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HEZ b, MEREY VI JOME R =7 #2817 5 HEIFRIRIN # 5% O KB fg s~

Zy FBIXOY M7 7T a v F =T 2 ERAKG LT LD MRy aky
T4 7 AT A= (FAEEGFEMERRER)

Ty M7 7 uyF=T&1H1ES BRERORS L2 X0RERS A
BIFas77asF =7, Ml, M2EB LD M4 OFEWENRE ST A —HF o,

T7uvF=7, Ml, M2 BLOME OIEFEERLFE (2 umol/L) e
T7uyF=7, M1, M2 B IO M4 OLIM/MBEREER (1 pmol/L) .o

Eh, RUR, Ty bBIOV T 7o F =T 2R AKE Lz L EOEK
TR DRZEACARIS ORI oo

b MIT7 7 rvF =7 200 mg A AER G LIz & & OFEFIRIERIZISIT 5 RE
BAR, M1, M2 BELOM4 OIRYFNRE X T A —H (BT7451043 58BR) oo

7w MIZNOAEL (K : 45 mg/kg/H, M : 70 mg/kg/H) , bt NIZ 200 mg/kg D
METT 7 n v F =7 2485 Lot S OREE, M2EBLTC M4 OEFIRE
(BT DIEMENTE 7 XT A B et

7 v hBIOE MZT7 7Y F =7 200 mg/kg/H 2 KEHKG Lzt &oiiH
RE M1, M2 BTN ME DBEFELL oot

T 70y F =T OIEMER ~OREART L OVEPEREY DT 52 e
Z v Me MZBF L7 7R YT =T ORTEMERT B e,
b MBI 2 KRB ZOMREHP O M h R EE RS Z OB HEME e
b MZBT 2 RE O AR X OFERHEE oo,
b MBI LB REMOEE 7 VT T 0 AT DB MERBDOEER .
T7uF=TDORNTUAR—F KT DA L OBHERE
M1, M2EBEOME D~ T v AR—Z —|ZxT 5 HE MRS LOPHERE oo

LIST OF FIGURES

[“C]7 7 v F =7 (PF-04965842) DREIE ....ovoieieiieeieeeeeeee s
EMZT 7 ayF=7200mg 2RO Lzl & OHEERHIEEE o
M1, M2 3L TN MA DTEHIBEIT oo
TITavF =T DwANT AT OVHRBEF DB oo

1 Long-Evans 7 » b (Z["*C]abrocitinib 10 mg/kg # H[al#E N5 L7- & < Ol
WO (BeH% 0.25 BEHD) oo
1 Long-Evans 7 » b (Z["*C]abrocitinib 10 mg/kg % H[al#E N 5- L 7= & < Dl
BRI (BEEH 24 TREIHD) oot
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Figure 7.

4 Long-Evans 7 hIZ['C]Jabrocitinib 10 mg/kg Z HiE#RE O£ 5- L7z & & O
FROTAT (BETAE 672 TEMD) oot
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AIETREAY D HEE - R

i - W

AL TWRWERELIIES

[I]u, inlet,max

maximum unbound concentration of the inhibitor in the hepatic inlet :

IR 101 0D ks & T e i

[T gur theoretical gut concentration : JH{b/& PN

A-B apical to basolateral : TE i fEHAH 2> & F& JEC A5

AM active moiety : I& PRIy

AUC area under the plasma concentration-time curve : MEHREE - RER dh#R T o fd

AUCiy¢ area under the plasma concentration-time curve from zero to infinity :
0 FRFf 20 & MEFR K[ £ Coo MR B - WER Ah#R T A

AUCast area under the plasma concentration-time curve from zero to the time of last measurement :
0 FFH 7> & o B PTRERFIAT £ C DR L - WRFR Ah#R T Ak

AUC; area under the plasma concentration-time curve from zero to time't :
0 FRFf 26 t I £ Tom PR EE - e dh#R T il

Co/Cp blood to plasma concentration ratio : [l jf&/ 4% 1 & bt

B-A basolateral to apical : J&JEEJEA 7> & TE by ]

BCRP breast cancer resistance protein

BID twice daily : 1 H 2 [A]

BLQ below limit of quantitation : & | BRAH

BSA bovine serum albumin : U {7 VT I

BSEP bile salt export pump

CLfeces fecal clearance : #H~DOHE 2 V7 F R

CLmetabolic metaboric clearance : fR#f 7 V) 7 7 A

CL; renal clearance : 27 V7T A

Crnax maximum plasma concentration : iz I3 H R &

DMSO Dimethyl sulfoxide : ¥ A F /LA LAHRF T R

ECso concentration corresponding to 50% of the maximum effect : 50%7%) F:i5 &

EMA European Medicines Agency : MK [ 38 T

Emax maximum fold induction : fx K%h 45

F bioavailability : A T XA TV T ¢

fa fraction absorbed : {H{kE TOWRILE

FDA Food and Drug Administration : > [E] £ i [ 35 i &

fg fraction escaping gut metabolism : JH{bE T O AR

fm fraction metabolized : X% 53

fu fraction unbound : FEfE ALy R

GFR glomerular filtration rate : & ER ARG I &

HEK human embryonic kidney

HPLC high performance liquid chromatography : f=#EiEiKk 7 v~ k77 7 ¢

HPMCAS-M | hydroxypropylmethylcellulose acetate succinate-medium granular :

G E X 7o AF Ll —A7T 57— b4 7 2 F— k- grade MG

ICso 50% inhibitory concentration : 50%[H 2 &

ICH International Council for Harmonisation of Technical Requirements for Pharmaceuticals for
Human Use : [% 3& & Kl 3§D [E] PR 23

IFNo interferon alpha : f 4 —7 x 1 q

ISR incurred sample reanalysis :

ERMEOFHRMEMR OO, R D HITHOSHr AL TR ERHB 2B 702 &
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v intravenous : #RM

JAK Janus kinase : ¥ X A ¥ —+F

K; inhibition constant : [H7 &%k

K Michaelis constant : I 7 T U A EH

MATE multidrug and toxin extrusion

MDCK Madin-Darby canine kidney : Madin-Darby f X & fiig

MW molecular weight : 73 1 &

mRNA messenger ribonucleic acid : A v &2 ¥ ¥ —RNA

MS/MS tandem mass spectrometry : % > 7 AE & HTE

MTD maximum tolerated dose : fx K&

m/z mass-to-charge ratio

NADPH nicotinamide adenine dinucleotide phosphate :
—aF T IRTTFUUX T LT R U

nd not detected : A% RS A

NER net efflux ratio

NOAEL no observable adverse effect level : 7 &

OAT organic anion transporter

OATP organic anion transporting polypeptide

OCT organic cation transporter

P450 cytochrome P450 : & 7 1 A P450

PEG polyethylene glycol : RV =F L > ') a—)L

PO per os : &1

P-gp P-glycoprotein : P-# % > /X7 &

QD once daily : 1 H 1 [A]

RIS relative induction score : FHXIFHE R 27

SBECD sulfo-butyl-ether-f-cyclodextrin, sodium salt :
ANVKTFNTZ—=FTN-B- 7 aTFXFARN) F U TL

SDD spray-dried dispersion : A 7L — RZ A 53

ty, apparent terminal elimination half-life : ¥&K4H D F. 2T O 5 80

Timax time of occurrence of Cumax : ¢ 1 ML I L B [

UGT uridine diphosphate glucuronosyl transferase : 7 U 2> U VR V7 v LRI IER

Vs volume of distribution at steady state : & & IRREIZ I3 1T B 704 A FH
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NT A= OEEB LUR HE

EREB L OEHE

Fig e B PP e RE B 2] - (hr)

e AR (ng/mL)

IR 5% D JTF O3 BAME L 7e & 54 0 KRefEliZds 1T 2 e i
B : (ng/mL)

AUC;

B r bt T RER AL (0 F To Mg — R A FiEfg : (ng-hr/mL)
BREEHOCTHEM LT,
AUCy, [T B 1 b 5-4% 24 IFI# F C o i o i B2 — IRF R il T il

AUCiqs

B a b BRI £ CAME L 72 i R — R Eh R RS (ng-hr/mL)
AUCin= AUC; + C./ kel
Co TR FTRERE AL (1) OMAEFIRAE, ko lZVHISHEEEL : (hr!)

ty,

HIEEE 0 (hr)  BLFOXZEH TR L,
ty, :ln2/ke1

CLtot

257 V77 A (mL/minkg) LA FORZEHWTEH L,
CLlot: &gi/AUCmf

VSS

EFREICBT 2 0Mm88 - (Lkg)  LLFORXZHWTHEM L,
Vss: CLtot/kel

NAFTRAZEVT 40 (%) LLFOXEHWTHEH L,
BORELEZLEEZD AUCKHX BN 5-&

NATTNATE VT4 (%) = X100
ERRANEE G- L7 & & D AUCH X R O 55

s

RPPEERIILL T ORI L W EH L=,
RIPEEY) (iae) JREXIRE
KPR (%) =X X 100

Fh (d6e)
FE PPy LU PR O FH b B a W CTRERICHEH L7,

1Cso

1Cso MEITEER SO 2 S0%PLET 5 & & OWBRIEDIEFE © (umol/L)

Papp

MDCK a7z & % FV 7= in vitro Al R B FRER 12 35 1T D R Y O B D it
25« (X10° cm/sec)

TR RSAR B BR R % RN L 7= & & O TERIREEAR 7> & AR EC R~ > L7 ) O it 6%
BUE Pappasn &3 L, MBI BRI 2 00 L 7= & & ORI 2> & TE IR
O FLT OFRENE Papppn & F LT,

NER

%é ﬁ%ﬂ] H@ D PappBﬁA/PappAeB/;"F%EEEA%EH H@ (0] PappB—>A/PappA—>B
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1.E£¢®

77 vF =7 (PF-04965842) 1 X Ot M) 5L PF-06471658 (M1) , PF-07055087
(M2) F721% PF-07054874 (M4) DYWL, 5347, AAE#TF L OSBRI Z A& % 72 in vitro 3R IS X OV in vivo
BT L7, B N7 7 ey F=T 2 KEROKRE LIz L Z0EFREIZE T, M2EB
FOM4 BN O ERFHY (10%H) THDHEEZ LT, Invivo ilBRiZE & L TEMEREBR TFE
AL CThHEI~T A, 7y bBIOILEZHWTHFL, MERREHBEORTZITZI =
THE AW, BEHRIEIE, BIRN E IR SR TH LR OB & L, WRIN, Rk X
W) b7 o AR = —IZBT 2 MEhaid B 9IZ)& Uz in vitro sBR-2 2 W 2, i 7e HTONS
b oRHE X ORI OBEHIIZ[M4CIT T ey F =T M Lz, g0 7 7 a s F = TR
DEBINIEFEIFER Y v~ 87T 7 417 T NEESHE (HPLC/MS/MS) % Hvi-,

1.1. WU

TIa F 2T ORANAFTT ATV T 41X T v b, W=7 AP LBLOE FTERERK
96%, 1 10%B LK 60% TH 72, Ty hBIOY T 7T FoT 2 EROKE LI-5E
MRBRICBWT, 77 ey F =7 ORERIL, HEOINIENEN L, 7y FBIOHLIC
BT, BFEEOMEL LOKERG%ZOERBIEITRD benoiz,

In vitro IZBWT, 77 a v F =TI PHEX /37 'E (P-gp) BLOBCRP DA L7022 Z L VR
IND, EFTET7r U F =T ORARINERIIM L TR Th o722 &b, BEEIEFL
LCEEIHIC L 20D TH Y, IMEERIUCE T 28N b7 v AR—F —DFHI3/hEanWeEE
b,

1.2. 5376

[MC17 7 myF=7%FtE7 v~ (Long-Evans) ([ZHEIRAKEG L& Z A, HbtaeldAtmkic
JRFEIZA3AT LTz HARARSR AR~ O NMMIFREN TH Y, 77 r T =713k b7 v AR —
B—DIEERDZEEHFAELTW, 77 F=TBLUOMI, M2 B LU M4 DEAREAR
X, W BRENSPEETH ST,

1.3. 55

In vitro B X QNin vivo IZBIT 2R OEAH S, 77 v o F =T OMRFHTILT F 7 1 A P450
(P450) (2 X HE{EAEEE-LTH Y, CYP2C19 (£ 50%) , CYP2C9 (30%) 35 LT CYP3A4 (11%)
ICEBDRBBT T r e F =T OERWEERK THL L EZBNT, 770 F =7 OHREFIC
BT AR OEEIL 84.4% TH - 7275, M1, M2 B LT M4 DK BT 2 REOZE5 130/
&< 2.5%~20%TdH o7,

1.4. Ptk

v A, 7v MBIOE MZBT A2 REMEDORFHEIIT DTN TH 7208, M1, M2EBXW
M4 O F 7o PR I1E OAT3 20 LR HEIE CTH - 7=, £/, LT OMZ » M7 7 v
=T EEELIEEZA, HHHHEERFRD b,
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L5, KB RFROEYH EE R

77 u F=71%, CYP2C19, CYP2CO9 BLUCYP3A4 OEBE LY, 2 b OMHEKR SWNC
P450 #5532 KX D FMAM AAEH 2 5 1 5 Al REMEDS R STz,

T7uayF=7, MIl, M2 XU M4 [Tk L7= P450 25 RIS x L CREA ML EER 2 R S 7
M=%, CYP3A, CYP2C19 £7-1% CYP2D6 |Z%F L THIW IR RIS EEH AR L=, 77
1 F =71 CYP3A4 B L UNCYP2B6 IZxf L CHIWFFEE/EMH 2/~ L7223, M1, M2 BL M4 O
P450 FFEAEIXT 7 u v F =T OFFEELY Flalo> T, 24V 7 A (CYP3A OMAILE) % 0F
HALEBERBRCIE7T 7oy F=7I10k) 254V T A0OBEREITRE < ZBEd, £/ in vitro
BT T7T 7 a v F =7 MmO Z b 0 P450 BLEF 2 IXBEOREITWLTR L 5o
ZEnn, T7uvF=7, Ml, M2EBLUME BEERIZBWT IS O P450 Z#FLEF 721X
HETDH LK VM AERZ EE 2 REEIEW E B X b,

T7avF =77 b5 ML, M2 B IO M4 [ IET L7z UGT 0 FREICk L CREER Z RS 72
Mol F7-, 77 asF =735 L7- SULT 2 FREIC k) U CHREMER A2 RS 2o 77,

771y F=71F 0ATPIBl B LN OATPIB3 OMEE L 1374267, ZnbD T v AR—H—|Z
%t UCIHEERAEZ RS Rhotz, 7703 F =713 0ATI, OCT2 ¥ X O BSEP (2% L CFHEE
&R & 7o 7208, OAT3, P-gp, BCRP, MATEL 3 X TN MATE2K (ZxF L CILEIEH 2R LTz,
INHOHE LG LI BRRBAE RS, T v F=TIEERICBWVL T P-gp ZHET S A
HEPEDN R ST,

M1, M2 BEXOIM4 1T OAT3 OEE L 720, OAT3 FHESRIC X 2 W BEAEF 25 5 alHetEns
REENT, —F, TNLOREWN T AR—F —[HEE N LM REER A X 2T
AREME IRV & E 2 BT,
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2. TR
FERG R SR BN e BRI I OVEMERRBR IZ 38 1) B ARG th O SR S 2w Bt B 720, oTiEOB
KB LAY F— 3 o2 Ehi LTz,

2.1. HPLC/MS/MS (2 & % B &E

AR - 8384380, 8275028 (Addendum 1, Addendum?2) , 8296860, 8275029,
WEEEF 2.6.5.2A~2.6.5.2C

~ A, Ty b, UEEBLIOY ALMERICB T AT T e FoTRBERLNNCT v MR
BIFAMl, M2 BXOMABEZIKIKZ o~ 7T 7 4 /%7 07 NEESHE (LOMSMS) %
WESHTEIC L ER LT,

I ORI 5 IERRRBR O i DU (GLP) @O h¥ v axxT7 4 7 AFBRTO
OWTEATO 120, MERT 7 a o F =7 DEREL~ U A TIL 5~5000 ng/mL  (HEEFK =
8384380) , 7 v I, UHXBLOV /LTI 1~500 ng/mL OPEEFPHITNRY F— b Lz [ E
%= 8275028 (Addendum 1 , Addendum 2) , 8296860, 8275029] , 7 7 u v F =TI~V R, T v
L, UHXBIOVMERICRBW T, =|IET24 FEELLE, -70°C T25 BMLLEZETH Y,
BURGERLAE A 4 I B0 IR L THEEThH o7, BB O T ITZEME DM S AL RAEHIRINIC
Ehi Lz, ~TU A, v hBIOYLEHWE —REERER DN X2 VTR - IR
A FMERER D 515 5 T2 #UEHZ D T Incurred sample reanalysis (ISR : & &AE O BN O 7=
W, B D BICHIOGHTEA CREEZREI 2/ 52 L) 2L, TORE, Wity
TP EETE (IR IAEL D 66.7%LL ETHRAHHEAPIENED+20%LAN) IZEA L THRY, MFrak
T A 7 ARMTIZ BT DARGHTEOBE UM R S vz,

2.2, HE R T RIERI LAY

2.2.1. #BRME

7 v ORI ARERZ SO hOEHE L OYEIRBRICH W =T 7 a v F =7 O
WAkEY ([MCl7r 7 myF=7) OER LU E % Figure 1 (277, [“C]7 7 vy F=7
D AT REIX 6.25~32.5 uCi/mg TH VD, HEHHEFIIMEL I3 97.7% CTh > 7=,

Figure 1. [“C|77 v F =7 (PF-04965842) D&

N™ X

14 )] N

C_ — N
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2.2.2. ST RERIE TR

[MC17 7 ey F=TE MW7 v FOMiESAARER (s EE S 8385213) TlE, ©&EAEH A —
NTITUFT T T 4IRS O RRIRE A E R LT, AEOERE FIRMEIX 34.6 ng eq/g T
bote, £z, UCl77uvF=7%ZH\i-t FORHE L OHEIEE GREEE S

PF-04965842_ | 093820) o 5, R KOS O B AR BT RS HRELC X Y
WE LT, RETOER FRIX 0.50 mBg/mL Th -7,
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3. i
3.1. BB 5-Rp o> M iR
3L T v b
%5 PP-04965842 [ 123752, mmk 2653

Sprague-Dawley 7 » b (HE2 L) (27 7 vy F =7 (GFE : 0.5% A F L —R) % 3 mgkg
CHERE A G782 5 ONT Sprague-Dawley 7 v b (BE2 L) 27 7 i F=7 [IEH: A F LR
NLARF T K (DMSO) 30%ANVKRTFr—T /LB 7T A ) ) v oA (SBECD) =
5/95] % 1 mg/kg THRIFHIRNER 5 L= & & oM EHER 2 et L7,

T7nyF=7% 3Imgkg TRAKEGL7ZEED Cox, T BEOREANA AT XA ZEY T o

DA Z LI 849 ng/mL, 0.50 BB L1 95.6% Cdh~7= (Tablel) , 77 rvF=T7%

1 mg/kg TEARNEES- L72 & X D CLioy, Vs 8 & Nt FHEILE LZE 4L 26.6 mL/min/kg, 1.04 L/kg
BLO0.82 FFHTH -7 (Table2) .

3.1.2. %0
wisas e Maose, mEz 2653

MERET =7 A4 v (MERES- 1 UE) 17 7 ey F =7 (R 0.5%AF Lt m—R/01%KY
JbX— | 80) % 3mg/kg CHAIE O 572 O ONCHMERED =7 A4 v (MERER- 1) I27 7 a v
=7 (& : 10% SBECD) % 1 mg/kg THRIFRIRNIZ G- L7z & < oM EHER 2 ias L7z,

T7uyF =7 % 3mgkg TREOBE Lzt DR 5 ONTHEIZI T D Cmaxs  Tinax 38 K O X
AFTT AT EYT 1ZFNZH 137 ng/mL, 0.50 R3S Z OV 10%72 5 TNE 94.7 ng/mL, 0.50 FF
MBLV9.6% Th-o7- (Table 1) ., 77 BT F=7% | mgkg TEHRNEG- Lz L X DlfER LW
\ZHEIZ 1T D CLit, Vs B L& N tulTZ4E 40 29.2 mL/min/kg, 0.650 L/kg 35 & O 0.457 IREft] 72 5 OY
(2 32.4 mL/min/kg, 0.984 L/kg 35 X 11 0.580 RffE] Cdr o7 (Table2) , 3EWEhie N7 A — 2 (Tl
ZITRO LN T,

313.3=7%
%5 PF 04965842 [ 125630, iz 2653

1 Gottingen X =7 % (BE3 L) (27 7T m v F =7 [H: DMSO/AR Y =F L > 7 U a2—/L (PEG)
400/ BREHEIK = 10/60/30] % 0.5 mg/kg THLEIFAIRNE G- LTz & & O SRR EHER 2 /Gt LT,

T 70y F =7 % 0.5 mgkg THARNIE G L2 & XD CLi, Vs B & O t,OFEHEIZZ NI
7.37 mL/min/kg, 0.793 L/kg 8 L8 1.65 BFi TH - 7= (Table 2) .
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Table 1. HET v b LMY T 2 EER O G% Oy ENER/ T A —%

% WE/pT B’h5 & Comax Tmax AUCast AUCin F*
(mg/kg) (ng/mL) (h) (ngeh/mL) (ngeh/mL) (%)

Z v R 1E/2 3 849 0.50 1790 1810 95.6
PLe 11 3 137 0.50 161 166 10
/1 3 94.7 0.50 158 160 9.6

SEXME, IV = F#IRN ; PO= &0

a. F (%) = ([AUCu¢ (PO) x 5.8 (IV)]/[AUCin (IV) x ¥5-8 (PO)]) x 100
b. I 0.5% A T LB — A

c. TRIE 1 0.5% A F LT —2/01%K Y VL<— | 80

Table2. HF v b, MEV LB IO =7 X 2B 2 HEFHIRNE 5% ORyERe <5

A—H

& /T kRERE Co ty AUCinf CL.tot Vss
(mg/kg) (ng/mL) (h) (ngeh/mL) (mL/min/kg) (L/kg)

7y ha /2 1 2085 0.82 632 26.6 1.04
b N 1 1340 0.457 574 29.2 0.650
1 1 1090 0.580 522 324 0.984

I=T7Fc 3 0.5 798 £38.6 1.65+0.314 1170+£252 737+1.79 0.793 + 0.0440
R AR R 72

a. I : DMS0/30% SBECD = 5/95
b. ¥ 10% SBECD
c. It . DMSO/PEG 400/ B R K = 10/60/30

3.2. RIE# 5B o 1 8 i e
7 v FBLOP L& RO E R GBIERRO F %> 2% kT 1 7 AERP LT TRy F =T
AR ORI EREZ SR Lz, F72, T v MIS5 BFKERO®KRES L-E & ORE(E
b MER TSN AR M1, M2 B LM O ISEFHEEHER ZBET LT,
321.9v b
3.2.1.1. 1 » A BIKEREELER

wrans orsis, mEz 2677
Wister Hann &~ b (HERER: 4 PU/RE) (o7 7 a T =7 [ : 05% (wv) AFLELlre—2E

L OV0.1% (viv) R U Y b_— K 80] & 25, 75 £7-15 200 mgkg/ HOHET1 B 1 [mfRO#EE L,
BEYHBLO®RE 29 BT 7 a LI =7 OmmiEh iz ae L,

Crnax B L VAUC IFHEOHNNTEENEIN L, BEEICHESRMEEZITRO bNedoT-, #4529
HOBREEITZRGY)H OBERE L L-HEE2RL, MERSICIHAEBERIEEA AL,
23~ 7= (Table 3) .

3.2.1.2.5 HEIRBEHR 5 E B RHAR
A EEE 8439720, MELFK 2.6.5.4
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Wistar Han 7 v b (MEESVC) 27 7 a s F=7 B : 05% (wiv) AFrtrmn—2ARLINR
0.1% (v/v) "YU V~_— | 80] ZIEIZ 45 mg/kg/H 3 L OMEIZ 70 mg/kg/Hea 1 H 1[8] 5 HREIX
BRROESG L, B 5 BIcBT A REAR X ORGE M1, M2bF O M4 o i i s 2 )@
L7,

HEHENTAUCE N T HIMEF IR D Z BOONTOITREMETH Y, M4, M2 B LML I
REBAEDFINFI 11.7%~19.7%, 0.3%~2.4%33 LR 0.2%AK0i T >7- (Table 4) .
3.2.2. %
3.2.2.1.1 » AR E#REFEHFER

mrans forsie, wmz 267.7C
H=7 AV (MRS 3VL/EE) (o7 T asF =7 (T 7 avF =7 243%, HPMCAS-MG % 75.7%

&A% SDD HKl) & 40, 80 £721X 150 mg/kg/HT1 H 1 [EREAKSG L, &5 8 BB LS
29 BT 7 r v F =7 OimsEhEE A RE LT,

Crnax 3 L VAUC IFHEOHNNTENEIN L, BEEICHERMEEZITRO o7, #4529
HOBREEITRS 8 HOBBEE L L-HERL, MERSGICIHAEBMERIELEAEHRLNL
237 (Table 3) .

© Ty bR 6 » ARG e s s MAcse) o NOAEL (i - 45 mgke/ R, i : 70 me/ke/
H)

bR RMATHD M2 BLIOMIIIF T L r7u~ I 7 40—k BEL, BESWIECITER L,

PFIZER CONFIDENTIAL
Page 15



ToaF=7
2.6.4 SEpyEhRERER O 2 ST

Table 3. Zy PBEOINEIT T F=T e KERABRE LI ED MR aRRT 47
AT A—F (KIE&EGHEERER)
i e Cmax (ng/mL) AUC24 (ng*h/mL)
WEEES ABRA /T Tmax(h) p
(mg/kg/H) s FERE AT . FEREET
BEHM IR B g o IR B P o
Sk 1 25 WerE/8 4610 1750 1.0 27900 10600
.GR318 75 eIk /8 10700 4070 2.8 129000 49000
1% H 200 I /8 17600 6690 3.8 271000 103000
29 25 It/ 8 5760 2190 1.0 34500 13100
75 It/ 8 11400 4330 1.3 130000 49400
200 I/ 8 23400 8890 2.3 310000 118000
v 8 40 e /6 1810 670 1.7 10100 3740
.GR3 19 80 etk /6 4840 1790 2.3 40700 15100
1% H 150 /6 15900 5880 43 196000 72500
29 40 /6 2430 899 1.0 13800 5110
80 HEHE/6 3780 1400 2.7 46900 17400
150 e /6 14100 5220 5.7 171000 63300

a. 7 v FOIFEFREETLER 038, VADOIEFEETISER 037

Table 4. Ty MNMZ77avF=7%1H1ES5 BEAKEROEE L ZORBRS BITBIT
2770 F =7, M1, M2 BXUOM4 ODERYEHRE/RT A —F
e Cmax (ng/mL) AUC324 (ng*h/mL)
5% (me/ke/H) :/PC MRIREE Tmax(h) IR
ge GEfE A TIPS ) GEfE AT )
IV 45 /5 4640 + 648 0.7+0.74 48500 + 3500
(1760) (18400)
70 /5 14400 + 3930 0.9+0.22 164000 = 20900
(5470) (62300)
M1 45 /5 8.89+2.76 0.35+0.14 22.7+6.67
(4.89) (12.5)
70 /50 - - -
M2 45 /5 122+£39.4 1.3+0.96 1370 + 228
(67.1) (754)
70 /5 502+11.9 0.9+0.22 662 +79.5
(27.6) (364)
M4 45 /5 917 +145 0.9 +0.65 9720 + 401
(697) (7390)
70 /5 1690 + 411 1.0+ 0.0 20500 + 1980
(1280) (15600)

T B 22

a. Ty MNMIBITFAT7TusF =7, Ml, M2 IO M4 DI

ALy

KRIVHEMH L (Table5) ,

b. M 70 mg/kg D M1 IZOWTIE, MFRENE R FRREMB TH 1272 DRWBRE N T A —F ZH T Lieho Tz,
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33. EHEEMB IO T L AR—F —DFE
3.3.1. BEEEMER L OB b T U AR —F —
&5 PP-04965842 [ 125532, Pprizearise, #miz 26510

P-gp %7213 BCRP % %8l & ¥ 7= Madin-Darby X &fili (MDCK) #ifuz W T, 77w F=7
DIEHZBEEB I RINED N T VAR = —DFHIZ DN TEIZT 0.3 pmol/L~3 umol/L 35 &
0.5 wmol/L DL THHMm L 7=,

P-gp &R BL X W72 MDCK i3\ T, FEEEMARA & THRBEAA] (B-A) ~O @i 73 TEsm A
MO EEERH (A-B) ~OFEMEL D b RKEWZ &S [efflux ratio (B-A/A-B) :30#] , 77
B F =T R Pagp DI & 72 B ATHEME DT ST (i 7 7 PR-04965842_ [ 125532).
—J5, P-gp ZPCS833ICKVHE L L&, 77 uvrF=7EmWiifEartsr L7z

(13 x 10 cr/s #R)

BCRP %38 &H72 MDCK fRIZ BT, effluxratio IX 12 THo7=Z &b, 77usrF=7
73, BCRP OILE & 72 A AHEMED R STz (G EFE 5 16PFIZP3R1S2) , —J7, BCRP % Kol43
WCEVHELZEE, Ty v F=7iEEaWiilaEErtzZ R~ L7z (4.1 x10°%cm/s) .

