06~18.5mg/kg QD % L < {ZfEH (QOD)
TREKRELEZEZA, &G 7 ARICEBEEATS &K FEICED Lz (J2 7). EDs i3
0.15mg/kg BID 3 X TF 63 mg/kg QD TH Y, ZD L& XD AUCopu ZFNZE4 127 pg-h/mL 5 LY
1.95 uyg-h/mL ToH->7-. QOD 5T EDsy 1t 7.1 mghkg TH Y, QD 5 LIFIFFREDMEE R L
oo N7 7vF=T7 @ BID £721E QD &5 LV, 5 7 B PBNC SHEKGFIICHED L

(EDsy : 2.0 mg/kg BID; 11.1 mg/kg QD; >30 mg/kg QOD), E7-WTNDOEEG A7 ¥ =2 — BT
Hih 7 HRIZIFE 2 L A7 2 — v ERHEKRGFIIC ER Lz (EDs : 0.74 mg/hkg BID;

PFIZER CONFIDENTIAL
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0.89 mg/kg QD; 16.60 mg/kg QOD) (4 8), AIA 7 v NMIBITDH F 77 v F =752 X% PBNC
BB LOME =2 U AT a— Al BRI, BLEEIY O L~V AR I WELFTTh o 7,

£6 SvMAAETILORERE mMiEdhYA Fh4a4, REMIFPERE, mMEaLXT0—
WZHT B 727 oF=TDER

HE TR PR IL-6 IL-17 a2-Macrogloblin
(mg/kg) | (%Control) (%Control) (%Control) (%Control)
1 H2E#ES 0.06 46
0.62 23
6.17 4
18.51 -1
18
3 7
10 -3
30 2
60 2
1 81 E#E 0.06 90 99 106 103
0.62 38 64 126 71
1.85 141 95 88 62
6.17 21 22 29 11
18.51 14 32 38 12
72 PBNC mifF=a L AFa—1L
(mg/kg) (%Control) ED5i+SEM (%Control) ED;s+SEM
(mg/ke) (mg/ke)
1 H2E#ES 0.06 -5
0.62 24
17 o 0.9742.21
18.51 133
61
3 37
10 22 1.72+0.33
30 2
60 -1
1 H1E#ES 0.06 96 2
0.62 105 43
1.85 88 16.745.1 43 1.40+0.58
6.17 63 89
18.51 52 80

TP ILE % OB 11~21 HIZ 0.06~60 mg/kg BID F7-21£0.06~18.5mgkg QD Ch 7 7 v F =7 %
BOEE L, BAREAE, REMEPEE (PBNC), miEH 16, I-17, miEHa2-~27 s n
TV UBIOMED L AT e — LR HIE L,

(it - s 5 cp-690,550 [ 00214, Tabie 1, 4.5, 6)
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£7 SYMAAETILORERBICHT AN I77F=TDER

B & JEBIEAAL EDs+SEM
(mg/kg) (%Control) (mg/kg)
1 H2EHRE 0.02 56
0.06 60
0.62 48
L85 3 0.15+0.08
6.17 27
18.51 13
18 1[ERS 0.06 111
0.62 87
1.85 68 6.3+1.8
6.17 48
18.51 35
@B 5 0.06 102
(11ERa) 0.18 80
0.62 65
L85 = 11.0£10.5
6.17 42
18.51 59
@B 5 0.06 71
21ER8) 0.18 79
0.62 62
L85 2 31412
6.17 41
18.51 33

FIEILE T OFER 14~21 HIC 7 7 ¥ F =7 % 0.02~18.5 mg/kg BID £721% 0.06~18.5mgkg QD & L < {XfEH (QOD) T

BO&kS L, BREREAEERE L,

&8 Ty kAAETILORBMIFPRIRE S L VM EE

(it - s cp-690,550 [ 02743, mavte 1, 2

ALRTA—ILIZHTE 7 F=T0ER

5% PBNC miE= L 25—
(mg/kg) (%Control) EDs¢=SEM (%Control) ED5+SEM
(mg/ke) (mg/ko)

1 H2E#E 0.02 133 9
0.06 114 10
0.62 85 41

L35 ” 2.040.7 - 0.74+0.19
6.17 11 84
18.51 2 84
18 1[E#ES 0.06 98 24
0.62 106 48

1.85 83 11.1£2.0 58 0.89+0.33
6.17 69 60
18.51 35 88
@ HES 0.06 110 3
0.18 96 32
0.62 96 -7

L85 o >30 T 16.60+3.13
6.17 109 15
18.51 96 55

FIEILE T OFRER 14~21 HIZ 7 7 »F =7 % 0.02~18.5 mg/kg BID, 0.06~18.5mg/kg QD & L< {IfFH (QOD) TREA#
51, PBNC BLOUMLHfE= L A5 o — A &HE L,
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6) v hkAAETILCETAREBEAMFHRE, AEABCEFYRESSVESERTFICET
258 (HegEs cr600550 141740 . cr-690,550 N 160531 .
cp-690,550 [ 12613

F7 7 v F =T ICBET 2 EHEZ DT LV TCELICHLNITA2ZE2AMELT, AIA 5
v N OFIZULES ORER 16~22 A2, 77T =7 (62mgkg QD) % 7 HREREO&KSG L,
BR20 B8 00 23 BICREBARZIE L (WEEET CP-690,550-141740)0 Fi, AR
16 3 LT 20 HOFEE 4 FEftR, 3R 22 H oS 28 FEfE (R 23 H) BLOER 16 H O

24 BEfIE GRER 17 B) OBBUEEHLE TR LTI 2 REWY A M4 B LT
mRNA BZHE L, FORE, IL-6 3L IL-17 Ot 16 B R540H) ofs
4 BRBRICHBICIR T LD, #5244 Kl GRBR 17 HO R T 7)) TIHMETFAA LN DD
HEATRO N otz (49), £, RBR20BL023 H R54BE07 B) (Tl
TEOFE Mg R b (4 10), HBR23 B (%57 B D IL-6, IL-17 8L Vo2-v7 2
27 o OMEPIREE, WL I L CTERICIRT L,

JEBGRERR I, IL-6 JREESIRGAIH 4 R RIS IR & B U T EIIRT LR, &5
24 e RBR 17 HO b T 7) TIHKTARD N2 H OOFBEATRD Sien-o7= (4 11),
B 23 H (&5 7 BH#R) (2, RIEFHFHMEY A S A @ IL-6, MCP-1, RANKL (receptor activator
of nuclear factor kappa-B ligand), Gro/KC 35 & U MIP-1o0D /2 iR AR i FE 23 P et R & bhiie U CAH
BT L7, AIA 7y P TIRTF L7 L7 F 238 LTV VEGF (vascular endothelial growth factor) 13
N7 7 v F=TEREICE>THEE LR,

MDA V2= TAIA Ty MZ N7 7 F =7 (62mgkg QD) % 7 BRI OG5, W
HHBFZIRERBRLICAEMEBILEZTNREL2ZH L - B (REER 5
CP-690,550-160531) TiE, MBA23 B (RE57 HR) ©F v MEMEIORIES L OME#

H N S FINCAH B L, ED-1 (CD68) BEEMAEIS L O CD3 BEfifia A &z
Wb L (12), F77orF=70F, MBRICHWCEAETIE NV XA X OB ICE
BL7phoT,

EHIE, FEEODAY V2= TAIA Ty MZ M7 7> F =7 (62mgkg QD) % 7 AR O#
HRICEGEIE T2 RB LA (REEES CP-690,550-/112613) TiE, IL-6 mRNA 3
L O STAT1 [RE BB TRIE, b7 7 v F =7 #5506 4 BB ISR FIIICERERIRT AR LE
23, 24 BEf#% (2 [BIH OG0 ICITBEEFERBIA DN ehole, N7y v F =T REFEO Y
77y —Y, B AN, T Ml X OE M BEET 28 E RIS 7 RICHRICR R L,
NK HIfRSEB s 71, B5BRE 4 RO 238 I S, & OPHNEERER T RE
F TR L T,
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9 Sy hkAAETFIIZEBHFAMEHILE, IL17BEUVAMIZHT A 727 oF=TDER

IL-6 x

120 4

100
E 80 -
g 5 1
ERR

pe/mL plasma

&000 4
000 4
G000 4

s000

3000
2000

pzml plasma

1000 4

AIA T v b ORFEILE R ORER

WPk, PUBR 22 AR5 28 it (REk 23 H) B L URER 16 H oL 24 eflie GRUBR 17 1)

