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1. ¥&5

T7rvF=7 (BAFES : PF-04965842, 1kF4: : N-{cis-3-[Methyl(7H-pyrrolo[2,3-d]pyrimidin-
4-yl)amino]cyclobutyl} propane-1-sulfonamide, 5715 : 323.4) |Z ATP L OfEAZHW§5 Z &1
£V, JAKI Z @R DI HE T o A& G0 AlRE Ko 7 Th 5, fihod 3 Fi%HD JAK
TA Y7 —25 (JAK2, JAK3 BEXONTYK2) L0 b JAKL 29 28 RERE < (221 28
£, 340 508, 431%) , T/, LERF T —BR L L THEERE W, 207D JAK T

AV T F—EPNEL T T FVBRENMTONDMIANTIL, JAKL 2075814 A D
TF NWAREEZ RINMICBE L (JAK1/TYK2 ZJ1 L7z IFNa® & 7 F U5z [1Cso : 32.5 nmol/L]

72L) , JAK2 DBNNAET D% 5K 5L JAK2/TYK2 BWATET 52 BRIk 5 L 0 & Bl
RN EV (JAK2/JAK2 %97 L7= EPO D 7 JVAREED ICso : 794 nmol/L, JAK2/TYK2 % J1
L721L-23 DY 7 FIVARED ICso < 2130 nmol/L) . 77 v F =713 B, HEBLIOr 7

F YA MZEIT D IL4 BLWIL-13, THMEIZHT S IL-4 725N THP-1 Mz 5 IL-

31, 7 7F /YA MIBIFDIL2 72807 FE—EEER (AD) ORIEICBE 532 JAKL &
DY A NOA DO T MeEERET S, £/, 77evF=70t MERMLAREY 2
fiE (M1 [PF-06471658] 35 L U8XM2 [PF-07055087] ) 1%, 77 vy F =7 LI[RERIZ JAK] KM%
R E N LIV A A VIET e 7 7 AV ER LT,

HA A A (ICH M3[R2], 2009; EMEA/CHMP/SWP/28367/07 Rev 1,2017) (ZHEVy, Fi=, THHKD
JAK 13 HEIHTH D b7 7 v F =7 CHli SN2 IEMKRBROBMETH Y, JAK T3 55K
PR FEICEZ M EZ R LT Z &0vn, T v b (Wistar Han & % UM X Sprague Dawley) 36 K TUM
=7 A PN E 2RI L O s R OB L L GRIRL7Z, £/, Invitro B |
IEHRE R 7T T n v F =T L T 7 U F =T OEE O LG ER TR L 7,

SRIOHFEIZHIZY, 77 u v F=T7ORMEL LOLEMEICET 2 /EEH LT 2R
T, K, YR L OREOS IR 2 I LT,

T F =T OREE « HhEB X OHE - HELR L N bEREERITRAMA CE (%) (CTD
1.8.1) IZFC#E L7z,
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AIETREAY D HEE - R

BERBLOHENDESE &

AD atopic dermatitis : 7 b B —PERE R

ATA adjuvant-induced arthritis : 77 = /N> MBI AR S

ATP adenosine triphosphate : 77/ 22 = U VIR

BP blood pressure : [+

BT body temperature : A&

CD cluster of differentiation : % [Hi LR 7358

CHO Chinese hamster ovary : F ¥ A =— A/ N LA X —FIH

Crnax maximum plasma concentration : iz I3 H R &

ECavso 50% effective average concentration : 50%F7 2 - #J5 &

ECaws0 80% effective average concentration : 80%F 2 - #Ji &

ECG electrocardiogram : /[>7E

Ennax maximum effect : 3z K% R

EPO erythropoietin : = U ARz F

FOB functional observational battery : HEBERI 248 & S LA 15

GBP1 guanylate binding protein 1 : 77 = /LEFEGE A 1

GLP Good Laboratory Practice : [ 3£ 5 D22 21 B9 2 FERR KRR D S i D JL e

HEK human embryonic kidney : & k2 B 2K B ik

hERG human ether-a-go-go related gene : & I ether-a-go-go BHHLE 51

HPMCAS-HF hydroxypropylmethylcellulose acetate succinate grade HF : & K2 %7 o /L A F
e —27 87— hY 7 % — b grade HF

HPMCAS-MF | hydroxypropylmethylcellulose acetate succinate grade MF : & K % 7 1 &L A F
e —27 %7 — Y7 U x— | grade MF

HPMCAS-MG | hydroxypropylmethylcellulose acetate succinate grade MG : & KRR ¥ 71 )L A F
e —27 87— 7 % — b grade MG

HR heart rate : /[04A3K

ICsp 50% inhibitory concentration : 50%[H 58

IFN interferon : 4/ X —7 x 1

IL interleukin : £ ¥ —w1 A F

JAK Janus kinase : ¥ X A ¥ —F

KDR kinase insert domain receptor

Km Michaelis Menton constant : X 7= U X « A 7 U EH

LA locomotor activity : H38iEH) &

LOEL lowest observed effect level : f/NE 8 &

M# metabolite identification : X% 75

MAO monoamine oxidase : & / 7 I U R(LEESE

MPL thrombopoietin receptor : k7 AR T F U HFK

MV minute volume : 43 IRFHA S

NA not applicable : &% %72 L

OECD Organization for Economic Cooperation and Development : #% 7 i /1 B 38 B

PBMC peripheral blood mononuclear cell : A4 Ifil FAZER

pDC(s) plasmacytoid dendritic cells : /2 ffl e kAR e

PK/PD pharmacokinetic/pharmacodynamic : 3 EhHE/3K J7 75

pSTAT phosphorylated signal transducer and activator of transcription : U > fg{k> 7 /LR

s GE AR 7
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M= L O MR

DEHRE—E

QD

once daily : 1 H 1 [A]

QTc corrected QT interval : ffi i QT [#F@

RSAD2 radical S-adenosyl methionine domain containing 2

SDD spray dried dispersion

SLE systemic lupus erythematosus : =& MET Y 7~ h—F &

STAT signal transducer and activator of transcription : > 7 AR EEFEHA G IE AL R 1
THP-1 human leukemia monocytic cell line : & b~ FLERM: 5 i Al fakk

TK toxicokinetic : h¥ v aAF¥RT 4 7 A

TPO thrombpoietin : h 7 RARTTF

TSLP thymic stromal lymphopoietin

TV tidal volume : 1 [Al#f 5 &

TYK2 tyrosine-kinase 2 : F R ¥ F—E 2

USP18 ubiquitin specific peptidase 18 : = B F VR TF 4 —F 18
VEGFR vascular endothelial growth factor receptor : IfL%5 PN 52 5K 152 254
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1.E£¢®

T7avF =TI ATP L OREAREERT5 Z 128D, JAKL Z RIS eI lET 5
BOBENARERME D ThH D, Mo 3FEHED JAK 7 A Y 7 +—25 (JAK2, JAK3 BLW
TYK2) LU & JAKL IZxF9 2 @IMERE < (BZE10 28 5, 340 {588, 434%) , F£7-, Ad
Tex T —BRE LB L CHBRIERE D, 20T DO JAK 7 A Y 7 4 —LBNTEL TV 7 vE
ENTONDMIENTIE, JAKL 24 #5#4’ NA DY T IAREEE BRI BLE L

(JAK1/TYK2 ZJr L7z IFNa?D > 7 FumiE [1Cso : 32.5nmol/L] 72 &) , JAK2 DA NITET
DD DT JAKYTYK2 BITET 22 BRI T 5 L 0 HEEES EV (JAK2/JAK2
Z I L7172 EPO DY 7 F IVARED ICso : 794 nmol/L, JAK2/TYK2 %I L7= IL-23 O 7 VAGE
? ICsp : 2130nmol/L) , 77 r¥F=7|LBMld, HERBIONTrZ7F /%A MZBITDHIL4 5
FOVIL-13, THIRICHIT S IL4 72 5N b b BEERME [ i ek THP-1 HifalC 31T 5 IL-31 72
EOT FE—MERERER (AD) OFRIEICB 5T 2 JAKIKTFEDT A N A v D> T VGiEE
HEST D, £z, 77 F=T1@3 7575 /%A MIEBIT 5 IL-22, PBMC BL Ot h&MIZEH
\7 % IFNa, IFNy, IL-6 38X OV OMD JAKI KFFMEY A A D> T F REL HET 5,
T7uLF=Tor MERMPAHY 2 (M1 [PF-06471658] X TXM2 [PF-07055087] )
%, 77 a T =7 LRI JAK RFERE A Lic A A4 VIET e 7 7 A VAR LT
73, M4 [PF-07054874] [3IEBEMEEZ RS 2o Tz,

ISR B, NTUAR—H—, A F Ty XNV BLOBERIIKT 57 7 a v F =7 DOIEH
Rl L72E 25, MAO-A BELOYKDR 77—t (VEGFR2) (Zx9 5 ICso ik, WA &
200 mg QD £ 5- DOl D b FIEFEAH Crad DZ NN ASERB I NI ETH 7208, Zhub & kR
x, )7‘7/ R A-CIERIEPEIC R 2 B /2B (50%8) 13788 b7z hr-> 7=, VEGFR2 O
FEREICRE 4 2 M L~ TOBNRER T, 30 pmol/L (b FIEFEAT Coax D 24 %) LI T O
FEIZBWT, 77r Y F =7 X KDR $F—BIEHEICwEE2 LF I NI ERRENZZ En
B, BERMICHETABRIIMENZ ERN BRI, 77 e vrF =75 MAO-A 3 LT MAO-B #
FHET 570, 72 MAO-A OFLEN AW TH D 0ENEH LT H729, invitro Rk %2 52
MLi=EZ A, T7rrF=71E MAO-A % Al WHIZBHE L, 1Cso i 7.67 umol/L

(2480 ng/mL : & FIEFELT Coax D 6.1 fi5) ThHo72, £, 778 F =71 100 umol/L
(32300 ng/mL : &7 F & 200 mg QD & 5- DD b b IEFEET Coax D 80 fi5) LL T DIRET
MAO-B #BHE L7e o7,