L L7ein s, FRPRRBR (B7451008 3BR) (Z81F D AWRINERIL 90%ER & mn-oT=Z Ennb,
INDDBEPN N TV AR—Z =L L AR A~OEEIT S bThThd B LN

(2.7221.13H) , ZDOZ LD, P-gp/BCRP [HEMEZ AW - ERARRER C & OIZFHIT 5 L2
RN &I LTz,
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4. A
4.1. KERR oA
LR 8385213, HEEEF 2.6.5.5

1 Long Evans 7 v MZ[M“C]7 7 v F =7 (10 mg/kg, 327 uCikg) % H[ERO#KE L, 5%
0.25, 0.5, 1, 2, 4, 8, 24, 48, 96, 168, 336 3L 672 BEIZ331T DRI L UMK ~D['“C)
T7uvF =TRSO N EEREA— N T VAT T T 4 —TREf LT,

TR ITAERR I L ORI IZ IR < Dy oG Ic A L, 1E & A EDOERRICIB T D Taax 1% 0.25 BT
Hot-, 7RO, FFiE, B, BB X OMERIR CITm P EE X0 S RHICE W ARERE (N
HER Crax & HENTHI 1.25~7 1) 2R LT,

[4C]7 7 v v F =7 MR HUR AR MR M BE P A @ 9, ARS8 PR LLS L O AR At Rk~ D 5
MTDOT N TH o7 (/LD AUC B2 0.1 Kiw) . ZHiE, 77 v v F =77 P-gp 3 LU BCRP
DIETHDHZ L EFE LTV,

B 5% 168 BERECIE, BhAREE, MERTENH:, 7 R UBBEB X OMRERZFRIE & A L OO il
FEILSERIZHEIR L, ZIHOMRIZEBE N T H 5% 672 FEIZIE Cuax DY 1%~4%F TR T L T
Ay

BB, 7T7u T =TI OEED AT = ARA~DOBFMEE R LA, IBRET I X
WEMEALEIIA T =0 LRI T 500, —ERIICEEFHERIIZ LW L2805
MICENTWABL, ZoZdik, Ty FaHWET 7oy F =70 in vivo KFEMRERICEBWT,
IRFEMENRBD SN oT-Z b b EMIT BN (2.6.69.1 1H)

42. FFRDIAB N TV AR—HF —
s 22 PF-04965842 [ 032302, iz 2.65.10r
FFELY AR b T o AR —Z —OATPIB1 F721% OATPIB3 % 3§31 X ¥-7= HEK293 #ifa % FC,

77 u v F =T ORFEY GAFBIZOWT 0.1~10 umol/L D TRIM L7z, BitExfRE LT 2
A& F > (5umol/L) % H\7=,

77 R F =T O AR GERIMRAOYRME I A BIIH T D T AR —Z —FEH
SHMEOBERYE I Y IAABEDOLL) 1TRRET2HERE TH o7, —T7, BANRRZF U ORFEL
VAT 28 (B TH -T2,

INHOFERENS, 77 a3 F =77 OATPIB1 B LN OATPIB3 O VE L 72 A Al fetk /& V2
ENRENT,
4.3. MIFEEFESEE (in vitro)

3% 5 ADME-20ffo01-0021, PF-04965842 | 145025, YDP067/273, YDP/067/275,
YDP/067/274 Bi%E5 2.6.5.6
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T7urF=7, Ml, M2 BEXOM4D~T A, Ty b, UHF FLBLO0t NomEEAE
%9 D& S AR % 2 umol/L DR TS IE 2 WV TRRie L=,

T7avF=T7 B L MEMOREAMRBAEIL, WINbLIRENSHEETHoT, T rRVT =
TOMIES R FEERILT v b, PABLOE FOEMRER CEEIL TWER, v 7 ZAB LI
THXTITE 2> T2, WTHoOEREICEBWTY, ML, M2 BXOIM4 OfEY 37 f5E
R, 77 vF=TL0 HEno7- (Tables) o

MAES T FEERICHENHDH Z L2 BE L, BRELORTIIIIER SRR 2 Hviz,

Table 5. T7urF=7, M1, M2BILURM4 OFEESTSE (2 pmol/L)

<7 R 3 3 1% =
A 7 72k 7}’“* *"f " REEED
Toay -- 0.38 - 0.37 0.36 ADME-2 -001-0021
F==7 0.55 - 0.19 - - PF-04965842 145025
M1 0.63 0.55 0.37 0.64 0.63 YDP/067/273
M2 0.60 0.55 0.46 0.66 0.71 YDP/067/275
M4 0.95 0.76 0.59 0.94 0.83 YDP/067/274

4.4, MERFATHE
AR YDP/067/154, YDP/067/272, YDP/067/271, YDP/067/270, #%#iZ 2.6.5.8

~UA, Ty, X PABIOE FORMEHNT, T F=7, Ml, M2BIW
M4 OIEREIT % 1 pmol/L D& THEAH L 7=,

~URA, Tv b, UHF, B0 hOmE/MmEFRER (C/C) D, TRy TF =7,
M1, M2 3B L M4 I3RIMER & Mg IS ST 5 EE X HNT- (Table 6) .

Table6. 77w F=7, M1, M2 B M4 O2m/miFEELE (1 pmol/L)

IN ~ R Zv b AV S V% E k e =)
A Cv/Cp Cv/Cp Cv/Cp Cv/Cp Cv/Cp RELES
T7ay 1.00 0.92 0.59 1.01 1.07 YDP/067/154
F=7
Ml 1.03 0.95 0.80 1.03 1.13 YDP/067/272
M2 1.05 1.00 0.90 1.12 1.27 YDP/067/271
M4 0.92 0.83 0.73 0.89 0.87 YDP/067/270

4.5. R T v MZRBIT B pSsEiENE

770y F =7 ORI OV TG L TR0, Ty M EFAWEIE - BRIRRAIZBI T
HRBRICEBNT, AT SE LTERER (BRAaRIEERD A THARY) BEXO—EHZH D
BRI OBINNRBD b, £727 v b EHWZHAERTB LOHAZORAEICET 2RI
BT, Fl HAERKEORA B L OHAEREFROR TR EDRBOOLNIZZ LD (2.6.6.6.2
H) , 77 avF=TE 3 OMRE RS EBIRT S RN B 2 b,
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O END, BAE () 181 HICTHEEMEZITo TV 5,
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5. (BVRER] O LLER)

5.1. In vivo
5.1.1. %7 %
s =% PF-04965842 [ Lo22513, #z 26504

CD-1 vV RIZT7 7 ryF=7300mgkg % | H 1 EIKERAELG LIz &7 — it GRER
14 B, 5% 1, 4, 7B L0024 FFEICEM) , 725N ras-H2 (wywt) ¥ 7 RIZT 7y F=
775, 150 mg/kg £721E 450 mgkg & 1 H 1 BIFAER ARG L7z & &7 —/vififE (150 mg/kg :
B 28 B, WE#% 1, 4, 7R L0024 FEFICERM) BEOUR (75 mg/kg 33 L O 150 mg/kg : #BR
28 H, 450 mg/kg : ikBR 11 H) FORBWZ 58 LT,

CD-1 ¥ 7 A L W ras-H2 (wt/wt) =~ 7 AFEPICIZEICRB WA L O ) P ) v ) I
KThHDHMEDRDONT-, F7-, KERLA (358-1, 358-3, 372-1, M2/M3) B L ON-ii A F /L
K (342, 326) LRSI,

Ras-H2 (wt/wt) ~ 7 ADJRHIZIZEIZ M4 RO BTz, £z, REMESCKBILE DR S
7
ZDOTENS, YR T F =T R ARG L L EOFERRBREKIIBRETH DL Z LN
RIE X Tz,
512. 7 v b

s 2% PF-04965842 [ 140212, % 26598
JRE S == — LA Wistar Han 7 v MZT7 7BV F =7 120 mglkg Z BRI OKE LI &0

it (FERI, B5% 0.083, 0.25, 0.5, 1, 2, 4, 7B X224 FfHIcEMm) , 7—1 L=
FREITIEH G (WP b 0 2D 24 BRfE £ TEE) RS 425 L=,

MAEPICR B L BO LN DIEREETH T, F1-, KA (M2/M3, M4, 358-1)
LN A F LR (MS) B iz,

FREIZIE, T2 —KER bR (M4, M2/M3) BELON-ii A F LR (M5) 2N38d 6N, £72, R
AR L OVKER bR b S vz,

REHFOREIIL, BIZRFTORE 7 a7 7 A L EEBLTEY, FIZ=KBILKETHD
3722 BRO AL, WO TREIEREB X OEROBILAR LR b, £, I FFas
& (629-1, 629-2) HLEH STz,

ZDZEMND, Ty NMIT T avF =T EROKRE L L &0 TR EREK TR Th L Z LN
RIEE T,

5.1.3. %1
w2 PF-04965842 [ 140212, % 26598
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H=T AT 7T =7 100mgkg Z 1 B 1[0 15 BEEROBE Lz & & ofiE (&5
Bt 1~2 ) , =V LTEREITT R REY (T b G558 1~2 RERICERI) 25
HrL7e,

MAEFIIX FRICRBIVIER RO B, IRWTEr U Y ) VB SV URTHD M4 HiRD bz,
F72, KER{LIK (356-2, 358-1, 358-2) BLOV/ L7 o ginais (5000 L Sz,

FREIZIZEIC M4 338D B, O KEELIATH S 356-2 BLTN358-1 b Lz, £72, K
AR LOYN-li A F LR (M5) 72 Ebfmtang-,

REH T OREIL, ERNZIRFONRE T a7 7 AV EFEEL L TRY, EITKBILIKTH D 356-2
DR B, WONTREES KOEEOBILA LR bz, £72, S-V AT A UK (443-1,
443-2) LR STz,

TDOZENS, YT T arF T EROKE Lz &0 ERREREIIRLTH D Z LR
®wIhiz,

514.t k

%5 PP-04965842_ [ 160759, Pr-04965842 | 093820,

BEELF 2.6.5.9C, 2.6.59D, 2.5.6.11A, 2.6.5.11B

HME AR FEERE 12 200 mg 2 1 H 2[5 10 AFRER DL Lz & & ot L ORPREHY %
SHT L7= (B7451001 7klk, 75 #9%5 PF-04965842 19Junl5 160759, #f%# 2.6.59C) , 7,
S8 E AR B MR A 2 [14C)7 7 e v F =7 200 mg (K9 500 nCi) A H[ERE OGS Lz & & ol
HE, PRI L OER G & 04T L7z (B7451008 3k, #5535 5 PF-04965842 01Nov17 093820,
2.6.59D) .

HMME N EEEBRFIZ 200mg 2 1 H 2 [\ 10 AMERA&EG Lz L & (B7451001 #86R) |, Mg
FUTIZFEICREALEN TR S, KERBA (M1, M2/M3, 372-1) H3EH LI, RIS FREE
(2, REMAKRE L OUKEEAR (M1, M2/M3, M4) DNRD -, b MERAZMAHED TR S
Niginoidz (Table7) . 723, b MISEEUEIHICEEZE 0% 7 VIRERITRE D bivZe o7z,

PERE DM (2 [MC] 7 7 m o F =7 200 mg (7 500 nCi) Z H[EFE OG- L2 L& (B7451008
B, M EICREE (26%) AFRH B, ZOEMNIT 3 EEO— KB (M1 (-
EREXT T mEME, 11%) , M2 (2-k Rr¥ o7 m iUk, 12%) 8E0M4 (Er )Y/
B I TR, 14%) ] BRBO LI (R 2.659D, 2.6.5.11A) ,

— 0, @EEWESRE ST T o= A KEROKRE L& XOEFIREIZBWTIE (B7451043
FRER) , M2 B X O M4 i o ARG (10%8) & L TERO Hi7=7, ML EREY (10%
Kiili) THDHZENHALMNI N (2.64521H) . b TR LAEHIL, WTiLd P450

i

@ WEEMARTHD M2 BLUM3 280 HBER Y2 X717 0~ NI 7 4 —ICX D oBEL, INESE
SHHEIZ TER LT,
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W X ALY OKBR{b, HIVR R, N-iAF k) THY, 77 urF=7Lk0 LmrtEn
<, FITRFICHER S 7= (Table 7) .

77 a T =7 OHEERRRE % Figure 2 38 L OWEEER 2.6.5.11B (27”7,
Figure2. £ MI7 70y F=7 200 mg ZREAHS Ui & & OHEERBIERE

'z A40- 1

_:"' vx]ldp
/M4 ij>ﬂ hAz:}i
/“
' 356- 1 mz AT0
= [ o
.if* v é@d NPT e
— :
L]

/ﬁ_\j 'z 340-4 JI:-},» fi.:-_j\.ra'
Y 9 g T

JL:I:ﬁ> M3 “mz*xéﬁc 2x0H 3x0H
b e, IH o I

I e - | — = | %

L‘“N H A E:? L\ B H

I M N
PF-4965842 . % iz 356-2 wiz 721
m'x 324
. o
Ry m'z .'!-lEILN H M -
\ e L
\ . M2 k
~ ﬂN,, e
s,
' Y
xv..-*:l:'g': I\ / LN i
EH n;zaqn a m'z 356-1a

Q Q
MJETA M3 HO_L~J"
. » P ‘H“-:, //:. y
=] f ;'
“‘x.\p’

< 00 0
m'x 3585.1 N

m/z 340-2k iz 340-5
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Table7. t b, vUX, Ty bBIOHMIT FuLF =T HEORE Uiz b & DARRERORE(LAER LRSI

B b ~YURA® Fybe P
ifn #% R -
Fen e (%[C] (%itc) I R mE R miE R
B RE) BE5&) BE5&)
KRR 324 25.8 0.6 0.3 v v v N v v
— Kt (M4) 340-4 13.8 15.4 0.3 v v v N v v
—KE{t (M2) 340-2a° 12.4 13.5 0.5 v v v N nd nd
— Kk (M1) 340-1 11.3f 16.2 1.7 nd nd nd \ nd nd
—/Kig{t (M3) 340-2b° 4.8 4.5 0.3 \ Y Y \ nd nd
JVIR R (MT) 354 4.6 5.6 1.5 nd nd nd \ nd nd
KEEA/ A1 VR U (M6) 370 3.4 12.2 0.8 nd nd nd \ nd nd
=KL 372-1 2.5 0.7 0.2 \ Y nd \ v v
IKERAV NN IK 55 fiF 358-1 2.0 1.1 0.1 \ v Y \ v v
N2 356-1a 1.5 1.7 0.2 nd nd nd nd nd nd
— Kb 356-2 1.5 33 0.6 nd nd nd \ \ v
“KEE(E (M8) 356-1 1.4 1.3 nd nd nd nd \ nd nd
VN9 340-5 1.0 0.4 0.2 nd nd v nd nd nd
N-fit 2 F 4t (M5) 310 0.4 0.3 nd nd nd Y \ Y Y
KB, K53 iR 358-2 nd nd nd nd nd nd \ v \
—IKEE{b 372-2 nd nd nd nd nd nd N nd v
IKERAL, NIk 5y fif 358-3 nd nd nd v v nd nd nd nd
N-fit 2 F Ak, —KEE(L 342 nd nd nd v v nd nd nd nd
N-fii A F LAk Al 326 nd nd nd v v nd nd nd v
KEE{b 340-3 nd nd nd nd nd nd N v v
VA= 500 nd nd nd nd nd nd nd v v

FE b MIUEIC T D B REIREE 0N E OISR & R L7z, nd = BREHBRAAR, V=Rt Shie

a~ AT v AMER (B7451008 BBR) ICBWT, & MCT 70 YT =7 200 mg & HERK 0 #5 Uiz (#5285 PF-04965842_ [ ov3820) .

b h 7RV ==y rasH2 (wiwt) = 7 2 (i EE S orosd) o7 T v o F =7 150 meke/ B & iR D45 Ui (et i PF-04965842 [ 022513) .
c. 7y MTT7ryF=7 120 mgkg & HER NG Lz (EEES PF-O4965842ﬁ140212) .

d. v (BEEES .MAO68) (2 100 mg/kg/ B % SERE 05 L7 (15E3% 5 PF-04965842 140212) .
eM2BLIOMI IV T AT LAY— (M2: M3=#J70:30) & LCRHESN (EEES PF-04965842 093820) .

f. ~ANT 2B (B7451008 3R) 12 WC, b M7 7Ry F =7 kb Lz L & MLIZEMRGEY (10%8) & LTRESNEZS, RICTT7nyF=7
ARG LTz L S OEFREBICE T 2 MLIHERHY (10%Ki) THD I EAPLMIENT (B7451043 RER)
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5.2. In vitro

Zv b, YABIOE FOFI 7 v Y —A2BLOMRE HW-7 7 8o F =7 in vitro 1S
R 2 S5 ke L7,

521 fF X7 v Y — A3 JORTHIRE & V72 in vitro £
5211.77mnyF=7
%5 PP-04965842 [ 140212, iz 265104

77uvF=710umol/L) # 7 v b, PV BIOE FOFI /v Y —AFEIFMaeE A %o
R— KL TT7 7R YF =70 invitro REHZ OV TG LT,

T7avF =7 OERREFREIIBIETH Y, Kb JEME 7 e LB X OIN-AF LR
v I UV HEOKIEL) BEONMGEA T IAGIZ LD Ex RIRE DR EE ST, FVZ T A
AL LTSN, IAETFAEAGENRT 7T r T =7 ORFEEIZEHD 5 EE I
WEEZ LNz,

5.2.1.2. M1, M2, M4
s 2% PF-04965842 [ Lo25347, % 26510

M1, M2 £7213 M4 (10 umol/L) Z & MFI 7 v Y —2AFEzide MFlaE A o F2X— KL T
M1, M2 £7-1% M4 @ in vitro fXEHIZ DWW THET LT,

M1, M2 E7213 M4 ORFHTIE, P450 2 B L EBORFRE OGN RE S e, ML X, M7,
M8 B LU V7 v etk (b MNFMlaoA) IR S, M6 (M7 721X M8 b AR S
NAHRE) bR b, M2 (M1 OALEFRMEAR) 1%, 2 FEOBIIAG S, 120 P450
WL, O 121 P4S0 SN ORKIC L DR TH -7, M4 1%, & MFIZ7 ey —A
IZB W TEIECRE SN0, METH-o T2,

5.2.2. fREHZBAET 5 P450 53 FREDFIE
5221.77mnyvF=7
st 2 PF-04965842 [JLos+208, 3% 265108

b MTHIaZ: 5 TNT CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 # L UF CYP3A4/5
DR AIPH 5 FE [Furafylline, 2-phenyl-2-(1-piperdinyl)propane, Gemfibrozil glucuronide, Tienilic acid,
TV AT TV =), F=T B L O Troleandomycin] W T7 7o F=7 (10 umol/L) DEE
LB B 595 P450 oy FHE 2 MGt L7z,

77 a v F =7 OMREHNTIE CYP2C19 [ EF 52 (fn) :0.53] , CYP2C9 (fn: 0.30) , CYP3A4
(fn: 0.11) BEO'CYP2B6 (fin: 0.07) NEHELTEY, CYP2CIOIZ LA RT 7y F=
TOFERBEERE THDL EEZ BN,

TR FH I (R CYP2C19 FHESK O D CYP3A PHER) F/-ix7rat Yy —u (3R
VN CYP2C19 FHESK, 24 > CYP2C9 38 LN CYP3A PHEERL) 2 V7 B R kR B4R kB
(B7451017 38BR) 12BWT, ZARFVI v FHRT7va by — L a2tk E Lzt EcnT 7
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02y F =7 D AUCKh X7 7 1 v F =7 B G- & belie L CEILEH 175%3 L OV 383%H 0 L
7= (2723411 . £7-, V773 (CYP2C19, CYP2C9 3 X TN CYP3A4 DR\ ifE k)
AW ERREAE EEARER (B7451019388) , V77 v 2 fHEG L&D T 7
0> F =T D AUC L7 7 1 v F =7 OB 51 & bl U TR 88%i8i) L7-(2.7.2.3.4.1 TH)

5.2.2.2.M1, M2, M4

it 23 7 PP-04965842 [ 025347, Pr-04965s42 [ 025345,
W#FK 2.6.5.10D, 2.6.5.10C

M1, M2 £721Z M4 (W Fhh 10 pmol/L) % b M2 P450 E72id e MFHIE L 1 > % 22—
FLTMI, M2 E721F M4 @ in vitro fUHHIZEI 532 P450 73 TFRIZ DWW TGRS L 7o (S E& 7
pF-04965842 | 025347, % 265.10D) .

b MR X P450 & W TS T, M1 2y D M8 ~D T IX CYP2D6, CYP 1A1 38 X TONCYP 1BI
NEICFHFELTWDHEEZ LI, & M TIEIMI 5 M7 ~DIRGEEDBFRD b= DD,
b M2 P450 2 W T2 RRt TiE M1 225 M7 ~DOEHZ E 5925 2725 P450 4y - FRIZ[EE T
X7poT,

S HlZ, b MF#fEs XN CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 i X TF
CYP3A4/5 OEINAFHEZL [Furafylline, Phencyclidine, Gemfibrozil glucuronide, Tienilic acid, =
AT T =), aFxtETF k5 L O Troleandomycin] % VT M1 (5 umol/L) DER{LAIHIC
B5-9% P450 5y FREA Mt Lie (s #25 pP-04965842 [ 025345, w2 2.65.100) .

b MTRI R L ONEIRAILES 2 W23 Tk, ML o230 9 5, P450 Ao 513 21%
THY, M7 AERD FEEFEFEILCYP2CI THD EEZ BT (fn:0.13) . M1 RO 79%1%, P450
PIAMZ X AR NS L TnWbd & b,

B, M2BLUOMAIZHOWTIE, b MY L—EIC L BB D ZHEM LIz b0, K
B ORI HEDDHTIREDIRR % FlEl > TV =72, M2 B LN M4 ORBHHZBE 545 P450 431
FEaRE T 2oz, T, M1, M2BIXOM4 O ERIERITEHE Z 2 b7 0
D, M1 OIERBIEIIIREH 7 VT 7 A 20% %5 L THDDIZx L, M2 BLUIM4 IZ8B17
LRI VT T ADEHIL25%~52%EWHEINT-Z L E/FE LTV (2.6.4.6.4.1 11,
Table 15)

5.3. RE DA
531.t N7 T uvF=TRREHRE L L XOREEK, M1, M2 B X0 M4 oEyERE

BERRERE T 7 r o F =7 200mg & 1 A 1 RIRERAKRL L& & OEFIREBIZIHIT 2 RKE
ek, M1, M2 46 JUNM4 DHMBIE/ ST A =2 % Table 8 |39 (B7451043 BR) o M rpksy
DHEEFIS (%) 1T, KREMIEK, M1, M2 B LT M4 OFRIREE RIS 2850 OEIG & LTH
ML, ZRDOFEEREND, M2 BLEO M4 BNlLhER#Y (10%8) Tho oL NnHRSNT,
—J7, M1 OFEGIT 10%AG06 TH Y, FEEARRERGRICILS < ) O LT 10%E O #HY
[ZOWTEHI L7z, 7o, TN ToOMPREZER LD TIERW2D, s OHEEREIE
KERD i pl oy OFIE 2l K LTV D ATRENED & 5.
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Table 8. EMNZT7 7 esF=7 200 mg ZXEERE LTz & & OEFIRERICRBIT A2 RELE,
M1, M2 BE M4 OEMENFE/NT A —F (B7451043 FBR)

5% Cmax (ng/mL) AUC2 (ngeh/mL)  AUC24 (nmol/Leh)? e éﬂggg%b
KRB 1180 4750 14700 55
M1 194 869 2560 9.6
M2 167 1020 3010 11
M4 387 2170 6390 24
DM ORHY) NA NA NA NA
¥ AUC (nmol/Leh) 26700

a. 770y F=TOMW : 3234, Ml, M2, M4 D MW : 339.4
b. M OBEHWILTE R L7222 72720, Ry OFIG (%) (ZRKFHE S TW 2D TR & 5,

5.3.2. REHREGEROEFRBIZBIT ST v Me bOEREMOBRELL

7 N OB EEOIMEIE ST A— 5 £121X LOMSMS (250 5 E— 2 WRHICES X, b
b TR ST BB T v N IIERIC b B EIA & B LT,

Z v MW 6 ARG ERE s EE S [MAacse) © NOAEL (i : 45 mgke/ B, i -
70 mgkg/ H) DM&ETT 7 avF=7%7 v M5 AMKERS L & & GRiEER S 8439720,
2643213H) O7 7a v F=TBLNEOERHFY TH S M2 B L O M4 OEFIREICKIT 5
Crax B X WNAUCw %, EEEFRARE 200mg/H 2 MI&KE L2 L 2 OEFIREBICK I 2 %% &
LHEE L7z (Table9) . 7 v hOEHMD AUC, IZE R D AUCy, & il L TV 50%H4
THY, b MIBITHIEREFYTH D M2 B LM 1TWOT NS O LM ORI 143 72
IREE I T D EHEE ST,

Table9. 7 v MZ NOAEL (% : 45mg/kg/H, M : 70 mg/kg/H) , B R 200 mg/kg DHE
TT77mvF=TrkE Lic b & DREEK, M2 BL M4 DEFRBICEIT HEK
YEhie /T A —%

R4y _ Cmax £ng/mL) _ AUC2 jng'h/mL)
HZ > b M7 > b = #7vb HZFv b =

REAAR 4640 14400 1180 48500 164000 4750
BREELE © 3.9 12 - 10 35 -

M2 122 50.2 167 1370 662 1020
BREELE © 0.73 0.30 - 1.3 0.65 -

M4 917 1690 387 9720 20500 2170
BREEIE © 2.4 4.4 - 4.5 9.4

7 v bR EEARR (&R 8439720) TIE, 7 v F0 6 » A B GaE (s == Macse)

@ NOAEL (M : 45 mg/kg/H, M : 70 mg/kg/H) OMAETS AMKEERE L (2.6432.1 1) |

a B MIT7 7R YF=7200mg xRKEHRG L& EOBFREICE T 2 RKRE(ES L OREHY Oz &
(B7451043 #ER)

b. IERATSRIZT v e b FCTRIBETH-7Z 5 (Table5) , RIBEICHKSE Ty Mok MOBRELE

FH L7z,
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S I ORI TR R 2 L9 5728, LCMS/MS O —7 HffiktkEHWTE b & T v MZ
B2 EREHDOBEREZ LEREMICHE L2, Ty NEHWZ 1 » ARG EERRIZ B0
T, MEREZ » MIRKMHE (MTD) B2 55 200 mgkg/H % 1 B 1 EIKERE Lz & X
DEFIRIEICE T 57— L ikl 2.6432.1.1 3, @ EEs for31e) &, v bz 200 mg
1 H2BEIERE L EE (B7451001 #BR) OmiEs HvC, M1, M2/M3 (870 : 30 D
T AT LA =—) B L OMA DX E— 7 Ak & bl U TR U7z, T0E i B R H #2032 200 mg
1A LEITHLHTD, b FOHABMEREEZHNTT vy e hofREWwttaHE L, T v b
DOERBHYOREFZEREIIE FEHELTI0OBETHY, B MNIBITL2ERHH TH S M2 I LU M4
WS o RIREEICET D EHEI N (Table 10) . 7238, 7 v MEHWZ 1 4 A&
H#RBR TR b m AT Y, AKOMEIEH (JAK ) ICBEET 260 THY, ERKRMIC
FoHX Y UTEEEEEZ LN (26.64121H)

Table10. T v FBELVOE MIT 7 F=7 200 mgkg A % RKEKRE Lz L 0P RED
M1, M2 B X0 M4 DIREERLE

WEMDT v F200mg/kg/H : £ & MMIIITF 5 HE 200 mg

fRaY ~ 200 mg BID CORELL QD T A EMIEREK RERS L
M1 0.634 2 1.3
M2/M3b 3.66 2 7.3
M4 45.4 2 91

BID=1H 2[a; QD=1 H LIl

a. i Pr-04965842 [ 160759 © Table 83

b M2EBEUM3 LT AT LA~— (M2: M3=#£J70:30) & LTRESNE (HEEES
pF-04965842_[[J L 093520 .

ICH M3(R2) [z 38 5 oD i PR 5 Mo OV I 5 AR F il D 72 8 O FEIR IR 22 2 MERRIBR o0 FEhE 12D T
DHA L ZNZHONWT] TiE, K@ OLREVERM O LEMEZHSONT, Tk b THLNIARHY
% IEERIR B TR ST A LR H 2 DI, Z ORI ORER COZTEEN, & 5FKY B
LRTCOWEDORBED 10% % B2, o, B MBI 2BFEENHERBR CORKFERLY
LHALNZEWGEEOATH D] LSNTEY, KA XL AD QEAIZBWT, [ETHR
BENE N TALNTBRBEODR LD 50%LL EH T, —Ic, RO EmIEDORFESIT I
+aiceEhTnbEBEILND ] RSN TND,

UEknkoic, 77uiF=70t MiEFTOERFWITT v FFEFICL FOBEFEELTED,
77 avF =T OERBEYOLZEMRHEIET v FOEMERBRICBWD CEUNCSE STV D &
Zz b,

5.3.3. P450 B = T2 R O

77 arTF =7 ORFOK 80%I%, B TZMEHETH CYP2C19 BLNCYP2CY IZLHH DT
Hotl- 2.64522.11H) . LNLARRD, b hOEKEG B 230 L72F 8, CYP2C9 BL O
CYP2C19 D& T (Reduced) F7-1Z FHA (Elevated) & L <IFEAT Mixed) OFHE T,
PR (Wild type) ICHBT D7 70 F=T7 OREHER LI LT, WTNHEKMICE®RO S 5
IREZ RO BLITRO Loz (272333 1H)
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ZOZENS, T7ulF =T RET LRI, BEOBLIFERMONMBLIYT TuyF=T7
DO EFRE &2 Efd 2 03IV EE 2 BT,

53.4. 77 0 F =T DIEMRS
Ml BELOM21E, 7 bE—MERERORIEICEGT 2BV A S A > D> 7 FIAREICE
B4 24 JAK [HETEMEAZ < L, R L FEEIZ JAKL ~T 1 8RO > 7 F VRIS R LRI

MWEATHEEZOLNT. (2.622.1.10H) . —F, MAITFEBEIELEZRE o7 (2622.1.1.2
H) .