4000 A

CP-
90,550

Vehicle CP-

690,550

CP-
690,550

Wehicle P

890,550
day 17

Treatment

* IL-17

CR

CP- Vehicle Vehicle CP- Vehicle CP-
680,550 690,550 650,550 690,550
day 17 day 20 day 23
Treatment
*
e2-Macroglobulin e

Horraal Yehicle Yehicle

day 17

Treament

16~22 BIZ h 7 7 F=7 (62mgkgQD) % 7 BRI O#EE L, 35 16 8L 20 AL 4

FAAVEBLIOAMEEZHIE Lz, *p<0.05  (t-test, IHARE & D)

(H# 5 EER S CP-690,550

141740, Figure 2)
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10 S FAIAETLICETSRBEBRICHT S 77 0F =T DHEH
3.0

4.5

4.0

il w N v
—— Vehicle
i CP-690,5 50

*

Paw Volume (mL)
fad
o

o
. ke
s

i

it 8
e -
e e
2.0 T F,,,.um——""
i
.
e

1.5

1-U T T I 1 I ] I 1
15 16 17 18 19 20 21 22 23
Days postinmunization

AIA v b ORPHIMBEHORER 16~22 BIZ N7 7 F =7 % 7 BRROHEE L, #ER 20 L0 23 HIC R A M
L7, 7% i3 meantSEM T/ F, *p<0.002 it : 5% 5 cp-690.550 [ 141700, Figwe D
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11 5v FAIAETIVICE T R B IEABP REEY A FAAVITHT ST 70F 200

1EM

100 - 195 )
5 9
E] E
a &
[ *
&
i 40 -+
s
I
Mormal ¥ ehicle CP- Vehide CP- W ehicle CP- W ehicle CP-
620,350 690,350 690,350 480,350
day 16 day 17 day 20 day 23
Treatment
240 - GroKC
200
_g E
2 160 4
- 4
£ 1w
el o
£
S
- E
A0 -
0 -
W ebdele CP- CF- CP- CF-
&90,530 690,550 690,550 690,550
diy 17
Treatment
29 - L.-17
g
g ]
A 134
”i |
80 3 A
E
[
I 4
0 -
F ehicle CF- W ehicle CP- W ehicle CP-
620,550 690,550 630,550
day 1T
Treatment
- *
10 MCP-1 —
1
25 4

20 4

pgimg paw proiein
I

Horma

W ehicle

CP-
690,550

V ehucle Wehicle

day 16 day 17

Treatment

(it - s 2 5 cp-690,550 [ 41720, Fewes)
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=1

pg/mg paw proiein peimg paw prolein pefmg paw protein

pgimg paw protein

AIA 7 v N OGIENERL OFER 16~22 AIC N7 7 v F =7 (62mgkg QD) % 7 RO #S L,
et A2 AoHE 28 % GUER 23 B) BLUWER 16 HO%E 24 % GER 17 B)

20 5

40 -

30 4

04

200

Sy hAAETFILICETAEREEEHAEESD

REEY A PHAHTE T FZ

TOER #E)

MIP-1o

CP-
690,550

¥ ehicle

W ehicle CF-

620,530

¥ ehicle

Vehicle

ce.
690,530

day 17

day 17

day {7

CP-
690,550

Vehicle CP-

694,550

CF-
690,550

Treatment

VEGF

CF-
650,530

Vehicle

CPp-
690,550

Cp-
650,550

Treatment

Leptin

CP.
690,550

W ehicle

cp.
650,550

Vehicle

cp.
690,550

Treatment

RANKL

Norral

Vekicle CP- Wehicle CP- Vehide CP- Vehicle CP-
690,550 650,550 630,550 680550
day 16 day 17 day 20 day 23
Treatment

B 16 BLON20 H o5 4
OER RS T ICBIT 5%

FEMES A A L RAEBIE Lin, #p<0.05  (ttest, xfFEEEL orsd) (it s S cp-690.550 [ 41750, Feres
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K12 Sv FAAETIVICBITARERATICRATE 77 OF=T0OER

(a) RIEDIHERARFR FHIA 2T (b) BWINOFFERARRR T A 27
B -
e — 8 ghiichs i
- —e—CP-B30,550
el P DT
4 4
=
g 3
Z 2
[=]
2 - &
14 1 e ehice *p<0.002 vs vehicle
*p<0.05 vs vehicle ns —s—CPEANSH *
—m— Normal
D e S brf 1 " . . ;
0 50 100 180 200 s a0 100 150 200
Hours Post Dosing Onset Heurs Post Dosing Onset
(c) ED-1(CD68)F5MERA D THC A =27 (d) CD3 F5iEfAa IHC A =27
4 -
4 <
3.5 1
3.6 4
3 o
3 n
2.5 4
@ —e—Vahicle 2.5 4
VR @
o —6—CREI0SE0 5 o
73] =]
154 —m— Norrral ]
1.5 —a—Yehicle
14 1] —e—cesass0
* —m— Mormat
0.5 1 . 0.5 4
*p<0.009 vs vehicle *p=0.002 vs vehicle
0 - T T T : 0-m—m- . i = .
{ al 100 150 200 n 50 100 150 200
Hours Post Dosing OUnset Hours Post Dosing Onset

AIA 7 v N ORENERORER 16~2 AIC 77 v F =7 (62mgkg QD) % 7 BRIEOEE L, A8 16 550020 B O
5405t R 22 AOBE 28 % GRBR 23 B) BLURER 16 oG 24 % G 17 B) Ok AV ORE
HBRFORE R L OB HBRFIRE 21T 7o, MEMIBEESED LNEEO p EHEMFIAT, (ANOVA, <t & o
Ho) . 74 1% meantSEM T THC : fapiigkipioma (o - w5 8% S op-690.550 [l 160531, Figure 1~4)

(B) YYRIZEITZEBERGHEICET KB FREZ [Immunology Discovery Biology Report]
Effect of CP-690,550 in Murine Delayed-Type Hypersensitivity Model)

JEAE T MNP RIET T AT BIT D N7 7 VT =T O invive IR ERE LT,
FAERRRG 2 HANS, b7 7 o F =T ERIEREAEH T 5REE I = 7% C57BL/6 < U AT
AL, M7 7o F =T ERRREA GRS LD, v U R e Y UIRIMER & FIRN G- LR
EL, =035 ARBICFEPURZ EEICHERN Uiz, B0 24 BRI IO EIR A L7, >
7 VT = IR RO R IEIE A H &R AARIZHE] L 72 (Cave = 6 ng/mL Kiii~101 ng/mL)
EAED 15mg/ke/H TIEMEBINRRE 20, EIRITEESR IR & bl LT 86.2%MHl 7
(14 13). EDsolE 2 mg/kg/H & FH &, EDs, TOILTE Cave 139 12 ng/mL Th 7=, A<w17 A
FFATHE, PURBEBLOHEEEOHMIC N7 7 v F =7 2R G572 2 L2 L 0 BER
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WEEASHIH S,

E13 YHORBEIEBHEETINCHTEEI7F=TDER

100
L
L &
80 » .
e 3
. .
% 60 - . .
E a8
m
T
Z 40-
"
= . M
" »
20 .
[ ]
. H
EDs0= 2 mopko'd
0+ "
o1 1 10 100

DOSE {mg/kg, infusion)

2 A Y VR MERE TR S L CRIE L, 20 5 BRICHEHUR 2 2RI RS L C 24 K]t 12 R BEONERR 2 380 L 72,
P77 FETREBEI =R TR GTEE2 BATL O s L7z, &7 =28 A 2 MI1FDTF =% 277,
(HH#4 : [Immunology Discovery Biology Report] Effect of CP-690,550 in Murine Delayed-Type Hypersensitivity Model)

@) h=HAFNLIZBTAmb) VB Tty BT % in vivo 5B (FREZE [Immunology
Discovery Biology Report] In Vivo Activity of CP-690,550: Effects on Circulating Cynomolgus
Monkey Lymphocyte Subsets)