TI7avF =T b NCEDOIRERBM TH D M1 BLOM2 122V, hERG, Navl.5 BXO
Cavl.2 (2% D LEREZFHMET 572, in vitro BIKISEERGER 35 I OV 2 KRR 2 520 L
7o IREUR DT R0 T 7 ANVATZ V== TIZBWC, 770 F=TDhNL T hF ¥
FISKET DA TLEIL 50% AR CTho7-, 771 F =70 hERG I LU Navl.5 [HLEICK
% 1Cso X4, K& 200 mg QD #5850 b R IEFE A Coax D 76 15533 0OV 240 (5 T
bole, 12, MI BEUM2IZDWTIE, ICso (FEFKH & 200 mg QD # 5-KfD b R IERE A
Cimax @ 80 {5 (Navl.5 3L Cavl.2) 5L U240 /%8 (hERG) THo7- (CTD2.6.6.2,

@ BREEEILITE M2 200mg QD 5 L2 & & Cmax (1123 ng/mL) (ZFEFREARDF (fu) @ 0.36 2T L &
DIFEAT Cmax (404 ng/mL) % FICHEH L7 (PMAR-EQDD-B745d- DP4-962 Table 13)
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2.6.6.9.6) , ZALH®D invitro 1 4> F ¥ FEHMEIX ICHSTA B L WNICHSTB A R4 % T
ELTWBEEZ D,

In vivoZZ EVEEEEER ClX, ICHM3 (R2) HA KT7A e, F7z, BEAGROIAK 1/JAK3BH
EICTHDH N7 7 o F =T OHEMHRERBRICHNSN-EHMETH Y, JAK D ERH AR 2| 2 sz
ﬁ%ﬁbt:kﬂ%,?yh%i@ﬁ:&%%»%ﬁ%b,%ﬁ%,b@%%%i@@%%%
(CRIET BT L, 77y F=71%, 7v MIBWTHSERSE (KETEk L OE
EATHE) BIOMEEAEKTIE, =7 AP IIBWTOEEER X OYERESmE S X%
oo T NERIEII =7 AP NE O T0ME REEMEERERERIZIB VT, FOB/XT A —4 F
7E7 VA MY —ICE S BREHEICHT H2EBIRDONR o7, I=7 AP LZHW
7oL M SRR O 2 SR PEEER TlE, QTCiER % & TeQTHIMEIZZLITRRD b2 - 72,

PLED LI, 77uvF=TFR320EMERHEY M1 BLOM2) ORBEENOIX, —
RN QT IEE D Y A7 FHMEICEB W TR D EEEE X LD EE 2 DEA 4> T v * L
(hERG, Navl.5 £721% Cavl.2) 2%t LT, ERMHE CTEKRZREEL NI TSIV EE 2
ZDO

2. 501 & BATT DR

FEERBHE 2 X FF T B W OO FERER AR ICB W C, 77 v F=70iHtiz{T-72, =
o OREREEESR 2.6.3.1 & Table 1 (ZERI L, FHMZBEESR 2,632 1CENT 5,

PFIZER CONFIDENTIAL
Page 6



T7uvF=7
2.6.2 FEHFER O TE T

Table 1. Zh Z BT 5 FEERRIEERR O ER
AEBIT

AR BE5HE RRE S
In vitro 3B
PR E NA PF-04965842_[JJ I 033443
% — VRN NA PF-04965842_[[J 072404
PF-06471658 (M1) , PF-07055087 (M2) # X NA pF-04965342_ | 081001
PF-07054874 (M4) O in vitro {&7E : #H#LZ T
JAK 7 7 2 U — O F F—BEMEI T 2 7EH]
B K PBMC (C351F B4 A R 1A 2k D STAT NA pF-04965342_ | 083721
U WAL O E
B R RMICHT DY A F A 2L D STAT NA pF-04965342_ | 083613
U BAL O E
b h&MfZH 1T % TSLP %M STAT U o gfl NA PF-06700341_ | 104100
DIRE
W7 v EAZB1 D L4, 1L-13, L2255 X NA PF-06700841_ | 090414
OVIL-31 #5581 STAT U {0
T F YA MR D IL-22 FH%bE NA pF-04965342_ | 131447
STAT3 U V{bDREE
ERZERRTBEAIIAIC 3510 % TPO 5 L UV IL-6 7' F NA cP-699550 [ 094745
IAREEZR 5 TNT CD41 B FELZ %9~ 7
TavF =T OB
f/MRIZ & % TPO OWEICRIET T 7 r v F= NA cp-690550_|J I 033455
AL %
SLE Sfs@ A Rag T v £ A 2351 B iRk NA PF-04965342_ | 083816
77 uyF=7 OREWY € Mhicsg S NA PF-04965842_ [ 094349
YA b AIA LD STAT U U ER(EOFE
PF-06471658 (M1) 35 & T8 PF-07055087 (M2) NA PF-04965842_ | 083618
ORRBTENE - L4, 1L-13, 1022, IL31 BE
TSLP TLE L7=7 FF /%A |k, IFNy filik
THP-1 #la ¥ 7212 221012515 5 STAT U >k
DFRE
In vivo B
AIA 7 v N ETVCEIT 555 50, 15 £7=  Pr-04965842 | 135545

1% 5 mg/kg/ H

7 B#, s

% 05

2.1. 0 1 2 EAHT A3 ER (In vitro)
2.1.1. BHEERER T3P AIEME R X OERUME
211177 uyF=7

)% BT % invitro 348 (PF-04965842 [ 083448) <1z, 4o JAK 74 v T —
LT 27 7 n s F =T OEEREIE LIz, 770 F =713 JAK]I ORI HEETH
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v, 1mmol/L ® ATP f#{E F TD JAKI, JAK2, JAK3 3 X ONTYK2 (Zxf4 % ICs IZF N Fh
29.2 nmol/L, 803 nmol/L, 10,000 nmol/L #8335 T 1250 nmol/L T&H 1V, JAKI M1 JAK2 12
%FLC 28 1%, JAK3 (2% L C 340 {8, TYK2 IZxFLC43{FCThH-7=, (Table2) ., F£7-,
Invitrogen fED /XKL Z FHWT, 40 FEIC D5 F T —EBEDO ARV THFF—BIZHHT 57 7 r
F=7 ot b et Lz (PF-04965842 [ 072404 . - omErc1x, Kk ATP
BETTEIT T =B E21To72, 1000nmol/L D7 7 F=T%HNiL 25, BEtLi-
XS —FD I 5 302% % B2 HHELZR LIS DL 720, HIFAEIZ JAK3 TiE 60.6%FH.2E
DRDO B, THIUTAHROFRER I T Kn fEAFT D ATP JRE T THLME (ICs =

493 nmol/L) & —EHTH5LDTH-oT-,

2.1.1.2. Rt

T7uyvF=T7Or MERMTOTEAHEY [PF-06471658 (M1) , PF-07055087 (M2) L
PF-07054874 (M4) 1 OFLFE#RE%, 1 mmol/L ATP 177E F Calffi L7= (PF-
04965842 | os100D) . M1 X OM2 0 105013, JAKT IR LTER R 434 B LW
17.9 nmol/L TH Y, JAK2 125 L TFNFH 1140 3 L1886 nmol/L TH -7=, M1 LR M2
DWFTAIUZDON T, TYK2 IZxFT 5 ICso 1% 1200 nmol/L #TH ¥, JAK3 (2% L TiX

10,000 nmol/L 8 CH~72, T XTDJAK 7 A Y 7 4 —LIZxT 25 M4 @ 1Cso 1% 10,000 nmol/L
HMThHoTz, ELT, MIBIUM2 X JAK2 £721X TYK2 KV b JAKL IZH L TR VEAHTH
v, JAK3IZx LTI EZ RER o7z, LTEN-2T, MIBEIOM2IET 7y F=7 DK
BWERICHEGT 50, MA TR 2 RS ehoT-, YA b IA VT oA ZHNT, 771
VF=TRBIOFEOE MUY OB L EE M 2 bl U 72 R R A Table 2 (279,

Table 2. T7uryFo2Td B0 MBI D in vitro BERPLEEMED LLEE

VY ICso (nmol/L)?

T oA TouyF=7 M1 M2 M4
JAK1 29.2 43 .4 17.9 >10,000
JAK2 803 1140 886 >10,000
JAK3 >10,000 >10,000 >10,000 >10,000
TYK2 1250 3190 1210 >10,000

a. 1 mmol/L ATP f77E F CHIE L 7= ICso

2.1.2. B FRMMBEAZERE X O CD34 B BiERARRC x4 5 TE

t k PBMC H DV > 38kE VT, #IEEEMIRICEIT 27 7 1T =7 O in vitro IEME 2 Il E
L7z (PF-04965842 [ 083721 . v sk, T Rrv =T 51085
JAK1/ JAK3 {&A71%: STATS U U ER{EIZ %S5 ICs01d 90.3 nmol/L T& ¥, IFNads L OVIL-10 (2 &
% JAK1 /TYK2 (K77 STAT3 U U ERALIZ XT3 % 1Cso 1XE4LE 40 32.5 nmol/L 38 L Y

142 nmol/L, 1L-27 |2 X % JAK1/JAK2/TYK2 {&AF1E STAT3 U U ER{LIZxT % ICs I E 58.1 nmol/L
ThoTz, JAKIIZEF L72W 7 EERKICT 57 7 a v F =7 OEERIZIZ 2 0N
59<, IL-23 12X % JAK2/TYK2 {774 STAT3 U (LT %I 35 1Cso 1% 2130 nmol/L Th ~ 7=,
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CD34 B RTEGHIIE Tl, EPO ffEME STATS V VI kd 27 7 s F =70 ICs I
794 nmol/L T&H - 7=,

2.1.3. & MMM A TEM

v hafMF DY U REREHWT, flix OV A A K DH% D STAT V VL O E %
mE L (PR-04965842 [ 0s3613) . v sz T, TRy =TI B
VL2112 K % JAKI/JAK3 771 STATS B X OVSTAT3 U Vb A2 FHLE L, 1Cso lZZNE i
537 nmol/L 33 X OV 525 nmol/L T&H -7z, F£7=, IFNaB LWIL-10 (2 X % JAKI/TYK?2 {K1EME
STAT3 VU VLD ICso 1L, FHF L 183 nmol/L 3 L ¥ 576 nmol/L TdH - 7=, IL-2312L 5
JAK2/TYK2 {RAEME STAT3 U Akl 4 57 7 1 o F =7 ICs 1% 16300 nmol/L #TH V),
IFNyIZ £ % JAKI/JAK2 (&7 STAT1 U (b KL OVIL-27 12 K 5 JAKI/JAK2/TYK2 (& 1714
STAT3 U »VERILIZ kT 5 ICso 1L F A4 1690 nmol/L 35 & T8 234 nmol/L TH~72, CD3 BT
U BRI L OV CD14 B HLERIZ 3T, 1L-6 12 L 5 JAKI/JAK2/TYK2 & /EME STAT1 U el
WX T AT 7 F =T D ICso 1XFIF 4 354 nmol/L 38 L OV 167 nmol/L TH-7=, b FAEIMIZ
WIN L 7= CD34 BBl i, 77 1o F=71ZEPO IZ X% STATS U VLR E LT-
(ICso : 7780 nmol/L) .