L7=MoTT 7y =7 OREERY, KRR ZOVEHEGEHY (M1 38X OYM2) OfigE
& (ENZENENVRE L U TRERICH T 23 D CHE) CRHMERREE B X b4, & M2
BT 7u v F =T ORIEENR D ERZTHIEE L TUToORE AW (272313 1H)

I”-"-"IEIZI.L::IF' ICEU.L!P
AUC,, ,AM = AUC,, , P + AUC,, M1 » (f—fso.u Ml) + AUC4, M2 » (—‘,CSM M2

AUCL,AM 1FTE MRS D IERE A TRIRTE B, AUCLP, AUCMI 3B XN AUCM2 1T FNFIREE, M1 BI O
M2 DIEFEATUNETE B, 1Cs0uP/ICs0uM1 35 1 TN ICs50,0P/IC50,uM2 [ZRZEALIRIZHT 95 M1 35 X X M2 OFxE i T
b, 77T VT =T OIEMRD ORBEREDOZE OMOIEIE (CoaxeAM 72 E) 13X, RFEORXERAWTHEET A Z &0
TE D,

t MIT7 7 e YF =7 200mg & KERE DL Lz L & OEFIREIZE T DRIGHER S ~D %5
RBIE, REIKRT 63.5%, M2 T 29.6% (CRELIR L LG L THI 50%) , 3L M1 T6.9%Th-
7= CORZAVAR & il U T 25%A%i4)  (Table 11) .

Table 11. 77 v ¥ F =7 DIEMRD ~DREILER L OEERBY OF 53

REED BRI BT RAE RELAIZ
TN AUC2x AUC24u IFNo ICso / HE513% PRy xt4~ 5 FEx%t
(ngeh/mL)*  (nmol/Leh)® R#Etmo AUCa4u N

(%) ° HE5ER (%)
IFNa ICso* (nmol/Lsh)¢ f
P 4750 5290 - 5290 63.5 -
M1 869 1610 59/165 577 6.9 10.9
M2 1020 2130 59/51 2470 29.6 46.7

AR EICT 7 u v F =7 200mg FERO#KEE Lz & & (B7451043 3BR) DO EHIRIEICB T 5 RELIK
BLOEH D AUC2 CRZEALIK : 4750 ngsh/mL, MI : 869 ngeh/mL, M2 : 1020 ngeh/mL) ,

b. AUCxuu = FEFEATY AUC2s (nmol/Leh) = fueAUC24 (ngeh/mL)+(1000/MW) [ARZEALAK 1 0.36+4750+(1000/323.4),
MI : 0.63+869+(1000/339.4), M2 : 0.71¢1020+(1000/339.4)] , t RMZEF 5 fu GEREARLISIER) 1T Table 5 12T,
RIALAED MW : 3234, M1 BL M2 O MW : 339.4

c. IFNa (2%} % ICso & Co/Cp B L O fu THIIE L7z (2.6.2.2.1.10, 2.6.4.4 1) ,

d. {EMERTICEFE 95 AUCuu=AUCuu s  CRZELIKRD IFNa (2% 5 1Cso) / ((RE D TFNa (25135 1Cso)
e. MIEMERICKT2THEE (%) =100% (KIEMFEOIEMEE Sy D AUCu) / FRIEHES D AUCu.)

f. RE(CIRITHT DR (%) =100% (REWDOEER) | CREIIKEDE5-R)
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PLEOREFNT, 7 F &V 6 1 ARG R (0 5% 5 MAacse) o NoAEL (i
45 mg/kg/H, M : 70mgkg/H) OHETTY 7nsF=7%7 v MIS5S HEREREG L& X )
HEFRF 8439720, 2.6.43.2.1 H) ORIEMERT%Z, B MIT 7 r I F =7 200 mg/H & Ri1E#H% N
BH LI EDT T a v F =7 ORI, & ik L7z (Table 12) . 7 > MZ NOAEL O &
TT 7RI =T ERELEEEOT T a v F =T ORIEHRKSIIE, B M2 200mg/H THRE- L
TelEDT T T =T ORIGHRSS LR L T, HETH 71 EB IO T 23 ETh o7,

Table 12. S v b e MZBITFT BT 7 0L F =7 DRI L

RS AR HEZ v b 45 mg/kg/H W7 > b 70 mg/kg/ H
RELE M1 M2 REAE M1 M2
Ty MO Ly 0.38/0.36 0.55/0.63 0.55/0.71 0.38/0.36 0.55/0.63 0.55/0.71
E RO 3
IFNo ICso,u -- 59/165 59/51 -- 59/165 59/51
RZACARAEH) ©
7wk 57000 36.8 2220 193000 BLQ 1070
AUCu4, (nmol/Leh)e
Zv M AM 57000 13.2 2570 193000 BLQ 1240
AUC24, (nmol/Leh)¢
7 v ME AM 59600 194000
= 5290 1610 2130 5290 1610 2130
AUC, (nmol/Leh)®
t k AM 5290 577 2470 5290 577 2470
AUC24, (nmol/Leh)"
b A AM 8340 8340
Z v N AM/ 7.1 23
t b AME

AM = {EPERSY 5 BLQ = & FRRANN ; AUCuu = FEREAHY AUC2

a. FEFEEMSYRIT Table 5 1237,

b. IFNa 124925 ICs0 & Co/Cp B LU fu THIIE L7 (2.6.2.2.1.10 TH)

c.7 v FOIEFEAR AUC (nmol/Leh) = f, » AUC (ngeh/mL) * (1000/MW) [T ~ b TIIRZE(LIAR : 0.38 + 48500 «
(1000/323.4), MI : 0.55 «22.7 « (1000/339.4), M2 : 0.55 « 1370 « (1000/339.4), MEZ > b TITARZLIA : 0.38 « 164000
+ (1000/323.4), M2 : 0.55 662 + (1000/339.4)] , 7 v ~® AUC I Table 4 ({Z/R9, RE(LAKRD MW : 3234, Ml
BLUM2 D MW : 339.4

d. 7 v OGRS (AM) = RZE(LIK AUC24u + M1 AUCo4u » RZEALAK 1Cs00/MI ICs0u) + M2 AUC24u * (RZE
{LAK ICs0,0/M2 ICs0,)

e. 770 YF =7 200 mg FIEFEWERE ICER OB S Lz b & (B7451043 #BR) OEEIRREIZEI 5 AUC2 (R
ZEALAK : 4750 ngeh/mL, M1 : 869 ngeh/mL, M2 : 1020 ngeh/mL) , t MZET BIEREAAE AUC (nmol/Leh) =fi+
AUC (ngeh/mL) * (1000/MW) [FRZE{LAK : 0.36 + 4750 « (1000/323.4), M1 : 0.63 + 869 « (1000/339.4), M2 : 0.71 + 1020
+(1000/339.4)]

f. b b ORIEMAST AM = RZE{LIR AUC24u + M1 AUC4u » (RZELAR 1Cs500/M1 ICs0,0) + M2 AUC24u * (REA{LAR
ICs0,/M2 ICs0,u)

g Tv MEAM/E MR AM Ot
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6. Pt
6.1. v X

%5 PF-04965842 [ 022513, Wiz 26504
Ras-H2 (wt/wt) ¥~V RAIZ7 72y F=7% 150 mgkg/HT1 H 1[E]28 HEIEROIHEE L L

EX0) (%&%%%%.GROM) , PR R X OURILIE R ORZILIRE X O 2 oA e Tt
L7z,

PRI L OYRIEE IS SN ERMIEMAe TH Y, REMIKIZDT N TH T,
ZDOZEND, vV ATBWTREEDIRT~DIHHIIREN TH L EF L bNT,
62. 7w b

k5 PP-04965842 [ 123752, iz 2653

MEALE Wistar Han 7 » b E 72 (308 7 = = — L§fi A Sprague-Dawley 7 > MZ7 7oy F=7%
1 mg/kg F 7218 3 mgkg THEIFFIRNE G- L7 & 20, REMEOJRFE 72130 H HHEE 2 Mt
L7z,

MEALE Wistar Han 7 > R OJR3 L ONEE B = = — L4§ A Sprague-Dawley 7 » k DJH % 5.4 0
MH 24 ETRIMLIZE 24, BEED 6.8%F LT 0.12% 03 Z LRI L ORI FITHR
ZAbR & U CHRt ST,

ZDOZEND, Ty MIBWTREIAKDRFFE ZIIEH F~OPEHNIBEN TH D EEZ LI
7=

6.3. FLH Pkt

s 8388618, MEELF 2.6.5.7

BHFOHEZ v MZT 7 e F =7 10mgkg ZHEIRO®REG L, 770 F=T7 OHANBITIEE
FAf L7,

MLTT 7 u v F=7 O hREZmMEPRE LB L TEL, 77 a v F=7 O hiRE
TR G1% 24 Rl £ CEBATRE CTH o7, —F, KGR 24 FHICBIT 27 7 F=7omiEd
P HE (3 BRI T do o 7, FLIT R L & A th R I FITAT L THER L 7=,

TOZEND, BAAE () 181 HICTERMEEZ1T> T\ D,

6.4. & b
%5 PF-04965842 [ 093820, W% 26590, 26513

R BYERER AT I [YC) 7 7 1 > F =7 200 mg (F) 500 nCi) Z#% 0 #5- L7=#% (B7451008 #5#R) |
HUE S 7= MIBR CheR % 5% 240 B & THEB L OURMEH Z BRI L, HETREO PRI 2 BT LT,
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U REDRRIEIN 2R 1THI 95% TH 0, T D 5 HKI 85% 3R HNT, K9 10% 3 FEH I [F]IX X 7= (Figure 4,
WE 2.6.513) , MFFOFERT 7o o F =T HERDIIREIARTH 7228, JRPICEIZR

D HNT-DIFBLHY TH D ML, M2 BLUIM4 Tho7- (i3 2.6.59D) ., #EP CTRIE S

N7 7a v F =T HERDITINTING 2% KM CTh-o7=Z Enh, FEPPRIIAREIAE 21T

ORI O E 72 HEREE TII7R VW EB X BT,

B7451008 iABRTlE, 77 r o F=T OB VT T A (CL) 138 650 mL/h (11 mL/min) &5
H &4 (Table 13) , ZAudb oIRGB (B7451001 38k THOIZAER (200mg1 A 1
[ GHEEOR 7 U7 F 2 A3 670 mL/h) &EFFA LTV SRERIRIEIE 7 U 7 > A 1% 2700 mL/h

(45 mL/min) [f, X RERAJEE S (GFR) =0.36X7500 mL/h] E RS, 77 F=7 D
JIVT T A% EEloTWD Z E0nh, FRMEBRIOEGA RS (Table 13) . —7,
REH M1, M2 B OM4 ORERIKIER 7 VT 7 A1%, B2 VT 70 A% FRo-2 Enb,
PRABE 53 DB G- D3RR X te, T H OREMIZOATI DIE L 725 Z L0065 (2.6.4.6.421H),
BRI UARR—=H—Toh 25 OATI N 2 b D D JRAME 3 W B 57 5 aREME EV &5 2
bivTc, FEERIZ, T x N (OAT3 WHRIFHESL) 2 WK EH AAEHER (B7451043
HER) I2BWT, YRy FORERGHICT 7 usF =7 20K L&, M1, M2 B
L OM4 DBETE R (AUCh) 1ZZNFN 7T7%, 125%B L O 117%HM L= (2.7.23.1.4 1H)

Table 13. B MIBIT HRE(LER X ORED O MEEFIEER X OB PR

FAYE IR M. 5% i ep R Ak RAHEE & CL. f.e GFR Active  Active

o FoEE AUC R . CL: CL:
(%) *»  (ghmby (%) b & 0 L) DT e o)

FN N 25.8 1857 0.6 1200000 646 2700 0 0

etk

M1 11.3 854 16.2 33979370 39788 4725 35063 88

M2 12.4 937 13.5 28316142 30220 5325 24895 82

M4 13.8 1042 15.4 32301377 30999 6225 24774 80

CLr= &2 U7 7 A ; GFR = SRERIAJEIH &

afl# O AUC 1L, R (%) IR (%) b, RZALARD AUC [5742 nmol/L+h (1857 ngeh/mL) , MW :
323.4, H& :200mg (0.618 mmol) ] BLUMI, M2, M4 O MW (339.4) o HEE L7z (B7451008 7RER)
b. i % PF-04965842 | 093820

c. FEFEARTIS I Table 5 2R,

d. Active CL; = # CL: - fu * GFR

R M1, M2 B L OME OKFEFA~OHRIEY VT 7 0 AIEETH 72 b DD (Table 14)
B ORI DHEE SN D E L TRYE ThH o7 (Table 15) .
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Table 14. b MZBIF 2 REH O MEEFRER X O#EF ok

yi Jfllﬂﬁ':F' AUC 5 o b CLfeces
L2 IR AUC R () B (g o
M1 854 1.7 3565736 4177
M2 937 0.5 1048746 1120
M4 1042 0.3 629248 604
CLfeces:ﬁqjj\@'HFﬂﬂiy V7oA
a. Table 13

b. e % PF-04965842 | 093820

6.4.1. THIBEF

b bezngr i g s pr-04965842 [ L 093820 ey TIL 25
FOERA~DPM 7 VT T X, 70 b ONTIEH BHRRENER A b L OB RERR S 2 A 9 2 90R A1
BT 2R OKYENTE (B7451021 #R) (2RSS, S OHEEEF 2 HEE L7,

9, AEOBHERELZATOIWRE CTIIBZ VT 7o ANZERIHESND LIEL, B
RERE &/ IEH BHERED AUC e [AUC tt =1/ (1-CL: f)] HREHD CLfn (B2H 7 VT T A
IR VT T ADFER) BHEE LIz (Table 15) , KRIZ, EHBEHEREWERE D eGFR
(112.4 mL/min) 35 X OVEE OB HEREREE 2 H 3 2885 O eGFR (15.6 mL/min) (235 %, H
FE DB RERERE FE 2 T DB E TR T 2 B RE 2 HEE L, CL: fn & 14% L5 1E L 7= (B7451021
RER) , B, B O 2E 7 U T 7 AL, CL:/ fH1E CL: fn 2 HHEE L7z, B D CLteces
tm (BH 7 VT 7 AT DHEPA~OPEM Y VT T ADFFE3) 1L, Clices/ (2F 7 VT 7
)P BHEE LT, S 612, B D Cluncaolic fm (BH 7 VT 7 o ATkT 2827 V77
ZDHEGR) &, [2H 27 VUT T A —(CLi+ Clies)] (BH 7 VT T A)NOHEE LT,

Table 15. bt MZIBITBZEREDO2F I VT T AZHTEHIRKBEIREKDOELER

AUCinf (ngeh/mL)?
HEO® AUC ki
'fﬁ%ﬁl‘% IEP'%“%X %ﬁg $,_|:|—;.___.‘—» AEIJZC %“5 < *@_—LE CLr fmc CLfeces fmd CLmetabolic fme
WRER  2HT 3 CL: fw®

BRE BBRE
M1 873 2505 2.87 0.65 0.74 0.078 0.18
M2 1476 8433 5.71 0.82 0.94 0.035 0.025
M4 2450 13280 542 0.82 0.93 0.018 0.052

CLifm = RF 7 VT TV RCHTEBI VT T ADHFER ; Cliws fn= BH 7 VT 7 2 AT D HFH~DH
dﬂ‘y U 77? :/X@%Lj:%} 5 CLmetabolic fm: é%’y U 73:/XL:;(‘T-§_%){J:§§¢7 U 7?:/X@%5‘$

a. B7451021 iR

b. AUC =1/ (1-CL: fm)

. ffilE CL: fn=CL: fn + 0.14+CL: fn, (FEEDBHEBEIEE 2 A 9 D HBE O eGFR) / (IEH B HEREHRE D eGFR)
=15.6/112.4=0.14 (B7451021 #%5k)

d. CLgeces fn = CLieces / (BEH 7 V T T 2 R), &F 7 VT 7 A=CL:/ #filE CL; fm, % CL: 33 2T CLieces I Table 13
BE O Table 14 IZTRENTWD,

€. CLmetabolic fm= [ZH 7 U T 7 A —(CLi+ Cliees)] (EH 7 VT 72 R)
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T arF =T ERSRICER LT ML, M2 B XU M4 O K% Figure 3 1289, M1, M2
BIXOMADOEE 7 VT T RAZBITDHEZ VT 7 ADFERIZZNEIN 74%, 94%B L
93%, fXEHf 7 V7 7 0 ADFERIT 18%, 2.5%B L TUN52%, 725 NIFEF ~OPEIZ VT 50 A
DGR 8%, 3.5%BLN1.8%TH Y, 25 DRHD /KT L B2 b,

Figure3. M1, M2 35X O M4 DR

Active .
M1 Parent Active
oH M2 Active
o ]
‘\/\H/O \/\S‘/O
74% Renal CL (OAT3/passive) __‘\\\\\N CYP2C19/9 _,‘\\\\\NH = \ //
< D 3A/286 CYP2C19/9 D // 94% Renal (OAT3/passive)
18% MetabolismcL _—
(21% CYP450/79% Other) o 2.5% Metabolism CL
8% Feces CL N‘ k \ Ho 3.5% Feces CL
kn/ N N

CYP2C19/9
3A

o
\/\M/ °

WNH

93% Renal (OAT3/passive)
< LT

N

5.2% Metabolism CL
0,
1.8% Feces CL X \
t OH
N/ N

H

1% Renal (net reabsorption)

M4 Inactive

6.4.2. B T AR —F —
%5 PP-04965842 [ 023055, Mz 265128

t MZBT DM, M2EBLOME O ERIEIREITBE R E B2 o 0D, BRI AKR—
X —TH 5 OCT2, OAT1/3, MATEL 3 X TN MATE2K % #§ 8l <7 HEK293 ;’sﬂiﬂ@%ﬁﬁb\f, M1,
M2 5 L O M4 OB FEMIZ DT 0.1~10 pmol/L D TREAl L 7=, Mg & L CPH R T 7 2
J BEREE (0.5 pmol/L : OAT1) , [*H]-estrone-3-sulfate (0.2 umol/L : OAT3) 3 KO “C]A h7=
JLX > (25 umol/L : OCT2, MATEI1/2K) % H 7z,

M1, M2 3B LN M4 @D OAT3 ZREL S H7-MifalZ 31T HHD A bt (FEFEBLHIRE OB E HL Y
IABBIZXT D T AR — &~%ﬁﬁﬂ@@ﬁ%%f@@@ﬁ;@%)i%bfzﬁﬁf%o
7= (1 umol/L @ M4 OHLY A LLDF 1.78) M2 BELUIM4 D OCT2, OATI #RILEH
f:?rﬂiﬂ@ BT DY AL 72 BTN M2 hJ:U M4 D MATE]L 5 X O MATE 2K % &5 S8 7= 4
BUFHEY AL IITRRE T2 5 AR CTh o7z, 0.1 umol/L ® M1 OELY AL, MATEIL
%%’vfé@%éﬁtfrﬂiﬂ@f $2.75, MATE2K Z 3B S H 72l TIL 2,15 THo7en, VATV
(MATE2K HAURHERR) OIFE FIZBI DI At & R THERE T A LN 2o T, &5
(2, 1 pmol/L 3 X T¥ 10 pmol/L @ M1 DHLY iAZ X, MATE1 F£7-1% MATE2K Z 788 & & 72l
FADONWTHUTIEBNT S 2 Kl CTh o7, —F, BESROI Y IAZLITWTNS 6 I TH -7,
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INHOFEREND, M1, M2 BLXOM4 (X OCT2, OAT1 B L MATE] X X MATE 2K O E
LR DRTREME IR NS DD, OAT3 OEVE & 72 5 ATREMEDN R S -,

Ta Xy K (OAT3 #WVRIFHESR) & HUW 72 AR A ERER (B7451043 38R) 12\ C,
TaANR Y NORERGRIZT 7u v F=T2AKG LI &, Ml, M2B X0 M4 OIREE&E
(AUCinp) 1ZZFNFIN T7%, 125%FB LN 117%EEMm L 7= (2.7.23.1.4H) |

6.4.3. & MIRBIT B ENERROEK

bt MIT 7 r v F =7 200 mg #% 1 5%OERNEHEZ Figure 4 IR, ~ AT U 2 &3 L
TR RER (B7451008 #BR) T[MC)17 7 ey F=T7 ZHEROEE Lzt &, it okt
FHRERIN R IIR 95% Th - 72, BARIRB LR AL AT A Z U T 4 132 NE1H 90%
BIOK60% THoTz, 770 T =T D VI 121Lkg THY, 770y F =7 RNt
HHETHLZ LA LTV, 2I_—2D2E 7 V7 Z 2 A13K 12.1 mL/minkg TH Y, 7
7 ur T F =T EFEIC CYP2CI9 IZ X AREHC L VKL, CYP2CY, CYP3A4 3 LN CYP2B6 (2 &
LZRBOEG LT\, 77avF=T00% 7 VT 7 A%, BRI VT 7 A0K 1%EHEE S
Niz, 77avF=7DRHmE, EREMTHD M2 B L ONM4 250 BT RPICHEES N,
#HPE T DTN TH T,

Figured. 770 F=TD<RNT 2B L UNEEEFEDER

Oral He!:)atic Systemic
Dose fafa 91% > First 5 Drug
alg ° Pass F 60% Vss 1.2 L/kg
Clb 12.1 mL/min/k
l E 34% B
- " 50.4%
Metabolites

CYP2C19 fm 0.53
CYP2C9 fm 0.30
CYP3A4fm 0.11
CYP2B6 fm 0.07

0.3% 92% / \_ 84.4% 0.6%

Metabolites Parent
Parent Metabolites M1, M2, M4 CLr 1*1 mL/min
(OAT3) cfu*GFR 45
mL/min
Feces Urine Reabsorption
Total recovery 94.5%
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7. EYBRRFERIEWE EAEA

YA EAEA OGN BT D IEA S @AV A KT A > (MHLW 2018) 5, KE®RLERLHTA
& A (FDA 2020) 38 KL ORI ESRKRSTHA KZ74 2 (EMA2013) TIZHEILL, 77y F=
73 P450 4y 1-Flf, UGT %5 1-Ff, SULT 2y 7R L OSEY) + 7 v AR — X — %4 L= AR
HZ 5| & Z 4 AREMEIZ DT in vitro THFRT L 72,

T7arF =T OIEMMEIEHO U A7 ML, 7 b e MR 2 D B I m EAR H B: 200 mg
Z1H1TEROEE Lz & & OEFIREICEIT 5 RE(LERDOIERE ST Coax fH 1.3 pmol/L 12 FED X
FEAM L7z (PMAR-962 #kER) , #im EOWILENIRE (e (X 2.47 mmol/L (200 mg/250 mL)
EHETE LT, B L Ol 1 O FERE AR FE [ winleymax 13, #8 FTRINER (fasfg) % 0.91 (B7451008
FRER) , WIOH B E#L % 0.067 min! (PMAR-962 #X8R) , JT L 8 % 1620 mL/min & {iE L, 9.1 pmol/L
EHEE LT,

M1, M2 B KO M4 OFEYEAER O U 2 7 5/, @EEREICT 70 o F =7 Ol m iR i
w200mg & 1 H 1EREO#EE Lz & & 0@ FIRIBIZIT 2 IERE A Crax B (£ 10241 0.36 pmol/L,
0.35 umol/L 33 X 1Y 0.95 pmol/L) 1 ZE- D & 3l L7z (B7451043 5Bk)

7.1. P450 24 L 7= R+ E B
7.1.1. P450 [EZE
7111. 77 e vF=7

=g xT125105,  PF-04965842 [ 105517, Pr-04965842 | 122819,
MK 2.6.5.12A, 2.6.5.12E

bt MFI 78 Y —238 LO% P450 77 RO #MAILE 4 Fv\C, 7 FJEO P450 47 1-ff (CYP1A2,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A4/5) ICxi4+ 27 7 a s F =7 Duifi
MIRHEBE 2 54l L 7o (R E& 5 XT125105, #E2E3R 2.6.5.12A) , #wWRLE L LC, 7= &F

(CYP1A2) , Bupropion (CYP2B6) , /37 U % F%& /L (CYP2CS) , 7 v 7 =+ 7 (CYP2CY) ,
S-A 7 x= kA (CYP2C19),TF A b X h)L7 7 (CYP2D6), 7 A h A7 11 (CYP3A4/5),
RH VT A (CYP3A4/S) BEXO=7 =V (CYP3A4/S) & iz, FHREE 27 7 a v
=7 (0.1~100 ymol/L) BLR=aF 7 I RT7TF=V X7 LAF RV i (NADPH) ¥
Tzt MFI 7 ey —2HF T o FaX—F LT 770 vF=7dt MNFI 7 e Yy —A
IZHBUWT, CYPIA2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 F7-1% CYP3A4/5 DI
PEIZR U CRIRIBEER 2R S 97, ICso XV 740 100 umol/L H Tdh - 7=,

v MNFIZ7ue Yy —2%HNT7 71 F=7(0.1~100 umol/L) ® P450 /3 1-f& (CYP1A2, CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A4/5) %9 2 MR AFHIPRE/EH 2 51 L 7=,
NADPH EFAET T30 0M 7 LA v Fa—var LTh, 77y F=71XiHMhi L2\ Tho
YRR L CH B RMK AL EEH 2 /R 872025 7=, NADPH OfFAEFTIE, 77 ey F=7
1L CYP2C19 (ICs0: 42 pmol/L) , CYP2D6 (ICso: 92 umol/L) 33 & OV CYP3A4/5 (ICsp : 40~81 pumol/L)
2 2 BV RIE I EE 2R L2 (LA v F aX—Ta v LOBA L T 20%L4
FOREFEHER)
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EHIZ, B MIFR 7 1Y —AZB\WT NADPH OFE/E FB L OEFELE F ¢, CYP2CS, CYP2C19,
CYP2D6 B L ONCYP3A (ZXf T 57 7 F =7 (5~500 umol/L) DHFRMKTFAIBHEIEH O M
atpat Ui (s %S Pr04965842 L 105517, pr-0496ss42 [ 122810, mEmis
2.65.12E) . WURFLE L LT, 7EYT X2 (CYP2CS) , S-A7=x=FhrA> (CYP2CI19) , T
A A LT 72 (CYP2D6) O NIIX Y TABLNT A AT Y (CYP3A) ZHW
72o NADPH OIEFLEF T, 77 0 F =713 500 pmol/L DIEE BT, MptLzWdFho
P450 43 7 FEIZxF L C b REMR AL EEH 2R S 72 o 72, NADPH OfFE R TIE, 77 v
=71% CYP2C8 |Zxf L Cldfe i 281 pmol/L DR FE & CHREMMK AL EFEIEH 2R S o 7203,
CYP3A, CYP2C19 3 LU CYP2D6 (Zxf7 5 85\ R RIMK AL EIEH 2 /8 L=,

RO invitro RERFER B L O M7 7 r v F =7 200mg & 1 A 1 EIKEEREG LI EDOESE
REEIZBIT D FEFRE ST Coax (1.3 umol/L) (2H5< &, R CTHRESINDIBEDOT 7 n v F=7
23 CYP3A, CYP2C19 3 L TN CYP2D6 (Zxf L CRERMK IR EIEH 2 7~ 9 AIREMEN B 2 H vz (B
B 2.6.5.12E) , 45 P450 43 TFRICOWTHEH & 372 in vitro TORFEMRIFHIBLEER OFfE%F U A
JIIRIBEETH T,

MR E T 7 F =7 L CYPIA DIETHHI XY T Lx20HEG LA

(B7451022 #88R) , OFHICE DI 4 T LD AUCus £ 7203 Coax DZALIT 16%LL FTHY, 77
1 F =71 CYP3A (2% L CERIRIIIZE R D & 2 R AF I EE R 2~ 9 Al RetE IRV & 35
Zbhi (2722242 3H) , Invitro TiX CYP3A, CYP2C19 3 LT CYP2D6 (Z%14 5 BRI (AT
AR EVE R I ZRIFLEE CLR A9V 2 & 2 & B L, CYP2C19 7213 CYP2D6 DIEEIZHOWTE B
72 DEEIRFEM 21T 5 MBIV E T L7 (2.7.22.14.1 1H)

7.1.1.2. M1, M2, M4

it A 7 PF-06471658 034744, PF-07055087 034912,
PF-07054874 | 034833, PF-06471658 035417, PF-07055087 113238,
pF-07054874 | 095811, Mm% 265.12B~265.12D, 2.6.5.12F~2.6.5.12H

bt MFI 7 1Y — A8 KO P450 45 F-FHO #BFLE 2 W C, 7 FEEE O P450 4y 1f& (CYP1A2,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A4/5) 1Zxf9 % M1, M2 £7-13 M4 ©

AR RE 2 #F Al L 72 (B 53 7 PF-06471658 034744,
pF-07055087_|JJ 034012, PF-07054874 034833, HE%# 2.6.5.12B~2.6.5.12D) .