T=7 AP 2008 (WERES 1008) (b7 7 v F =7 2RAKE L, mfY o ERENE T
DInEinEmE Lz, =2 T A O NK Ml ESINT, B, 77 vF=7 10, 50 £
721X 200 mg/ke/H (3.3, 16.7 £721%66.7 mg/kg % 7 ReffMRE T 3 B 5) OEGHIE 5 IEOH)
MAERIDAAT =, ME&REG% 4, 22, 168 (7 H) BLU336 (14 H) KFHIC FACS Mt &2 90 L
7. E£77, PK RN H O MK 2 FE54 0.5, 1, 2.75, 4, 13.5 B L ON22 BEfEICEERL 7=,

K7 7 o F =7 ORI HERFOICHIN L, 85 6 BANZERE L 7=k o fifa sk
i, 8513 HaloMlaf L g L Cid Lt A EE Lehole, N7 7 v F =7 3B EOF)E
PG 4 BB, AR GSICEHR R 2RV T, RAMERDS, HFPEREA O — Bl
REEMNZ R LT, ZOX DB TA P L ARE] E—HLTWDHZ b, mmlilika&S
OBEIZEE LB LN, N7 7 v F =7 EGHTR, &5 2 % E T CD16 Bk
BLOCD3 f2tt (NK) HifgoH BRI A N2>, MO T Y o BB IOB U /3
OV T v MIEIETRD Hiiemoiz,

PFIZER CONFIDENTIAL



F27oF=7 RA 262 FEEAROBMEX Page 30

2623 BIRHEERR

(1) vy b AA ETINICETIBERER I O 7—C0REBEICEATSIHEEB (BREEES
cp-690,550 [ 155854

BARABRICEB VT RA BEIC N7 7 v F =7 28575 L HEERGFN M2 L A7 a—/LE
O EFABZHEN, Ty FAIAETZEBWTCHIMa L AT a— A ED EARAELNRTZZ b,
JREFREICXT 5 h7 7 v F =T OERABFOREEZ BN E LT, AIA T v FORELEROR
BR16~23 HIC b7 7 ¥ F =7 (3mgkg F721% 10mg/kg BID) F/-i3mt4s 8 HRER ORE L,
AER 17, 206K 023 H (51, 48XV 7 HE) @1 EEORE 4 KM% (Cmax £T) TH
v a7y —UERIRILT, FORE, BEEARG Lz AIA 7y MO~ a7 7—0F,
BILE T > b L HRTEREG 4~T7 BRICHBICRWEEEZ R Lz, 77, BB LT,
F7 7o F =7 (10mghkg) H5ICLY, BE54BL07 HEROEBIEEENMET Lz (4 14),
3mgkg HHHETYH, 5 7 BRIIFEEDK FARO LN, AR Tidiemot, Hi
L7cEle~ 7 a7y —VIEEAR L7eGa s, BERGH CITBLEB L N7 7 v F =7
BHE LA TIREOR Y ALENRENLE (K 14), 727 7—VNOI AT 2—/LT A
TNEIL N7 7 o F =T BRI HEERFEIER T L (415, B85 7a 77 A4 U 7nb,
N7 7o T =T REICEYEEY T VORI IARZREB LM S ENE T o AR—H
—BREICEAAET A ERH N E o, INLITHEEREITIE R T,
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14 Sy FAAETILOEEY IO 77— TOREORYAHES L UERIEEE

FEEY AR (5 4 B1) FEED AR (5 7 B)
150000+ 150000+
Vo
E: La . 2
£ 1000001 % £ 100000 A v, ?
o # o
= = = E vy | B N % % %=
* & P LA
& B ) ¥
2 500004 % 2 50000 % &
] ". fn}
w
u L] ¥ L] L [: L] ] ¥ L]
4= o ool b A% ol hod )
Ky 3 3 g W B H &
S 2 & ¥ 6T S
6 IR & (54 BH#R) s FEENRE & (k57 BH#%)
£ ”
: . 2
» & Y % 34
(i . = L
: + = |; s T
= ‘e -+ | & . = =
p a s | = 4 v
2 29 -} o ¥ E % & oy
ki £ 14
& ot A g
u T T T U L) ¥ ] L]
S 3t it e A% ] ) )
oy X 8 & o & & &
* o8 o ﬁlé& F o 5 &

AIA 7 v N OREIER OFRER 16~23 BIC N 77 v F =7 (G mgke £720% 10 mg/kg BID) F 7203058 % 8 AN #E
L, #B17, 20 B8&023 8 (%51, 46507 HR) @ 1EIBEOHRS 4K#E (Cmax (HI) TR~/ 07y —U%
B UEEORVIAL BB L UOERIEEELTM L7z, 7 —# X meantSEM TR L, &7 —F KA U M 1 FOTF—¥
BT, (it s 2 P60, 550 [ 155854, Figure 1
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15 Sy FAAETILDEE< O 77— TOALATFO—ILIRTFILE

Percent Cholesteral Ester - Rat A4 Day 4 PM's

Percert Cholesterol Ester - Rat AlADay 7 Pit's

804 604
) % & Ty
o 604 &, B i A :
- s ¥ & %
5 *efoe =g . 7 401 . o, ¥t M
i & Fyw n 4 ¥
¥ 404 ﬁf? ¥ b N
5 ‘g' ® v 5 ¢
&
I A @ & 204 &
2 20 A : "~ *
& _E_ Hph E —E—. LY
0 v v 0
o e .&Q 3 o & v o
*F ) i3 & & g o 2
mfa{a 5;9 < r@& a® +
Group Group

AIA T v F OGUYEIE R OMER 16~23 HIC h 7 7 > F =7 3mgkg £7213 10 mg/kg BID) £ 721385044 8 ARIROERE
L, #RB17, 20BL023H (%51, 48507 HE) ©1EEOEE 48H% (Cmax {135 CHEE~s/ 07 7 —U%
BRLTaVATe— VAT VEZFMN Lz, 77— 23854 8L 07T BHEDOT > N AIAETF VO /a7 7 —Y

(PM) oo R I VAT o —/MEILXITH 2V AT 0 — /LT AT VEERT, 7 —4F X meantSEM TrRd,
(it s 2 P60, 550 [ 155854, Figure 2)

2 Sy bk AIA EFLICEBHFSALATO-ILEARSLUVHZCHAT 288 (REE2ES

cp-690,550_[JJL 120750

JEEEOEALAE & HITHFTT 570DIZ, AIA 7 v FORELEZOMER 7~18 HIC b7 7 ¥ F
=7 (Qmgkg £7-1X 10mg/kg BID) % 11 B A£G Lz, [PC] 2 L AT 72— LOFHIRNFE
i 5B LU PKIIEDEOIT, Ty Mo == b—3 3 &R L. 38R 14 BHiT, 9 v M[PC]
T L AT R EREERES L T2 L AT e — A WmESHIELE., 2 L AT a— L ARRIconT

LM 5 7ol EARERER 14 HICHEBEIEENA—F 2885 L, 0%, SEKICERINZ -,
ZFOREER, AIA 7y MBI 2ok alr 25— (TC) BLXUWa L A5 o —/Lx A5 )L
(CE) BLUO=m L AT a— LT AT WALRITIE T »~ ML LABICIET L (K 16), 72,
AIA 7 v F DI $@}mu,mwlkiojxﬁ%(m>%ﬁ@%?yﬁmwbﬁ%KﬁTb
e, N hravy (2L ATa— LI AT MUICADREER KT RMED) TRk
AL (16 BXO17), ShEE &@ﬁ%14a<&575&> iE, b7 rvTF=TRE
HCTIIEEA®RS L AIA 7y PEEL T, izl A7 o — Al (K#84iL HDLe) BXL O
apoAl PHEKRGFICEFR L=, 773 F =7 2mgkg BLT 10mg/kg BID) #5250, M
B CE X221 26% X N 37%E L, T4 %V —EjEtE (HDL #REEo~—1—) %
ERLE, &6, P77 F=7 Qmgkg BELTW10mgkg) 2LV, invivo TOR L AT 12—
N AT LRI, AERTFOICFNEN 19%B8 L0 28% EF L, BOET » b ERIRED L
Neipot, AT LB X OMEAERE LToa L AT a— L OFEHiE AIA 7~ FTIEEYL
WSS, N7 7 T =TI L, UL, N7 7 T =TSR S =
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Y= R A D3 L AT o= VHEHITIIREE L e o T,

PEDZ &ind, alb A7 a— Vs BlEE S TWD AIA Ty ML, 77 v F=7
FT AT IR L OEP~OPFH AN Ta Ll ATa—AOr VT 7 A%
H, AL AT RS AN S YL Z AR ENT,
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16 AIAREETILELIUV RN I 7 oF2IBREICLPEE