2.14. & F2MIZIIT 5 TSLP FZFME STATS U B LI 5 1EA

bt b2 H T CD3 Bt 2 RIAEMEY A A Tdh D TSLP TR L7=FFdD STAT V v iigfk
DIEEZRIEL LT, 77 ayF=7OMiaL ~L TOTERMEZRHE L7z
(PF-06700841 | 104100) . TSLP 137 Fe—tiE %, WABLUREASOEROE N
T LIV —MESIEMERRICBEE L TR0, Ml m A NS 2 LT IAKL B L ONJAK?2 &
EE LS5, JAK2 L&A LTV AR JAKL 1%, ZREEZ Y Vb L, #55[K T STAT
77U — (STATS5 %) OfEE RAAL &b, STATHY Ufbanbd &, At __BRER
1T 0 T BAD STAT HAKITENICAT L CTRRRE A EMICHEA L, a2 ERE s
DR EZ e+ 5, 77 1 F =71 TSLP #HHME STATS U b2 FHE L7z (ICs .
1020 nmol/L) .

2.1.5. IBIZ BT 5 IL4, IL-13, IL-22 3 X OV IL-31 35 %M STAT U U EB{kic x4 5 EH

AD OFRIEIZB T DA NI A CTRIR L 7o kk 2 2FEEOMRE HWT, 77 ey F=70H
E1eA %0 L7z (PF-06700841 [ 000414) . 1413, wEmmmIc #8192 JAKIIAKS
(KA TR R F 7o I3 IS IRE AR I Z R BL T 5 JAKL (KA T AR IR & 9 2 DD RIS
SZREONTNNEN LT 7T RZEEZRRMGT 52 TRISZARERE T TS HEO VT )
DOIEMALIZ LV, STAT6 DV VLB AEL D, 77 vy F=71%, t hamF o Bk, TH
fuds L ONHEERIZ I T IL-4 35381 STAT6 U b A fHE L (ICso : 185~503 nmol/L) , B #ffific
BIOHERICB W TIE IL-13 #5540 STAT6 U U fb 2 FHE L7z (ICs X224 285 nmol/L 13
L35I nmol/L) , FI S N7=¥EsEe NI F /¥4 MW, 77 avrF=731L4
BELOVIL-13 #%M: STAT6 VU o @fb 72 5 ONS TIL-22 #5%8ME STAT3 U U gfb 25 L7z (ICso 1
ZNEN 770, 81.9FB L1420 nmol/L?) , F7=, IFNy THILEE L TIL31 v 7TV REET »

T7urF=T R LI MIREER T T P MZERW T IL-22 #%EME STAT3 U (b2 fLE L7
(icso : 486 nM)  (PF-04965342 [ 131447 .
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T2 b— b S THP-1 MW T, 77 1 v F =713 IL-31 %M STAT3 U Vb %
P L7z (ICso : 40 nmol/L) , T H—HOFERIZBWT, 77 uavF=T71F7r7F /%A K
2B D IL-22 ¥ 7 FfniEZzE L (Cs : 420nmol/L) , b MHMUESEGE ERGiaIC 1)
HIL22 7 F MuiEELE LT (ICs : 1240 nmol/L) , TN HDZ D, 77 r v F=7i%
HofeE, 7 R E—MERE RIS L O OMO R EREICES T 5 EERRKAE T2 2 L0VRE
nie,

2.1.6. & M ERZERBIBSAIIIZ T 5 TPO B LN IL-6 %M STAT V B LIz 5 1EH

TPO B L VIL-6 (Wi d JAK-STAT #EFIEMHAL ZFHEHAIRER YA A L TH 5D, TPO X
JAK2 ODFBIHEIF LTV D) 538 STAT U U ig{b %z L CERZERpIBMIIRIZ /EFEE L=t b
B HE CD34 BERTEEAII Z W, 77 n s F=7 DiEERea Lz

(cP-690550_ [ 094745) . © FERERATESIIIC BT, TPO #%ME STATS U v {LFs
FOVIL-6 %61 STAT3 U Bl (A £ 72 XM BERIC i/ MRPEAEICEES) 27 7y F=
TIIHE L2 (ICso 1X#F31E4 1060 nmol/L 3B L TV 83. 7 nmol/L) . X 51T, CD34 B EmiEkia
D ERZEKRTEE CD4la (/s K ONEEZER 7 NS ZE L ORIEGRId O~ — T —) Bt
NDOGAVHTEIC 6T D B A E LT & 2 A, IL-6 24 L= CD34 BBl ) & o EAZER
AT ~D o b5 &2 7 7 v v F =713 3H L7= (ICso . 5670 nmol/L)

2.1.7. & MIVIMRIZ X B TPO D%k

s A O HEEL 72 b N2/ U ERER % O TPO Z]IET 5 Z L2 LY, TPO ONTE
k& Lz MIVIMRIZE D TPO HRICHTH T 7 u v F =7 OIEHZ7HEi L7= (CP-

690550 033455) . 77 v F =7 1L JAK2 OIEEEFEET S (ICs : 803 nmol/L,
PF-04965842 083448) 7%, —4 T, TPO OWNIEILIL b v U ARAR=F 24K (MPL)
LT TR, ZO TPO ODINIELITIZ JAK2 ~DOFEENEE L TWA Z LN TV 54,
b Mi/MRIZ L D TPO ORI LT, 77 asF =7 OERERIZTH->7- (ICs :

10,800 nmol/L, FEREATIRE T 4970 nmol/L) , Ifil/MRZ > L7= TPO {EIZXf 95 Z DO FHEE
%, 77 avF =70 JAK2 OLEFEEOF S LEE L Tz (ICs : 803 nmol/L) ., 728, =
DO EBR TR L7= X 0.7 JAK2 FESK (] : NU F =7, 110%) Ti, HEICkT 5
BITRRKT10% ThH o7 LD, M/AMKORNTELIZ X 5D TPO KD 90%I% JAK2 BHE 2 %2
SN EDRIB T,

2.1.8. b FMRMIMEEEREZHWZA v ¥ —T 2 o BT BER

SLE fE AR TR L7 1E% & h PBMC Z W C, 18 IFN 88 A Icxtd 57 7 a v
=7 omEmEEEm L (PF-04965842 [ 0s3816) . v b k5 205587
PBMC Z M\ C, 3ED IFN FEE G FICOWTHRRILIZE 2 A, 77 avF=7N)n
RSAD2, USP18, GBP1 OFFEZ[HE L7~ HED ICso 1T FALF 4 82 + 95 nmol/L, 114 +

132 nmol/L, 107 + 120 nmol/L CP¥EHERERZ) Th o7z,

2.1.9. b MEEAMBRARSMRMRICR T 2 2F T T~ b =T AMEFREER T 0 A FEHIKZR
DILE

b bl b HEEL 72 B N OREMRARBMCHII (pDC) %, SLE B MG HRHE L7 1gG
BILOUBT M S DT R b — 2RO FEIET CTrs#%E L= (PE-
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04965842 | 083816) . 10 umoL 7L K=V m iz kv, 5 ng/mL ofAHR 2 L3
(EAERAER ) DFF(E T T L7z pDC OMIRFE FFBIME R < F5% 417z, U937 Ml &
OMEIOFFAET T, 7V =Y 1 URENEV & ST SLE BH MiFI3 Mo & g L
THURFEZAR T S 72, 20 SLE MEDIEAIE, 77 n v F =T OFEF CIEHATH 2 L

b, 770y F=TNATuA FEREEERLWREEZ R TbDLEZ b,

2.1.10. 7 7 v v F =T REMOMIE L L TOREEM

HABERE SR | O IR ME 2 314 L7238 C JAKI BLEZ R L7277 1 & F =7 O #E

M1 BEUIM2) O L~V TOIEMEZFHIT 572, b MRIMIZHBIT LY A M A %
¥ STAT U »g(boME %70 L7 (PF-04965842 [ 094349) . #4724 b g e
X L CRMICIT DY A b A TN STAT U U bIckt 4 A EEEZFME L= & 2 5,
TR TF=TBIOINOORBIIC L LEITEE L W, £, MIBXIOM2 Tt
TIF VAN, A X —T vy THRE L7 THP-1 MR 7213 e S 2&ifmicBiF % IL-4, IL-
13, IL-22, IL-31 3 KON TSLP i %M STAT U VU fbicxf L CH EEME 2R L7 (PF-
04965842 | 083618) . i, T e OB IAKL FKIEIER B A LT S P %
BT HHA P HA K0, JAKIKGFHEREZ N LT VT A EIRET DA A %8
T ELIZZ 206, 2 6OREMWITTICJAKL ~DIEAEZ N L TT7 7 u o F =7 OIHIE
PEIZF G- D AREEDN ®mV, RO 7 FMRERRICB T 57 7 a v F=7 B8 LRI HD
R OHIE L~V DL ETE MO Ll % Table 3 127 F,
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Table3. 77 F=T7BIUt M TOEERFHOMIEEL <L TORREREME

t hAEERMEERAVWE F—¥IIF ICso (nmol/L)