AR L LC, 7=FEF > (CYPIA2) , Bupropion (CYP2B6) , Amodiaquine (CYP2CS) ,
vru7 ) v (CYP2C9),S-A 7 == kA2 (CYP2CI9), 7% A ha £ kL7572 (CYP2D6),
T ARMATHE Y (CYP3A4/S) , 24 75 (CYP3A4/S) BELU=7 =¥ (CYP3A4/5) % M
W, SHURIELE A ML, M2 £721E M4 (0.01~49 100 umol/L) 35 X Y NADPH 77E FIZ3W\ T
t MFI 7Y —2FTA U FaX—k L7, ML (i 99.5 umol/L) , M2 (& 100 umol/L)
BILOME (i 99.6 umol/L) (dk FiFI 7 1Y —AIZBWT, CYPIA2, CYP2B6, CYP2CS,
CYP2C9, CYP2C19, CYP2D6 F7-1% CYP3A4/5 OIEMIZx LTI EER 277 &9, 1Cs
XV S 99.5 pumol/L LA ETH - 7=,

b MFI 78 Y —25% 0T ML, M2 72132 M4(0.01~#J 100 umol/L) @ P450 4y ¥ F& (CYP1A2,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A4/5) |Zxi4 % Wik FRFHENEH 2
FEfi L7=. NADPH fZ(E FC30 07T LA v Fax—r g Lizb &, M1, M2BXONM4 1Z
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99.5 pmol/L LA T CYP3A4/5 1% L T WRFEMKFRIBLEER (LA v Fa—va Lo
Yt LT 20%8L EOBREFERTR) #R L, S HIZ, 99.6 umol/L @ M4 (X CYP2D6 (Z%f LT
FHNRERRMK B E A 2 0= Le,

IHIZ, & MFIZr Y —AIZ80 T NADPH OFFE N3 L UYEfFE FC, CYP2C19, CYP3A
F£721Z CYP2D6 (M4 DF) 12545 M1, M2 B XU M4 (3~300 umol/L) O I RHEAFAIFHLESE
FoA 8 et Ui (R 5 PR06471658_ [ 035417, pr-07055087 | 113238,
PF-07054874 [ 095811, Mz 2.6 5.10F~2.6.5.120) , BT L LT, S AT == R v

(CYP2C19) 72 5 NZ I F Y T ABEIONT A AT B (CYP3A) £/ TF A hu X hL7 7 v

(CYP2D6) % i\ 7=, NADPH DOIEFIE F T, M1, M2 BL M4 1L, CYP3A (T A F AT y),
CYP2C19 % 721% CYP2D6 (Tt L THWRFMHK AR E R 27~ L7z, NADPH OfF(E F Tl
Ml, M2EBEXUM4 X, CYP3A (R4 Y T LKL TIH 169 umol/L BL E, 7 A b A7 v /A%t
L CIE 30 umol/L LA L) , CYP2C19 (9.49 umol/L LA E) F 721 CYP2D6 (30 umol/L LA E) 1Zx%}
L CHWIRFRURTFRILEER 2~ LTz,

EELO in vitro BMERFER B L O M7 7 ryF =7 200mg & 1 A 1 AIKERE L EDOEE
WRBIZEBIT 2 M1, M2 BT ME DIEFREET Crax (£1EH10.36, 0.35, 0.95 pmol/L) (ZH:5<
&, R THEESNDEED M1 8L UNM2 A CYP2C19, CYP2D6 3 L O CYP3A Z#PHET 5 7]
REMRITIRWE ZE X Bz, —J, M4 12OV T, CYP2CI9 B LN CYP3A % BHES 2 mlREM:IX
B EEB 2 BNTZD, CYP2D6 Z[HET 5 aletE R S iz, L L7235, M4 O CYP2D6
WX A PEEH O REMEIL T T r s F =T LR TRWE E X b,

In vitro FERAE R L ORRIBFZE RICE S G-I LT 7 1 v F =77 CYP3A4 Z[HET 5 AlHE
PERRIB SN, XY T A EJFARE LKA ClI7 7 v v F =713 CYP3A4 [HEEH
ST, 77 vF=71F CYP3A Ik L CHEIRIVIZER D & 2 KR AF IR EEH 2 7= 37 w]
BETERNEZZ SN TS (2.64.7.1.1.1 ) . M1, M2 35X M4 O P450 43 F-FREIZ K3 2 BH
EEHOMREMEITT 7T =7 L0 RN EEZX N2 &0 5, M1, M2 X0 M4 13 P450
O TREIZ R U CRERICE R O & D RER AL EER 2 R T Rt il unw e B2 o, 2o
ZEnD, SO HEIREHN AT O MBI &I LT,

7.1.2. P450 &
7121. 77wy F=7
g xT123148, PF-04965842 [ 124147 Bz 2.6.5.121~2.6.5.12

3FO RF—rbERL- e MEEEIFMaZAWT, 77 ryF =7 (1~100 umol/L) L5
CYP1A2, CYP2B6, CYP3A4, CYP2C8, CYP2C9 ¥ LN CYP2C19 D& AR A L, Fothxtff

(CYPIA2 : & AFF ' —)1, CYP2B6, CYP2C8, CYP2C9, CYP2C19: 7 =/ /S)LE X —)L,
CYP3A4: U7 7 B Y) RLWNIEMEXNE (Zr~EB=L) ICL5FE L L7 GREE
%5 xT123148, PF-04965842 [ 124147, Wiz 265.121~265.121)

T7arF=TEMmE Lo ey h ORIl LOWTHOREIZB VLTS, CYP2CI D
mRNA ZF58 L7eho7z, 3 vy M2 vy MOFMlaics T, 77y F =713 10 umol/L
LA BT CYP3A4 O mRNA ZiEERFINSHEE 2 f5#8) L7z (ECso: 61 pmol/L, Emx:22) ., %
72, 3 vy M RXTOFMAEIZIBNT, 771 F=71% 10 umol/L LA T CYP2B6 ® mRNA %
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BERFANCHE Q%) L (ECso: 9.5 umol/L, Emx : 3.5) , 60 umol/L LA | Ti% CYP2CS 35
L OVCYP2C19 D mRNA % 2 fEBFE L7z, &56I12, 3y hfl oy hoFMIRTE, 770
T F =71F 30 pmol/L T CYP2B6 DFERTEMEA 2 (5HFHE L7c, — 7, 3 7y M TOAHl
IZBUWT, CYP3A4 B LN CYPIA2 OREZTHMEITIE R AR T LT,

FFEO invitro MEBERB L O M7 7Ry F =7 200mg & 1 B 1 EIKERS L EOEE
REEICHB I 2 IEREAT Crax (1.3 pmol/L) 1235 < &, BR CTHRE SN DIEEIZEIT S CYP3A4
BIOCYP2B6 IZxtT 27 7 rn v F =7 OMxfaEEAaT (RIS) ZREBETHH-T-,

CYP2B6 #HEREICEI L Cld, kT > Re A U RIK (CAR) L7 L7 v X 2K (PXR)
MOMAEFEIC LY, CYP2B6 3 L X CYP3A4 DHEBHIFHkAE 1 HBE A N IEAE L, 2 < OREEA
® CYP2B6 #5375 CYP3A4 ORBELHEMEIE D Z ENHEINTWDS, 2T, BERICBIT
HT7 70 F =70 CYP2B6 fFEAEICHONWTIQ v Y — 3 7 AWMEET 2 HikICESEFh L
= 8, Invitro [ZB W T T 7 1 & F =713 CYP2B6 35 L TN CYP3A4 (2% L THWFEEEMRZ R LT
N, IEV T AEHWERRERTIT (B7451022 RE) , 77 v F =713 CYP3A4 iFE/EH
ST (27222423H) , R THEEINDAREDTY 70 F =77 CYP2B6 #7589 % ]
BIELEWEEZ LN, ZOZ 0D, ILRDEKRTMETT ) LB &l L7,

7.1.2.2. M1, M2, M4

A5 PF-06471658 092831, PF-07055087 | 114822,

PF-07054874 080440, MEER 2.6.5.12L~2.6.5.120

3vy hob MEEEZ VT, ML, M2EBLUIM4 (0.3~300 umol/L) (2 X 5 CYPIA2,
CYP2B6 3 L OV CYP3A4 OifE A2l L, HMEXH (CYP1A2 : A A 75—/, CYP2B6: 7 =
SNV EH =)L, CYP3A4: V77 B0 ) BRENZEEi (71~ =)L) [Tk pikE s
e g B

M1, M2 B L OM4A I, Rt LT o e v SOFFIEE 21T T oREIZB W T, CYP3A4
DOEEFIEMER KOV mRNA 2358 Lo 7=, M1, 3 2y M T _TOFMAzIZEBV T, CYP2B6
® mRNA (75 pmol/L LA_F, ECsg : 22.1~90.6 pmol/L, Epay : 2.17~3.41) B LT CYP1A2 & mRNA

(50 umol/L LAk, ECso: 11.9~121 pmol/L, Emax : 2.00~4.46) % 2 f5HHE L=, M2 b [EIEkIC,
38y M RTOFMIIZI VT, CYP2B6 D mRNA (10 pumol/L LA E, ECso: 65.5~74.7 umol/L,
Emax : 3.96~5.40) LT CYPIA2 ® mRNA (100 pmol/L P E, ECso : 16.9~46.8 pmol/L, Emay :
2.06~2.55) ZFHE L, MAlE, 32y b1 By FOFFHIRZIZIV T, 300 umol/L DPEE T
CYP1A2 @ mRNA % 2 {FHE5E LT-,

RO invitro RERFER B L O M7 7 r v F =7 200mg % 1 A 1 EIRKEEREG L EDOESE
REBIZHBIT 2 M1, M2 BE U ME OIEFEAT Crax (Z1EH0.36, 0.35, 0.95 umol/L) (243 <
&, R THESNDEEICBIT S CYP2B6 B LN CYPIA2 (IZx4 24O RIS 1X, 771
TF =T D RIS -+ FlEl- Tz,

In vitro slBR G 3 K ONGR R B S FHMEN S 7 7 v o F =75 CYP3A4 B LN CYP2B6
FHETAAREM N TRIBRENT-bOD, 2 FY T AENARE LEERABR I T ey F =T
X CYP3A4 HE/EH 27~ &9, CYP2B6 3 L U CYP3A4 DR G-I MRS 2 H@E 0 BIEET 5 =
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EMBS, T T =T BBRTEREISNDREOT 7 u v F =7 CYP2B6 #7589 5 Al e
HEHENEEZEZ LN TS (2.64.7.12.1 5) , RISICESFHEND, M1, M2 LM 2 L
% CYP2B6 33 LUV CYPIA2 OFFHEARILT 7 v F =712 L 5 CYP3A4 33 L OV CYP2B6 D ke
ZFEZEZBEZ NI END, ILRDEERFMNIIAETH D & LT,

7.2. UGT B L O SULT %4 L7= R raE1EA
7.2.1. UGT fA
7211. 770y F=7
s 2% PF-04965842 [ 164410, 3% 265100

EMFIZ ey —2EHW, 2% UUmET VT I (BSA) OFEFERITHEFETT, 77
7 F =7 (1~100 umol/L) » UGT 4y 1-fE (UGT1A1, UGT1A4, UGT1A6, UGT1A9, UGT2B7)
ZHET 2 WREMEZ in vitro TREM L7z, #AE L LT, B-=A 7 V4 —/ (UGTIAL) , h
Vo7t u~7Y (UGTIA4) , 5-B Kuaxy U 7 h 74—/ (UGTIA6) , 7R 7 4—
)b (UGTIA9) BLOW K7 Y (UGT2B7) Z M=,

T7urF=71%, BSA OHEIZ DL TME L2 UGT 0 FREOWTHICH REER 2~ &
9%, ICso fEI% 100 pmol/L #2 T - 7=,

FFED invitro MEERB L O M7 7 ryF=7 200mgZ 1 B 1 BIKEHRS L EOEE
WHRBIZHB T DI AR Crnax (1.3 pmol/L) 1233 &, R THEINDREDT 7u v F=7
723 UGT %41 LI BRIRAFE AAER 25 il Z 9 rrRetRI RV & B 2 b7,

TEEE LM EEBRE 1 Z, UGT B L OSULT OB ChHATF =LA T VF— LT TunsF=7
PO L= % (B7451016 RBR) , =F =LA T VA4 /LD AUCint F 721% Conax DZEAL,
T 19%LL T THY (2722241 5H) , UGT OHEIC L 2EDMHEERHOAREMEIFRNEB XD
N7z ZHNOFSRICHESE, UGT OEE 2 HW - & 572 2 KM 21T 5 MBI A0 &K L
7=

7.2.1.2. M1, M2, M4

%5 PF-06471658_ [ 104028,  Pr-07055087 | 094148,

PF-07054874 L 111113, wiz 265.00p

t MFI 7 e Y =A% M, 2%BSA OfFE FELIFIEMFEET T, M1, M2BLOM4E (1~
100 pmol/L) 725t k UGT 4y¥ff (UGTIA1, UGTIA4, UGTIA6, UGTIA9, UGT2B7 3L ¢
UGT2BI15) ZPHFET 2 rIaEME% in vitro TRl L7z, #UBIEEE E LC, B-= A T U4 —b
(UGT1A1) , FU 7rFru~<5Y (UGTIA4) , 5-t Raxi U 7 k73— (UGTLAS6) ,
7R 7 x— (UGTIA9) , ¥ K7 Yy (UGT2B7) BLOAFHE XA (UGT2B15) Z A
7~

M1, M2 B XY M4 1T, #i5t L7z UGT 2 FREDO W3S & BLEMEH 2 78 &9, ICso B 1% 100 pmol/L
HTHoT,
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FFEO invitro BRFERB L O M7 7 ryF =7 200mg % 1 B 1 EIKERS L XOEHE
WHBIZHBIT 2 M1, M2 BT M4 DIEFREET Crax (Z1EH10.36, 0.35, 0.95 pmol/L) (ZH:5<
&, R THRESNDIRED ML, M2 B X UNM4 78 UGT 24 LIZERAM EER 25 &k 24
AREMEITIR VN E E 2 BT,

BELC, M1, M2 BXO'M4 2L 5 UGT 2 LI-AHAEER O REMITIRS, 77 e F =7
KX BEWYHAEER Y 27 %2 BRI ntEZ bz,

7.2.2. SULT P&
7221. 770y F=F
&S Pr-04965842 [ 113112, % 265120

v MF A b vEAG, 77 rvF =7 (0.1~100 pmol/L) 7 SULTIE1, SULTIAl B X
SULT2AI1 ZPHZEET 5 AJFEM: % in vitro Taffh L7-, WIBILE L L C, =F =1 =X h TV F—/L
(SULTIEL, SULTI1Al, SULT2A1) %M 7=,

T7uarF=71%, BEt L7z SULT 3 FREOWT U HBEMER 2R 397, 1Cs fEi% 100 pmol/L
HThH-oT,

FRo invitto ERER B L O M7 7 r v F=7 200mg % 1 A 1 BIKERE LZEEDOTEE
REEIZB T D IERE G Cmax (1.3 pmol/L) (2S5 &, R THESNIREDT 7 a v F=7
75 SULT Z 41 L7ZBg KRR BAER 2 51 & Z 3 rlaetEi iR & B 2 b,

TEFELERSRE IS, UGT BEO'SULT ORE THLHZTF = VT A NG U4 — LT T7n =7
FOEHBEE L7- & X (B7451016 RE) , =F =LA N5V F—LD AUCint F 721F Crnax DZAL
T 19%LL T THY (2.7.222.4.1H) , SULT OFREIC L 23EWHEEH O FTREMEIZIER N EB 2 5
N7z 0% Z OFERICHAS &, SULT OFEE 2 HW - & 5722 DR 217 5 MBE 72w &I L 7=,

73. R T U AR—H —&Ir L= ERWIEEER
73.1. LB T v AR —F —PHE
7311. 77 asF=7

%5 PP-04965842_ [ 143320, Pr-04965842 [ 024506,
BEEF 2.6.5.12T, 2.6.5.15A, 2.6.5.15B

b T o AR—=F =T+ 57 7o F =7 ORERE% in vitro Tk R Talli L7, P-gp Dl
RBEER L OBEXRE L TERENY T (10 pmol/L) 35 X OVPSC833 (10 umol/L) % H
W, P-gp %8Bl 72 MDCKII AAIZ 31T D P-gp I L7 X Vlaikicxtd 567 7 a v
F =7 (0.6~400 pmol/L) DF &t L7z (i E% 5 PF-04965842 [ 1433200 . =7,
BCRP DU ELE 5 L O & L TR EN e ZAXZ2ZF 2 (0.2 pmol/L) 35 KX UFKol43

(10 pmol/L) % W T, BCRP % JEHL &H7= HEK293 MifiZ 31T 5 1 AR A X F LB Y 1A Fr (256t
577y F =7 (0.095~300 pmol/L) DEBEMF L= (RiEEERS

PF-04965842_|J 0245006) .
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T F =TI Pgp B LTT XU O AEERS L OVBCRP 24 L7 2 AN X F o
DL AT % PRPEARTFHNCIEE L, 1Cso fEIZZ 24 100.3 pmol/L 33 X 1Y 9.8 umol/L THh 7=,
D OB CHWZ EEIRE X KnfE L VLN E L, P-gp BELUYBCRP (23925 Kifli
WL ICsfEEZE LW E Lz (B 2.6.5.12T)

EFEO in vitro FERAS F 36 L OHRR THEE S D EREHIRE (200 mg/250 mL = 2.47 mmol/L) |2
HoO L, HIEEIZBWTT 7 ey F =7 P-gp BLOBCRP #[HET 2 A[GEMENE X bl

(W35 2.6.5.15A, 2.65.15B) , $£7-, £ M7 70y F=7 200mg % 1 A 1 BKERE L=
& X DEFRIEICBIT DIEREAH Coax (1.3 pmol/L) 1ITHSL &, BRTHEESNIBEDT 7
0 F =T DBHELE LMW T BCRP % [HET 5 AlREMEN B 2 bivle (IR 2.6.5.15B) , 72
B, 770 F =T BNEE LSBT Pgp ZLET D AMREMITEVW E B X S (BEEEE
2.6.5.15B) ,

UL EOFERIZHES &, P-gp OAILE (# v 4 b T2, B7451026 #kR) , BCRP OH#AILE (&
ANALF o, BT7451033 5R) 2 W TCERIRSE AR AR AR 2 530 L 72, B7451026 #BRIZFS
WTC, 7783 F=TFXEH T D AUCint 5 53%, Cmax 2K 40%HM 722 LD,
T a T =T P-gp HHET DL LRI (2722243 H) , —J7, B7451033 #RER Tl
TRy F =TI AR LT (BCRP #WRLE) DI &2 2 LS henofc (2722244
H)

73.1.2. M1, M2, M4
=% PP-04965842 [ 095512, Mz 265101, 265.150~265.15E

PEH R 7 U AR —F =2 M1, M2 3K M4 OFLEREZ in vitro ik CTREli L7z, P-gp
OMFILE B L OB E LCEREN Y T2 (10 pmol/L) 38 LTV PSC833 (5 wmol/L)
Z T, P-gp 2581 X & 7= MDCKII fifaiZ351) D P-gp 241 L=y I3 Ulginklo x4 5 M,
M2 B LT M4 (0.018~300 pmol/L) DA MEt L7z, £7-, BCRP OMAELE F5 JOWG M R
ELTENER B ANRZREZ T (0.2 umol/L) 3B LTV Kol43 (4 pmol/L) % AT, BCRP %551
SH 72 HEK293 HifRIZ 31T 2 0 A2 Z F VI AR T 5 M1, M2 B8 L TU'M4 (0.018~
300 pmol/L) D EE#EE A FGET L 7=,

M1, M2 38X M4 1 P-gp 2 L7220 %3 o W7 ik 4 FHER$, 1Cs 1% 300 pmol/L
BTHolz, M1, M2 L UM4 [ZBCRP 2/ L7z ANZ KX F 2 DR iA T % P FEARAF AR
EL, ICsoEIXZNEH 44,9, 79.0 umol/L 33 LN 61.6 umol/L Th 7=, Zi5HDORERTH =
FEERE T Kn 2L 0 IS0/ E L, Pgp BELUYBCRP 12642 KifEIZW T ICs Il & % L
wWe Lz (B2 2.6.5.12T) &

FEO invitro REAFER B L O M7 7 ryF =7 200mg % 1 A 1 AIRKERE L-EEDOTEE
WHBIZER T 2 M1, M2 BT M4 DIEFREET Crax (Z1E 41 0.36, 0.35, 0.95 pmol/L) (ZH:5<
&, WK CTHRESNDEED M1, M2 3 XN M4 28 P-gp %7213 BCRP % BHE 9 5 Al fErE K
EEZEZ LI (BEEE 2.6.5.15C~2.6.5.15E) .
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732 FFHEH 5 v AR— & —pHE
7321. 77 asF=7
st g pizer- 7o | 265101

FFEEH b7 v AR—2 —2xf9 57 7 rvF =7 (0.82~200 umol/L) DPHLFEHE% BSEP % 3¢ Hi,
&7 HEK293 i3 & O His #ia 2 F V7= in vitro 6055% THG L 72, BSEP OBURIELE I X
DX E L CENZENLH] Y v 2 —/L g (0.2 pmol/L F721F 2 umol/L) B L7 v AR
U2 A (10 pmol/L) % MW 7z,

7 71 F =713 BSEP & HEWT, ICsfEI% 200 pmol/L #8 T - 7=, #RER TH - IR 1T
KnfEXZ VBN E <, BSEPIZXT 5 KifEIZWT NS ICsofEE S LV E Lie (BEER
2.6.5.12T) .

EFED invitro MEBER B L O M7 7Ry F =7 200mg & 1 B 1 EIKERS L XOESE
REEICB T 2 IEFEAH Crnax (1.3 pmol/L) (25 &, BIRTHESNIBREDT 7a I =7
73 BSEP % fHET 2 AlREMEITIEW & B 2 6T,

733. FFEV AR b TV AR—F —[HE
7331. 77 asF=7

%2 PF-04965842 [ 110115, Pr-04965342 | 024506,

WS 2.6.5.12T, 2.6.5.15A, 2.6.5.15B

FFEL D IATx T 2 AR —Z —|Z%kIT 57 7 r v F =7 (% 0.1~300 pumol/L) DHLERE % OATPIBI,
OATPI1B3 3 L ONOCT1 #5881 X H7- HEK293 flifi 2 V7= in vitro 5% TRt L 72, OATP1B1
FBLOOATPIB3 MBI L L CTr A/NA X F 2 (0.5 umol/L) %, OCT1 D H#AFLE & L T[“C)
A FA/LI > (20 umol/L) % AWM=, OATPIBI1 35 X TYOATPIB3 72 5 ONZ OCT1 (2%t 5 5k
®HE LT ZE T Rifamycin SV (300 pmol/L) 72 5 NI F =272 (500 umol/L) % FHW 7=,

7 71 F =713 OATPIBI ¥ L TN OATPIB3 A BAEE T, ICs fEIL V41 H 300 pmol/L #8 Td >
oo —F, 77 R TF =713 OCT1 ZRERFIICIHE L, ICsfEIX 442 pmol/L ThH-o72, T
5O CTHWEERE T KnfE L W B 5202/hE <, OATPIBI, OATPIB3 3L WNOCTI (2
KT D KfEIZWT b ICsofEEFE LW E L (2R 2.6.5.12T) o

= ]\ G:Tj\j “/9::7 200 mg ;E 1 EI 1 @}i'fg&g‘ L/f: & ?—_% @Hﬂiﬂﬁiﬂ(ﬁﬁﬂ%”é [I]u,inlet,max 63:
9.1 umol/L & BFE D &M, ER CTHEINDIEEDT 71 v F =77 OATPIB1 35 L F OATPIB3
ZPHET D AREMEITIE VW E E X S (2R 2.6.5.15A, 2.6.5.15B) .

7.3.3.2. M1, M2, M4

ity #5795 PF-04965842 [ 095512, Mm% 265101, 2.65.150~265.15E
JFELD JAT: b T o AR—F —IZkT % M1, M2BLTM4 (0.018~300 umol/L) P RE
OATPIB1, OATPIB3 35 & 0N OCT1 % %8l X ¥ 7= HEK293 i % V7= in vitro #ik R CHET L

72o OATPIB1 33 XN OATPIB3 OMBIFLE & L Tr AN AZF > (0.5 umol/L) %, OCT1 Dl
BIFE L L C[“CIA R AL > (20 pmol/L) % iV 7z, OATP1B1 3 X OV OATPIB3 72 & TNZ OCT1
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W37 D s & LT 24 Rifamycin SV (20 pmol/L) 72 5 TNZF = (500 umol/L) %
FHu 7=,

M2 3 LT M4 13 OATPIBI 35 KL TN OATPIB3 ZfHEH T, ICso fEILV T 41 H 300 pmol/L # Td >
oo —J7, M2B XU M4 X OCT1 Z M FEERAFHICILE L, ICs X2 149.4 pmol/L 1 K&
1304 pmol/L TH 7=, F7=, Ml X OATPIBI, OATPIB3 LN OCTI1 % i FEKAFAIZ P E
L, ICs X< 24 208.9, 279.5 umol/L 33 X T8 223.2 umol/L ThH -7z, T DORER THU -
FEEIRE T Kn B L W B 5202/ &<, OATPIBI, OATPIB3 LN OCT1 (254 % Kifliu 4
b ICs L LWV E Lz (B2 2.6.5.12T)

RO invitro BMERFER B L O M7 7 r T =7 200mg % 1 A 1 [EIRKEEREG L-EEDESE
REBIZE T2 M1, M2 BEUME OIEFEAT Crax (Z10EH0.36, 0.35, 0.95 umol/L) (Z4-3<
L, WK THEESINDEED M1, M2 1L 0NM4 5 OATPIBI1 3 X UV OATPIB3 % [HE9 % AlHE
PEITIRNEE 2 Hbihve (B 2.6.5.15C~2.6.5.15E) .

734.F NS U AR—F—[HE
7341. 770 F=7

%5 PF-04965842 [ 110115, Pr-04965842 | 024506,

WL 2.6.5.12T, 2.6.5.15A, 2.6.5.15B

BRI UAR—=F—ZxT 5770 F =7 (§0.07~300 umol/L) DFHEHREA OATI, OATS3,

OCT2, MATE] 3 X T'MATE2K % # 8 X 7= HEK293 #ifil 2 F\ 7= in vitro $i@ids 6 THRigt L 72,

OATI1 B XN OAT3 72 5 NI OCT2, MATE] 8 XX MATE2K OBRIELE L L CE2nNEn T 7T

2/ BRI (2.0 pmol/L) F8 KOV A b 1 -3-Riik (0.2 pmol/L) 72 & TNZ A b7k /L2 2 (10 pmol/L)

Z =, OATI, OAT3 B LT OCT2 72 5 NI MATEL 3 KUY MATE2K (2% 2 Bt iR & L

TENEN T BT R (1000 pmol/L) B ELUPF =22 (500 umol/L) 72 BRI AF TV
(500 umol/L) & H\ 7z,

77y F =TT 0ATI BLONOCT2 ZfHHE L72d > 7= (ICsofE : 300 umol/L i) . —J7, 77
1> F =713 OAT3, MATEI 35 X (X MATE2K % JEFERIFHICILE L, ICs flixZi 274 26.0,
5.5 umol/L 33 KTV 10.7 pmol/L T 72, T4 H DOFER CHW - EIREIL Kn fE X D B S22/
&<, OATI1, OAT3, OCT2, MATE! B XU MATE2K (2559 % K fEIZW A E ICsofl & 2 L
L7 (BEE#* 2.6.5.12T)

RO invitro RERFER B L O M7 7 r T =7 200mg & 1 A 1 EIRKEEREG L-EEDOESE
WEEIZB T D FEFE G Cmax (1.3 pmol/L) 125 &, R THESNIREDT 7 a v F =7
73 MATEL 5 X O MATE2K % [HET 5 aJREMENE 2 Sz (%R 2.6.5.15A, 2.6.5.15B) , BK
JINEZFTHA K742 (EMA2013) 7ORMELE FHWHE5121E, R CTHESNDIREDT 7
0y F =T OAT3 ZIHET D AEMENE X vz (WEE#£ 2.6.5.15B) , 2B, 77avF=7
23 OATI BLXOYOCT2 #PHET 2 AffethiEV & E 2 b7 (% 2.6.5.15B) .