+28 +34
(@) WL AFI—L (b) ZLAFI—/L +37 +43
+19 N " T AT IV +26
- 80~
100 * .
70+ :
= 80= —
3 3 607
™

E 60+ £ 504
2 Y 40
© 40 & 20
£ £ 30
© hid
E 20. 0. 20"

—
L=
A

[=]
[l

Yehicle CP2Zmpk CF10mpk HNaive Vehicle CP2mpk CP 10mpk Maive

(c) 2L AFa—/L

+28 +28
TAT AL (d) ApoAl
+19
< 1.4 * #*
s 124 _ 9000« *
e & 8000-
‘gg"-ﬂ' S 7000-
@ 5,0.84 g 6000+
= £ 50004
> 20,64 =
+ E 2 4000+
€ 04 < 3000
(=] ——
2 021 = 20001
< 2 1000+
= ool _ o
Vehicle  CP2mpk CP10mpk  Naive Vehicle CP2mpk CP10mpk Naive
(e) NT hrmEY () ARTAX S
900« . 0.05+ % *
8001 3
E 700 :’;0,04_
2 600+ £
c & 0034
= 500 <
a <
S 2 002
£ 3004 go
o
T 201 g 0.014
[
0.

0.00«

Vehicle CP2mpk CP10mpk Naive Yehicle CP2mpk CP10mpk Naive

AIA 7 v M OGEBEZRORBE T~18 HIC N7 7 v F =7 (2mgke £72/% 10 mgkg BID) 4% 11 AR OEES LR 14 BIZ,
[PC] 2 L AT o —A 2 #RNFEHR G LT o L AT o— L ilfilid 2 0E Uiz, *p<0.05 (Dunnet’s test Xt RREE & DHED), 77—
2 1% mean+SEM ot L7z, (it - s s cp690,550 [ 120754, Figure 3, 4.7, 16, 19, 20)
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K17 AIAREETILE LUV I 7OF 2 IREICED HDL KiFEEADEE

total HDL particles Large HDL particles Conc

20+ ury 14+
: E 12+
© 154 e, g ®
2 -2 B
Py & * g 2 o
2 104 TEFEE o T %
£ os" o E 6| %o o
© ® o 86
& 5 p>0.05  p>0.05 p>0.05 O 4 p>0.05  p<0.05  p>0.05
a
T % 2

0 3 0

Vehicle 2mpk 10mpk  Naive Vehicle 2mpk 10mpk Nave
B RIS T % p (%7 L7 (Dunnet'stest) (it : 3453553 €P-690,550 [ 120754, Figure 17)

() ERMmMABRFMIRADEE (EEEES NP-02-005)

T AuRxFr (EPO) G444 FICBT 2 M RRNERKICZIET N7 7 o F =T OpE

EMBTAHEDIC, =AY N7 7 F =7 Smglkg TR EEEA 1 H 20, 16 AMED
BhH L, 77y F=T7% 2 HE#E 5%, EPO (100 Ukg) A HEIR TG Uiz, MRFFAIME
(MERARMER S, ARMEkEE, ~Tr/ o BE) 1%, EPO®E 35 B X T 72,

N7 7o F =7 %2 AMESE% (EPO #45A1) OMRRMERENE, #E5RMEICL L 33% L
oD, RERGRECIRIEERSE (110%) Tho7- (4 18), EPO #EIEMEOHERAR M EREHE NI,
R 7o F =70 L (BPOS 3 A% F7 7 U F = 7GR 125 + 13%I24 L
TYREER GHE 236 +41% ; EPO #65-5 A% © b7 7 U F =7 W GHE 192 + 24%IZ %} U TR 53¢
254 £33%)., N7 7 UF=TEREHIIENT, MRARMEKEOE L (EPO £ 5-ATOE &t
B LC 510%) S5 TH 1 REDNICED S s, REBKE T £ ClzilliE L, EPO 45
TR GEEDO~E 7 1 B U RERS LORMERBIC A RS Rpoleid, NI 7o TF =71
BEFETIEIINODAT A=2TED L, ZOBDIT N7 7 v F 2T REE THRRR 2 BE TR
STz, N7 7T =T REICE DI OMEFENEE, T OEREFEE (Cmax =382+ 314 ng/mL ;
AUC4 =2980 + 558 ngsh/mL) T JAK2 295 > 7 F AR EAFITERT 5 AN H 5,
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K18 TYRARIFUBRENBZHRT HBEIRMAMBIKFMERE, FMEBRBEELUANEITOE VE
BT B ET77OF2T0OER (h=04HF)L)

(b) EPO #%5-H (Day 0) (x4 AR
(a) HMERAR M BREL MEREDOEE (%)

00
120
— g~ YEHICLE-TX
% @ Wehide nsB s0p 4 | —C— CP-BEOSED 10 maikaid TX
B g0 o | O~ CP-E90550 10 mokad ref -
-
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= \l/ erdls -
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= \y o 300 - CP-dosing
w erids
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it u.
= Q
S » F 10 ‘""’”’JE\N\‘&E—;
E X =
L] T Y Y T T o T T Y T Y T ¥
e L 10 20 30 4u ] 5 10 15 20 25 3 35 40
TIME RELATIVE TO EPO INJECTION (days) TIVE POST-EFO INJECTION (days)
N > SRR :::!
(c) RIMEREL (d) ~E7mEiRE
14
Al
—— Yehicle red
e CP-BAOG50 10 gy ns=
5 CP-dosing
F o5 , - 13 A ends
T CP-dosing 5
|1 ends k=] \y
g ' z
. m
O 60 5 12 m
3 B
o Q 4
b /?\ = P-dosing
o w begins
i X I
s 55 - CP-tosing 1 1
o hegios
—@— W ehicle n=6
e GP-B30580 10 mafkeid n=8
&0 T T T T T 10 T T T T T
-10 [ 10 20 n 40 -1 a 10 20 30 40
TIVE POST-EPO INJECTION (days) TIME POST-EPQ INJECTION {days)

=g AP N T 7 o F = Smglkg F7238H4 1 H 2E, 16 BRAROHEE L, M7 7 v F=7 2 Af#EE#%, EPO (100
Ukg) ZHEIRT#H#E L7z, EPO#E 35 H# E CMIRFAIMRE (MIRRMERE, RMEE, ~F7 o gl 217o7,
(High ; #5EEHZ S NP-02-005, Figure 4~7)

@) Z2BRIE, A FoFvxrIL, BRBIUV IS UVAR—E—~DFE FHEEES 7570532,
7571347)

Bl e v s R, BEE Ad TR, BRBEGRT
AR—=H—ZkTH N7 7 F =7 (10uM [3124 ng/mL]) DEEE invitro THRR LI-, AER
FHEE (>50%) 233D L -BE100E, KifEERIT IC [EAEE L, FORE, M7y iF=
T MT3 (ML2) ZHEEA~OREELE (>50%) 3 L OV VEGFRI, CaMK2ok L T¥ LynA ) —F
OEFRIEEREA R T Z LB LN o7, MT3 (ML2) ZAEEICxT 25 Ki 8k 5.2uM
(1624 ng/mL; RA 5 (10 mg BID) TOIEHE S Cmax 75 ng/mL =" 0#) 22 4%) T - 7=, VEGFRI,
CaMK203S & OV LynA 7 —¥ OEEFR (T 5 ICso fEHIE, 1 3.7, 128 L0023 uM (1156,

1) 2.72.334.12) RA BEIZBIT 5 RERERO PK ik (BN A3921039 388) 1280 T, Cmax=122.96 ng/mL
WIS SRS (fu) 061 Z#FR U CHEME,
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3749 B L OV 719 ng/mL) Th - 72, 25O OEERICHT HIREEOLZEWIE, RA 2% (10 mg BID)
TOIFEER Cmax 75 ng/mL LT 5 &, ZZFh 15, 0 BLT10ETH-T-,
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26.24 REMEERR

N7 7 U F =T RPRARRR, DIE RS L O R X HICHIBE B SOOI ZIET
WBETEICTHIT 2720, PR, DA RS KO RO 27 Ny 7 U —3Bk| :ﬂuz,
KA B L OEBERICOWTORBRAEM L7 (BEERE 2634), cther-a-go-go BIEB/& T