7 vEA BERT T7aryFoT e M1 M2

IFNy# 1 pSTATI JAK1/JAK2 1690 1950 2160
IL-4 %M pSTAT6 JAK1/JAK2/TYK2 77.0 433 134

IL-6 738 ME pSTATI JAK1/JAK2/TYK2 354 171 136

IL-13 %% pSTAT6 JAK1/JAK2/TYK2 81.9 236 84.1
IL-27 #%%& % pSTAT3 JAK1/JAK2/TYK2 234 382 234

IL-31 #%& 1% pSTAT3 JAK1/JAK2 40.0 79.6 56.0
TSLP #% %14 pSTATS JAK1/JAK2 1020 785 271

IL-15 #%& % pSTATS JAK1/JAK3 537 558 353

IL-21 # %1% pSTAT3 JAK1/JAK3 525 844 487

IL-22 #% %1% pSTAT3 JAK1/TYK2 420 703 198

IL-10 #%& 1% pSTAT3 JAK1/TYK2 576 675 233

IFNoi% %1% pSTAT3 JAK1/TYK2 183 296 90.5
EPO #%ME pSTATS JAK2/JAK2 7780 9750 9470
1L-23 # %1% pSTAT3 JAK2/TYK2 >16,300 26,200 6210

a. RE(EOF =% : st E & pr-04965842_ [ 033613, Pr-06700841 [ 090414 55 £ O pE-
06700841_|JJ 104100

22. 0 1R BEAHT AEER (In vivo)
22.1. 7y b7V any MEREBER (AIA) T VIZEBIT 5ED)

Ty FMAIAETNVEHANT, 7783 F =70 JAKI BEIC L D HRIEMER % in vivo THEf L
7= (PF-04965842 | 135545 . =T m v b TV N0 o L Lewis T v b
IZBWTC, FVFRES T T 4 — MO REREIC LV BIE 2 ad%, 5, 15 L7203
50mg/kg/ HOT 70y F =7 FI03E M4 7 AREARO®ESG Lz, 7 HIEGOK TS, 7
7 uF =7 50 mgkg #HIZL O AREDPORRORIE (HIOEIR) OMENZIZ, ex vivo T
% U= M oA A AR STAT U VB LOBEE R BLENRO bz, 5BLO

15 mg/kg 2% 5 LB O RIEITA BT SN2 b D00, BREIIFEE THo72Z &0 b,
EHEO 50 mg/kg & ik U TR E CORIEMHIER N9V 2 &R S,

X5, %dﬁ@%%%%m:?ét&) 05 1, SBIXWX15Smgkg HOHETT 7nyvF=7
Z7 AMEO#EE Lc, ZOREE, RIEMHEERICITHEEFENRO b, 1 mgkg/BLLED
HETHE Cholz, 1z, 770y F=7% 85 LIZ8MIZIBWT, ex vivo THIPE L7241
DA NI A AKLFE STAT U e b2y F &IRFIOICFLE &z,

72, PKIPDET U 7 Bmx ET V) WX VNI L7z 2 A, ECaso 1349 2.7 umol/L
(870 ng/mL) [FEREEZAL : 1.0 umol/L (331 ng/mL) | , ECayso 1349 11 umol/L (3560 ng/mL)
[FEFEAAL : 42 pmol/L (1350 ng/mL) ] R S/,

3. BIRHIZREAR

Table 4 72 & ONTHEEES 2.6.3.1 BL OV 2.6.3.3 [ZEK LT DEIRFEERER ICBWNT, 77
F =T EFHE LT,
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Table 4. 77 uvF =7 ORIRNZEERBROYE

In vitro FBR RRE S BE (umol/L) GLP # M BER

JREZR ) v RiEE 100002108 10 FE3E 2.6.3.3

VEGFR2 #4RET v & A PF-04965842-00-0005 30 LR FEE H 2.6.3.3
pVEGFR_4-26-20f

MAO-A ¥ X T MAO-B B CYP1503 R4 0.1~100 FEE H 2.6.3.3

MAO-A B @ Al itk 100042990 100 LLF FEE H 2.6.3.3

3.1. 772 F =7 @ in vitro EEFRBER (100002108, PF-04965842-00-0005 pVEGFR_4-26-
20 #E* 2.633)

SEE, NTURR—F—, A FUTF N (I LF YR EET) I LOWHEOREH
RN BN T REEA 7 ) —=2 73R BRIZEB VT, 10 pmol/L D H 2 Z TR %
Tolo& 2 A, HIRHE 200 mg HHRFO b FIFREGH Crax (404 ng/mL) DZNZEIL 4.8 58 L
W1 fEOREE 2R L7z MAO-A (ICso= 6 umol/L, 1940 ng/mL) ¥ X TNKDR ¥ —+&

(VEGFR2) (ICso=1.2 umol/L, 388ng/mL) %R, 77 m F =7 OfEEHEE - IXEERIE
PEFESE 1L 50% A CTd o 72,

KDR 7 —F BN E L CEM L7z, Mgl (KDR BIG 1288377 % KEkHN
FeAiE) CTORERERER TIX, 30 umol/L (9700 ng/mL : [ F £ 200 mg ([28B1F 5 b HIEREATR
Crax D 24 f%) AT DEEIZBWTC, 771 vF =713 KDR FF—BiEMHICREL RIT S 20
ZENIRE T,

32. 770 F=TDE)T I VEEER A (MAO-A) BEXUYE ) 7 I VER{LEER B (MAO-
B) FHEEEOKET (CYP1503 R4, #EF 2.6.3.3)

77 uyF =70 MAO-A B LU MAO-B Z[ET 20 B0 ZW LT D70, iz B
MAO-A %7213 MAO-B % VT 0.1~100 pmol/L D7 7' 1 & F = 7R EEHIH CHia L=, 77
7Y F =T 1E MAO-A Z 5 L, ICso % 7.67 pmol/L (2480 ng/mL : & MIEFEATL Coux @ 6.1 1)
Tho72h, MAO-B IZHEFEWET, HEHE 100 umol/L (32300 ng/mL : B R IEFEAHL Crax O 80
%) T 98.8%MD MAO-B ifFtt 4/~ L7z,

33. 7 70 F =72k B MAO-A BHEDO R WO (100042990, HEEF 2.6.3.3)

T F =TIl D MAO-A BEELED AWMEEZTHME L= 2 A, 77 r T =T ITREK
TFHIIZ MAO-A BERTEMEZ FLE L, ICs (% 10 umol/L (3230 ng/mL : & hIEFE ST Coax D 8 fi5)
Tholz, 770 F=TI12L5 MAO-A [HEILBITIC L 2 EYRERZ IS Z2 R L, BER
TEMEITIENT 24 BRI £ ClomaelcmiE Lz,
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4. ZEVEIRERR

—HEOL IR BNT, 77 e v F =T i L7z, Invivo BRERTIL, BEERE 542
ThHREOTEZEIRL (Tables) , 7y FBLOI =7 A4 P IZBITHIERBER R E2ZF N
ZI 038 BLUN037°L U TCHREAT Conx ZHH LT,
Table5. 77 uiF=70LEMHEERRBROPE
L RRES BEEIIHE? GLP #E /A BEE R
In vitro 2RBR
hERG /v F 7 T o 73k I2R347 3, 10, 30, 100 pmol/L IS 2634
Navl.5 Ny F 27 7 73R R348 30, 100, 300 pmol/L FEi6E 2,634
hERG /v F7 T o 7B 160820.QHJ 10, 30, 100, 300 pmol/L 3 2634
In vivo FRBR
fieEe — 7 v b
RR, TV, MV Bor:320 0, 75, 200, 600 mg/kg 3 1 2.6.3.4
REMERE - 7> b
FOB, BT, LA Bor:320 0, 75, 200, 600 mg/kg ik ] 2.63.4
DIER - BEZ v b
HR, BT, BP, &{kifH) Pori3s 0, 100 mg/kg F ) 2.6.3.4
DIMER - REL =74 F 1
ECG, HR, BP, {KiEH) Bcr32 0, 15, 40, 80, 150 mg/kg 3 2.6.3.4
a. Hi[a[# 5.

9_XTO GLP iR, GLP &4 CKEEFFAAILE 21 CFR Part 58) Z85F L CHEf L7z, KEH
VIR B SEERE (OECD) & GLP & — % DA AN EZIT> TV 5,

4.1. F X A =—ANLRZ PR HERMEL (CHO Mifa) % FVv iz Navl.sF b U U LAEFRICH
+377uvF=70A cr34s, BEEX263.4)

t bk Navl.5 Bia % ZEIICEETEA Lz CHO fMifgZ FHVWC, Navl.5 A 4 EIRIZHT 5
T aTrF =T OFBEERG LTz, 30, 1003 X300 umol/L DIEEDT T u T F =TI 54y
MigEE L, Ny F 27 77 EE2 T CHO Mo Navl.s it A siék Lz, BEXRICIE 7 =
X7 = /) &AW,

30, 100 3 X N300 pmol/L DIEET, 77 i F=71L Navl.5 F b U U LAEBROREIEEZ ZNE
A 6.0%, 13.8%35 LU 30.7%HE L 7=, Navl.5 EIRIZx$ 5 ICso 1% 300 pmol/L (97,000 ng/mL)
HTHY, KRR 200 mg 5RO FIEREFER Cnax (404 ng/mL) @ 240 {5 OREE LT
HoT,

« #p#57 ADME-20fffo01-0021
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4.2. CHO #ifa% i\ = hERG 7 U v 2 Bificxt+ 27 7nsF=70pE (crss, mux
2.6.3.4)

YT AF ¥ RV a— K95 hERG Z L EMITEIETEA L7z CHO fildlic, 77 rvF=7
Z 3, 10, 30 B X100 umol/L DILEET 5 pfHIREE L, Ny F 7 T 7 EZ MW T hERG A
F BT D B AR LT, Bt RIS 77 RaE v,