PLEDOFERICESE, OAT3 OEE (g2 X2 ZF 1, B7451033 #BR) B L OXMATEL/2K O
IR (X RSV >, B7451034 3RBR) % FU 7= BG IR S AA HVE 38R &2 550 L 7=, B7451033
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HRERB L OVB7451034 SRR ClX, 77 0o F =T 1Xu a2 ZF 2 (OAT3 DEE) £7-13 A b
A2 (MATELR2K O RIEVE) DR &4 2L S8 0ho72 (2722244, 2722245 1H)

73.4.2.M1, M2, M4
%2 PP-04965842 [ 095512, Mz 265101, 2.65.150~265.15E

B RT AR —Z =T D M1, M2 3L TNM4 (0.14~300 umol/L) DHEREE OAT1, OAT3,
OCT2, MATEI1 X MATE2K % # 8 X +t7- HEK293 #lli 2 FV 7= in vitro @i TRgT L 7=,
OAT1 B LN OAT3 72 5 TNZ OCT2, MATEL F 721X MATE2K O #IRIFE L L CENZE N/ NT T
2/ BIREE (0.5 pmol/L) B LU= R k& >3-4 (0.2 umol/L) 72 HONZ A R ads/L 2 (10 umol/L
F721E 25 umol/L) % v 7=, OATI, OAT3 35 KXV OCT2 7¢ & TNZ MATE] 35 X O MATE2K (2%}
THEMERRE LTENEN T 22 R (1000 pmol/L) X F =2 (1000 pmol/L) 72 5
N AF T (1000 pmol/L) % FV =,

M1, M2 BELUM4 | OAT1 B3ELONOCT2 #BAFE L7en -7z (ICsfE : 300 pmol/L #) , —J7,
M1, M2 B LU M4 1F OAT3, MATEL 5 KON MATE2K % EERIFAICIEE L, ICsHIZFN<
N 44.6~61.3, 544~111.3 pmol/L 33 L1} 50.8~121.4 pmol/L T -7z, ZH 5 DIERTH -5
EIEE T KnfE X VB SMNT/NEL, OATI, OAT3, OCT2, MATEl X O*MATE2K (Z%4 %
KifEIZWIFN D ICso fHEEE LW E RS biviz (%R 2.6.5.12T)

FEO in vitro BMEAFER B L O M7 7 ryF =7 200mg % 1 A 1 AIRKEHRE L EDOTEE
WHBIZEBIT 2 M1, M2 BT M4 DIEFREET Crax (ZHEH10.36, 0.35, 0.95 umol/L) (ZH:5<
L, IR THESNAEEDO ML, M2BLUOMENINSLD kT v AR—Z—%HET 5 o[HEME
RN EB X bl (K 2.6.5.15C~2.6.5.15E) .

¥, 2.6433.1, 26442, 264642HEBLON264T3HE T LT 7T F =T 5N
Y ML, M2 B X ONM4 D b T 0 AR—Z —Zxd 5 FEMR L OBLEREDORE S 4 Table 16 315 &
X Table 17 I2F & O THRT,
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Table16. 770 F=TDF5 L AR—F—TxfT 5 EEME L UHER
A Hete M BE ICso WMEERE
r—— (numol/L) (nmol/L)
P-gp BEH 5 0.6~400 100.3 PF-04965842 125532
PF-04965842 143320
BCRP A 0.1~300 9.8 FIZP3R1S2
PF-04965842 024506
OATPIBI | JHHELY A YA 0.1~300 >300 PF-04965842 032302
OATP1B3 T N 0.1~300 ~300 PF-04965842 110115
OCT1 -- 0.1~300 442 PF-04965842 024506
OCT2 BELY A - 0.07~300 >300 PF-04965842 110115
OATI I - 0.07~300 >300 PF-04965842 024506
OAT3 -- 0.07~300 26.0 PF-04965842 024506
MATEL | & R+ -- 0.07~300 55 PF-04965842 110115
MATE2K HEHD) - 0.07~300 10.7 PF-04965842 110115
BSEP JFBEH -- 0.82~200 >200 Pfizer-76
- MY
Table17. M1, M2 BX M4 D b TV AR—F —ZxT 5 FEEMHR L OPHLERE
h7v= HRE o 1Cso i 1Cso e I1Cso
== ERME @movLy | EEE ooy | EEE | umoin)
P-gp BEH -- >300 - >300 - >300
BCRP -- 45 -- 79 - 62
OATPIB1 | AFELY AL -- 209 -- >300 - >300
OATP1B3 -- 280 -- >300 - >300
OCT1 -- 223 -- 149 - 130
OCT2 B ) AT | 7R 5720 >300 BN >300 2B AR >300
OATI AR >300 AR A >300 AR >300
OAT3 75 56 75 45 A 61
MATEl | % (e | 25720 55 BN 54 2B AR 111
MATE2K H) AR A 121 AR A 121 AR 51
BSEP FFEHEH -- -- - - - -
— ¢ A
FEVEDRHM « W& 7 PF-04965842 023055
FHERE D FEAM « #i5E8 5 PF-04965842 095512
8. = DD IEMENHEFER
Z OO ENRERER 1566 L Tuh7euy,
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9. EE K U

77 ua I =78 IO 0RILAEY ML, M2 B ONM4 OEYEIET 0 7 7 A LIZONWT, A
#1772 in vitro 38 L W in vivo B TG L7z, H#), M1 X7 7 v v =7 OHalk 5% 0 £
W (11%) THDEBZONTN, MERG%OEFIREICRBIT 2B YEhiE 2 Mt LR, Ml
L 10%RiMCTH D Z ENHALNIZR-T2, ZNHOREWIE, v MFEEARMHEY CIEel, &
MZBT DM ERHY (10%8) THDH M2 BLRMA ([ZHOWTIE, KERGEFEERR, HA
JEMERRER R L OB AR 2 & CIRRR L 2ERHBRICH b8 TH DL T » MC
BWT, ZEMEFMIZ o RBEEEN GO, REMOTEE~OTFEZFME L 25, M2
DIEMRR ~DEERIZT 7 a v F=T DK 50% Tho7-, —F, M4 ITEHEHEEZ RS R20-
7oo MUITEEIREMEZ /R L2, (G ~DOFHERIIT 70 F =70 25% K CTh - 7=, Ml
DIEMBIRET 17 7 A IO TH T 7 8 v F =7 ORNENRER X OSEWFE AAEH O "lEerEIC
OWTHRET HDICAHATH D EEZ, M2 BIXOMA 2N Z TH B M1 O3RY)EheE 7 0 7 7
ANbEDTEEL,

TR FmTORANRNAFTT XA TV T 417 v b, =7 AP LBLOE hTERLZENK
96%, K 10%EB L 60% CThH-7-, 7v hBLOV T 7T u v F=7 % EROKE L5
MFRBRIZBNT, 7703 F =T D Cox BENAUC 1Z, HEOEINZ LWL, Ty bB
KOV BN T, BEEOMLEER X ONER 5% OEREEITRO bnhoTz,

In vitro IZFBWT, 77 B F =T X P-gp BLO'BCRP DILE L 725 Z LRI NN, B M
B HREORIERIL 0%ECTH Y, FHFEIIEE L TREEHIC L2 b0 BN, 2D
EDD, HEERIUCE T 28 7 v AR —F —O%FHIT/ NS EE X BT,

MC17 7 usvF=T%2G67y MIHEREOEE LizE 25, HbRIREICHRS L OER
IR A3 L, 7 RO, ik, B0, @RS XL OMERIRE TRV O RERE 2 R L, 771y
F =7 O FREARRE R~ O SAAIRENTH Y, U N T v AR—F —DHE L 2D L &
AL TWe, [MCI7 7 r v F =T HEBEED A 7 = &4 (7 FUk, IRERK, FEaFELE
72 E) ~OSHIE, WIEMEEDIC L BOEND AT =V BFE LA LTV, — s E
FHRERIFIZLWVWEEZZHLNTWD, 2, BTy N7 7a v F=7%2kE Lz E XI(ZR
FENRD N o 722 LI LY EMT B,

T F =T OMEY R FEERITERE NS REET, EENRD LN, M1, M2EBIO
M4 OMER VR I FEERIT, T F=T L0 bk oTz, TR F =T B I OFORH
WNIARIMER & M IFIEW I/ LT, B M7 7 ey F=T 2 KERDEZES LZ L EDE
WRBIZBIT 27 7 a v F =T ORMMAMITN 1.2 Lkg THho7-,

t MBI AT 7Ry F=TORMN—ADRE 7 VT 7 A13K 12.1 mL/minkg Th-o7-, E
MZ[MC7 7 ey F =T Z ARG LT~ AT o AR CIE, IR 2 <G0 b -3y
R EIIRZACR (26%) T, ZOIENITREME X O ED @ 3 FIEO —/KER(LIE (ML,
M2 BEUMA : WY 10%8) MRREEINT, SDICKE#RGZOEFIREICET 2BER
EREILIEEZ A, M2BLUME BilnF oG (10%8) & L CRES N,

In vitro 33 & OV in vivo (28T 2 ORI S, 77 v o F =7 OB P450 12 X HEE{LA
5L CED, CYP2CI9 (J50%) , CYP2C9 (30%) B L TNCYP3A4 (11%) (Z X DT
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T F 2T OERMERKE THLEEZ LN, T 7l F =T DOHEREFEICBIT A RE 0%
H51X844% ThHHT=n3, M1, M2 BIXUM4A DIEHEBEFFIZBIT 2R OF 513/ =< 2.5%~20%
ThHoT-,

v U A, 7v FBIOE MZBT A2 REMEORFHEIITDT N TH- 7208, M, M2EBXW
M4 OF R PFR IR IR PRt CH -7, F72, HILTFTOMT v M7 T asF=T 25 LT
LA, AR b,

7 7y F =1L CYP2C19, CYP2C9 BLNCYP3A4 DAEE L 720, ZhbDFLEEKZR SN
P450 758K 2 X AWM EAER 2% 0 2 aREME A RIB Sz, ZVRF 2 (FRV CYP2C19
PR NSRS D CYP3A [RESK) F7-1x7/vaF > —L B8V CYP2C19 [RESK, o
CYP2C9 B LN CYP3A [HEH) HHWELY 77 B> (CYP2C19, CYP2CY9 ¥ 1N CYP3A4
DIRNVGHER) L KRG LR RBRICB N T, 77 v F =7 OR@EENEL L,

T7uyF =7, Ml, M2 X0 M4 13kE L 72 P450 25 FFEIC % L TRt I EER 2 R S 7
M=%, CYP3A, CYP2C19 F7-1% CYP2D6 IZ%F L CHIWIERK IR EEH AR LT, 77
1 v F =71L CYP3A4 B L ONCYP2B6 IZxf L THIWVFHEEH Z/R L7223, M1, M2 B X TU'M4 @
P450 FHEEEIX T T r L F =T OFEREAY FEl>TW-, IV 54 (CYP3A OIAIEVE) Z4f
HALEBRRBR T, 7703 F =710k I4Y T LADOBREBIIRE B LTS, 77T
=T N CYPIA ZHEFEIXFHEET D2 LIC L VEYMHAEERZSI & Z 3 mRetE i Eunw &5 %
iz, Invitro [IZBIT A7 7 a v F =7 ORHPO 2o O P450 [HEE 7-ITFEORE TN T
NLENo-Z L, IV TLEFHALEBERR T 7y F=T 34V 7 LOBRHEELY K
LB ERRDSTZZEMD, T7rF=7, M1, M2 BLOM4 BEFRICBNTZHD
P450 ZPHEEZITFE TS5 Z LIS X 0 B AR 25 & & 2 iertiEv £ & 2 bz,

T7urF=T7R NI ML, M2 B8 X OM4 IR L7 UGT 23 FREICRT L CREER 2R & e
Mol-, £, 77 a3y F =713 Lz SULT oIk L CBUEMER 2 /R & 2o 7=, UGT
BXOSULT ORE THLIZF =V R T DA — V&G LR R D, 77T
=7 F I OMREH N UGT 721X SULT 2fHET 5 Z LIk W M EER 25 & 247
MRV EE N,

771y F=T71F 0ATPIBl B LN OATPIB3 OMEE L 13742567, b T v AR—H—|Z
%t UCIHEERAEZ RS Rhotz, 7703 F =713 0ATI, OCT2 ¥ X O BSEP (2%t L CFHEE
&R & 2o 7208, OAT3, P-gp, BCRP, MATEL 3 X U MATE2K (ZxF L CRLEIEH 2R LTz,
AEH T (P-gp DHAIE) ZO0FHEE LR RER ClX, 0 F7 > OBRGEEN L
T2 ent, 77arF =TI Pgp HIHET HAEEMEN RSN, B ANZXZTF L (BCRP B &
WOAT3 OHE) BLUA MR (OCT2 38X OMATE 12K O SRIFVE) L R L 7- R
AR TCIX, ZhoDBEEREITIEL LR oT,

M1, M2 B8 LT M4 £ MATEL, MATE2K, OAT1 38X TNOCT2 DHEE L1372 572> 7273, OAT3
DIEE Lo, TR N (OAT3 #ABHESL) Z0FHK G LIZBARREBRTIE, 77 ey
=T OBRBEFIEN L7720, Ml, M2BXO'M4 OBBEFEERM L, —F, M1, M2E
FOMA N N T U RAR—H =% LI BER 25| & Z 9 algEtE iV & B 2 b,
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10. }#*&

K, ASCHOZYEFTICREHE L, RBRmEEL2 M & 32 KIIAREICHE Lz, R, A
OB EFTE T2 IR BN RE R B £ (2.6.5TH) 2R L, MEXRE ST 2581L, BRERT
e ARCHITR LT,

Figure 5.  #f Long-Evans 7 v N Z["*C]abrocitinib 10 mg/kg % HERR O 5 L7z & Z OHEBD
i (&5 0.25 FFfH)
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Figure 6. % Long-Evans 7 > N Z["*C]abrocitinib 10 mg/kg % HERR O 5 L7z & & OB
i (B 5% 24 R¢fH)
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Figure 7.  # Long-Evans 7 > N IZ["*C]abrocitinib 10 mg/kg % HERR O# 5 L7z & & OB
i (&5 672 KrlH)
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2.6.5.1 PHARMACOKINETICS OVERVIEW

Test Articles: Abrocitinib, M1, M2, and M4

Type of Study Test System Method of Testing Report Number
Administration Facility
Analytical Methods and Validation
LC-MS/MS Mouse Plasma NA Covance Labs, Madison, WI 8384380
Rat Plasma NA Covance Labs, Madison, WI 8275028
Rat Plasma NA Covance Labs, Madison, WI 8275028 Addendum No. 1
Rat Plasma NA Covance Labs, Madison, WI 8275028 Addendum No. 2
Rabbit Plasma NA Covance Labs, Madison, WI 8296860
Monkey Plasma NA Covance Labs, Madison, WI 8275029
Absorption (Pharmacokinetics and Toxicokinetics)
Single-Dose Male Rats, Oral & IV BioDuro, Inc, Shanghai, China PF-04965842 - 123752
Pharmacokinetics (Sprague-Dawley, Wistar Han) Pfizer, Inc
Male and Female Monkeys, Oral & IV Pfizer,Inc .MAOSZ'*l
(Cynomolgus)
Male Minipigs, v Covance Labs, Madison, WI  PF-04965342_ || 125630
(Gottingen)
Repeat-Dose Male and Female Rats, Oral Covance Labs, Madison, WI 8439720
Pharmacokinetics (Wistar Han)
Repeat-Dose Toxicokinetics
1-Month Repeat-Dose Male and Female Rats Oral Pfizer, Inc .GR3 18
Toxicokinetics (Wistar Han)
Male and Female Monkeys Oral Pfizer, Inc .GR3 19
(Cynomolgus)
Distribution
In Vitro Distribution
PPB of Abrocitinib Rat, Monkey, and Human In Vitro HD Biosciences, China ADME-ZO.—OO] -0021
plasma
Mouse and Rabbit plasma In Vitro Pfizer, Inc PF-04965842_ | 145025
PPB of M1 Mouse, Rat, Rabbit, Monkey In Vitro YBS, Sandwich, UK YDP/067/273
and Human Plasma
PPB of M2 Mouse, Rat, Rabbit, Monkey In Vitro YBS, Sandwich, UK YDP/067/275
and Human Plasma
PPB of M4 Mouse, Rat, Rabbit, Monkey In Vitro YBS, Sandwich, UK YDP/067/274
and Human Plasma
B/P Partitioning of Mouse, Rat, Rabbit, Monkey and In Vitro YBS, Sandwich, UK YDP/067/154
Abrocitinib Human Whole Blood
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Page 3



Abrocitinib
2.6.5 FyERE BRI &

2.6.5.1 PHARMACOKINETICS OVERVIEW

Test Articles: Abrocitinib, M1, M2, and M4

Type of Study Test System Method of Testing Report Number
Administration Facility

B/P Partitioning of M1 Mouse, Rat, Rabbit, Monkey and In Vitro YBS, Sandwich, UK YDP/067/272

Human Whole Blood
B/P Partitioning of M2 Mouse, Rat, Rabbit, Monkey and In Vitro YBS, Sandwich, UK YDP/067/271

Human Whole Blood
B/P Partitioning of M4 Mouse, Rat, Rabbit, Monkey and In Vitro YBS, Sandwich, UK YDP/067/270

Human Whole Blood
In Vivo Distribution
Tissue Distribution of Male Rats, Oral Covance Labs, Madison, WI 8385213
[C] Abrocitinib (WBAL) (Long Evans)
Metabolism
In Vivo Metabolism
Abrocitinib Metabolite Male and Female Mice, Oral Pfizer, Inc PF-04965842-0225 13
Scouting in Mice (CD-1, ras-H2 (wt/wt))
Abrocitinib Preliminary Healthy Male and Female Oral Pfizer, Inc PF-04965 842-1 60759
Human Metabolite Scouting Volunteers
Biotransformation of Heathly Male Volunteers Oral PRA Health Sciences, PF-04965 842-093 820
['4C] Abrocitinib in Plamsa Groningen, Netherlands
and Excreta
In Vitro Metabolism
Preliminary Metabolite Rat, Monkey, and HLM and In Vitro & Pfizer, Inc PF-04965 842-1402 12
Profiling of Abrocitinib hepatocytes; Rat and Monkey In Vivo

Plasma, Urine, and Bile
CYP Reaction Phenotyping of HLM, Human Hepatocytes and In Vitro Pfizer, Inc PF-04965 842-054208
Abrocitinib rthCYPs
Metabolite Profiling of M1, HLM, Human Hepatocytes and In Vitro Pfizer, Inc PF-04965 842-025 347
M2, and M4 rhCYPs
CYP Reaction Phenotyping of  Human liver microsomes and In Vitro Pfizer, Inc PF-04965 842-025345
Ml Human Hepatocytes
Excretion
Excretion and Mass Balance Healthy Male Volunteers Oral & IV PRA Health Sciences, PF-04965842 - 093820
of ['"*C] Abrocitinib Groningen, Netherlands
Lacteal excretion of Female Rats, Oral Covance Labs, Madison, WI 8388618
Abrocitinib (Sprague-Dawley)
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2.6.5 BB &
2.6.5.1 PHARMACOKINETICS OVERVIEW Test Articles: Abrocitinib, M1, M2, and M4
Type of Study Test System Method of Testing Report Number
Administration Facility
Pharmacokinetic Drug Interactions
Enzyme-Mediated Interactions In Vitro
CYP Enzyme Inhibition of Human liver microsomes In Vitro XenoTech, XT125105
Abrocitinib Lenexa, KS
CYP Enzyme Inhibition of Human liver microsomes In Vitro Pfizer, Inc PF-0647165 8-034744
M1
CYP Enzyme Inhibition of Human liver microsomes In Vitro Pfizer, Inc PF -07055087-034912
M2
CYP Enzyme Inhibition of Human liver microsomes In Vitro Pfizer, Inc PF -07054874-034833
M4
TDI of Abrocitinib HLM (CYP3A4/5) In Vitro Pfizer, Inc PF-04965842 105517
HLM (CYP2CS8, CYP2C19, and In Vitro Pfizer, Inc PF-04965842 122819
CYP2D6)
TDI of M1 HLM (CYP3A4/5 and In Vitro Pfizer, Inc PF-06471658_ | 035417
CYP2C19)
TDI of M2 HLM (CYP3A4/5 and In Vitro Pfizer, Inc PF-07055087 || 113238
CYP2C19)
TDI of M4 HLM (CYP3A4/5, CYP2C19, In Vitro Pfizer, Inc PF-07054874_|J 095811
and CYP2D6)
CYP Induction of Abrocitinib Cryopreserved human In Vitro XenoTech, XT123148
hepatocytes (CYP1A2, CYP2B6, Lenexa, KS
and CYP3A4)
Cryopreserved human In Vitro Pfizer, Inc PF-04965 842-1 24147
hepatocytes (CYP2C8, CYP2C9,
and CYP2C19)
CYP Induction of M1 Cryopreserved human In Vitro Pfizer, Inc PF-06471658 | 092831
hepatocytes (CYP1A2, CYP2B6,
and CYP3A4)
CYP Induction of M2 Cryopreserved human In Vitro Pfizer, Inc PF —07055087-1 14822
hepatocytes (CYP1A2, CYP2B6,
and CYP3A4)
CYP Induction of M4 Cryopreserved human In Vitro Pfizer, Inc PF —07054874-080440
hepatocytes (CYP1A2, CYP2B6,
and CYP3A4)
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2.6.5.1 PHARMACOKINETICS OVERVIEW Test Articles: Abrocitinib, M1, M2, and M4
Type of Study Test System Method of Testing Report Number
Administration Facility
UGT Enzyme Inhibition HLM In Vitro Pfizer, Inc PF-04965842 - 164410
Abrocitinib
UGT Enzyme Inhibition M1 HLM In Vitro Pfizer, Inc PF-06471658 104028
UGT Enzyme Inhibition M2 HLM In Vitro Pfizer, Inc PF-07055087 094148
UGT Enzyme Inhibition M4 HLM In Vitro Pfizer, Inc PF-07054874 111113
SULT Enzyme Inhibition Human liver cytosol In Vitro Pfizer, Inc PF-04965842 113112
Abrocitinib
Transporter-Mediated Interactions In Vitro
Transporter Substrate Potential
Transporter Substrate MDCK-MDRI cells In Vitro Pfizer, Inc PF-04965842 [ 125532
(MDR1) Potential of
Abrocitinib
Transporter Substrate (BCRP) MDCK-BCRP cells In Vitro Absorption Systems .PFIZP3R1 S2
Potential of Abrocitinib Exton, PA
Hepatic Uptake Transporter OATPIBI and OATP1B3 In Vitro Pfizer, Inc PF-04965842 [ 032302
Substrate Potential of Transfected HEK293 cells
Abrocitinib
Renal Transporter Substrate ~ OAT1, OCT2, OAT3, MATEI, In Vitro Pfizer, Inc PF-04965342_ [ 023055
Potential of M1, M2, and M4 and MATE2K Transfected
HEK?293 cells
Transporter Inhibition Potential
Transporter Inhibition MDCK-MDRI cells In Vitro Pfizer, Inc PF-04965842_ | 143320
(MDR1) of Abrocitinib
Transporter Inhibition Transfected HEK293 cells In Vitro Pfizer, Inc PF-04965 842-1 10115
(OCT2, OATPI1BI,
OATP1B3, MATE], and
MATE2K) of Abrocitinib
Transporter Inhibition HEK293-BCRP vesicles and In Vitro Pfizer, Inc PF-04965842_|JJ 024506
(BCRP, OATI, OAT3, and Transfected HEK293 cells
OCT1) of Abrocitinib
Transporter Inhibition Transfected HEK293 and Hi5 In Vitro Solvo Biotechnology, Pﬁzer—76-
(BSEP) of Abrocitinib cells Budapest, Hungary
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Abrocitinib
2.6.5 FyERE BRI &

2.6.5.1 PHARMACOKINETICS OVERVIEW Test Articles: Abrocitinib, M1, M2, and M4
Type of Study Test System Method of Testing Report Number
Administration Facility
Transporter Inhibition of M1, HEK293-BCRP vesicles; In Vitro Pfizer, Inc PF-04965 842-095 512
M2, and M4 MDCK-MDRI1 and Transfected

HEK?293 cells

Note: Abrocitinib = PF-04965842, M1 = PF-06471658, M2 = PF-07055087, M4 = PF-07054874.

BCRP = Breast cancer resistance protein; B/P = Blood to plasma; BSEP = Bile salt export pump; CYP = Cytochrome P450; DDI = Drug-drug interaction;
HEK = Human embryonic kidney cells; Hi5 = Trichoplusia ni ovarian cells; HLM = Human liver microsomes; IV = Intravenous; LC-MS/MS = Liquid
chromatography-tandem mass spectrometry; MATE = Multidrug and toxin extrusion protein; MDCK = Madin-Darby canine kidney cells; MDR1 = Multi-drug
resistance protein (also know as P-gp [P-glycoprotein]); NA = Not applicable; OAT = Organic anion transporter; OATP = Organic anion transporting
polypeptide; OCT = Organic cation transporter; PPB = Plasma protein binding; thCYP = Recombinant human CYP; SULT = Sulfotransferase; TDI = Time-
dependent Inhibition; TK = Toxicokinetics; UGT = Uridine diphosphate-glucuronosyltransferase; YBS = York Bioanalytical Solutions; WBAL = Whole body
autoradioluminography.

a. Pharmacokinetics were determined in Arms 4 and 5 of Study .MAOSZ.
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Abrocitinib

2.6.5 B RERIBRA R
2.6.5.2A ANALYTICAL METHOD VALIDATION REPORTS, NONCLINICAL Test Article: Abrocitinib
Species Report Number Report Issue Type of Analytical Matrix/ Range® Comments
Date Method Anticoagulant (ng/mL)
Mouse 8384380 27—Jun-2(' LC-MS/MS Plasma/Ko:EDTA 5 to 5000 Method Validation (CD-1 and transgenic
rasH2)
Rat 8275028 31-Jan-2 LC-MS/MS Plasma/KohEDTA 1 to 500 Method Validation — Sprague Dawley Rat
Rat 8275028 Addendum No. 1 20-Oct-2 LC-MS/MS Plasma/KbEDTA  1to 500 Validation Addendum — Partial validation Long
Evans Rat
Rat 8275028 Addendum No. 2 29—Jun-2(' LC-MS/MS Plasma/KbEDTA 1 to 500 Validation Addendum — Partial validation
Wistar Han Rat
Rabbit 8296860 29-Sep-2 LC-MS/MS Plasma/KohEDTA 1 to 500 Method Validation New Zealand White
Monkey 8275029 25-Feb-2 LC-MS/MS Plasma/KbEDTA 110 500 Partial Method Validation

K2EDTA = Potassium ethylenediaminetetraacetic acid; LC-MS/MS = Liquid chromatography-tandem mass spectrometry; LLOQ = Lower limit of quantitation;
ULOQ = Upper limit of quantitation.
a. Range of quantitation (LLOQ — ULOQ).
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Abrocitinib
2.6.5 FyERE BRI &

2.6.5.2B ANALYTICAL METHOD VALIDATION REPORTS: SUMMARY OF VALIDATION  Test Article: Abrocitinib
PARAMETERS

Report Number(s): 8384380 8275028, 8296860 8275029
8275028 Addendum No.1,
8275028 Addendum No. 2

Species (Strain): Mouse (CD-1 and rasH2 Rat (SD, Long Evans, and Rabbit (New Zealand White) Monkey
Transgenic) Wistar Han)
Analyte: Abrocitinib Abrocitinib Abrocitinib Abrocitinib
Matrix: Plasma Plasma Plasma Plasma
Method: LC-MS/MS LC-MS/MS LC-MS/MS LC-MS/MS
Range of Quantitation 5to 5000 1 to 500 1 to 500 1 to 500
(ng/mL):
QC Nominal Concentrations 5, 15, 200, 2500, and 4000 1, 3, 30, and 375 1, 3, 30, and 375 1, 3, 30, and 375
(ng/mL):
Inter-run Precision® Range 1.9t05.2 2.8t05.0 24t05.2 --
(%RSD or %CV):
Inter-run Accuracy® Range -53t0 1.6 -0.5t0 0.7 -24t0 1.0 --
(%Bias):
LTS (at -70°C): 51 Days 449 Days (SD) 68 Days 76 Days
25 Days (Long Evans)
- (Wistar Han)

CV = Coefficient of variation; LC-MS/MS = Liquid chromatography-tandem mass spectrometry; LLOQ = Lower limit of quantitation; LTS = Long-term
stability; QC = Quality control; RSD = Relative standard deviation; SD = Sprague Dawley; -- = Data not applicable or not available.
a. The QC acceptance criteria range for precision and accuracy was <15% (<20% at LLOQ) and +15% (£20%, at LLOQ), respectively.
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Abrocitinib
2.6.5 FyERE BRI &

2.6.5.2C ANALYTICAL METHOD VALIDATION REPORTS: SUMMARY OF PHARMACOKINETIC AND
TOXICOKINETIC STUDIES AND ASSOCIATED ANALYTICAL METHODS

Study Description Analyte Type of Matrix Method Report  Regulatory Status
Report Number Analytical Number
Method

Mouse
6-Month Carcinogenicity TK Abrocitinib LC-MS/MS Plasma 8384380 Validated method
8398640 (Jfcr243)
Rat
Single-Dose I'V and Oral PK Abrocitinib LC-MS/MS Plasma, Bile, Urine N/A Non-validated
PF-04965842_ || 123752 method
1-Month Repeat-Dose Oral TK Abrocitinib LC-MS/MS Plasma 8275028 Validated method

R318
6-Month Repeat-Dose Oral TK Abrocitinib LC-MS/MS Plasma 8275028 Validated method
8289422 A056)
Fertility and Embryonic Development TK Abrocitinib LC-MS/MS Plasma 8275028 Validated method

R261 (8403557)
Embryo-fetal Development Oral TK Abrocitinib LC-MS/MS Plasma 8275028 Validated method

20055528 RO73)

Juvenile TK Abrocitinib LC-MS/MS Plasma 8275028 Validated method
00655225 (JMGR039)
Phototoxicity TK Abrocitinib LC-MS/MS Plasma 8275028 Validated method
20052793 A095)
2-Year Carcinogenicity Oral TK Abrocitinib LC-MS/MS Plasma 8275028 Validated method
8373335 A056)
Rabbit
Embryo-fetal Development Oral TK Abrocitinib LC-MS/MS Plasma 8296860 Validated method
20058757 R183)
Monkey
Single-Dose IV and Oral PK Abrocitinib LC-MS/MS Plasma N/A Non-validated method
A052
1-Month Repeat-Dose Oral TK Abrocitinib LC-MS/MS Plasma 8275029 Validated method
R319
9-Month Repeat-Dose Oral TK Abrocitinib LC-MS/MS Plasma 8275029 Validated method
8289421 AQ055)
PFIZER CONFIDENTIAL
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Abrocitinib
2.6.5 FyERE BRI &