(hERG) # U 7 LF % RWAZET 5 in vitro SRBRZTRWTIE, ICH STA A R T A 3 hiT S
% (200147 A) LARNC GLP FE A CHEM L=, E£72, invivo B TIE, FAREHRE TH DR
N HCHME L7,

(1) OmEHR
1) In vitro F5&
(@) hERG ERIZK T 1A (EHREEES 110106.QHI[11GR018] ; #iEZ 2.6.3.4)

ODMLERICKIET N7 7 o F =7 OB 20T 5 72912, HEK293 MildicZEREL S
hERG 77 U U AF ¥ RV KIFTHELRUE L2 A, N7 7 F =71, 10,30 B LT 100 uM

(3124, 9372 3L TN 31240 ng/mL) DOIRFE T hERG EIIRIEZ Z 24 0.8, 3.6 3 LT 17.8%FH
ELT, FDICs 1% 100 uM (31240 ng/mL) B TH 5 L& 2 b, Z ORI RA B3 (10 mg BID)
TOHFEEHR Cmax 75 ng/mL OFI 417 5 CTH -T2,

b)) A XODBILXFUOIRHOEFHENICATSIMER (BREEES
CP690550-10/CG/001/00 ; #iE % 2.6.3.4)

0.1, 1BEL10uM (312, 312 B L3124 ng/mL) DIEET, A X T L% T HED L
BERNEMICKIET N7 7 T =T OFEEM L2, FORE, 50%3 LT 90%H 70 R EEDTEE)
BALFHGEREHE] (APDs, 3L T8 APDy), HrILBEENL (RMP), TEEVENIEIE (APA) 35 L OMR KM
IRGEE (Vmax) (Z6F L CHBEREEBE RS R oT,

© WHSy FrXBARICHT 2EHA (5% EH General Pharmacology Evaluation of
CP-690,550 ; #IE % 2.6.3.4)

KCl BLOP/ xR 7 Y CHELET v PREROHEICKT L, 0.1~100 uM (312~
31240 ng/mL) OHED N7 7 F =T HRMLTEEZ A, 1~100 uM  (312~31240 ng/mL) T
FERFRIT AR E I 2 s L7z,

d HEELEY PALEICHT SR (55 &M General Pharmacology Evaluation of
CP-690,550 ; #IE % 2.6.3.4)

HARE L TWDELEy MODEOH\EIEEICK LT, M7 7 F =713 0.1~100 pM (31.2
~31240 ng/mL) TEARX R oT,

2) Invivo B8 (FREEFHES 745-03432, 5EEF 11GR001, General Pharmacology Evaluation
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of CP-690,550 ; #i&£% 2.6.3.4)

HEME Sprague-Dawley 7 v MZ N7 7 > F =7 % 10 B LT 100 mg/kg THERR NG LG4
120 7> F CIfJF & fodk U7 OFEBERBR I B\ C, 100 mg/kg CTHHEIAREAS 37 mmHg 1K F L,
LI585 100 bpm  (beats per minute) AN L 7= (Z5E 8} General Pharmacology Evaluation of
CP-690,550), Z D.LMAE R A~DEBIIAZBARZR D b= 3BT 5 2 & TH U et % 2
bhilz, #2C, DIER~O N7 7V F =7 OREBEILICHRRTHAMT, MMk
Sprague-Dawley 7 v MI N7 7 o F =7 % 10,30 5L Q75 mg/keg/H TS5 HEBEA RO S L,
ZORER, 10me/kg UL ETHRER 1, 3 7205 H oL 0~2 Refiif I ERIFH 22 [30HE 1 £,
AR TR L ONEHME DI T (5~-17mmHg) 2D oz, £, 851 F-135 Ho®
5 0~2 B M0 DI OHEIN (130~+67 bpm) 3 L OG- HIF FICAEE T (FK
-037°C) BALNTZ, 30 BE O 75me/ke TIEBR 1 £721% 5 A OEG 8~12 R I OB D
JA (227~-39 bpm) & A BT, B OTEEWEICZE(LITE ) - 72, 10 mg/kg/H TOIEFE A Cmax
i% 2176 ng/mL TH Y, FOMEEEITRA B (10mg BID) TOIEEEM Cmax (75 ng/mL) D
FI29fETH T GREEE S LIGRO0D)

BEME T = 27 A PIIZI81T B invivo TOLLERFAGTIE, b7 7 ¥ F =7 100 I LT 300 mg/kg
ODHER 7 v A4 — =BT A o CHE L7, 300 mgkg OFE 2~3 BFMEICIE, $EHHH
BRI AT, 2 O— RO 72 DA NI 5 3 R TRk &2 0,
S FRAE 29 43% BRI A BN A 7R Uiz, ER SOV EBRICITEEN TR S/ > 72, 300 mgkg
TOIFEET Cmax 1% 2152 ng/mL TH Y, ZOREERELIT RA B (10mg BID) TOIEMEA
Cmax (75 ng/mL) DFI29{ETH 7=, (REERE 745-03432),

(2) MR (B3ZEH General Pharmacology Evaluation of CP-690,550 ; #f&£3% 2.6.3.4)

CMfRERERER IZ 35T, HEM: Sprague-Dawley 7~ MI b7 7 v F =7 % 10 3 LTV 100 mg/kg T
HERR O 5 LIS 120 2514 £ C 20 S5 EICER B L 72 8RO pH, PO, 35 X TV PCO, A #llE L7z &
Z A, 10mgkg 5 TIEI O MET AR X pH ITELIT A N2 - 7278, 100 mgkg # 5T
BRI PO, D ERMNH ST,

(3) HIRMIER (BEEHF General Pharmacology Evaluation of CP-690,550 ; #f&% 2.6.3.4)

HEME CD-1 v 7 AW b7 7 ¥ F =7 % 32~1000 mg/kg D E TR QG L, #ERICKIE
FREETME Lz, < U A% — eI LOYTENEIZE (Irwin Z81%) F XA EERRICHLL,
N7 7 o F =T RGO B A RER TR ORI LT, ZOMER, TEh~0RE
X 32mgkg FTHALNLEoT2, 100mgkg LA EOH&E GERE S Cmax : >3216 ng/mL, RA B3
(10 mg BID) TOIHAFEAM Cmax (75 ng/mL) DK 43 LI EDOBRFERLL) TiE, AKLBEHEDODH
%% < OHPRMRRITEALBBE ST, T72bbh, 100mgkg TiE, AREHORD, HE~
RENEES, %ILBEM, PAIREIEL O, HENA LNz, 320 mghkg TiE, BREEBORL, 55
~RENESY, JE7, M, REBHI, FOEslE (D), RoiRY, SEAHL, AEKIR XS
CERITEOKT, IR FE, RIS 2 b3 EISOKT, MRET, B, EiEo
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R NI N A BTz, 1000 mg/kg TiE, 320 mgkg TH SILZAT LAY L 0 HIEL LT,

(4) BT SR (3EFEH General Pharmacology Evaluation of CP-690,550 ; #IE&E X
26.34)

HEMECD-1 v AL 7 7 v F =7 %32, 10 8L 32mgkeg OAEBCHEIROKEEL, 304
BRI F L7 E T Y= (PTZ, 85 mgke) ZMEMENEE LT, PTZ #4544 30 4rfH], Wi,
IA =R A, REMRPREZEEL, BHEBRE N7 7 v F =T REFORBEORBOEL
FE L7k 2 A, PTZ THRE SN, 470X AR IOMEMMEORIEE X~
7T =T RGRE L RIERHRRE L THE R AT A LI TE,

(5) BlgR (3ZEH General Pharmacology Evaluation of CP-690,550 ; #f&£3% 2.6.3.4)

HEME Sprague-Dawley &~ MI b7 7 v F=7% 3, 10 B LN 100 mgkg @ H & THERR DG
L, BRI MIETEA M L, 3 £72013F 10 mgkg TIHRER L OVBREHEIC BB 720
S720%, 100 mgkg (FEFEST Cmax : 7336 ng/mL ; RA B35 (10 mg BID) TOIEEAET Cmax

(75 ng/mL) @ 98 5D Z24tk) Tik, U 7 LHHED 104% (p<0.05) #EINL, EHEPEME (-77%)
BLORE (-32%) MBEMEmER LT,

6) BIAEHR (5EEH General Pharmacology Evaluation of CP-690,550 ; #iE % 2.6.3.4)