77 uyF=71%3, 10, 303 L0100 umol/L DESE T, hERG Bt DOIENEZ T EH 1.4%,
5.2%, 16.6%35 L OV 41.8%FH3E L7=, 30 umol/L 35 £ T 100 umol/L TIHMFH M A E e BRE N
B8 BH7=, hERG FEFEIZ% 5 ICso (% 100 umol/L (32,300 ng/mL) #BT&H W, FHE & 200 mg
BHEOE FIEREAT Coax (404 ng/mL) O 80 fEHBDIRFELL TH - 72,

4.3. v M RERERME (HEKME) 2RV hERG VY U AF ¥ XUCHTHT T u s F
=70% [160820.QH) ([macco) , HEE 2.6.3.4]

HEK FIIEIZ 22 E RN ST/ hERG B U U LA F L F ¥ FUCKIET T 70 v F =7 O
%10, 30, 100 3 LTV 300 pmol/L DIRE T/ F 27 7 7 ExE A, ABEPRET (33°C~
35°C) TaHli L7z, BEMExtBICT V7 = F Y B,

77 F =713 10, 30, 100 B L0300 pmol/L DIEFE T, hERG B DIRIEAZ A EICEFNTE
N 11%, 21.9%, 50.9%B L N77.9%HE L=, 77 v F =70 hERG 7 U 7 LERIZKTT D
ICso 1% 94.7 umol/L (30,600 ng/mL) Td v, ERAKMH & 200 mg £ 5-RFDO . FIEFEGT Coax TH 5
404 ng/mL (ZxF LT 76 5DIgEEL ThH > 72,

44. 7 v bEAVWET 7 vy F =7 owgies L omsieom @ors20 |, mEsx
2.6.3.4)

FREERICOWTIE, FOB, f{Ailids L OVA FEEEV RO EENIE 2, MREGRICOWTIE, K
B, 1 SRS OV IR SR 2 R T L 7,

T7uarF=T7%0 (0.5% WN)AF Ll —2BLN0.1% V)R Y J_— |k 80 & kil
K) -, 75, 200 F£721% 600 mg/kg D AR T, MO Wistar Han 7~ & (6 VS/BE) (2 HRIFRH]RE 0%
G U7, #5641 K2 FOB B X OMRIRMIEZEM L, TOEHRIZT v NEFEETE=41
77— AN, BIEEHRE UKV XOEEITE) 2 30 oMaesk Lz, AT, K Wistar
Han 7 v & (6 PL/Bf) 12, 0, 75, 200 F7-1% 600 mgkg # [AEEIZE G L, 2H5 7 VFRAES T
7 4 — & HWTE % 240 3 OMEEL, 1 B RS KOV R E AR L 72, T T A b
BE (HE3DC) (2600 mgkg 85 L, 5% 1, 3, 7B L0024 KEIC, £ L CIErh Sy
JE 2 JE Lz,

600 mg/kg E T, FEREL, 1 [EIHKES L O RHRKEICHT 2 23R D bR D> 572, Cmax
1% 35800 ng/mL (FEFEAHL L LT 13600 ng/mL) TH Y, KM E 200 mg KD b FIEREAH
Cmax (404 ng/mL) O 34 fEDMREFELLL TH - T-,

200 mg/kg UL _ECTEHRIEOKT (-0.6°C) , 75 mg/kg DL ETHISEBEOK TRRD b,
RFREE & LblE LT, 75, 200 35 X 00600 mg/kg BEICHS 1T D AER &L, KETEICENRE
-40%, -46%35 L TN-49%, FEEATE)TENEI-46%, -48%F L N-59%Tdh -7, FOB /N7
A= BZITKRT DR BT bR o To, BIETEICT L 5/ BE (LOEL) 13 75 mg/kg
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ThHY, ZOROIFFEER Crx [7 v N 1o ARIEMERER (12GR318) D51 H OfE]
4070 ng/mL [ ZEFERH # 200 mg & 5-RFD B IR Crax T % 404 ng/mL D 10 5 DIREELL T
HoT,

45. 7 VA M) —EAVERT v M a7 ey F=TobnERiHE @ orizs, =
#* 2.6.3.4)

T7uarF=T7%0 (0.5% WN)AF Lt —2BLN0.1% V)R Y J_— |k 80 &4 kil
K) F721% 100 mg/kg D HET, #E Wistar Han 7~ ~ (4 VL/8E) (ZHFEEBEHEIROES L, K
72 RERIC 7 B A A — =T WA CHELZET Lz, O, FHME, IHEEIE, 558
HILE, iRk LU EBEB &2 RGO 5% 24 R £ CRidk L7z, &5#% 05, 1, 3, 7
BEOR24FEIZY T T4 FEEORE3 VL (100 mgkg) 2 HERIML, MFEFT 7o F=TRES
HIE LTz,

77 a T =T % 0~4 FERIZOHAE O @O (17~26 bpm) 358D L0, X6
DEMKEL, BRRE(L T ehote, Fio, 5% 4~8 FFIC—BEOFEREREK T
(-021°C) MERO BTz, D, MEF 72X AREBRICITEBIIRD b ho Tz,

100 mg/kg 3 51D Coaxe (514 0.5 BE[E) O I IE 8980 ng/mL (FEfEAALE LT
3410 ng/mL) TH Y, KM E 200 mg & 5FFO b FIEFEEE Crax (404 ng/mL) O 8.4 {5 DIREER
tkchot,

46. 7V A N =2V =s A PR T BT 7Ry F=7ornERTE @ors2t,
BEK 2.6.3.4)

243% 77 v F =78 LN 75.7% HPMCAS-MG & B IR [0.5% (Wwiv) A F /vt a—2k K
Y 0.5% (w/v) HPMCAS-HF &/ 20 mmol/L ~ U AfEfEE#IK] ¢ SDD #AlIZFHM L, 71 A b
U —ZDIANTEED =27 A v (8PE) (120 (45 mg/mL HPMCAS-MF &A1) , 15, 40,

80 3L N 150 mg/kg DFHE T B AA4— "—F WA > & W CHIBBEHRE 0BG Uiz, BE5a0
1 BRI B G 22 FEM & CTREB AT o 72, B EATB L O S 4 R icsam L, msEd
T FoTRERRNE L, DIEREMO%, T TOEMIC 15 mgkg O & THA&
HL, BRI NCHEE1%05, 1, 2, 4, 7RI 24 BZICRLLL, mMFEFR7 7 ey F=
TP A E LT,

15, 40, 80 35 TN 150 mg/kg #% 5D EEH-1% 0.5~3.5 REEIC H BRI 2 Do (2hn
FIA9, +15, 21 BLUH30bpm) 723, 15 3 LTV 150 mg/kg B G-BFDO$EH% 5~7.75 BEE T H 0
OB (ZEi+6 B L UH+1S bpm) 2358 H ALz, 15~150 mg/kg £ 5-RF D 544 0.5~
3.5 IFHIC RR [HRROEHE (-20~-82 msec) 23588 H AL, ZAUTLHAEOEIMIZFES D TH -
7. 15~150 mg/kg % 5-RFIZ13 PR [IFROFEME (B5-4% 0.5~3.5 FFHIZ-3~-8 msec) LT QT
R O&AE (F 5% 0.5~3.5 Rfff12-8~-26 msec, 5% 5~7.75 IEfflZ-15 msec) MR HiL
720 25O RR HIFER L OV PR MMEOEMEIL, LHESINCEE > “RNEILEE 2 BT,

150 mg/kg & G-RFCITRRHMED EA L7z (54 0.5~3.5 IS ) 4 mmHg o E5) , ##
B/ OD, 8 4IH 4 5T EFNFRD LA, EBHREE HE LT 4~8 mmHg OHiJH Th -
22 e, ZoMmELEFIZT 7T F =T REICHET L EEX N, BRE R LT
QTc MBI+ 2 EBITRD SR> To, WTFNDO/RT A —4 % 22 BELIANICEE Lz,
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0, 40, 80 3 XTN 150 mg/kg HHHFIZ, T, 1, 3BRO6 FIIIRMAGRD BT, g
1% 80 mg/kg BEH-RED 1 fil35 L TN 150 mg/kg % G- ReD 1 1 TIEf& 5:-1% 4~22 FERICEO L
0, T OMIEE G54 4 REREILLINIC A2 BTz,

OIS RFEAGRE O TK M CiX, 5% 4 R o Mg 7 7 e o F = 7RI &I E S
AL, 15, 40, 80 3B LT 150 mg/kg TENZEH 427, 2230, 3370 3 L1 3680 ng/mL TH -7,
ZDHITITH T2 15 mg/kg %5 TIE, Cumax (£ 1030 ng/mL GEFEAALE LT 381 ng/mL) TH Y,
Toax (% 2.2 FE[H, BH4% 4 REEICBT 2 M8EH 7 7 0 o F = 7REIL 600 ng/mL TH Y, Ao
15 mg/kg KGR DOE & A% TH o7z,

B/ NEERED 15 mg/kg TOFEFEAT Coax 13 381 ng/mL TH Y,  Z FUIEEEF F & 200 mg QD & 5-
KED B FIEREAT Crnax T D 404 ng/mL D 0.9 5 TH o7, 72385, 150 mgkg (21T D Crax I3,
T =7 A P& AT HE G R (12MA052) 1I28B1T D IEREAT Crax (4960 ng/mL) T
B0, K 200 mg QD FHHED b R IEFEEH Coax D 12 5 TH - 72,

5. AR WEEERRR
770 F =7 O R EAERRRBRI I I L Ty,

6. EEB LU

I EBAHTHEERE LT, £ JAK 7 7 2 U —0E, MlaEmoERS X Ot ~2if/PBMC
TO STAT V U LIHEIC L A7 7 2 F =7 @ in vitro B OfEER 72 & N BEEI &€ 7 L
T in vivo RAER % FEhi L7-,

BIRHEIIRABR L LC, MR AR, NIV AR—F—, 440 F v 3B LOWRICT
L7 7T a L F =7 OVER ZREE L=,

LML L U C, DI R A~D % in vitro iABR  (hERG/ Navl.5 BifICxHT 2 85) B
L Win vivo iR TOME R, PSR, HHERCRICRH 2 282 /G L 7=, hERG B3
LREt, ODIMAER, FECR, HRARRCR ISR D MEHE GLP Z#5F L CHEMm LTz, £z, 77
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EMTOIDMIEANTIL, JAKL 203250 A b IA DV 7 F B Z SR LE L
(JAK1/TYK2 %4 L7z IFNa®D > 7 F UGi#E [1Cs : 32.5nmol/L] 72 &) , JAK2 D& MNNET
DD DT JAKYTYK2 BITET 22 BRI T 5 L 0 S EEES &V (JAK2/JAK2
Z M L7z EPO O 7 FIARED ICso : 794 nmol/L, JAK2/TYK2 %41 L7z IL-23 O 7 F )V niE
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! Zhang Y, Zhou B. Functions of thymic stromal lymphopoietin in immunity and disease.