2.6.5.2C ANALYTICAL METHOD VALIDATION REPORTS: SUMMARY OF PHARMACOKINETIC AND
TOXICOKINETIC STUDIES AND ASSOCIATED ANALYTICAL METHODS

Study Description Analyte Type of Matrix Method Report  Regulatory Status
Report Number Analytical Number
Method
Minipig
Single-Dose IV PK. Abrocitinib LC-MS/MS Plasma N/A Non-validated method
PF-04965842 125630

LC-MS/MS = Liquid chromatography-tandem mass spectrometry; [V = Intravenous; N/A = Not applicable; PK = Pharmacokinetics; TK = Toxicokinetics.
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Abrocitinib
2.6.5 FyERE BRI &

2.6.5.3 PHARMACOKINETICS: ABSORPTION AFTER A

SINGLE DOSE

Test Article: Abrocitinib

Report Numbers: PF-04965842_ | 123752, MA0522,

PF-04965842 125630
Species (Strain): Rat (Sprague-Dawley ~ Rat (Sprague-Dawley)  Monkey (Cynomolgus) Monkey (Cynomolgus) Minipig (Gottingen)
and Wistar Han)
Sex/Number of Animals: Male/2 (3 for Urine) Male/2 1/sex 1/sex Male/3
Feeding Condition Fed Fasted® Fed Fed Fed
(Fed/Fasted):
Vehicle/Formulation: 5% DMSO/95% of 30%  0.5% Methylcellulose 10% SBECD in sterile 0.5% w/v 10% DMSO/60% PEG
SBECD (5% water for injection methylcellulose and 400/30% sterile saline
DMSO0/95% of 20% 0.1% v/v polysorbate 80
SBECD for Bile) in deionized water
Method of Administration: Intravenous Bolus Oral Intravenous Bolus Oral Intravenous Bolus
Dose (mg/kg): 1 (3 for Bile) 3 1 3 0.5
Sample Matrix: Plasma, Urine, and Bile Plasma Plasma Plasma Plasma
Sampling Time Points (h): Plasma: Predose, 0.033, Predose, 0.083, 0.25, 0.083,0.25,0.5,1,3,7,and  0.25,0.5,1, 3,7, and 24 0.083,0.5,1,2,4,7,and
0.083,0.25,0.5,1,2,4,7, 0.5,1,2,4,7,and 24 24 24
and 24
Urine: 0-7, 7-24
Bile: 0-7,7-24
Mean = SD PK Parameters:
Co (ng/mL) 2085 - -- - 798 + 38.6
Comax (ng/mL) - 849 - 116 -
Tomax (h) -- 0.50 -- 0.5 -
AUClast (ngeh/mL) 628 1790 543 160 1120+ 216
AUCint (ngh/mL) 632 1810 548 163 1170 £252
CL (mL/min/kg) 26.6 -- 30.8 -- 7.37+1.79
Vs (L/kg) 1.04 -- 0.82 - 0.793 £ 0.0440
tys (h) 0.82 1.1 0.52 0.83 1.65+0.314
F (%)° -- 95.6 -- 9.8 -
% Dose Excreted in Urine¢ 6.84+7.6 -- - - -
% Dose Excreted in Bile® 0.12 - - - -
PFIZER CONFIDENTIAL
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Abrocitinib
2.6.5 FyERE BRI &

2.6.5.3 PHARMACOKINETICS: ABSORPTION AFTER A Test Article: Abrocitinib

SINGLE DOSE Report Numbers: PF-04965842 || 123752, M A 0522,
PF-04965842 125630

AUCinf = Area under concentration-time curve from time 0 to infinity; AUClast = Area under the concentration time curve from time 0 to the last measurable concentration;

Co = Concentration at time 0 extrapolated by linear regression from the apparent distribution phase after IV administration; CL = Clearance; Cmax = Maximum observed plasma
concentration; DMSO = Dimethyl sulfoxide; F = Bioavailabilty; h = Hour; min = Minute; PEG400 = Polyethylene glycol 400; PK = Pharmacokinetics; SBECD =
sulfobutylether-beta-cyclodextrin; SD = Standard deviation, n>3; t; = Apparent terminal half-life; Tmax = Time of first Cmax occurrence; Vss =Apparent volume of distribution at

steady state; -- = Data not available or not applicable.
Unless indicated otherwise, values represent the combined data from males and females.
a. Pharmacokinetics were determined in Arms 4 and 5 of Study A052.

b. Fed 4 hours postdose

c. F (%) = (JAUCinf (ora1) X Doseqv)] / [AUCint vy % Doseorap]) x 100.

d. Calculated as: (total drug concentration in urine/total drug dosed) x 100. Measured in a separate group of animals (n=3).

e. Calculated as: (total drug concentration in bile/total drug dosed) x 100. Measured in a separate group of bile duct cannulated animals dosed at 3 mg/kg IV (n=2).

PFIZER CONFIDENTIAL
Page 13



Abrocitinib
2.6.5 FyERE BRI &

2.6.5.4 PHARMACOKINETICS: ABSORPTION AFTER Test Article: Abrocitinib, M1, M2, and M4
REPEATED DOSES Report Number: 8439720
Species (Strain): Rat (Wistar Han)

Sex/Number of Animals: Male/5, Female/5

Feeding Condition: Fed

Vehicle/Formulation: 0.5% (w/v) methylcellulose/0.1% (v/v) polysorbate 80 (Tween® 80)

Method of Administration: Oral

Dose: Male: 45 mg/kg QD for 5 days; Female: 70 mg/kg QD for 5 days

Sample Matrix: Plasma and Urine

Sampling Time Points: Plasma (Day 5) - Predose, 0.25, 0.5, 1, 2, 4, 7, and 24 hours post dose

Urine (Day 4) - 0 to 24 hours post dose

Mean + SD PK Parameters:

Abrocitinib M1 M2 M4
Male Female Male Female? Male Female Male Female

Cmax (ng/mL) 4640 + 648 14400 + 3930 8.80+2.76 -- 122 +£394 502+11.9 917 £ 145 1690 £ 411

Tax (h) 0.70+0.74 0.90+0.22 0.35+0.14 - 1.3+£0.96 0.90+0.22 0.90 £ 0.65 1.0+£0.0

AUClast (ngeh/mL) 48500 + 3500 1624(1)(;(())%:*: 22.7+6.67 -- 1370 £228 662 £79.5 9720 =401 20500 + 1980
A asf M'h -

UClast (nM*h) 150000 £10600 S(Z‘(;(())%i 66.9 +19.7 4020 £ 670 1950 £232 28600 + 1160 60500 £ 5810

ty; (hours) 8.07 15.3b 4.71° -- 10.0 51.4° 10.5° 26.9°

Amount Excreted in Urine - -- - - 255000 = 142000 + -- --
(ng) 128000 7410

MW of Abrocitinib = 323.4 g/mole; MW of M1, M2, and M4 = 339.4 g/mole.

AUCIast = Area under the concentration time curve from time 0 to the last measurable concentration; BLQ = Below limit of quantitation; Cmax = Maximum observed plasma
concentration; h = Hour; MW = Molecular weight; PK = Pharmacokinetics; QD = Once daily; SD = Standard deviation when n>3; t,, = Apparent terminal half-life; Tmax = Time
of first Cmax occurrence; -- = Data not available or not applicable.

a. PK parameters were not calculated for M1 from the female 70 mg/kg dose group due to BLQ data.

b. t; is greater than half the sampling scheme; sample time may not have been sufficient to properly characterize t.
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Abrocitinib

2.6.5 FE B RE AR B3R
2.6.5.5 PHARMACOKINETICS: ORGAN DISTRIBUTION Test Article: ['*C]Abrocitinib

Report Number: 8385213

Species (Strain): Rat (Long Evans)
Sex/Number of Animals: Male/12
Feeding Condition: Fasted
Vehicle/Formulation: 0.5% (w/v) methylcellulose/0.1% (w/v) polysorbate 80 in water
Method of Administration: Oral
Dose 10 mg/kg (327 uCi/kg)
Number of Doses: 1
Radionuclide/Analyte: 14C/Total "C Radioactivity
Specific Activity: 32.5 uCi/mg
Sampling Times (hour): 0.25,0.5,1,2,4,8, 24, 48, 96, 168, 336, and 672
Tissues/Organs” Cmax Cax T max Clast Tiast ty; AUCast AUClast
(ng eq/g) T:P (h) (ng/g) (h) (h) (ng eqh/g) T:P
Adrenal Gland(s) 8970 1.49 0.25 39.1 48 15.2 22700 1.45
Arterial Wall 6430 1.06 0.25 63.5 672 NC 65000 4.14
Brain (whole) 299 <0.1 0.25 493 4 1.79 535 <0.1
Exorbital Lacrimal Gland 5290 0.88 0.25 107 8 1.46 9970 0.64
Eye(s) 6610 1.09 4.0 269 672 327 428000 27.3
Eye (Uveal Tract) 42500 7.04 2.0 1140 672 309 2130000 136
Intervertebral Ligament(s) 5560 0.92 0.50 158 672 NC 145000 9.24
Kidney(s) 16300 2.70 0.25 45.5 48 10.7 45900 2.92
Liver 28700 4.75 0.25 44.8 168 39.6 89200 5.68
Pancreas 6370 1.05 0.25 163 8 1.65 11100 0.71
Plasma 6040 1.00 0.25 6.79 48 8.95 15700 1.00
Salivary Gland(s) 7550 1.25 0.25 1030 8 2.73 26000 1.66
Skin (pigmented) 4810 0.80 2 77.9 96 15.7 106000 6.75
Stomach 6750 1.12 0.25 231 8 1.71 14300 0.91

AUC st = Area under the concentration-time curve from time 0 to the last measurable time point; Ci,s = Last measurable concentration; Cpnax = Maximum
observed concentration; h = Hour; NC = Not calculated due to an unclear elimination phase; t,, = Apparent terminal half-life; Ti.st = Time of the Ciast;

Tmax = Time of the first occurrence of Cmax; T:P = Tissue or Organ to plasma ratio.

a. Abrocitinib concentrations were present in other tissues/organs, but at Cpax T:P <I.
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Abrocitinib

2.6.5 BB &
2.6.5.6 PHARMACOKINETICS: IN VITRO Test Articles: Abrocitinib, M1. M2, and M4
PLASMA PROTEIN BINDING Report Numbers: ADME-20fff001-0021, PF-04965842-145025,
YDP/067/273, YDP/067/274, YDP/067/275
Species (Strain) Concentration Method Duration of Number of Fraction Unbound (fu)
Incubation Replicates
uM pg/mL (Hours) Geometric 95% Confidence Interval
Mean Lower Upper
Abrocitinib
Mouse (CD-1) 2 0.647 RED 4 12 0.552 0.423 0.722
Rat (Sprague-Dawley) 2 0.647 RED 6 12 0.383 0.354 0.417
Rabbit (New Zealand White) 2 0.647 RED 4 12 0.191 0.162 0.226
Monkey (Cynomolgus) 2 0.647 RED 6 12 0.370 0.343 0.402
Human 2 0.647 RED 6 12 0.362 0.334 0.396
M1
Mouse (CD-1) 2 0.679 HTD 6 12 0.628 0.471 0.837
Rat (Wistar-Han) 2 0.679 HTD 6 12 0.553 0.412 0.743
Rabbit (New Zealand White) 2 0.679 HTD 6 12 0.372 0.307 0.451
Monkey (Cynomolgus) 2 0.679 HTD 6 12 0.635 0.551 0.732
Human 2 0.679 HTD 6 11 0.631 0.511 0.778
M2
Mouse (CD-1) 2 0.679 HTD 6 12 0.597 0.447 0.796
Rat (Wistar-Han) 2 0.679 HTD 6 12 0.545 0.412 0.719
Rabbit (New Zealand White) 2 0.679 HTD 6 12 0.455 0.381 0.544
Monkey (Cynomolgus) 2 0.679 HTD 6 12 0.663 0.560 0.785
Human 2 0.679 HTD 6 12 0.711 0.559 0.905
M4
Mouse (CD-1) 2 0.679 HTD 6 11 0.952 0.680 1.33
Rat (Wistar-Han) 2 0.679 HTD 6 11 0.762 0.540 1.08
Rabbit (New Zealand White) 2 0.679 HTD 6 12 0.587 0.385 0.895
Monkey (Cynomolgus) 2 0.679 HTD 6 10 0.938 0.627 1.40
Human 2 0.679 HTD 6 12 0.826 0.645 1.06

MW of Abrocitinib = 323.4 g/mole; MW of M1, M2, and M4 = 339.4 g/mole.
CD = Cesarean derived; f, = Fraction unbound; HTD = High throughput dialysis; MW = Molecular weight; RED = Rapid equilibrium dialysis.
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Abrocitinib
2.6.5 FyERE BRI &

2.6.5.7 PHARMACOKINETICS: STUDY IN PREGNANT OR NURSING Test Article: Abrocitinib
ANIMALS (EXCRETION INTO MILK) Report Number: 8388618
Excretion in Milk After a Single Dose to Female Lactating Animals
Species (Strain): Rat (Sprague-Dawley)
Number of Animals: 162
Lacting Date: 12 days postpartum
Feeding Condition: Fed
Vehicle/Formulation: 0.5% (w/v) methylcellulose/0.1% (w/v) polysorbate 80 in water
Method of Administration: Oral
Dose (mg/kg): 10
Assay: LC-MS/MS
Mean + SD? Concentration (ng/mL) Milk:Plasma Ratio
Plasma Milk

1 1710 £ 200 8050 + 1650 478 +1.21

3 556 + 165 3000 + 426 5.67+1.47

8 26.7+12.0 153+49.6 6.31+2.09

24 BLQ 0.278+0.555 NC

Matrix Tmax Cmax Milk:Plasma AUCinf Milk:Plasma
(hour) (ng/mL) Cmax Ratio (ngehour/mL) AUCinr Ratio
Plasma 1.00 1710 -- 4620 --
Milk 1.00 8050 4.71 24200 5.24

AUCinr = Area under concentration-time curve from time 0 to infinity; BLQ = Below limit of quantitation (1.00 ng/mL); Crax = Peak concentration;

LC-MS/MS = Liquid chromatography-tandem mass spectrometry; NC = Not calculated; SD = Standard deviation; Tmax= Time of first Cnax 0ccurrence;-- = Not
applicable or not available.

a. 4 animals per time point.

b. Mean concentrations were measurable through 8 hours postdose in plasma and through 24 hours postdose in milk.
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Abrocitinib
2.6.5 FyERE BRI &

2.6.5.8 PHARMACOKINETICS: IN VITRO
RED BLOOD CELL DISTRIBUTION

Test Articles: Abrocitinib, M1, M2, and M4
Report Numbers: YDP/067/154, YDP/067/272, YDP/067/270, YDP/067/271

Species Incubation Duration Number of Replicates Blood to Plasma Ratio (Cb/Cp) at 1 pM
(Hours) (Mean + SD)
Abrocitinib
Mouse 1 4 0.997 £ 0.126
Rat 1 4 0.917 £0.044
Rabbit 1 4 0.593 +£0.048
Monkey 1 4 1.01 £0.18
Human 1 4 1.07+0.10
M1
Mouse 1 4 1.03 £ 0.04
Rat 1 4 0.948 + 0.043
Rabbit 1 4 0.796 = 0.027
Monkey 1 4 1.03£0.16
Human 1 4 1.13+£0.14
M2
Mouse 1 4 1.05+0.09
Rat 1 4 1.00 £0.02
Rabbit 1 4 0.904 +0.108
Monkey 1 4 1.12£0.08
Human 1 4 1.27+£0.22
M4
Mouse 1 3 0.923 £ 0.031
Rat 1 4 0.830 + 0.061
Rabbit 1 4 0.733 £ 0.087
Monkey 1 4 0.885+0.053
Human 1 4 0.873 £ 0.148
Cb = Concentration in blood; Cp = Concentration in plasma; SD = Standard deviation.
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Abrocitinib

2.6.5 B RE BRI R

2.6.59A PHARMACOKINETICS: METABOLISM IN VIVO, MOUSE

Test Article: Abrocitinib
Report Number: PF-04965842

022513

Species (Strain):

Mouse (CD-1 or ras-H2 [wt/wt])

Sex (Male/Female) Pooled Male and Female
Reference Studies A077 & .GR044
Metabolite Label | Metabolite m/z Retention Plasma Urine |Sediment| Urine |Sediment| Urine | Sediment
Description Time
(min)
Day 14 Day 28 Day 28 Day 28 Day 11
A077 Bcross Bcross RO44 RO44
300 mg/kg/day 150 75 mg/kg/day 150 mg/kg/day 450 mg/kg/day
mg/kg/day
M/F M F M/F M/F M/F
Tri-
. -- - 43 + t t t ND t t t t
hydroxylation 372-1
Hydroxylation & - 358-3 4.9 ¥ ool ¢ ND ¢ ND ¢ ND
Hydrolysis
N-demethylation
. RO -- 5.4 + + + t ND t ND t ND
& Di-Oxidation 342
Hydroxylanqn & -- 358-1 5.8 + + + t ND t ND t t
Hydrolysis
Di-Oxidation - 356-2 6.3 + ND ND ND ND ND ND ND ND
Hydroxylation & - 358-2 7.0 + ND | ND ND ND ND ND ND ND
Hydrolysis
Hydroxylation M1 340-1 7.4 t ND ND ND ND ND ND ND ND
N-demethylation
. -- 8.4 + + + t ND t ND t t
& Hydroxylation 326
Hydroxylation M2 & M3* | 340-2a&b 8.5 + t t t t t t t t
Hydroxylation M4 340-4 9.7 ++ +++ +++ +++ ND +++ +++ +++ -
N-demethylation M5 310 9.7 + ND ND ND ND ND ND ND ND
Abrocitinib Parent 324 11.1 ++ [ t ND t ND t t

+ = Minor peak as assessed by UV trace; ++ = Moderate peak as assessed by UV trace; +++ = Major peak as assessed by UV trace; m/z = Mass-to-charge ratio; ND = Not
detected or not applicable; t = Trace; UV = Ultraviolet detection; -- = Not applicable.

a. Co-eluting peaks.
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Abrocitinib
2.6.5 FyERE BRI &

2.6.59B PHARMACOKINETICS: METABOLISM IN VIVO, Test Article: Abrocitinib
RAT AND MONKEY Report Number: PF-04965842_ [ 140212
Type of Study: Preliminary Metabolism of Abrocitinib
Analysis Method: LC-MS/MS
Metabolite Identification m/z Oral (120 mg/kg/day) Rat Oral (100 mg/kg/day) Monkey
Plasma Urine Bile Plasma Urine Bile
Oxidation and Carboxylic Acid 370 ND t t ND ND ND
Tri-hydroxylation 372-1 ND + ++ t ++ ++
Hydroxylation and Glutathione Conjugate® 647 ND ND t ND ND ND
Carboxylic Acid 354 ND t ++ ND ND t
Glucuronide Conjugation 500 ND ND ND t +
Hydroxylation and Hydrolysis 358-1 + + ++ + ++ ++
Tri-Oxidation 372-2 ND t - ND t ++
Di-Oxidation 356-1 ND + t ND ND ND
Di-Oxidation 356-2 ND + t + -+ +++
Hydroxylation and Hydrolysis 358-2 ND t t + + t
Hydroxylation and Glucose Conjugate 502 ND ND ND ND ND ND
Hydroxylation 340-1 ND t ND ND ND ND
Glutathione Conjugate® 629-1 ND ND + ND ND ND
Hydroxylation 340-2 + ++ ++ ND ND ND
S-Glutathione Conjugation 629-2 ND ND + ND ND t
N-desmethylation and Hydroxylation 326 ND ND ND ND + ND
Hydroxylation 340-3 ND t ND t + ND
S-Cysteine Conjugation 443-1 ND ND ND ND ND ++
S-Cysteine Conjugation 443-2 ND ND ND ND ND ++
N-desmethylation 310 + + t t t ND
Hydroxylation 340-4 + ++++ ++ ++ ++++ ++
Hydroxylation 340-5 t ND ++ ND ND ND
Abrocitinib 324 ++++ ++ ++ -+ + ++

Note: Metabolites listed in order of elution.

+ to ++++ = Qualitatively observed amounts of each metabolite; m/z = Mass-to-charge ratio, NADPH = Reduced form of nicotinamide adenine dinucleotide phosphate;
ND = Not detected by mass spectrometry; t = Trace, detected by mass spectrometry only.

a. Liver microsomes fortified NADPH and Glutathione
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2.6.5.9C PHARMACOKINETICS: METABOLISM IN VIVO, Test Article: Abrocitinib
HUMAN Report Number: PF-04965842_[[JJi| 160759

Study Type Preliminary Metabolite Scouting of Abrocitinib

Species Human

Sex & Matrix Pooled Male and Female Plasma and Urine

Reference Study B7451001

Dose 200 mg BID x 10 days

Metabolite Label Metabolite Description m/z Plasma Urine

Tri-hydroxylation 372-1 ++ +
Carboxylic Acid 354-1 + ++
Hydroxylation & Glucuronide Conjugation 516-1 + ++
Glucuronide Conjugation 500 + +
Hydroxylation & Glucuronide Conjugation 516-2 + +
Hydroxylation & Hydrolysis 358-1 + +
Di-Oxidation 356-1 ND 4
Di-Oxidation 356-2 + +
Hydroxylation PF-06471658 (M1) 340-1 ++ +++
Hydroxylation PF-07055087 (M2) and PF-07055090 (M3) 340-2a&b ++ +++
N-desmethylation & Hydroxylation 326 + +
N-desmethylation PF-07054926 (M5) 310 + +
Hydroxylation PF-07054874 (M4) 340-4 ND +++
Parent® Abrocitinib 324 +++ +++

+ = Detected by mass spec; ++ = Minor peak as assessed by UV trace; +++ = Major peak as assessed by UV trace; BID = Twice daily; MS = Mass spectrometry; m/z = Mass-to-
charge ratio; M = Metabolite; ND = Not detected or not applicable; UV = Ultraviolet detection.

a. Abrocitinib, while having multiple chiral centers, possesses only two optically distinct conformations, abrocitinib and PF-06794710. The retention times of abrocitinib and
PF-06794710 were 7.95 min and 8.49 min, respectively, showing baseline separation in both UV and MS analysis. The comparison of abrocitinib and PF-06794710 reference
standard to pooled human plasma extracts from subjects dosed with abrocitinib showed no evidence of the formation of PF-06794710 by UV or MS detection.
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2.6.5 B RERIBRA R
2.6.5.9D PHARMACOKINETICS: METABOLISM IN VIVO, HUMAN Test Article: ['*C] Abrocitinib
Report Number: PF-
04965842_|JJ 093820
Species: Healthy Human Volunteers
Sex/Number of Subjects: Male/6 Subjects
Feeding Condition: Fasted
Vehicle/Formulation: Aqueous Solution
Method of Administration: Oral
Dose (mg): 200 mg abrocitinib and 80 pg (~500 nCi) ['“CJabrocitinib
Metabolite Label m/z Retention Time Metabolites Derived from ['*C] Abrocitinib (Mean)
(min) Plasma Urine Feces
(% of Total Radioactivity) (% of Dose) (% of Dose)
(0-12 hour post-dose)? (0-12 hour post-dose)™ © (0-192 hour post-dose)> ©
Abrocitinib 324 11.5 25.8 0.6 0.3
M1 (PF-06471658, 340-1) 340 7.6 11.3 16.2 1.7
M2 (PF-07055087, 340-2a)¢ 340 8.5 12.4 13.5 0.5
M3 (PF-07055090, 340-2b)¢ 340 8.5 4.8 4.5 0.3
M4 (PF-07054874, 340-4)° 340 10.0 13.8 15.4 0.3
MS5 (PF-07054926, 310)° 310 10.0 0.4 0.3 --
M6 (PF-07095462, 370) 370 34 34 12.2 0.8
340-5 340 4.9 1.0 0.4 0.2
372-1 372 5.0 2.5 0.7 0.2
M7 (PF-06737821, 354-1) 354 5.2 4.6 5.6 1.5
M8 (PF-07255039, 356-1) 356 5.8 1.4 1.3 --
358-1 358 6.1 2.0 1.1 0.1
356-1a 356 6.4 1.5 1.7 0.2
356-2 356 6.5 1.5 33 0.6

m/z = Mass-to-charge ratio; M = Metabolite; min = Minutes; -- = Not detected;

a. Represents >290% plasma total radioactivity Area Under-the-Curve (AUC).

b. Represents >90% of radioactivity excreted in matrix.

c. Abrocitinib and reported metabolites account for 86.7% of the oral dose recovered in the excreta of humans.
d. Co-eluting enantiomer.

e. Co-eluting peaks.
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2.6.5.10A PHARMACOKINETICS: METABOLISM IN VITRO

Test Article: Abrocitinib

Report Number: PF-04965842 140212
Type of Study: Preliminary Metabolism of Abrocitinib
Study System: Rat, Monkey and Human Liver Microsomes and Hepatocytes
Abrocitinib Concentration: 1or10 uM
Duration of Incubation: 30 or 60 minutes
Analysis Method: LC-MS/MS
Metabolite Identification m/z Liver Microsomes Hepatocytes
Rat Monkey Human Rat Monkey Human Co-cultured Human
Oxidation and Carboxylic Acid 370 ND ND ND ND ND ND ND
Tri-hydroxylation 372-1 t t ND t + + +
Hydroxylation and Glutathione Conjugate® 647 t + + ND ND ND ND
Carboxylic Acid 354 ND ND ND ND ND ND ND
Glucuronide Conjugation 500 ND ND ND ND ND ND +
Hydroxylation and Hydrolysis 358-1 + + t + + + +
Tri-Oxidation 372-2 ND ND ND ND ND ND ND
Di-Oxidation 356-1 ND ND ND t ND ND ND
Di-Oxidation 356-2 ND t ND t + + t
Hydroxylation and Hydrolysis 358-2 ND ND ND + + t ND
Hydroxylation and Glucose Conjugate 502 ND ND ND + + + ND
Hydroxylation 340-1 + t + t ND ++ +
Glutathione Conjugate® 629-1 ND t ND ND t ND ND
Hydroxylation 340-2 ++ + + ++ t ++ +
S-Glutathione Conjugation 629-2 ND ND ND ND ND ND ND
N-desmethylation and Hydroxylation 326 ND ND ND ND ND ND ND
Hydroxylation 340-3 ND t t t t t ND
S-Cysteine Conjugation 443-1 ND ND ND ND ND ND ND
S-Cysteine Conjugation 443-2 ND ND ND ND ND ND ND
N-desmethylation 310 + ++ + + + + +
Hydroxylation 340-4 + + + + +++ + ND
Hydroxylation 340-5 t t t ND t ND ND
Abrocitinib 324 ++++ ++++ 4+ ++++ ++++ ++++ ++++

Note: Metabolites listed in order of elution.

+ to ++++ = Qualitatively observed amounts of each metabolite; LC-MS/MS = Liquid chromatography-tandem mass spectrometry; m/z = Mass-to-charge ratio;
NADPH = Reduced form of nicotinamide adenine dinucleotide phosphate; ND = Not detected by mass spectrometry; t = Detected by mass spectrometry only.

a. Liver microsomes fortified NADPH and glutathione.
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2.6.5.10B PHARMACOKINETICS: METABOLISM IN VITRO, Test Article: Abrocitinib
CYP ENZYME PHENOTYPING Report Number: PF-04965842 054208
Type of Study: Reaction phenotyping of Abrocitinib by individual human CYP enzymes.
Study System: Pooled human hepatocytes with selective CYP inhibitors
Abrocitinib Concentration: 10 uM
Method of Analysis: LC-MS/MS
Matrix CYyp Chemical Inhibitor Inhibitor % Inhibition of Formation Rate (Scaled) i
Enzyme?* Concentration M1 M2/M3 M4 m/z 149
(uM)
Human 1A2 Furafylline 10 -- -- -- -- --
Hepatocyte 2B6 2-phenyl-2-(1- 5 16 -- -- -- 0.066
piperdinyl)propane
2C8 Gemfibrozil glucuronide 100 - - - - -
2C9 Tienilic acid 15 24 45 25 -- 0.30
2C19 Esomeprazole 5 52 55 57 -- 0.53
2D6 Quinidine 10 -- -- -- -- --
3A4/5 Troleandomycin 25 8.0 -- 18 100 0.11

-- = No contribution; CYP = Cytochrome P450 isoform; f, = Fraction metabolized; LC-MS/MS = Liquid chromatography-tandem mass spectrometry; M =

Metabolite; m/z = Mass to charge ratio.

a. Although not achieving statistical significance, minor contributions by the remaining CYP isoforms for M1 (1A2, 2C8, 2D6), M2/M3 (1A2, 2B6, 2C8, 2D6, 3A), M4 (1A2,

2B6, 2C8, 2D6), and 149 (1A2, 2B6, 2C8, 2C9, 2C19, 2D6) were observed.
b. f, assigned based on combined M1, M2/M3, M4 and m/z 149 metabolite formation rates.
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2.6.5.10C PHARMACOKINETICS: METABOLISM IN VITRO, CYP Test Article: M1
ENZYME PHENOTYPING Report Number: PF-04965842_[[JJ 025345
Type of Study: Reaction phenotyping of M1 by individual human CYP enzymes.
Study System: Pooled human hepatocytes with selective CYP inhibitors: 1A2 - 1 uM furafylline, 2C9 - 15 pM tienilic acid,
2D6 - 1.8 uM paroxetine, 3A4/5 - 25 uM troleandomycin
M1 Concentration: 5 uM
Method of Analysis: LC-MS/MS
Pathway feL % Inhibition of Formation Rate (Unscaled) Fraction Metabolized (fm)
1A2 2C9 2D6 3A4/5 Pan 1A2 2C9 2D6 3A4/5 Other CYP Non
CYP CYP CYP
PF-06737821 (M7) 0.49 - 27.6 11.3 -- 39.7 - 0.13 -2 -- 0.059 0.19 0.29
PF-07255039 (M8) 0.024 16.5 -- - 16.7 79.5 0.0040 - -- 0.0041 0.011 0.019 0.0050
Other® 0.49 - -- - -- -- - -- - 0.49

Total 0.0040 0.13 0.0041 0.070 0.21 0.79

Note: Results for incubation with tienilic acid (2C19) were not significant; data not shown.