MM Sprague-Dawley 7 v NI b7 7 > F =7 % 10, 30 1 LT 100 mg/kg O & CHERE O 5
%, BHE~— I —% &5 L, SNRP B L OEHIBERE~OFBLITM LI L 2 5,
30mghkg LA EOHETT v FOFHANRPELMIEE (68%F TR TF) i, IHEDHELET (i
T — 27— D3 AG DR E A 79% F TR TF) Lz 14 B0 T » MBROEAED D,
30 mg/kg TOIHAEST Cmax 1 L UIERE ST AUC) 412 N1 3511 ng/mL 3 £ TN12070 ng-h/mL
ThHVEY, ZOIREEIT RA B (10mg BID) TOIHFEAM Cmax (75 ng/mL) B & OIEES
A AUC,, (666 ng-h/mL) =2 OZF 247 B LRI 18 TH - 72,

26.25 FEAFHEVHEEERGRER
I FHR R AR RSB 2 RBRIT 5 HE L 2o T,

26.26 EBERBIUKLH

Fui =YD IJAK 77 2 U—iL, UL BRoiEMHAk, #E, AT L OREICEE AR 1
IR IO YA N A ZBAEN DY T NRERENT 5, JAKFREICLY, EEoY 1
NIA LDV T FIREPFRIRHCERT S D 2 & T, R X ORIEMRIEDEHE S5,

B U 7<= (RA) [ZBMEORE, MEd LOVEREAE L, B TR L OCEKRREGIHE

7£1) DM20J690550-001
1#2) 2.72.3.34.1Q2)RA BEIZRIT 5 EERGRO PK e (EIHN A3921039 58R) 123\ T, AUC,.,,=545.93 ng*
hml % 2 5L, FHERMERSE (fu) 061 23 U THH,
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PO BB E . RA OIFIRICIHE, JeRMER X OSEBHEORETRET R 2NEE L, ZOtfT
B L OBMALIIZ Y A N A DRGNS EE R E 2 o TN AEFR D INFoz 151 &
THEGENRFI OB I L > Th, BHERTHREIX3 00 2 ITBEFESHD | 1.6, 1L-23,
IL-17 72 5Ny A B THZRIBITHEE T2 A N4 THDH IL-7, IL-15 B L OIL-21 72 £ %
BLEORDLIA NIA U EERNC LEETBRIERETY 263 5B B IR L 72 01557
BEMEAS TR STV AEFERD -6, IL-21, IL-23 %5, LDV A b A DV 7T IREE
NTHYXAF T —E (JAK) (ZxT 2 E0 FERT, FH RA BEER20ELE2 60T
AV

N7y o F =73 JAK 7 7 LY —HEATH Y, & hF T —EFHOFDIAK 77 I U —
xR L TRVBIRMEZ BT 5, M7 7 o F =71, BERARICBWTIAK 7 7 2 U =07 _XTD
X —BIZx LT nmol/L U~V FRER A7 LTz, Milea: W=7 v &1 TIHJAK2 L0 %
JAK1I BXVJAK3 IZH LCE O IVER 2R LTz, T7bbh, F—EBETIZIAK BNET DV
7T IARER BRI D BAFIL JAKL3 3 ET % 3 7 F @RISR T 5 HE LY g, &
MuERAWZT vEATH, M77 3 F =712 JAK2 (T & 5 GM-CSF {KFRRIE OiEMALICHTT 5
PRE LD S, JAKIBIZ L 29801 N A RIFROIEM L Z L 0 R JICRE LT,

<7 A CIA BT VB RIEER DD 7 7 v F =7 %85 L, FHELE L ToFREEZR
AlicE 2 A, HEEFERORBIEER L OEEEPAEICIT L, JAK-STAT VU »E{boORHf
TIX JAKI/3 & JAKI2 OFHE & JAK2 OBMARRENRO S, i, BEERBERZRICNT 7
VF= TR L EDOIRENRICOVWTIMELEE A, Ny U F =T ORERETH M
WD JIEMEY A DA DB RH B, ARG L) RIERIEDOEREE A 27 OIKT, ARk
s X UL F O RIEVEY A NI A > DY, MR L ORIEIE O SEHILEE, F4/80 LA
B (B~ 7 7 7—) $ds KO CD3 Bk T Mo, RIEA#EE L 7-%E Tld STATL
ISEBILTHE, T2 0% 77— (NK) MlBEEERT, v /e 77—, Biild, THildil X
OB M L B 2 18 s T OMfl A A bz, N7 7 v F =7 OEYERE, 4 ))5 (PK/PD)
ETFIVDOREAENS, CIA T MBI 2FMEIEFEL LT JAKIA OEFEICLSZHDOTH- T,
JAK2 OFLFEICE AL 0TI &, T, JAKLY3 OREIC & » CTRIEE AR T &
L% OTH A JAKL/3 FAFRE ZHER T 2 MBI RN 2 LR STz,

T v N AIA BT VICEEIRBIEANC b7 7 U F =7 A dER N RE L, FOHEFHR LI L
Z A, REEEFEOWEA T 5 EDs i 0.06 mg/kg BID Aiifids & T8 0.66 mg/kg QD (AUC) 4 1T 1
ZA 0.23 pg-h/mL AKJE L O 0.38 pg-h/mL (FEFEE:0.20 ug-h/mL K36 LT 0.32 pg-h/mL)
10 mg BID % HA AN RA BEICHR G L7256 OHEE 666 ng-h/mL GEEAET) @ 03 BLT05
%) Thote, £, FETIVICEEBRERIC N7 7 0 F =7 525 LTz b 2O RIERFEORD
\Z%}9 % EDso i 0.15 mg/kg BID, 6.3 mg/kg QD, 7.1 mg/kg QOD (0.15 mg/kg BID ¥ T8 6.3 mg/kg
QD T®D AUCopu 1EZFNFH 127 B LN 1.95 ug-h/mL GEFEAT; 1.08 35X 1.66 pg-h/mL) :
10 mg BID % HA AN RA BEICHR G L2356 OHEE 666 ng-h/mL GEEAT) @ 1.6 BLT 25
f£) Thot-. v FAIA TTVICHEEIRBERIC N7 7 0T =7 %R ELEZLE, METFB L
OVE BIGRELRR TF D JIEME Y A b T A o F TR SOSE B U, B St ds L O E il
(2 LB ERIEMEl X4, ED-1 (CD68) Btk (w27 w77 —) #3 LT CD3 &M (T
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) BN HEEICHED Lz, £z, IL-6, STAT1, w7 a7 7—, B #ijd, T #k, Ak,
NK e B~ 2 a7 03 il S vz,

AIA T b~ M7 7 o F =T EEIZLD, ME apoAl, Mifz L AT n—1fE, 2L A5 o
VDT AT IALE, 2L AT a— /LT A7 LB L HDLEED~— T —ThiH T 4F Y/ F—
BIEMN AL, £, Zomffar 25a—1o L5, 2 275a— L1z 257 b 5
ZEBHLOT, BAET v FOEEBZD Z 210, Mg biMmEar S— kX2 h~OHEH
BDEEL o7, 2D X HIT, 2 L AT 2 —LEREE S LTV S AIA T~ MIRL,
F7 7 F =TT AT IR LOERT~OH N AHENSE 2 2L TalxATFa—Lns V7
TUAEWINEE, 2 VAT R LRE A NS S 2 LIRS, £z, AIA Ty hOw
/a7y —=UTE, N7y F=URGBICLVIEEEL DI VAT — L AT LVELIKT
L7z, & hOBRRBRTIE N7 7 o F =7 52850 HEERFWICLDL 8L OHDL 2 L A7 1
—RER U Q74 R ZEERIR)

SFEZFE e JAK KA A M A L OBREIZEIT 5 JAK O ICsp (ICHT 25 b7 7 & F =7 Dl
BEICHES &, ABE CIX JAKL 5 L VAR (R 7 R E I O A AET 5 =
ERTHREIND, Thbb, N7y F=7 @3-V N4 UREOZELREEFEICL->TT
372, BEOYA N A UK GBEICHEST LA MA L, TRBEOCNRA F—Txcn
v, IL-6 72 &) OB L > THMEEZ RL TWH EEZBND,