Immunol Res. 2012; 52 (3):211-23.

2 Keegan AD, Johnston JA, Tortolani PJ, et al. Similarities and differences in signal
transduction by interleukin 4 and interleukin 13: Analysis of Janus kinase activation.
Proc Natl Acad Sci USA. 1995; 92(17):7681-5.

3 Kaser A, Brandacher G, Steurer W, et al. Interleukin-6 stimulates thrombopoiesis
through thrombopoietin: role in inflammatory thrombocytosis. Blood. 2001;
98(9):2720-25.

4 Drachman JG, Griffin JD, Kaushansky K. The c-Mpl ligand (thrombopoietin) stimulates
tyrosine phosphorylation of Jak2, Shc, and c-Mpl. J Biol Chem. 1995; 270(10):4979-82.
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Abrocitinib

2.6.3 FEPRABRE R R
2.6.3.1 PHARMACOLOGY: OVERVIEW Test Article: Abrocitinib
Method of Testing
Type of Study Test System Administration Facility Study Number
Primary Pharmacodynamics
Cellular potency of abrocitinib: Inhibition of JAK1, JAK2, Human recombinant In Vitro PWRDM  PF-04965 842-083448
JAK3 and TYK2 kinases enzymes
Activity of abrocitinib in kinase selectivity panel assays Human recombinant In Vitro PWRDM PF-04965 842-072404
enzymes
Cellular potency of abrocitinib metabolites; M1 Human recombinant In Vitro PWRDM PF-04965 842-08 1001
(PF-06471658), M2 (PF-07055087), M3 (PF-07055090), and enzymes
M4 (PF-07054874): inhibition of JAK1, JAK2, JAK3 and
TYK2 kinases
Cellular potency and selectivity of abrocitinib: effect on Human PBMCs In Vitro PWRDM  PF-04965 842-083721
cytokine-dependent STAT phosphorylation
Cellular potency and selectivity of abrocitinib: effect on Human whole blood and In Vitro PWRDM  PF-04965 842-08361 3
cytokine-dependent STAT phosphorylation CD34" progenitor cells
Effect of abrocitinib on TSLP induced STAT 5 Human whole blood In Vitro pwWRDM  PF-06700841 ||| 104100
phosphorylation
Effect of abrocitinib on IL-4, IL-13, IL-22, and IL-31 HT-29 and THP-1 cells, In Vitro PWRDM  PF-06700341 | 090414
induced STAT phosphorylation in cellular assays human whole blood,
primary keratinocytes,
and primary intestinal
epithelial cells
Effects of abrocitinib on IL-22 induced pSTAT3 Human keratinocytes In Vitro PWRDM PF-04965842 131447
Effect of abrocitinib on thrombopoietin, IL-6 signaling, and =~ Megakaryocyte precursor In Vitro PWRDM CP-699550 094745
CD41" cell expansion cells
Effects of abrocitinib on clearance of thrombopoietin Human platelets In Vitro PWRDM CP-690550 033455
Effects of abrocitinib on SLE serum- and complex-induced Human SLE serum and In Vitro PWRDM  PF-04965842 083816
steroid sparing and interferon gene expression PBMCs
Cellular potency and selectivity of abrocitinib metabolites; Human whole blood In Vitro PWRDM PF-04965 842-094349
M1 (PF-06471658), M2 (PF-07055087), and M3
(PF-07055090): effect on cytokine-dependent STAT
phosphorylation
Cellular potency of two abrocitinib metabolites, M1 Human keratinocytes, In Vitro PWRDM PF-04965 842-083618
(PF-06471658) and M2 (PF-07055087): inhibition 1L-4, IFNy primed THP-1 cells
IL-13, IL-22, IL-31 and TSLP induced STAT or human whole blood
phosphorylation
PFIZER CONFIDENTIAL
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Abrocitinib

2.6.3 FEABI R
2.6.3.1 PHARMACOLOGY: OVERVIEW Test Article: Abrocitinib
Method of Testing
Type of Study Test System Administration Facility Study Number
Efficacy, biomarker identification, and pharmacodynamic Rat ATA Model Oral Gavage PWRDM  PF-04965842 - 135545

evaluation in rats

CD = cyclin dependent; HT-29 = human colonic epithelial cells; IFN = interferon; IL = interleukin; JAK = Janus kinase; M = metabolite; PBMCs = peripheral
blood mononuclear cells; pSTAT = phosphorylated STAT; PWRDM = Pfizer Worldwide Research, Development & Medical; SLE = systemic lupus
erythematosus; STAT = signal transducer and activator of transcription; THP-1 = human leukemia monocytic cell line; TSLP = thymic stromal lymphopoietin;
TYK2 = tyrosine kinase 2.
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Abrocitinib
2.6.3 FENHER T £

2.6.3.1 PHARMACOLOGY: OVERVIEW

Test Article: Abrocitinib

Study Number
Species/Strain or Method of GLP (Sponsor Reference
Type of Study Test System Administration Compliance Testing Facility Number)
Secondary Pharmacodynamics
Broad Ligand Binding GPCR receptors, transporters, In Vitro No CEREP? 100002108
ion channels, and enzyme targets
VEGFR2 Functional Assay PAE cells transfected In Vitro No NovaScreen Biosciences ~ PF-04965842-00-0005
with KDR gene Corporation® pVEGFR 4-26-2
MAO-A and MAO-B Inhibition Isolated enzyme In Vitro No Cyprotex US, LLC® CYPI1503 R4
Reversibility MAO-A of Inhibition Isolated enzyme In Vitro No Eurofins Cerep® 100042990
Safety Pharmacology
Patch-clamp CHO cells stably expressing In Vitro No PWRDM .GR348
Nav1.5 sodium current
Patch-clamp CHO cells stably expressing In Vitro No PWRDM .GR347
hERG potassium current
Patch-clamp HEK?293 cells In Vitro Yes ChanTest 160820.QHJ
stably expressing Corporation? A090)
hERG potassium current
Pulmonary/Neurofunctional Rat/Wistar Han Oral Gavage Yes PWRDM R320
Cardiovascular Rat/Wistar Han Oral Gavage No PWRDM R135
Cardiovascular Monkey/Cynomolgus Oral Gavage Yes PWRDM R321

Pharmacodynamic Drug Interactions

Studies not conducted

CHO = Chinese hamster ovary; GLP = Good Laboratory Practice; GPCR = G protein coupled receptors; HEK = human embryonic kidney; hERG = human
ether-a-go-go related gene; KDR = kinase insert domain receptor; MAO = monoamine oxidase; PAE = porcine aortic endothelial; PWRDM = Pfizer

Worldwide Research, Development & Medical; VEGFR2 = vascular endothelial growth factor receptor-2.

a. Celle I’Evescault, France.
b. Hopkinton, MA.

c. Watertown, MA.

d. Cleveland, OH.
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2.6.3.2. PRIMARY PHARMACODYNAMICS

Test Article: Abrocitinib

System Evaluated Species/ Method of Concentration/ N/ Noteworthy Findings
Strain Administration Doses Gender
Report Number: PF-04965842 083448
Cellular potency of abrocitinib: Human In Vitro 0.0001 to = Abrocitinib
kinase inhibition using 10 uM 13to 15 ICs0 nM (ng/mL)
recombinant enzymes Km for ATP 1 mM ATP
JAK1 3.27 (1.06) 29.2 (9.44)
JAK2 30.3 (9.80) 803 (260)
JAK3 493 (159) >10000 (>3230)
TYK2 53.8(17.4) 1250 (404)
Report Number: PF-04965842 072404
Activity of abrocitinib in kinase =~ Human In Vitro 1 uM 40 kinases  No inhibition >30.2% for all kinases evaluated except for
selectivity panel assays using JAK3 (60.6%)
recombinant enzymes
Report Number: PF-04965842 | 081001
Biochemical potency of M1 Human In Vitro 100 pM to N=3 Abrocitinib Metabolites
(PF-06471658), M2 10 uyM ICs50 nM (ng/mL)*
(PF-07055087), and M4 M1 M2
(PF-07054874): kinase (PF-06471658) (PF-07055087)
inhibition using recombinant JAK1 43.4 (14.7) 17.9 (6.08)
enzymes JAK2 1140 (387) 886 (301)
JAK3 >10000 (3390) >10000 (3390)
TYK2 3190 (1080) 1210 (411)
NOTE: The ICs0 values for M4 (PF-07054874) for JAK1,
JAK2, JAK3, and TYK2 were all >10000 nM (3390 ng/mL).
PFIZER CONFIDENTIAL
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2.6.3.2. PRIMARY PHARMACODYNAMICS