-- = No contribution; CYP = Cytochrome P450 isoform; fc. = Fraction of clearance; LC-MS/MS = Liquid chromatography-tandem mass spectrometry; M =
Metabolite.

a. Metabolism in recombinant human CYP2D6 not observed during biotransformation mapping experiments; excluded from further data analysis.

b. Other metabolic pathways observed in human hepatocytes (e.g. glucuronide, etc), assumed to be non CYP mediated
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2.6.5.10D

CYP ENZYME PHENOTYPING

PHARMACOKINETICS: METABOLISM IN VITRO,

Report Number: PF-04965842

Test Articles: M1, M2. M4. and M8

" 025347

Type of Study: Metabolite profiling of M1, M2, M4 and M8 by individual rHCYP, HLM
and human hepatocytes
M1, M2, M4 and M8 Concentration: 10 uM
Method of Analysis: LC-MS/MS
Pathway or RT rHCYP HLM HHEP
m/z 1A2 2C8 2C9 2C19 2D6 3A4 3A5 1A1 1B1 2B6 2A6 2C18 2E1 2J2 3A7 4All
M1
PF_O(Z\E[)Z)S 462 359 ND ND ND ND t ND ND ND ND ND ND ND ND ND ND ND ND t
PF_O(?\Z[;; 821 465 ND ND t t ND t t t t t ND ND ND ND t ND t +
Glu(";‘lrg;“de 490 ND ND ND ND ND ND ND ND ND ND ND ND ND ND ND ND ND  +
PF o(ﬁg)s B39 510 ¢ ND ND t + t t + + ND ND ND ND ND ND ND t t
M2
340-5 422 ND ND ND ND ND ND ND ND ND ND ND ND ND ND ND ND ND +
356-1a 589 ND ND ND t + ND ND + + ND ND ND ND ND ND ND t t
M4
372-1 449 ND ND ND ND t t t t t ND ND ND t ND ND ND t +
M8
PF-07095462
(M6) 359 - -- - - -- -- -- -- -- -- - -- -- -- -- -- t t

-- = Not determined; CYP = Cytochrome P450; HLM = Human liver microsomes; HHEP = Human hepatocytes; LC-MS/MS = Liquid chromatography-tandem
mass spectrometry; M = Metabolite; m/z = Mass to charge ratio; ND = Not detected; rhCYP = Recombinant human CYP; RT = Retention time; t = Trace
(detected by mass spectrometry only); UV = Ultraviolet; + = Detected by UV trace.

PFIZER CONFIDENTIAL

Page 26



Abrocitinib
2.6.5 JYEhHER R B2

2.6.5.11A PHARMACOKINETICS: PROPOSED METABOLIC
PATHWAY, CIRCULATING METABOLITES

Report Number: PF-04965842

Test Article

: |14C| Abrocitinib

093820

Abrocitinib
PF-04965842
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M = Metabolite.
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2.6.5 HipsEhe B = 3%

2.6.5.11B

PHARMACOKINETICS: PROPOSED METABOLIC
PATHWAY, CIRCULATING AND EXCRETORY METABOLITES

Test Article: ['*C] Abrocitinib
Report Number: PF-04965842 093820
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M = Metabolite; m/z = Mass to charge ratio, OH = Hydroxyl.
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2.6.5.12A  PHARMACOKINETICS: INHIBITION OF CYP ENZYMES BY Test Article: Abrocitinib
ABROCITINIB Report Number: XT125105
Type of Study: Inhibition of CYP enzymes by Abrocitinib
Method: In vitro incubation with human liver microsomes and individual substrates of CYP enzymes (with and without NADPH
preincubation)
Analytical Method: LC-MS/MS
Concentration of Abrocitinib: 0.1 to 100 uM
CYP Enzyme Reaction Direct (reversible) TDI TDI Potential for Potential for
Inhibition TDI? TDI?
Zero-Minute 30-Minute Preincubation 30-Minute Preincubation (NADPH- (Time- and
Preincubation without NADPH with NADPH independent NADPH-
inhibition) dependent
ICs0 Inhibition r? ICso Inhibition r?  ICso Inhibition at r? inhibition)
(uM)® at 100 pM (uM)® at 100 pM (uM)® 100 pM
(%)* (%)° (%)*
1A2 Phenacetin O-dealkylation >100 8.6 NC >100 13 NC >100 26 0.668 No No
2B6 Bupropion hydroxylation >100 21 0.857 >100 22 0.787 >100 22 0.777 No No
2C8 Paclitaxel 6a-hydroxylation >100 13 NC >100 10 NC >100 35 0.957 No 23%¢
2C9 Diclofenac 4'-hydroxylation >100 18 NC >100 14 NC >100 26 0.972 No No
2C19  S-Mephenytoin 4'-hydroxylation ~ >100 34 0.995 >100 40 0.963 42 68 0.991 No 34%¢
2D6 Dextromethorphan O-demethylation >100 31 0.994 >100 35 0.988 92 51 0.991 No 20%¢
3A4/5 Testosterone 6B-hydroxylation >100 24 0.671 >100 9.3 NC 81 56 0.993 No 32%¢
3A4/5 Midazolam 1'-hydroxylation >100 18 NC >100 19 NC 75 55 0.991 No 37%¢
3A4/5 Nifedipine oxidation >100 47 0.926 >100 43 0.927 40 70 0.997 No 23%¢

CYP = Cytochrome P450; ICs50 = 50% inhibitory concentration; LC-MS/MS = Liquid chromatography-tandem mass spectrometry; NADPH = Reduced form of nicotinamide
adenine dinucleotide phosphate; NC = Not calculated; r> = Regression coefficient; TDI = Time-dependent inhibition.

a. Potential for time-dependent and metabolism-dependent inhibition was determined by comparison of ICs0 values both with and without preincubation and with and without
NADPH-generating system present in the preincubation, by comparison of the observed inhibition (%) for all preincubation conditions and by visual inspection of the ICso plots.
In the cases in which a number is listed, this number represents the change in percent difference of inhibition after preincubation of 100 uM abrocitinib with NADPH-fortified
human liver microsomes.

b. Average data (i.e., percent of control activity) obtained from duplicate samples for each test article at 7 concentrations were used to calculate ICso values.

c. Inhibition at 100 pM (%) is calculated with the following formula for the highest concentration of test article evaluated (results are rounded to 2 significant figures): Inhibition
at 100 uM (%) = 100% — Percent solvent control.

d. This number represents the difference in percent of control activity after preincubation of 100 uM abrocitinib with NADPH-fortified human liver microsomes for 30 min.
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2.6.5.12B PHARMACOKINETICS: INHIBITION OF CYP Test Article: M1
ENZYMES BY M1 Report Number: PF-06471658 | 034744
Type of Study: Inhibition of CYP enzymes by M1
Method: In vitro incubation with human liver microsomes and individual substrates of CYP enzymes (with NADPH preincubation)
Analytical Method: LC-MS/MS
Concentration of M1: 0.00995 to 99.5 UM

CYP Enzyme Reaction Zero-Minute Preincubation (To) 30-Minute Preincubation Fold Potential for TDI*

(T30) ICso Shift (Time-& NADPH-
ICso 95% CI  Inhibition at ICso (uM)? 95% CI Dependent)
(uM)® 99.5 uM (%)*

1A2 Phenacetin O-dealkylation >99.5 NC 27.8 >99.5 NC NC No

2B6 Bupropion hydroxylation >99.5 NC 13.0 >99.5 NC NC No

2C8 Amodiaquine N-dealkylation >99.5 NC 14.9 >99.5 NC NC No

2C9 Diclofenac 4'-hydroxylation >99.5 NC 5.6 >99.5 NC NC No

2C19| S-Mephenytoin 4’-hydroxylation >99.5 NC 8.9 >99.5 NC NC No

2D6 | Dextromethorphan O-demethylation | >99.5 NC 28.1 >99.5 NC NC No
3A4/5 Midazolam 1'-hydroxylation >99.5 NC 13.9 >99.5 NC NC No
3A4/5| Testosterone 6p-hydroxylation >99.5 NC 21.0 95.6 77.4-119 NC No
3A4/5 Nifedipine oxidation >99.5 NC 27.8 86.9 78.1-96.9 NC No

CI = Confidence interval; CYP = Cytochrome P450; ICso = 50% inhibitory concentration; LC-MS/MS = Liquid chromatography-tandem mass spectrometry;
NADPH = Reduced form of nicotinamide adenine dinucleotide phosphate; NC = Not calculated; TDI = Time-dependent inhibition; T = Time zero; T3p = Time
30 minutes.

a. Potential for TDI was determined by ICso shift >1.5-fold when comparing ICso values with and without preincubation.

b. Average data (ie, percent of control activity) obtained from duplicate samples for each test article concentrations were used to calculate ICso values.

c. Inhibition observed (%) was calculated using the following formula: Inhibition observed (%) = 100% — Activity remaining.
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2.6.5.12C PHARMACOKINETICS: INHIBITION OF CYP Test Article: M2
ENZYMES BY M2 Report Number: PF-07055087_[JJJJ 034912
Type of Study: Inhibition of CYP enzymes by M2
Method: In vitro incubation with human liver microsomes and individual substrates of CYP enzymes (with NADPH preincubation)
Analytical Method: LC-MS/MS

Concentration of M2: 0.01 to 100 uM

CYP Enzyme Reaction Zero-Minute Preincubation (To) 30-Minute Preincubation Fold Potential for TDI*

(T30) ICso Shift (Time-& NADPH-
ICso 95% CI  Inhibition at ICso (uM)? 95% CI Dependent)
(uM)® 100 pM (%)¢

1A2 Phenacetin O-dealkylation >100 NC 8.0 >100 NC NC No

2B6 Bupropion hydroxylation >100 NC 1.3 >100 NC NC No

2C8 Amodiaquine N-dealkylation >100 NC 10.9 >100 NC NC No

2C9 Diclofenac 4'-hydroxylation >100 NC 9.3 >100 NC NC No

2C19| S-Mephenytoin 4'-hydroxylation >100 NC 30.4 >100 NC NC No

2D6 |Dextromethorphan O-demethylation| >100 NC 473 >100 NC NC No
3A4/5 Midazolam 1'-hydroxylation >100 NC 33.6 64.1 53.8-76.6 | >1.56 Yes
3A4/5| Testosterone 6B-hydroxylation >100 NC 37.8 89.8 58.3-145 NC No
3A4/5 Nifedipine oxidation >100 NC 36.7 86.9 80.4-94.2 NC No

CI = Confidence interval; CYP = Cytochrome P450; ICso = 50% inhibitory concentration; LC-MS/MS = Liquid chromatography-tandem mass spectrometry;
NADPH = Reduced form of nicotinamide adenine dinucleotide phosphate; NC = Not calculated; TDI = Time-dependent inhibition; T = Time zero; T3p = Time
30 minutes.

a. Potential for TDI was determined by ICso shift >1.5-fold when comparing ICso values with and without preincubation.

b. Average data (ie, percent of control activity) obtained from duplicate samples for each test article concentrations were used to calculate ICso values.

c. Inhibition observed (%) was calculated using the following formula: Inhibition observed (%) = 100% — Activity remaining.
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2.6.5.12D PHARMACOKINETICS: INHIBITION OF CYP Test Article: M4
ENZYMES BY M4 Report Number: PF-07054874_ [ 034833
Type of Study: Inhibition of CYP enzymes by M4
Method: In vitro incubation with human liver microsomes and individual substrates of CYP enzymes (with NADPH preincubation)
Analytical Method: LC-MS/MS
Concentration of M4: 0.00996 to 99.6 UM

CYP Enzyme Reaction Zero-Minute Preincubation (To) 30-Minute Preincubation Fold Potential for TDI*

(T30) ICso Shift (Time-& NADPH-
ICso 95% CI Inhibition at ICso (nM)? 95% CI Dependent)
(uM)® 99.6 uM (%)*

1A2 Phenacetin O-dealkylation >99.6 NC 0 >99.6 NC NC No

2B6 Bupropion hydroxylation >99.6 NC 7.1 >99.6 NC NC No

2C8 Amodiaquine N-dealkylation >99.6 NC 3.0 >99.6 NC NC No

2C9 Diclofenac 4'-hydroxylation >99.6 NC 9.5 >99.6 NC NC No

2C19| S-Mephenytoin 4'-hydroxylation >99.6 NC 27 >99.6 NC NC No

2D6 |Dextromethorphan O-demethylation| >99.6 NC 8.7 >99.6 NC NC No
3A4/5 Midazolam 1'-hydroxylation >99.6 NC 20.9 >99.6 NC NC No
3A4/5| Testosterone 6p-hydroxylation >99.6 NC 34.6 85.2 72.1-101 NC No
3A4/5 Nifedipine oxidation >99.6 NC 8.4 >99.6 NC NC No

CI = Confidence interval; CYP = Cytochrome P450; ICso = 50% inhibitory concentration; LC-MS/MS = Liquid chromatography-tandem mass spectrometry;
NADPH = Reduced form of nicotinamide adenine dinucleotide phosphate; NC = Not calculated; TDI = Time-dependent inhibition; T = Time zero; T3p = Time
30 minutes.

a. Potential for TDI was determined by ICso shift >1.5-fold when comparing ICso values with and without preincubation.

b. Average data (ie, percent of control activity) obtained from duplicate samples for each test article concentrations were used to calculate ICso values.

c. Inhibition observed (%) was calculated using the following formula: Inhibition observed (%) = 100% — Activity remaining.
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2.6.5.12E  PHARMACOKINETICS: TIME-DEPENDENT Test Article: Abrocitinib
INHIBITION OF CYP ENZYMES BY ABROCITINIB Report Numbers: PF-04965842 105517
PF-04965842 122819
Type of Study: Evaluation of TDI of CYP3A4/5, CYP2CS8, CYP2C19, and CYP2D6 by Abrocitinib
Method: In vitro incubation with HLM and individual substrates of CYP3A4/5, CYP2CS8, CYP2C19, and CYP2D6 in the presence and
absence of NADPH
Analytical Method: LC-MS/MS
Concentrations of Abrocitinib 5 to 500 uM
CcYyp Probe Substrate Kinact = SE Ki £ SE Kinact / K1 R2?
(Concentration) (min™) (uM) (mL/pmol/min)
2C8° Amodiaquine (19 pM) ND ND ND NC
2C19 S-Mephenytoin (600 pM) 0.0117 £0.00113 51.6+7.95 0.227 1.64
2D6 Dextromethorphan (14.4 puM) 0.0253 £ 0.0011 180 +21.6 0.141 1.78
3A4/5 Midazolam (23 pM) 0.0318 £0.0022 178 £ 34.5 0.179 1.46
3A4/5 Testosterone (440 uM) ND ND 0.157°¢ 1.41

AUC = Area under the curve; Cmax = Maximum observed concentration; CYP = Cytochrome P450; HLM = Human liver microsomes; Imax,u = Maximum
unbound inhibitor concentration (mean steady state unbound Cmax = 1.3 pM; PMAR-962); kge; = Degradation rate constant of the affected enzyme (0.03 hr'! for
CYP3A [Wang 2010], 0.027 hr! for CYP2C19 [Renwick et al, 2000], 0.014 hr! for CYP2D6 [Venkatakrishnan & Obach, 2005]); K; = Apparent inactivation
constant at half-maximal rate of inactivation; Kinact = Maximal rate of enzyme inactivation; Kinact/ Ki = Measure of inactivator efficiency (composite slope); kobs =
Observed inactivation rate constant of the affected enzyme; LC-MS/MS = Liquid chromatography-tandem mass spectrometry; NADPH = Reduced form of
nicotinamide adenine dinucleotide phosphate; NC = Not calculated; ND = Not determined; R2 = Predicted ratio of the victim drug AUC in the presence and
absence of an inhibitor; SE = Standard error; TDI = Time-dependent inhibition.

a. R2 = (kobs * Kdeg) / kdeg; Where kobs = (Kinact * Imax,u) / (K1 + Imax,u).

b. Limited metabolism-dependent inhibition of CYP2CS8 was observed; The inactivation rate constant (kobs) was only statistically different from solvent control
at the highest abrocitinib concentration tested (500 uM).

c. Individual kinetic parameters could not be determined, the slope of the linear portion of the kqbs versus [I] curve was reported as a composite slope value
(Kinact/K1). For this instance, Kobs = (Kinact/Kr) * Imax,u.
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2.6.5.12F PHARMACOKINETICS: TIME-DEPENDENT INHIBITION Test Article: M1
OF CYP ENZYMES BY M1 Report Number: PF-06471658 035417
Type of Study: Evaluation of TDI of CYP3A4/5 and CYP2C19 by M1
Method: In vitro incubation with HLM and individual substrates of CYP3A4/5 and CYP2C19 in the presence and absence of NADPH
Analytical Method: LC-MS/MS
Concentrations of M1 3 to 300 uM

CYP Probe Substrate Kinact £ SE K1+ SE Kinact / Ki? R2P

(Concentration) (min™) (uM) (mL/pmol/min)

2C19° S-Mephenytoin (393 uM) ND ND NC NC

3A4/5 Midazolam (23 pM) ND ND 0.0229 £ 0.0028 1.02

3A4/5 Testosterone (386 pM) ND ND 0.0222 £ 0.0011 1.02

3A4/5¢ Testosterone (-NADPH) ND ND 0.00364 = 0.0015 1.00

AUC = Area under the curve; Cmax = Maximum observed concentration; CYP = Cytochrome P450; HLM = Human liver microsomes; Imax,u = Maximum
unbound inhibitor concentration (mean steady state unbound Crmax = 0.36 pM; B7451043); keeg = Degradation rate constant of the affected enzyme (0.03 hr! for
CYP3A [Wang 2010], 0.027 hr! for CYP2C19 [Renwick et al, 2000]); K;= Apparent inactivation constant at half-maximal rate of inactivation; Kiy« = Maximal
rate of enzyme inactivation; Kinae/Ki = Measure of inactivator efficiency (composite slope); kobs = Observed inactivation rate constant of the affected enzyme;
LC-MS/MS = Liquid chromatography-tandem mass spectrometry; NADPH = Reduced form of nicotinamide adenine dinucleotide phosphate; NC = Not
calculated; ND = Not determined; R2 = Predicted ratio of the victim drug AUC in the presence and absence of an inhibitor; SE = Standard error;

TDI = Time-dependent inhibition.

a. Individual kinetic parameters could not be determined, the slope of the linear portion of the kqbs versus [I] curve was reported as a composite slope value
(kinac/K1). For these instances, kobs = (Kinact/Kr) * Imax,u.

b.R2 = (kobs + kdeg) / kdeg-

c. Data shows that M1 is not a TDI of CYP2C19.

d. Using testosterone as the probe substrates, the data indicated M1 is a TDI in the absence of NADPH at concentrations >53.3 uM
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2.6.5.12G PHARMACOKINETICS: TIME- Test Article: M2
DEPENDENT INHIBITION OF CYP ENZYMES BY M2 Report Number: PF-07055087 113238
Type of Study: Evaluation of TDI of CYP3A4/5 and CYP2C19 by M2
Method: In vitro incubation with HLM and individual substrates of CYP3A4/5 and CYP2C19 in the presence and absence of NADPH
Analytical Method: LC-MS/MS
Concentrations of M2 3 to 300 uM

CYP Probe Substrate Kinact £ SE Ki £+ SE Kinact / K12 sz

(Concentration) (min™) (uM) (mL/pmol/min)

2C19° S-Mephenytoin (393 uM) ND ND NC NC

3A4/5 Midazolam (23 pM) ND ND 0.0170 £ 0.0009 1.01

3A4/5 Testosterone (386 uM) ND ND 0.0251 £ 0.0021 1.02

AUC = Area under the curve; Cmax = Maximum observed concentration; CYP = Cytochrome P450; HLM = Human liver microsomes; Imax,u = Maximum
unbound inhibitor concentration (mean steady state unbound Cmax = 0.35 pM; B7451043); kaee = Degradation rate constant of the affected enzyme (0.03 hr! for
CYP3A [Wang 2010]); K; = Apparent inactivation constant at half-maximal rate of inactivation; Kinact = Maximal rate of enzyme inactivation; Kinact/Ki = Measure
of inactivator efficiency (composite slope); kobs = Observed inactivation rate constant of the affected enzyme; LC-MS/MS = Liquid chromatography-tandem
mass spectrometry; NADPH = Reduced form of nicotinamide adenine dinucleotide phosphate; NC = Not calculated; ND = Not determined; R2 = Predicted ratio
of the victim drug AUC in the presence and absence of an inhibitor; SE = Standard error; TDI = Time-dependent inhibition.

a. Individual kinetic parameters could not be determined, the slope of the linear portion of the kops versus [I] curve was reported as a composite slope value

(kinact/K1). For these instances, Kobs = (Kinact/Ki) © Imax,u.

b.R2 = (kobs + kdeg) / kdeg-
¢. M2 is TDI positive but the inactivation is too weak to estimate Ki, &izqc, and composite slope
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2.6.5.12H PHARMACOKINETICS: TIME- Test Article: M4
DEPENDENT INHIBITION OF CYP ENZYMES BY M4 Report Number: PF-07054874_[[JJJ| 095811
Type of Study: Evaluation of TDI of CYP3A4/5, CYP2C19, and CYP2D6 by M4
Method: In vitro incubation with HLM and individual substrates of CYP3A4/5, CYP2C19 and CYP 2D6 in the presence and absence of
NADPH

Analytical Method: LC-MS/MS
Concentrations of M4 3 to 300 uM

CYP Probe Substrate Kinact £ SE K1+ SE Kinact / K1 ? R2P

(Concentration) (min™) (uM) (mL/pmol/min)

2C19° S-Mephenytoin (393 uM) ND ND NC NC

2D6 Dextromethorphan (18.1 uM) ND ND 0.0967 £ 0.0031 1.39

3A4/5 Midazolam (23 pM) ND ND 0.0208 = 0.0020 1.04

3A4/5 Testosterone (386 uM) ND ND 0.0361 + 0.0024 1.07

AUC = Area under the curve; Cmax = Maximum observed concentration; CYP = Cytochrome P450; HLM = Human liver microsomes; Imax,u = Maximum
unbound inhibitor concentration (mean steady state unbound Crmax = 0.95 pM; B7451043); keeg = Degradation rate constant of the affected enzyme (0.03 hr! for
CYP3A [Wang 2010], 0.014 hr'! for CYP2D6 [Venkatakrishnan & Obach, 2005]); K; = Apparent inactivation constant at half-maximal rate of inactivation; Kinact
= Maximal rate of enzyme inactivation; kinac/Ki = Measure of inactivator efficiency (composite slope); kops = Observed inactivation rate constant of the affected
enzyme; LC-MS/MS = Liquid chromatography-tandem mass spectrometry; NADPH = Reduced form of nicotinamide adenine dinucleotide phosphate; NC = Not
calculated; ND = Not determined; R2 = Predicted ratio of the victim drug AUC in the presence and absence of an inhibitor; SE = Standard error;

TDI = Time-dependent inhibition.

a. Individual kinetic parameters could not be determined, the slope of the linear portion of the kqus versus [I] curve was reported as a composite slope value
(kinac/K1). For these instances, kobs = (Kinact/Kr) * Imax,u.

b.R2 = (kobs + kdeg) / kdeg-

c. Only the highest concentration tested was positive for TDI; therefore, neither Ki, kinacr, nor a composite slope was calculated.
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2.6.5.121 PHARMACOKINETICS: INDUCTION OF CYP Test Article: Abrocitinib
ENZYMES (CYP3A4, CYP2B6, AND CYP1A2) BY ABROCITINIB Report Number: XT123148

Type of Study: Evaluation of CYP3A4, CYP2B6, and CYP1A2 induction by Abrocitinib
Method: In vitro incubation with cryopreserved human hepatocytes and quantitated by LC-MS/MS and quantitative RT-PCR
Concentrations of CYP Substrates: 30 uM Midazolam (CYP3A4), 500 uM Bupropion (CYP2B6), 100 uM Phenacetin (CYP1A2)

Hepatocyte Abrocitinib CYP3A4 mRNA* CYP2B6 mRNA" CYP1A2 mRNA® CYP3A4 Activity  CYP2B6 Activity>  CYP1A2 Activity*
Lot Concentration (uM) Fold Induction Fold Induction Fold Induction Fold Induction Fold Induction Fold Induction
Hul363 1 1.24 0.992 ND 0.881 0.896 1.20
3 1.49 1.22 ND 0.967 0.989 1.11
10 1.60 1.13 ND 0.895 1.04 0.974
30 1.73 1.90 ND 0.584 0.969 0.705
60 1.97 2.61 ND 0.361 0.854 0.630
100 2.00 2.26 ND 0.250 0.764 0.408
Hul434 1 1.40 0.982 ND 1.27 0.978 1.16
3 1.88 1.33 ND 1.20 0.912 1.03
10 2.73 1.91 ND 0.982 0.962 0.831
30 5.69 2.64 ND 0.687 1.20 0.602
60 12.2 3.01 ND 0.520 0.809 0.603
100 23.1 3.52 ND 0.408 0.814 0.398
Hu8123 1 1.70 1.64 ND 1.04 1.27 0.923
3 1.87 1.89 ND 0.928 1.30 0.851
10 2.84 2.28 ND 0.884 1.65 0.825
30 5.54 3.49 ND 0.748 2.13 0.658
60 8.88 2.87 ND 0.691 2.43 0.702
1004 14.3 3.73 ND 0.621 2.35 0.708

CYP = Cytochrome P450; LC-MS/MS = Liquid chromatography-tandem mass spectrometry; mRNA = Messenger ribonucleic acid; ND = Not determined; RT-PCR = Reverse
transcription-polymerase chain reaction.

a. Rifampin (10 pM) induced CYP3A4 mRNA by 21.6 to 90.1-fold and CYP3A4 enzyme activity by 5.4 to 16.1-fold.

b. Phenobarbital (750 uM) induced CYP2B6 mRNA by 6.48 to 9.48-fold and CYP2B6 enzyme activity by 4.33 to 12.3-fold.

¢. Omeprazole (30 uM) induced CYP1A2 enzyme activity by 5.81 to 14.7-fold.

d. Low cell viability.
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2.65.12)  PHARMACOKINETICS: INDUCTION OF CYP Test Article: Abrocitinib
ENZYMES (CYP2C8, CYP2C9, AND CYP2C19) BY Report Number: PF-04965842 [ 124147
ABROCITINIB

Type of Study: Evaluation of CYP2C8, CYP2C9, and CYP2C19 induction by Abrocitinib
Method: In vitro incubation with cryopreserved human hepatocytes and quantitated by LC-MS/MS and quantitative RT-PCR

Concentrations of CYP Substrate: 1500 uM Phenobarbital

Hepatocyte Abrocitinib CYP2C8 mRNA? CYP2C9 mRNA* CYP2C19 mRNA? CYP2C8 Activity CYP2C9 Activity  CYP2C19 Activity
Lot Concentration (uM) Fold Induction Fold Induction Fold Induction Fold Induction Fold Induction Fold Induction
BXM 1 0.871 0.867 1.02 ND ND ND
3 1.05 0.942 1.15 ND ND ND
10 1.59 1.13 1.25 ND ND ND
30 1.93 1.25 1.62 ND ND ND
60 3.37 1.37 2.00 ND ND ND
100 4.81 1.44 2.44 ND ND ND
BNA 1 1.01 0.949 1.11 ND ND ND
3 0.934 0.940 1.03 ND ND ND
10 1.21 1.01 1.10 ND ND ND
30 1.47 1.06 1.32 ND ND ND
60 1.68 1.10 1.83 ND ND ND
100 2.93 1.15 2.54 ND ND ND
FOS 1 1.05 1.09 1.12 ND ND ND
3 0.932 0.903 0.870 ND ND ND
10 1.09 0.924 0.901 ND ND ND
30 1.42 0.934 1.11 ND ND ND
60 2.16 1.06 1.59 ND ND ND
100 3.38 1.17 2.18 ND ND ND

CYP = Cytochrome P450; LC-MS/MS = Liquid chromatography-tandem mass spectrometry; mRNA = Messenger ribonucleic acid; ND = Not determined; RT-PCR = Reverse
transcription-polymerase chain reaction.
a. Phenobarbital (1500 pM) induced CYP2C8 mRNA by 4.96 to 6.04 fold, CYP2C9 mRNA by 2.51 to 5.80-fold and CYP2C19 mRNA by 1.79 to 5.25-fold
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2.6.5.12K PHARMACOKINETICS: INDUCTION OF CYP Test Article: Abrocitinib
ENZYMES (ENZYME KINETICS) BY ABROCITINIB Report Numbers: XT123148
PF-04965842 124147
Type of Study: CYP3A4, CYP2B6, CYP2C8, and CYP2C19 Induction by Abrocitinib
Method: In Vitro incubation with cryopreserved human hepatocytes and quantitated by LC-MS/MS and Quantitative RT-PCR
Concentration of Abrocitinib: 1 to 100 uM
Human CYP3A4 mRNA Induction CYP3A4 Enzyme CYP2B6 mRNA Induction CYP2B6 Enzyme Activity
Hepatocyte (Mean + SE) Activity Induction (Mean + SE) Induction (Mean + SE)
Lot (Mean = SE)
ECso Emax RIS ECso (HM) Emax ECso (HM) Emax RIS ECso (HM) Emax
(uM)
Hul363 NA NA NC NA NA 23.5+204 3.32+1.01 0.17 NA NA
Hul434 67.7+£4.1 293+1.8 0.55 NA NA 948+3.37 3.33+0.209 0.40 NA NA
Hu8123 555+82 17.1+£1.8 0.39 NA NA 3.87+098 3.77+0.010 095 |0419+0981 2.46=+0.065
Human CYP2C8 mRNA Induction (Mean + SE) CYP2C9 mRNA Induction (Mean + SE) CYP2C19 mRNA Induction (Mean + SE)
Hepatocyte Induction Slope R? Induction Slope R? Induction Slope R?
Lot (1/uM) (1/pM) (1/uM)
BXM 0.0381 £0.0012 0.990 NA NA 0.0154 £ 0.0008 0.967
BNA 0.0171 +£0.0014 0.938 NA NA 0.0147 £ 0.0006 0.982
FOS 0.0220 +0.0013 0.969 NA NA NC? NC?