EVERBEREBR T, DIERICEI LTI hERG U U AF ¥ FAB L OHiHA X 7S ¥ x
FRHED D IRIRENEN B A 5 2 I o 1203, T b invive BB CIXIUEDOIK T, —iBMED LA
oM, WEA TS, OB IR OBEMRGED Hil, FERR~ORETL 577
Dofe, TR ~OEE L~ 7 2% A —gekde LOTTEIEIZE (Irwin 2815) F72Ii3B %
HEEREBR TRl L2 & 25, 32mghkg ETO 7 7 U F =7 HRETIIITENC MIETEEIIA LN
2o =A%, 100 mgkg DL ED AR GEREAR Cmax 3216 ng/mL LA E) T, £ < O PR RIT
AP BEINT, Ty FMEAWTERBICAT 2 ELmE Ll 25, 3 £721F 10 mgkg T
TR ER LOBREIRI RN R o 120, 100 mg/kg TiEA U v LRSS EIINL, HFEDHEE
L ORENBENEZ R LTz, 7 v MZBWTHRNAPEHIT 30 mgke LA LD A& THE (68%F
TIETF) =4, FAAECIEEESMELIRT L, ok, b MOBRKRBRCILLER, MER LT
AR R DWW TERIRANICRIE & 72 5 BT A bR o Tz,

~ U ZADDBBHEE TV, PAOEBBIEET L LT > wEEAHAET LICknTh, b
7y F 2T OHEBBOHNTIND L O S 0 EFE D0 g B kO R A4
DEEL DET VBT N7 7 VT =T OHERHL P EN TN D,
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2.6.3.1 Pharmacology Overview

Test Article: Tofacitinib

Page 1

Method of Testing Study Location in

Type of Study Test System Administration _ Facility Number Module 4
Primary Pharmacodynamics
Potency Determination for CP-690,550 Inhibition . . ) ” )
of JAK1. 2. 3 and TyK2 Kinase Activity In Vitro In Vitro PGRD DOSATN333 42101
Characterization of Mechanism of Inhibition of . . \ ” ;
JAKL, 2. 3 and TyK2 Kinases by CP-690.550 In Vitro In Vitro PGRD DOSAIO334 42112
Activity of CP-690,550 in Kinase Selectivity Panel BGRD

- : . GG S VA /
Assays In Vitro In Vitro - cp-690550 (R 033053 42113
Effect of CP-690,550 on Interleukin-2 Dependent . . a ) )
T-Cell Blast Proliferation In Vitro In Vitro PGRD NA 42114
Effect of CP-690,550 in a Human Mixed In Vitro In Vitro PGRD NA® 42115
Lymphocyte Response
Effect of CP-690,550 on GM-CSF Dependent . . a )
HUO3 Cell Proliferation In Vitro In Vitro PGRD NA 42.1.16
Effect of CP-690,550 in a Cynomolgus Mixed In Vitro In Vitro PGRD NA® 42117
Lymphocyte Response
Effect of CP-690,550 in a Murine Mixed In Vitro In Vitro PGRD NA® 42118
Lymphocyte Response
Effect of CP-690,550 on Human Foreskin In Vitro In Vitro PGRD NA® 42119

Fibroblast Proliferation
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Method of Testing Study Location in
Type of Study Test System Administration _ Facility Number Module 4
Comparison of CP-690,550 on JAK3 and JAK2 Human PBMCs and
Signaling in Human Peripheral Blood Mononuclear Whole blood In Vitro PGRD DOBAIN337 421110
Cells and Human Whole Blood
In Vitro Activity of CP-690,550: Effects on STAT
Phosphorylation within Lymphocyte Subsets in Human Whole Blood In Vitro PGRD DOSBAIN338 421111
Human Whole Blood
In Vitro Activity of CP-690,550: Effects on
Cytokine-Dependent STAT Phosphorylation with Human Whole Blood In Vitro PGRD CP—()‘)O?SSO- 13015 421112
Leukocyte Populations in Human Whole Blood
In Vivo Potency and Selectivity of CP-690,550:
Effects on STAT Phosphorylation within DBAL Dé[fo‘fg Whole Ex Vivo PGRD  P-690.550 (153600 121113
Lymphocyte Subsets in Mouse Whole Blood
Effect of Oral Administration of CP-690,550 Dosed SC infusion:
Prophylactically in Mouse Collagen-Induced Mouse CIA Model > PGRD  CP-690 55051445 420004
D Oral gavage
Arthritis Model
Characterization of Inflammatory End Points After
a Single Dose of CP-690,550 in Mouse Collagen- Mouse CIA Model Oral gavage PGRD (P90 550 (11423 42000
Induced Arthritis
Therapeutic Efficacy , Assessed by Histopathology
and Immunohistochemistry, of CP-690,550 in a Mouse CIA Model Oral gavage PGRD  CP-690,550( o023 4211006
Mouse Collagen-Induced Arthritis (CTA) Model
Characterization of Mechanism of Action with CP- an @x . )
690.550 in Mouse Collagen-Tnduced Arthritis Mouse CIA Model Oral gavage PGRD cP-690,550 (165255 421117
CP-690,550: Transcriptional Profiling in the Mouse cap cx < ) ,
Collagen Induced Model of Rheamatoid Arthritis Mouse CIA Model Oral gavage PGRD cP-690.550 (135046 421118
PFIZER CONFIDENTIAL

Page 2



090177e1828a0b19\Approved\Approved On: 14-Nov-2011 12:56

2.6.3.1 Pharmacology Overview

Test Article: Tofacitinib

Page 3
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Preclinical Pharmacokinetic-Pharmacodynamic
Relationships of CP-690,550, a JAK Inhibitor, in SC infusion; o s e ) .
the Mouse Collagen-Induced Arthritis Model: Mouse CIA Model Oral gavage PGRD cP-690550 () 150736 421100
Relationship to Human Rheumatoid Arthritis
Evaluation of Arthritis, Peripheral Blood Neutrophil
Counts, Plasma Cholesterol, and Plasma Cytokines
in the Rat Adjuvant-Induced Arthritis (ATA) Model ~ Rat ATA Model Oral gavage PGRD  CP-690.550 (Y 100214 42.1120
with Oral CP-690,550 Administration Initiated
Prior to Disease Development
Evaluation of Arthritis, Peripheral Blood Neutrophil
Counts, Plasma Cholesterol, and Cytokines in the
Rat Adjuvant Induced Arthritis (AIA) Model with Rat ATA Model Oral gavage PGRD cP-690.550{ 102743 421121
Oral CP-690,550 Administration Following
Arthritis Development
Effects of CP-690,550 on Inflammatory End Points an g ey .
in Rat Adjuvant Arthritis Model Rat AIA Model Oral gavage PGRD  CP-690550( 11750 420022
Therapeutic Efficacy, Assessed by Histopathology
and Immunohistochemistry, of CP-690,550 in a Rat Rat AIA Model Oral gavage PGRD cP-690,550 (o053 421023
Adjuvant-Induced Arthritis (AIA) Model
CP-690,550: Transcriptional Profiling in the Rat on <z ) )
Adjuvant Induced Model of Rheumatoid Arthritis Rat AIA Model Oral gavage PGRD CP-690550( Iy 12613 4210024
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Method of Testin Stud Location in
Type of Study Test System Administration Facilit§ Number Module 4
Effect of CP-690.550 in Murine Delayed-Type Mouse/ C57BL/6 Osmotic PGRD NA® 421125
Hypersensitivity Model minipump
In Vivo Activity of CP-690,550:Effects on
Circulating Cynomolgus Monkey Lymphocyte Cynomolgus Macaques Oral gavage PGRD NAT 421126
Subsets
Secondary Pharmacodynamics
E?grj;:‘féf?ﬁﬁfiﬁﬁffﬁ’f&iﬁim on Lipid Rat AIA Model Oral gavage pGRD  CP-690.550 (55550 42020
Evaluation of Pfizer compound CP-690,550 on In
;{av&i‘xﬁefﬁff}frﬁ;grjv?fﬁ%ﬂ?ng) using Rat AIA Model Oral gavage ' cP-690,550 (i 120754 42122
Inflammation
Examination of the Effects of CP-690,550 on
EPO-Induced Increases in Reticulocytes in Cynomolgus Macaques Oral gavage PGRD NP-02-005 42123
Cynomolgus Monkeys
60+ receptors, ion
@ <! Screen Tier 0 Profile CP-690,550-10  channels, transporters In vitro [ ) 7570532 42124
and enzymes
@ ! Screen Tier 1 Profile CP-690,550-10 48 receplors and In vitro & 7571347 42125
enzymes
Safety Pharmacology
hERG Patch Clamp HEK-293 Cells In vitro PGRD NA® 42131
hERG Patch Clamp HEK-293 Cells mviro () 10060 qi6ROIS) 42132
Cardiac Action Potential Canine purkinje fibers In vitro PGRD CP690550-10/CG/O01/00 42,133
Central Nervous System Mouse/CD-1 Oral gavage PGRD NA® 42131
Pro/Anticonvulsive Activity Mouse/CD-1 Oral gavage PGRD NA°® 42131
Cardiopulmonary Rat/Sprague-Dawley Oral gavage PGRD NA® 42131
Cardiovascular Rat/Sprague-Dawley Oral gavage PGRD 11IGROO 42134
Renal Rat/Sprague-Dawley Oral gavage PGRD NA® 42131
PFIZER CONFIDENTIAL
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2.6.3.1 Pharmacology Overview Test Article: Tofacitinib
Method of Testing Study Location in
Type of Study Test System Administration _ Facility Number Module 4
Gastrointestinal Transit Rat/Sprague-Dawley Oral gavage PGRD NA® 42131
Cardiovascular Monkey/Cynomolgus Oral Gavage PGRD 745-03432 42135