Test Article: Abrocitinib

Report Number: PF-04965842 [ 083721

Cellular potency and selectivity =~ Human In Vitro 0.001 to = Abrocitinib
of abrocitinib: effect on 20 uM 1to4 Cytokine | IC50 nM (ng/mL)
cytokine-dependent pSTAT in JAK1/TYK?2 Signaling Pair
PBMCs IFNa 32.5(10.5)
IL-10 142 (45.9)
JAK1/JAK2/TYK?2 Signaling Pair
1L-27 | 58.1 (18.8)
JAK1/JAKS3 Signaling Pair
IL-15 | 90.3 (29.2)
JAK2/TYK2 Signaling Pair
1L-23 | 2130 (689)
JAK2/JAK?2 Signaling Pair
EPO | 794 (257)
Report Number: PF-04965842 | 083613
Cellular potency and selectivity =~ Human In Vitro 0.001 to = Abrocitinib
of abrocitinib: effect on 20 uM 4t09 Cytokine | IC50 nM (ng/mL)
cytokine-dependent pSTAT in JAK1/TYK?2 Signaling Pair
whole blood and CD34" IFNa. 183 (59.2)
progenitor cells IL-10 576 (186)
JAK1/JAK2/TYK?2 Signaling Pair
1L-27 234 (75.7)
IL-6 (CD3" cells) 354 (114)
IL-6 (CD14" cells) 167 (54.0)
JAK1/JAK?2 Signaling Pair
IFNy (lymphocyte) 161 (52.1)
IFNy (CD14" cells) 1690 (547)
JAK1/JAKS3 Signaling Pair
IL-15 537 (174)
IL-21 525 (170)
JAK2/TYK2 Signaling Pair
IL-12 9730 (3150)
1L-23 >16300 (>5270)
JAK2/JAK?2 Signaling Pair
EPO 7780 (2520)
PFIZER CONFIDENTIAL
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Abrocitinib

2.6.3 FEABI R
2.6.3.2. PRIMARY PHARMACODYNAMICS Test Article: Abrocitinib
Report Number: PF-06700841_[JJ_104100
Effect of abrocitinib on STATS Human In Vitro 0.0003 to N=3 TSLP IC50 = 1020 nM (330 ng/mL)
phosphorylation in TSLP 20 uM
stimulated whole blood
Report Number: PF-06700841_[JJJ 000414
Effect of abrocitinib on STAT Human In Vitro 0.0003 to N=2to7 Abrocitinib
phosphorylation in IL-4, IL-13, 30 uM Whole Blood Cell Type | IC50 nM (ng/mL)
IL-22, and IL-31 induced whole B Cells®
blood, primary keratinocytes, IL-4 503 (163)
primary intestinal epithelial, 1L-13 285(92.2)
HT-29, and THP-1 cells T Cells®
1L-4 266 (86.0)
Monocytes®
IL-4 185 (59.8)
IL-13 351 (114)
Primary Keratinocytes®
IL-4 77.0 (24.9)
IL-13 81.9 (26.5)
IL-22¢ 420 (136)
Primary Intestinal Epithelium?
1L-22 | 1240 (401)
HT-29 Cells®
IL-4 118 (38.2)
1L-13 111 (35.9)
THP-1 Cells®
1L-31 40.0 (12.9)
Report Number: PF-04965842 131247
STATS3 phosphorylation in Human In Vitro 0.0003 to N=5 IL-22 IC50 = 486 nM (157 ng/mL)
IL-22 treated keratinocytes 20 uM
PFIZER CONFIDENTIAL
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2.6.3.2. PRIMARY PHARMACODYNAMICS

Test Article: Abrocitinib

Report Number: CP-699550 [ 004745

Effect of abrocitinib on TPO Human In Vitro 0.0003 to N=2 TPO-induced pSTATS
and IL-6 signaling, and CD41a" 20 uM ICs50 = 1060 nM (343 ng/mL)
cell expansion in IL-6-induced pSTAT3
megakaryocyte precursor cells ICs0=83.7 nM (27.1 ng/mL)
Expansion of CD41a" cells
IC50 = 5670 nM (1830 ng/mL)
Report Number: CP-690550 [ 033455
Effects of abrocitinib on Human In Vitro 0.003 to N =3 donors Dose-dependent TPO clearance IC50 = 10800 nM
clearance of TPO by platelets 20 uM (3490 ng/mL) which correlates with the inhibition of
JAK2 kinase activity (IC50 = 803 nMP).
Report Number: PF-04965842_[JJ 033816
Effects of abrocitinib on SLE Human In Vitro 1 uM N=5 PF-04965842 reverses SLE serum-induced
complex-induced steroid desensitization of cultured pDCs to steroid killing.
sparing and INF gene
expression in serum and Gene Expression Inhibition
PBMCs RSAD2 ICs50 = 82.0 nM (26.5 ng/mL)
USP18 IC50 = 114 nM (36.9 ng/mL)
GBP1 IC50 = 107 nM (34.6 ng/mL)
PFIZER CONFIDENTIAL
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2.6.3.2. PRIMARY PHARMACODYNAMICS

Test Article: Abrocitinib

Report Number: PF-04965842 [ 004349

Cellular potency and selectivity =~ Human In Vitro 0.0003 to N= M1 (PF-06471658)
of M1 (PF-06471658) and M2 60 uM Cytokine IC50 nM (ng/mL)
(PF-07055087): effect on JAK1/TYK2 Signaling Pair
cytokine-dependent pSTAT in IFNa 296 (100)
whole blood IL-10 675 (229)
JAK1/JAK2/TYK?2 Signaling Pair
IL-27 382 (130)
IL-6 (STAT1) 171 (58.0)
IL-6 (STAT3) 2770 (940)
JAK1/JAK?2 Signaling Pair
IFNy (CD14" cells) 1950 (662)
JAK1/JAKS3 Signaling Pair
IL-15 558 (189)
IL-21 844 (286)
JAK2/TYK2 Signaling Pair
IL-12 33400 (11300)
1L-23 26200 (8890)
JAK2/JAK?2 Signaling Pair
EPO 9750 (3310)
PFIZER CONFIDENTIAL
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2.6.3.2. PRIMARY PHARMACODYNAMICS

Test Article: Abrocitinib

Report Number: PF-04965842 [ 004349

Cellular potency and selectivity =~ Human In Vitro 0.0003 to N=2 M2 (PF-07055087)
of M1 (PF-06471658) and M2 60 uM Cytokine | IC50 nM (ng/mL)
(PF-07055087): effect on JAK1/TYK2? Signaling Pair
cytokine-dependent pSTAT in IFNa 90.5 (30.7)
whole blood IL-10 233 (79.1)
JAK1/JAK2/TYK?2 Signaling Pair
IL-27 234 (79.4)
IL-6 (STAT1) 136 (46.2)
IL-6 (STAT3) 2260 (767)
JAK1/JAK?2 Signaling Pair
IFNy (CD14" cells) | 2160 (733)
JAK1/JAKS3 Signaling Pair
IL-15 353 (120)
IL-21 487 (165)
JAK2/TYK?2 Signaling Pair
IL-12 5170 (1750)
1L-23 6210 (2110)
JAK2/JAK?2 Signaling Pair
EPO | 9470 (3210)
Report Number: PF-04965842 [ 083613
Cellular potency of M1 Human In Vitro 0.0003 to N=2to7 Abrocitinib Metabolites
(PF-06471658) and M2 20 uM IC50 nM (ng/mL)
(PF-07055087): STAT M1 M2
phosphorylation in IL-4, IL-13, (PF-06471658) (PF-07055087)
IL-22, 1L-31 and TSLP treated IL-4 (STAT6) 433 (147) 134 (45.5)
keratinocytes, IFNy primed IL-13 (STAT6) 236 (80.1) 84.1 (28.5)
THP-1 cells or whole blood. IL-22 (STAT3) 703 (239) 198 (67.2)
IL-31 (STAT3) 79.6 (27.0) 56.0 (19.0)
TSLP (STATS) 785 (266) 271 (92.0)
PFIZER CONFIDENTIAL
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2.6.3.2. PRIMARY PHARMACODYNAMICS

Test Article: Abrocitinib

Report Number: PF-04965842 [ 135545

Efficacy, biomarker Lewis Rat Oral Gavage
identification, and PD (AIA
evaluation in rats Model)

50, 15,5,10r0.5 Female
mg/kg (n=10)
QD for 7 days

Abrocitinib inhibited paw swelling in a dose dependent
manner following 7 days of treatment. Significant dose-
dependent reductions in paw swelling and GM-CSF
dependent pSTATS were observed in all treatment groups
compared to vehicle control.

Abrocitinib Plasma Concentrations (Mean + SD)

Dose Peak Trough
(mg/kg) (ng/mL) (ng/mL)
0.5 350+ 77.5 0.806 £ 1.80
1 1600 + 222 2.34 £0.968
15 8700 £ 1110 45.0+15.1

Peak = 15 minutes post dosing.
Trough = 24 hours post dosing.

Note: None of these studies are GLP compliant. A molecular weight of 323.41 g/mol for abrocitinib and 339.41 g/mol for PF-06471658 (M1), PF-07055087
(M2), and PF-07054874 (M4) were used to convert nM to ng/mL where noted.
AIA = Adjuvant-induced arthritis; ATP = Adenosine triphosphate; CD = Cyclin dependent; EPO = Erythropoietin; GBP1 = Guanylate binding protein 1;

GLP = Good laboratory practice; GM-CSF = Granulocyte Macrophage- Colony Stimulating Factor; HT-29 = Human colonic epithelial cells; IC50 = 50%
inhibitive concentration; IFN = interferon; IL = Interleukin; JAK = Janus kinase; K, = Michaelis-Menten constant; M = Metabolite; PBMCs = Peripheral blood
mononuclear cells; PD = Pharmacodynamic; pDCs = Plasmacytoid dendritic cells; pSTAT = Phosphorylated STAT; QD = Once per day; RSAD2 = Radical
S-adenosyl methionine domain-containing protein 2; SLE = Systemic lupus erythematosus; STAT = Signal transducer and activator of transcription;

THP-1 = human leukemia monocytic cell line; TPO = Thrombopoietin; TSLP = Thymic stromal lymphopoietin; TYK2 = Tyrosine kinase 2; USP18 =

Ubiquitin specific peptidase 18.
a. IC50 determined at 1 mM ATP.

b. Value obtained from Study Report: PF-04965842_ | 08344s.

c¢. Value determined from phosphorylation of STAT6.
d. Value determined from phosphorylation of STAT3.
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2.6.3.3. SECONDARY PHARMACODYNAMICS

Test Article: Abrocitinib

Type of Test Test Cells/Tissues Test Results GLP Study
Concentration Compliance Number
(uM)
Broad Ligand Binding GPCR receptors, 10 KDR kinase (VEGFR2): 93.8% Inhibition; ICso No 100002108
transporters, ion channels, value of 1.2 uM
and enzyme targets MAO-A: 67.0 % Inhibition; ICsg value of 6 uM
VEGFR2 Functional PAE cells transfected up to 30 VEGFR2: ICs value of >30 uM No PF-04965842
Assay with KDR gene -00-0005
pVEGFR 4-
2620}
MAO-A and MAO-B Isolated enzyme 0.1 to 100 MAO-A: Inhibitor against MAO-A with ICs value of No CYPI1503 R4
Inhibition 7.67 uM. 15.1% MAO-A activity at 100 uM.
MAO-B: Not inhibitor against MAO-B with ICs
value of >100 uM. 98.8% MAO-B activity at 100 uM.
Reversibility of Isolated enzyme up to 100 MAO-A: Concentration-dependent inhibition with No 100042990

MAO-A Inhibition

1Cso value of 10 pM. Inhibition was reversible after
dialysis (maximum recovery of activity by 24 hours).