Pharmacodynamic Drug Interactions
Studies not performed

ATA = Adjuvant-induced arthritis; CIA = Collagen-induced arthritis; EPO = Erythropoictin, GM-CSF = Granulocyte monocyte colony stimulating factor ; HEK
= Human embryonic kidney; hERG = Human ether a-go-go-related gene; JAK = Janus kinase; PBMC = Peripheral blood mononuclear cells; PGRD = Pfizer
Global Research & Development (Pfizer Worldwide Research & Development); STAT = Signal transducer and activator of transcription; TyK = Tyrosine
kinase; SC = Subcutancous; NA = Not applicable.

*Immunology Discovery Biology Report

¢ Some individual studies have study numbers/reports associated, however, all studies are included in one General Pharmacology report issued on-Z(.
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In Vitro
Study
Number
GLP (Sponsor
Type of Test Test Cells/Tissues Test Concentrations Results Compliance  number)
hERG Patch Clamp HEK-293 cells stably 10 uM (3124 ng/mL)  Inhibits hERG current by 6.4% at 10 pM. No NA?®
expressing hERG channels
hERG Patch Clamp HEK-293 cells stably 10, 30, 100 uM Inhibits hERG current by 0.8% at 10 uM, Yes 110106.QHJ
expressing hERG channels (3124, 9372, 31240 ng/mL) 3.6 % at 30 uM, and 17.8% at 100 uM vs
0.3% at 0 uM (vehicle control)® (11GROI8)
1Cs, estimated to be >100 uM
Cardiac Action Potential Canine purkinje fibers 0.1, 1, 10 uM No significant effect on resting Yes {CP690550~-
(312,312, 3124 ng/mL) membrane potential, action potential 10/CG/O0T
amplitude, maximal depolarization /00
velocity, or action potential duration at
any concentration tested.
Aorta relaxation Isolated Rat Aorta 0.1, 1, 10, 100 pM % relaxation of KCl-induced contraction; No NA®
(31.2, 312, 3124, 1%at0.1 M, 18 % at 1 uM, 83 % at
31240 ng/mL) 10 uM, 100 % at 100 uM
% relaxation of norepinephrine-induced
contraction;
1%at0.1 pM, 16 % at 1 uM, 69 % at
10 pM, 100 % at 100 uM
Atria spontancous Isolated Guinea Pig Right Atria 0.1, 1, 10, 100 uM % change from control atrial rate; No NA*®
beating (31.2,312, 3124, -10% at 0.1 uM, -8 % at 1 uM,-10 % at

31240 ng/mL)

10 pM, -20 % at 100 uM

GLP = Good Laboratory Practice; hERG = Human ether-'a-go-go-related gene; HEK = Human embryonic kidney; NA = Not applicable; ICs, = 50% Inhibitory

concentration.

* Report title is General Pharmacology Evaluation of CP-690.550 (Reported by Jun Zhou,-
" Results at each test concentration were compared to control.
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In Vivo
Organ Systems Species/ Method of  Doses Number/ Cmax GLP Study
Evaluated Strain Administration (mg/kg) Sex/Group (ng/mL) Results Compliance Number
Central Nervous System Mouse/CD-1  Oral Gavage  3.2-32 3iM <709 No noticeable effect No NAP®
100 4800  in spontancous locomotor activity,
hunched to flattened posture, splayed hind
limbs, T eye closure, and vocalization
320 14900 | in spontaneous locomotor activity,
hunched posture, flattened posture,
vocalization, twitches upon movement,
splayed hind limbs, and mild seizures; +
in body tone, toe pinch, tail pinch and
corneal responses and exploratory
behavior, ptosis, positional passivity;
1/3 mice showed V in respiration, tremors,
loss of righting reflex, and death.
1000 >14900 7 in intensity of symptoms above +
seizures and death
Pro/ Mouse/ CD-1  Oral Gavage  3.2-32 20 M <709 No significant effect No NAP
Anticonvulsive Activity
Cardiopulmonary Rat/Sprague-  Oral Gavage 10 4 M 971  No significant effect No NAP
Dawley
100 8630 7 in arterial PO, by about 10 mm Hg,
{ in mean arterial pressure by
37 mm Hg and T in heart rate by
100 bpm
Renal Rat/Sprague-  Oral Gavage 3-10 12M <971 No significant effect No NAP
Dawley
100 8630 Potassium excretion elevated by 104%

Cmax = Maximum (peak) observed drug concentration,; GLP = Good Laboratory Practice; M = Male; NA = Not applicable; bpm = Beats per minute.

* Single dose unless specified otherwise.

® Report title is General Pharmacology Evaluation of CP-690,550 (Reported by Jun Zhou,-
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2.6.3.4 Safety Pharmacology Test Article: Tofacitinib
In Vivo
Organ Systems Species/ Method of  Doses® Number/ Cmax GLP Study
Evaluated Strain Administration (mg/kg) Sex/Group (ng/mL) Results Compliance Number
Gastrointestinal Transit Rat/Sprague- Oral Gavage 10 5-6 M 971  No significant effect No NAP®
Dawley
30-100 <8630 Inhibition in gastric emptying by 68%; V in
mean geometric center by 79%
Cardiovascular Monkey/ Oral Gavage 100 4 M 3000 Emesisin 1 of 4 monkeys Yes 745-03432
Cynomolgus
300 3310 Emesis, salivation, Tin heart rate at 2 to

3 hours post dose; no significant effect on
blood pressure, cardiac rhythm and QT

interval
. Rat/Sprague-  Oral Gavage 10° 8F >10 mg/kg: Dose dependent { in MBP, No 11GROO1
Cardiovascular Dawley 10mLAkg — 30° SBP, DBP (5 to 17 mmHg) at 0-2 hours
Blood Pr@ssure 75¢ postdose on Days 1, 3, and 5; Dose
Systohg (SBP) dependent T in HR (+30 to 67 bpm) at 0-
Diastolic (DBF) 2 hours postdose on Days 1 and/or 5; ¥ i
Mean (MBP) P yS 1 and/or 5] v 1

BT (up to -0.37 °C) at 8-12 hours postdose;
no change in activity

30 and 75 mg/kg: ¥ in HR (27 to 39 bpm) at
8-12 hours postdose on Days 1 and 5.

Heart Rate (HR)
Body Temperature (BT)
Activity (ACT)

Toxicokinetics, 3F (Number/Group)

Dose (mg/kg/day) 0 10 30 75
Day 1
Cmax ng/mL NC* 2560 4760 5080
AUC(0-24) ng-h/mL NC* 9850 26900 43400

Cmax = Maximum (peak) observed drug concentration; GLP = Good Laboratory Practice; M = Male; F = Female; NA = Not applicable; QT = Time from the
beginning of the QRS complex to the end of the T wave in the electrocardiogram; bpm = Beats per minute; NC = Not collected; AUC(0-24) = AUC from time 0
to 24 hours postdose.

* Single dose unless specified otherwise.

® Report title is General Pharmacology Evaluation of CP-690,550 (Reported by Jun Zhou,-

“Randomized cross-over study design.

45-day repeat-dose per dose group.

¢ Samples not collected from control animals.
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