GLP = Good Laboratory Practice; GPCR = G protein coupled receptors; ICso = 50% inhibition concentration; ICgo = 80% inhibition concentration; KDR =
kinase insert domain receptor; MAO = monoamine oxidase; PAE = porcine aortic endothelial; VEGFR2 = vascular endothelial growth factor receptor-2.
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2.6.3.4 SAFETY PHARMACOLOGY Test Article: Abrocitinib

In Vitro
Type of Test Test Cells/Tissues Test Results GLP Study
Concentration Compliance Number
(LM) (Sponsor
Reference
Number)
Patch-clamp CHO cells stably expressing 30, 100,300  6.0%, 13.8%, and 30.7% inhibition of Nav1.5 No .GR348
Navl.5 sodium current current at 30, 100, and 300 uM, respectively
I1Cso was >300 uM
Patch-clamp CHO cells stably expressing 3, 10,30, 100  1.4%, 5.2%, 16.6%, and 41.8% inhibition of hERG No .GR347
hERG potassium current current at 3, 10, 30, and 100 uM, respectively
I1Cso was >100 uM
Patch-clamp HEK293 cells stably 10, 30, 100, 300 11%, 21.9%, 50.9%, and 77.9% inhibition of hERG Yes 160820.QHJ
expressing current at 10, 30, 100 and 300 uM, respectively (lMA090)
hERG potassium current ICso was 94.7 uM

CHO = Chinese hamster ovary; GLP = Good Laboratory Practice; HEK = human embryonic kidney; hERG = human ether-a-go-go related gene; ICso = 50%
inhibition concentration.
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2.6.3.4 SAFETY PHARMACOLOGY

Test Article: Abrocitinib

In Vivo
Organ Systems Species/ Method of Doses® Number/ Noteworthy Findings GLP Study
Evaluated Strain Administration (mg/kg) Sex/Group Compliance = Number
(Vehicle)
Test Article
Lot Number
Pulmonary Rat/ Oral gavage, 0,75, 200,600  6M None Yes Por320
RR, TV, MV Wistar Han 10 mL/kg
(0.5% Methylcellulose
[w/v] and
0.1% polysorbate 80 [v/v])
Lot GR06528
Central Nervous 0, 75, 200, 600 6M 75 mg/kg: ¥ LA
System (40% horizontal; 46% vertical)
FOB, BT, LA® 200 mg/kg: | BT (0.6°C), ¥ LA
(46% horizontal; 48% vertical)
600 mg/kg: L BT (0.6°C), { LA
(49% horizontal; 59% vertical)
Toxicokinetic Parameters® 'GRS?_O):
Dose (mg/kg) 600
Crax (ng/mL) 35800
AUCo4 (ng*h/mL) 689000
Tinax (h) 43

AUC,4 = area under the concentration-time curve from 0 to 24 hours; BT = body temperature; Cnax = maximum observed concentration; FOB = functional
observational battery; GLP = Good Laboratory Practice; LA = locomotor activity; MV = minute volume; RR = respiratory rate; Tmax = time to reach Cmay; TV =

tidal volume.

a. Single dose unless specified otherwise.

b. Vertical and horizontal movements.

c. A separate satellite group of 3 males was utilized for toxicokinetic evaluation.
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2.6.3.4 SAFETY PHARMACOLOGY

Test Article: Abrocitinib

In Vivo
Organ Systems Species/ Method of Doses? Noteworthy Findings GLP Study
Evaluated Strain Administration (mg/kg) Compliance = Number
(Model) (Vehicle)
Test Article
Lot Number
Cardiovascular Rat/ Oral gavage, 0, 100 100 mg/kg: + Body temperature No .GR135
HR, BT, Activity® Wistar Han 10 mL/kg (0.21°C; 4-8 hours postdose)
(telemetry (0.5% [w/v]
Systemic Arterial BP: implanted) Methylcellulose and

SBP, DBP, MBP

0.1% [v/v] polysorbate 80
in purified water)
Lot PF-04965842-00-0008

Toxicokinetic Parameters® 'GRI 35):

Dose (mg/kg) 100
Crnax (ng/ml) 8980
AUC»4 (ng*h/mL) 117000
Tinax (h) 0.5

AUC,4 = area under the concentration-time curve from 0 to 24 hours; BP = blood pressure; BT = body temperature; Cpnax = maximum observed concentration;
DBP = diastolic BP; GLP = Good Laboratory Practice; HR = heart rate; M = male; MBP = mean BP; SBP = systolic BP; Tmax = time to reach Cpax.

a. Single dose unless specified otherwise; animals were dosed in a cross-over study design.

b. Derived from telemetry signal strength; animal movements previously described as locomotor activity were also inclusive of all general physical activity
measured in arbitrary units; therefore, the term “physical activity” is a considered a more appropriate designation for the purpose of this study.
c. A separate satellite group of 3 males was utilized for toxicokinetic evaluation.
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2.6.3.4 SAFETY PHARMACOLOGY

Test Article: Abrocitinib

In Vivo
Organ Systems Species/ Method of Doses® Number/ Noteworthy Findings GLP Study
Evaluated Strain Administration (mg/kg) Sex/ Compliance  Number
(Model) (Vehicle/ Group

Formulation)

Test Article

Lot Number
Cardiovascular Monkey/ Oral gavage, 0, 15, SM 15 mg/kg: Yes Por32i
ECG: Cynomolgus 10 mL/kg 40, 80, T HR (6-9 bpm; 0.5-7.75 HPD)
RR-I, PR-I, QRS-I, (ambulatory  (HPMCAS-HF in 20 mM 150 J RR-I (20 msec; 0.5-3.5 HPD)
QT-I, QTc, HR, telemetry) Tris buffer in purified 4 PR-I (3 msec; 0.5-3.5 HPD)
Physical activity water, approximately 4 QT-I (8 msec; 0.5-3.5 HPD)

pH 7.4/SDDY) 40 mg/kg:
Systemic Arterial BP: Lot 3623-101 T HR (15 bpm, 0.5-3.5 HPD)
SBP, DBP, MBP

4 RR-I (44 msec; 0.5-3.5 HPD)
{ PR-I (5 msec; 0.5-3.5 HPD)
4 QT-I (11 msec; 0.5-3.5 HPD)
80 mg/kg: Emesis

T HR (21 bpm; 0.5-3.5 HPD)

4 RR-I (60 msec; 0.5-3.5 HPD)
{ PR-I (7 msec; 0.5-3.5 HPD)
4 QT-I (16 msec; 0.5-3.5 HPD)
T DBP (3 mmHg; 0.5-3.5 HPD)
150 mg/kg: Emesis

T HR (15-30 bpm; 0.5-7.75 HPD)

4 RR-I (46-82 msec; 0.5-7.75 HPD)

{ PR-I (8 msec; 0.5-3.5 HPD)

1 QT-I (15-26 msec; 0.5-7.75 HPD)

T DBP (4 mmHg; 0.5-3.5 HPD)

Toxicokinetic Parameters 'GRS?_I ):

Dose (mg/kg) 0 15 40 80 150 15¢
Crax (ng/ml) NAY NAY NAY NA¢ NAY 1030
AUCy (ngeh/mL) NAY NAY NAY NA¢ NAY 4980
Tmax (h) NAd NAY NAY NA¢ NAY 2.2
Plasma Concentrations (ng/mL) — 4 HPD NA® 427 2230 3370 3680 600

PFIZER CONFIDENTIAL

Page 16



Abrocitinib
2.6.3 FENHER T £

2.6.3.4 SAFETY PHARMACOLOGY Test Article: Abrocitinib

In Vivo
Organ Systems Species/ Method of Doses® Number/ Noteworthy Findings GLP Study
Evaluated Strain Administration (mg/kg) Sex/ Compliance  Number
(Model) (Vehicle/ Group
Formulation)
Test Article
Lot Number

study JJJGR321 ~ Continued

AUC,4 = area under the concentration-time curve from 0 to 24 hours; BP = blood pressure; Cmax = maximum observed concentration; DBP = diastolic BP;

ECG = electrocardiogram; GLP = Good Laboratory Practice; HPD = hours postdose; HPMCAS-HF = hydroxypropyl methylcellulose acetate succinate-high
fine; HR = heart rate; M = male; MBP = mean BP; NA = not applicable; QTc = corrected QT interval; SBP = systolic BP; SDD = spray dried dispersion; Tmax =
time to reach Cpax.

a. Single dose unless specified otherwise; animals were dosed in a cross-over study design during cardiovascular portion of the study.

b. Formulated as an SDD with 24.3% PF-04965842 and 75.7% HPMCAS-medium granular.

c. Plasma samples obtained for toxicokinetic analyses during the toxicokinetic leg of the study.

d. Parameter not measured during the cardiovascular leg of the study.

e. All samples below limit of quantitation (1.00 ng/mL).
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