Cmax = Maximum observed concentration; CYP = Cytochrome P450; ECso= Concentration of inducer associated with half-maximum induction;

Emax = Maximum fold induction observed in vitro; Imax,u = Maximum unbound inhibitor concentration (mean steady state unbound Cmax = 1.3 uM; PMAR-
962); LC-MS/MS = Liquid chromatography-tandem mass spectrometry; mRNA = Messenger ribose nucleic acid; NA = Not applicable; NC = Not calculated;
R? = Linear regression coefficient of determination; RIS = Relative induction score [Imax,u * Enax / (Imax,u + ECso)]. RIS not calculated for CYP2C since both
CYP3A and CYP2C enzymes are induced via activation of the pregnane X receptor; RT-PCR = Reverse transcription-polymerase chain reaction;

SE = Standard error.

a. The slope was 0.0106 = 0.0013; however, the positive control phenobarbital (1500 pM) did not reach >2-fold induction in lot FOS. In addition, the R? of
0.896 does meet the criteria for reporting a linear slope.
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2.6.5.12L PHARMACOKINETICS: INDUCTION OF CYP Test Article: M1
ENZYMES (CYP3A4, CYP2B6, AND CYP1A2) BY M1 Report Number: PF-06471658 092831
Type of Study: Evaluation of CYP3A4, CYP2B6, and CYP1A2 induction by M1
Method: In vitro incubation with cryopreserved human hepatocytes and quantitated by LC-MS/MS and quantitative RT-PCR
Concentrations of CYP Substrates: 30 uM Midazolam (CYP3A4), 200 uM Bupropion (CYP2B6), 100 uM Phenacetin (CYP1A2)
Hepatocyte M1 CYP3A4 mRNA? CYP2B6 mRNAP CYP1A2 mRNA¢ CYP3A4 Activity* | CYP2B6 Activity” CYP1A2 Activity®
Lot Concentration (uM) Fold Induction Fold Induction Fold Induction Fold Induction Fold Induction Fold Induction
BXM 0.3 0.990 0.980 0.971 0.955 0.992 0.993
1 1.10 1.07 1.03 1.00 1.00 1.29
3 0.937 0.949 0.976 0.827 0.797 1.11
10 1.25 1.21 1.19 0.859 0.876 1.04
30 1.69 1.50 1.40 0.873 1.13 1.15
50 1.68 1.73 1.55 0.783 1.20 1.13
75 1.81 2.00 1.63 0.763 1.38 1.26
100 1.91 2.34 1.90 0.738 1.53 1.22
150 1.68 2.59 1.91 0.572 1.52 1.07
200 1.43 2.77 1.93 0.501 1.55 1.02
300 1.10 2.95 2.03 0.383 1.24 1.20
BNA 0.3 1.15 1.03 1.02 0.998 0.990 1.05
1 1.26 1.11 1.06 0.994 1.02 1.02
3 1.39 1.27 1.18 1.02 1.03 1.07
10 2.26 1.52 1.38 1.20 1.05 1.23
30 2.70 1.75 1.79 1.02 1.03 1.29
50 3.01 1.93 2.14 1.06 1.16 1.25
75 3.10 2.27 2.30 1.00 1.22 1.21
100 2.79 2.09 2.63 0.946 1.24 1.15
150 2.42 2.35 291 0.890 1.37 1.04
200 2.13 2.40 3.14 0.772 1.29 0.987
300 1.77 2.50 3.33 0.538 1.15 0.787
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2.6.5.12L PHARMACOKINETICS: INDUCTION OF CYP Test Article: M1
ENZYMES (CYP3A4, CYP2B6, AND CYP1A2) BY M1 Report Number: PF-06471658 092831
Hepatocyte M1 CYP3A4 mRNA? CYP2B6 mRNAP CYP1A2 mRNA¢ CYP3A4 Activity* | CYP2B6 Activity® | CYP1A2 Activity®
Lot Concentration (uM) Fold Induction Fold Induction Fold Induction Fold Induction Fold Induction Fold Induction

FOS 0.3 1.32 1.10 0.987 1.02 0.954 1.09

1 1.43 1.20 1.15 1.05 0.983 1.05

3 1.80 1.24 1.11 0.941 0.956 1.25

10 2.47 1.41 1.44 0.933 1.03 1.42

30 2.73 1.64 1.80 1.08 1.29 1.39

50 2.87 1.75 1.84 1.12 1.40 1.39

75 2.92 1.82 1.79 1.08 1.65 1.35

100 2.69 1.93 1.94 1.06 1.61 1.12

150 2.75 1.99 1.74 0.970 1.66 1.02

200 2.49 2.23 2.06 0.825 1.55 0.922

300 1.84 2.06 1.74 0.570 1.24 0.796

CYP = Cytochrome P450; LC-MS/MS = Liquid chromatography-tandem mass spectrometry; mRNA = Messenger ribonucleic acid; RT-PCR = Reverse
transcription-polymerase chain reaction.

a. Rifampin (10 pM) induced CYP3A4 mRNA by 39.6 to 60.8-fold and CYP3A4 enzyme activity by 5.53 to 10.7-fold.

b. Phenobarbital (2000 pM) induced CYP2B6 mRNA by 15.8 to 26.6-fold and CYP2B6 enzyme activity by 6.11 to 20.6-fold.
¢. Omeprazole (30 uM) induced CYP1A2 mRNA by 14.7 to 38.7-fold and enzyme activity by 15.2 to 26.1-fold.
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2.6512M  PHARMACOKINETICS: INDUCTION OF CYP Test Article: M2
ENZYMES (CYP3A4, CYP2B6, AND CYP1A2) BY M2 Report Number: PF-07055087_[[JJJJ 114822

Type of Study: Evaluation of CYP3A4, CYP2B6, and CYP1A2 induction by M2
Method: In vitro incubation with cryopreserved human hepatocytes and quantitated by LC-MS/MS and quantitative RT-PCR
Concentrations of CYP Substrates: 30 uM Midazolam (CYP3A4), 200 uM Bupropion (CYP2B6), 100 uM Phenacetin (CYP1A2)

Hepatocyte M2 CYP3A4 mRNA? CYP2B6 mRNAP CYP1A2 mRNA¢ CYP3A4 Activity* | CYP2B6 Activity® | CYP1A2 Activity®
Lot Concentration (uM) Fold Induction Fold Induction Fold Induction Fold Induction Fold Induction Fold Induction

BXM 0.3 1.37 1.16 0.994 1.11 1.17 0.987
1 1.70 1.22 1.06 1.26 1.23 1.04

3 1.76 1.21 1.05 1.31 1.20 1.33

10 2.29 1.48 1.30 1.17 1.18 1.10

30 2.57 1.93 1.58 0.861 1.04 1.01

50 2.94 2.36 1.71 0.770 1.26 1.12
75 2.68 2.69 1.89 0.594 1.11 0.928

100 3.02 3.00 2.07 0.506 1.13 1.02
150 3.44 3.33 2.04 0.528 1.35 0.820
200 2.81 3.56 1.90 0.493 1.33 0.764
300 1.79 3.72 1.79 0.298 0.899 0.737

BNA 0.3 1.11 1.00 0.932 1.21 1.15 1.15
1 1.14 1.00 0.955 1.25 1.24 1.22

3 1.05 0.846 0.987 1.37 1.31 1.74

10 1.52 1.40 1.22 1.52 1.38 1.95

30 1.86 1.90 1.52 1.33 1.29 1.73

50 2.09 2.20 1.73 1.19 1.44 2.00

75 2.21 2.60 1.93 1.07 1.44 2.04

100 2.37 3.00 2.31 0.893 1.46 2.03

150 2.36 3.20 243 0.828 1.52 2.09

200 1.97 2.90 2.13 0.718 1.55 1.92

300 1.94 3.50 2.16 0.515 1.46 1.57
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2.6.5.12M PHARMACOKINETICS: INDUCTION OF CYP Test Article: M2
ENZYMES (CYP3A4, CYP2B6, AND CYP1A2) BY M2 Report Number: PF-07055087 114822
Hepatocyte M2 CYP3A4 mRNA? CYP2B6 mRNAP CYP1A2 mRNA¢ CYP3A4 Activity* | CYP2B6 Activity® | CYP1A2 Activity®
Lot Concentration (uM) Fold Induction Fold Induction Fold Induction Fold Induction Fold Induction Fold Induction
FOS 0.3 0.680 1.13 1.00 1.02 1.05 0.960
1 0.850 1.46 1.23 1.08 1.21 1.18
3 0.910 1.65 1.41 0.711 0.926 1.11
10 1.30 2.62 1.68 0.997 1.27 1.41
30 1.58 2.70 1.81 1.24 1.57 1.34
50 1.83 2.75 1.81 1.21 1.66 1.20
75 1.74 2.88 1.83 1.17 1.62 1.32
100 1.84 3.22 2.04 1.20 1.57 1.13
150 2.15 3.82 2.18 0.781 1.15 0.955
200 2.13 4.13 2.11 1.12 1.77 1.15
300 1.97 5.24 2.16 0.731 1.18 0.966

CYP = Cytochrome P450; LC-MS/MS = Liquid chromatography-tandem mass spectrometry; mRNA = Messenger ribonucleic acid; RT-PCR = Reverse
transcription-polymerase chain reaction.

a. Rifampin (10 pM) induced CYP3A4 mRNA by 19.2 to 39.7-fold and CYP3A4 enzyme activity by 4.87 to 12.5-fold.

b. Phenobarbital (2000 pM) induced CYP2B6 mRNA by 13.0 to 28.7-fold and CYP2B6 enzyme activity by 4.51 to 17.3-fold.
¢. Omeprazole (30 uM) induced CYP1A2 mRNA by 18.8 to 23.2-fold and enzyme activity by 6.17 to 28.6-fold.
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2.6.5 FYBHERBHER
2.6512N  PHARMACOKINETICS: INDUCTION OF CYP Test Article: M4
ENZYMES (CYP3A4, CYP2B6, AND CYP1A2) BY M4 Report Number: PF-07054874_[JJJJJ 080440

Type of Study: Evaluation of CYP3A4, CYP2B6, and CYP1A2 induction by M4
Method: In vitro incubation with cryopreserved human hepatocytes and quantitated by LC-MS/MS and quantitative RT-PCR
Concentrations of CYP Substrates: 30 uM Midazolam (CYP3A4), 200 uM Bupropion (CYP2B6), 100 uM Phenacetin (CYP1A2)

Hepatocyte M4 CYP3A4 mRNA? CYP2B6 mRNAP CYP1A2 mRNA¢ CYP3A4 Activity* | CYP2B6 Activity® | CYP1A2 Activity®
Lot Concentration (uM) Fold Induction Fold Induction Fold Induction Fold Induction Fold Induction Fold Induction

BXM 0.3 0.920 0.953 1.03 1.05 1.06 1.08
1 0.977 1.05 1.07 1.05 1.05 1.03

3 0.807 0.890 1.06 0.862 0.777 1.19

10 0.863 0.888 1.10 1.01 0.879 1.09

30 0.960 1.07 1.35 0.837 0.886 1.03

50 0.937 1.03 1.28 0.748 0.860 1.12

75 0.925 1.24 1.43 0.742 0.849 1.08

100 1.00 1.31 1.64 0.678 0.847 0.970

150 1.07 1.40 1.83 0.573 0.769 1.01

200 0.897 1.40 1.78 0.433 0.669 0.716

300 0.965 1.60 2.18 0.363 0.587 1.31

BNA 0.3 0.967 0.966 0.954 0.937 0.933 1.03
1 1.05 1.23 1.17 0.929 0.967 1.03

3 0.898 1.13 1.09 0.900 0.913 1.01

10 1.23 1.38 1.25 1.00 0.964 1.10
30 1.29 1.42 1.17 1.01 1.11 0.959
50 1.12 1.02 0.851 0.976 1.03 0.890
75 1.10 1.14 0.804 0.952 0.960 0.754
100 1.13 1.19 0.842 0.820 0.907 0.799
150 1.08 1.14 0.742 0.829 0.892 0.728
200 1.02 1.20 0.776 0.852 0.750 0.750

300 0.899 1.32 0.687 0.581 0.690 0.665
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2.6.5 BB &
2.6.5.12N PHARMACOKINETICS: INDUCTION OF CYP Test Article: M4
ENZYMES (CYP3A4, CYP2B6, AND CYP1A2) BY M4 Report Number: PF-07054874 080440
Hepatocyte M4 CYP3A4 mRNA? CYP2B6 mRNAP CYP1A2 mRNA¢ CYP3A4 Activity* | CYP2B6 Activity® | CYP1A2 Activity®
Lot Concentration (uM) Fold Induction Fold Induction Fold Induction Fold Induction Fold Induction Fold Induction
FOS 0.3 0.928 0.943 0.996 0.785 0.834 1.07
1 0.845 0.895 0.951 0.738 0.762 1.02
3 0.717 0.773 0.890 0.584 0.494 0.793
10 0.896 0.907 0.997 0.739 0.737 0.905
30 0.961 1.04 0.966 0.958 0.893 0.986
50 1.04 1.13 1.09 1.03 0.918 1.04
75 1.00 1.02 0.902 1.09 0.983 1.01
100 1.11 1.19 1.01 1.11 0.989 0.997
150 1.03 1.17 0.898 0.902 0.840 1.02
200 1.09 1.32 0.976 1.05 0.941 0.887
300 1.01 1.35 0.861 0.656 0.620 0.701

CYP = Cytochrome P450; LC-MS/MS = Liquid chromatography-tandem mass spectrometry; mRNA = Messenger ribonucleic acid; RT-PCR = Reverse
transcription-polymerase chain reaction.

a. Rifampin (10 pM) induced CYP3A4 mRNA by 28.0 to 47.8-fold and CYP3 A4 enzyme activity by 4.54 to 8.42-fold.

b. Phenobarbital (2000 pM) induced CYP2B6 mRNA by 9.58 to 13.8-fold and CYP2B6 enzyme activity by 4.00 to 9.51-fold.
¢. Omeprazole (30 uM) induced CYP1A2 mRNA by 25.7 to 54.9-fold and enzyme activity by 22.8 to 31.3-fold.
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2.6.5 B RERIBRA R
2.6.5.120 PHARMACOKINETICS: INDUCTION OF CYP ENZYMES (ENZYME Test Article: M1, M2, and M4
KINETICS) BY M1 & M2 Report Numbers:
PF-06471658 092831
PF-07055087 114822
PF-07054874 080440
Type of Study: CYP3A4, CYP2B6, CYP1A2 Induction by M1, M2, and M4
Method: In Vitro incubation with cryopreserved human hepatocytes and quantitated by LC-MS/MS and Quantitative RT-PCR
Concentration of M1 and M2: 0.3 to 300 uM
Human M1 CYP2B6 mRNA Induction (Mean + SE) M1 CYP1A2 mRNA Induction (Mean + SE)
Hepatocyte | ECso (uM) Emax RIS ECso (nM) Emax RIS

Lot
BXM 90.6 +£13.8 3.41+0.191 0.01 62.1+£11.0 2.26 £0.0781 0.01
BNA 49.5+25.0 2.94 +0.285 0.02 121 £25.6 4.46 £0.287 0.01
FOS 22.1+£6.24 2.17+0.0753 0.03 11.9+4.01 2.00 £ 0.0672 0.06

Human M2 CYP2B6 mRNA Induction (Mean + SE) M2 CYP1A2 mRNA Induction (Mean + SE) M2 CYP1A2 Enzyme Activity
Hepatocyte Induction (Mean + SE)

Lot ECso (HM) Emax RIS ECso (HM) Emax RIS ECso (HM) Emax
BXM 74.7 £8.25 4.45+0.144 0.02 21.2+7.39 2.06 +0.0829 0.03 NA NA
BNA 655+154 3.96 £0.249 0.02 46.8+17.3 2.55+0.178 0.02 1.85+£0.613 2.01+

0.0485

FOS 67.6 £32.7 5.40+0.772 0.03 16.9+12.5 2.38+0.229 0.05 NA NA

Note: Induction kinetic parameters reported for M1 and M2 where induction was observed. No induction observed for M4.

Crmax = Maximum observed concentration; CYP = Cytochrome P450; ECso= Concentration of inducer associated with half-maximum induction;

Emax = Maximum fold induction observed in vitro; Imax,u = Maximum unbound inhibitor concentration (mean steady state unbound Cpax of M1 = 0.36 uM and
M2 =0.35 uM; B7451043); LC-MS/MS = Liquid chromatography-tandem mass spectrometry; mRNA = Messenger ribose nucleic acid; NA = Not applicable;
RIS = Relative induction score [Imax,u ® Emax / (Imax,u + ECs)]; RT-PCR = Reverse transcription-polymerase chain reaction; SE = Standard error.
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2.6.5 BB &
2.6.5.12P PHARMACOKINETICS: INHIBITION Test Articles: Abrocitinib, M1, M2, and M4
OF UGT ENZYMES Report Numbers: PF-04965842 | 164410,
PF-06471658_[[J 104028, PF-07055087 | 094148,
PF-07054874_|[ R 111113
Method: In vitro incubation with HLM and individual substrates of UGT enzymes in the presence of UDPGA + 2% BSA
Concentration of test article: 1 to 100 uM
UGT Enzyme Reaction Without 2% BSA? With 2% BSA
Enzyme I1Cso (uM)P Inhibition at ICso (uM)® Unbound ICso? Inhibition at
100 pM (%)¢ M) 100 pM (%)¢
Abrocitinib
1Al B-Estradiol-3-Glucuronidation >100 38 >100 NC 27
1A4 Trifluorperazine-N-Glucuronidation >100 32 >100 NC 0
1A6 5-Hydroxytryptophol-O-Glucuronidation >100 26 >100 NC 1
1A9 Propofol-O-Glucuronidation >100 42 >100 NC 54
2B7 Zidovudine-5'-Glucuronidation >100 23 >100 NC 20
M1
1A1 B-Estradiol-3-Glucuronidation >100 35 >100 NC 24
1A4 Trifluorperazine-N-Glucuronidation >100 14 >100 NC 8
1A6 5-Hydroxytryptophol-O-Glucuronidation >100 17 >100 NC 29
1A9 Propofol-O-Glucuronidation >100 13 >100 NC 27
2B7 Zidovudine-5'-Glucuronidation >100 14 >100 NC 24
2B15 S-Oxazepam-Glucuronidation >100 25 >100 NC 0
M2
1A1 B-Estradiol-3-Glucuronidation >100 35 >100 NC 25
1A4 Trifluorperazine-N-Glucuronidation >100 12 >100 NC 5
1A6 5-Hydroxytryptophol-O-Glucuronidation >100 11 >100 NC 9
1A9 Propofol-O-Glucuronidation >100 14 >100 NC 27
2B7 Zidovudine-5'-Glucuronidation >100 19 >100 NC 23
2BI15 S-Oxazepam-Glucuronidation >100 27 >100 NC 0
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2.6.5.12P  PHARMACOKINETICS: INHIBITION Test Articles: Abrocitinib, M1, M2, and M4
OF UGT ENZYMES Report Numbers: PF-04965842_ | 164410,

PF-06471658_|J_104028, PF-07055087 | 094148,
PF-07054874_ N 111113

UGT Enzyme Reaction Without 2% BSA?* With 2% BSA
Enzyme I1Cso (uM)P Inhibition at ICso (uM)® Unbound ICso? Inhibition at
100 pM (%)¢ M) 100 pM (%)¢
M4
1A1 B-Estradiol-3-Glucuronidation >100 31 >100 NC 24
1A4 Trifluorperazine-N-Glucuronidation >100 10 >100 NC 0
1A6 5-Hydroxytryptophol-O-Glucuronidation >100 34 >100 NC 32
1A9 Propofol-O-Glucuronidation >100 15 >100 NC 33
2B7 Zidovudine-5'-Glucuronidation >100 18 >100 NC 23
2BI15 S-Oxazepam-Glucuronidation >100 27 >100 NC 5

BSA = Bovine serum albumin; f, = Fraction unbound; HLM = Human liver microsome; ICso = Half maximal inhibitory concentration; NC = Not calculated;
UDPGA = Uridine diphosphate-glucuronic acid; UGT = Uridine diphosphate-glucuronosyltransferase.

a. Due to minimal amount of protein (0.025 mg/mL) in the incubations without BSA, f, was assumed to be 1 for all tested compounds.

b. Average data (ie, percent of control activity) obtained from duplicate samples for each test article at 7 concentrations were used to calculate ICso values.
c. Inhibition observed (%) is calculated with the following formula (rounded to 2 significant figures): Inhibition observed (%) = 100% — Percent of control.
d. fu in 2% BSA was not determined
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2.6.5 FE B RE AR B3R
2.6.5.12Q PHARMACOKINETICS: INHIBITION OF SULT Test Article: Abrocitinib
ENZYMES Report Number: PF-04965842_[[JJ 113112
Method: In vitro incubation with human liver cytosol and individual substrates of SULT enzymes in the presence of PAPS
Concentration of Abrocitinib: 0.1 to 100 uM
Positive Controls SULTIEL: Estrone (0.1-100 nM); SULT1A1 and 2A1: Quercetin (0.003 - 2 uM)
SULT Enzyme Enzyme Reaction ICso (nM) Inhibition at 100 pM (%)
1E1 Ethinyl estradiol 3-sulfation >100 21
1A1 Ethinyl estradiol 3-sulfation >100 23
2A1 Ethinyl estradiol 3-sulfation >100 23

ICso = Half maximal inhibitory concentration; PAPS = adenosine 3'-phosphate 5'-phosphosulfate; SULT = Sulfotransferase.
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2.6.5 BB &
2.6.5.12R PHARMACOKINETICS: TRANSPORTER SUBSTRATE ASSESSMENT Test Article: Abrocitinib
Transporter Report Number Test System Efflux Ratio® or Substrate (Yes/No)
Uptake Ratio®
MDR1/P-gp PF-04965842_ 125532 MDCK-MDRI 44.6 (0.3 uM) Yes
38.4 (1 uM)
33.3 (3 uM)
BCRP FIZP3R1S2 MDCK-BCRP 12 (0.5 uM) Yes
OATPIBI1 PF-04965842 032302 HEK?293-OATP1BI 1.2 (0.1, 1 and 10 uM) No
OATPI1B3 HEK293-OATP1B3 1.2 (0.1 uM) No

1.3 (1 and 10 uM)
BCRP = Breast cancer resistance protein; HEK293 = Human embryonic kidney cells; MDCK = Madin-Darby canine kidney cells; MDR = Multidrug
resistance protein; OATP = Organic anion-transporting polypeptide; P-gp = P-glycoprotein.
a. Efflux ratios (B-A Papp, value divided by the A-B Py, value) of >6 are indicative of active efflux and considered a substrate for MDR1. Efflux ratios > 2 that
are reduced by >50% in the presence of inhibitor (Ko143) are indicative of a substrate of BCRP.

b. Uptake ratios (uptake of transporter transfected cells divided by the uptake in wild-type cells) of >2 are indicative of active uptake and considered a
substrate for OATP.
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2.6.5.128 PHARMACOKINETICS: TRANSPORTER Test Articles: M1, M2, and M4
SUBSTRATE ASSESSMENT OF M1, M2, AND M4 Report Number: PF-049658 42-023055

Transporter Test System Uptake Ratio* % of Uptake with Inhibitor® Substrate (Yes/No)
At Tested Concentration At Tested Concentration
0.1 uM 1 uM 10 uM 0.1 uyM 1 uM 10 uM

M1
OCT2 HEK293-OCT2 1.73 1.12 1.40 50 44 52 No
OATI1 HEK293-OAT1 0.96 0.70 0.88 94 79 58 No
OAT3 HEK293-OAT3 8.59 7.11 6.59 24 6 7 Yes
MATEL1 HEK293-MATE1 2.75 1.45 1.70 82 57 62 No
MATE2K HEK293-MATE2K 2.15 1.43 1.53 82 66 62 No

M2
OCT2 HEK293-OCT2 1.52 1.34 1.3 105 42 58 No
OATI1 HEK293-OAT1 1.55 0.37 0.67 61 86 87 No
OAT3 HEK293-OAT3 5.27 2.24 291 47 19 24 Yes
MATEL1 HEK293-MATE1 1.24 0.34 0.63 132 385 213 No
MATE2K HEK293-MATE2K 1.19 0.70 0.37 70 67 70 No

M4
OCT2 HEK293-OCT2 1.49 1.51 1.72 156 92 121 No
OATI1 HEK293-OAT1 1.06 0.97 1.01 81 82 104 No
OAT3 HEK293-OAT3 3.51 1.78 4.40 52 46 42 Yes
MATEI HEK293-MATE1 1.55 0.94 0.84 165 171 296 No
MATE2K HEK293-MATE2K 0.74 0.87 1.23 151 87 59 No

HEK = Human embryonic kidney cells; MATE = Multidrug and toxin extrusion protein; OAT = Organic anion transporter; OCT = Organic cation transporter.
a. Uptake ratios (uptake of transporter transfected cells divided by the uptake in wild-type cells) of >2 are indicative of active uptake and considered a
substrate.

b. If the known inhibitor results in a % of uptake with inhibitor (active uptake with inhibitor / active uptake without x 100) <50% along with an uptake ratio
>2, the compound is considered a substrate.
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2.6.5.12T PHARMACOKINETICS:
TRANSPORTER INHIBITION

Test Articles: Abrocitinib, M1, M2, and M4
Report Numbers: PF-04965842_ | 143320, PF-04965842 [N 110115,

PF-04965842_ | 024506, Pfizer-7¢ R PF-04965342_ N 095512

Transporter Test System Test Article Probe Substrate ICso® Ki® (uM) % Inhibition at
Concentrations (Concentration) (uM) Highest
Tested Concentration Tested
Abrocitinib
MDR1/P-gp MDCKII-MDR1 0.6 to 400 uM Digoxin (10 pM) 100.3 100.3 86
BCRP HEK?293-BCRP vesicles 0.095 to 300 uM Rosuvastatin (0.2 uM) 9.8 9.8 97
OATPI1BI1 HEK293-OATP1B1 0.1 to 300 uM Rosuvastatin (5 pM) >300 >300 52
OATP1B3 HEK293-OATP1B3 0.1 to 300 uM Rosuvastatin (5 uM) >300 >300 0
OCT1 HEK?293-OCT1 0.095 to 300 uM ['*C]Metformin (20 uM) 44.2 44.2 92
BSEP BSEP-HEK?293 0.82 to 200 uM [*H]Taurocholate (0.2 pM) >200 >200 22
BSEP BSEP-Hi5 0.82 to 200 uM [*H]Taurocholate (2 uM) >200 >200 42
OATI1 HEK293-OATl1 0.073 to 300 uM [*HJPAH (2.0 uM) >300 >150 25
OAT3 HEK293-OAT3 0.073 to 300 uM [PH]E3S (0.2 uM) 26.0 26.0 86
OCT2 HEK293-OCT2 0.073 to 300 uM [**C]Metformin (10 uM) >300 >300 30
MATEI1 HEK293-MATE1 0.073 to 300 uM [**C]Metformin (10 uM) 5.5 5.5 93
MATE2K HEK293-MATE2K 0.07 to 300 uM [**C]Metformin (10 uM) 10.7 10.7 88
M1

MDR1/P-gp MDCKII-MDR1 0.018 to 300 uM [*H]Digoxin (10 uM) >300 >300 1
BCRP HEK293-BCRP vesicles 0.018 to 300 uM Rosuvastatin (0.2 uM) 44.9 44.9 85
OATPIBI1 HEK293-OATP1BI 0.018 to 300 uM Rosuvastatin (0.5 uM) 208.9 208.9 61
OATP1B3 HEK293-OATP1B3 0.018 to 300 uM Rosuvastatin (0.5 uM) 279.5 279.5 50
OCT1 HEK?293-OCT1 0.018 to 300 uM ['*C]Metformin (20 uM) 223.2 223.2 65
OATI1 HEK293-OATl1 0.14 to 300 uM [PH]PAH (0.5 uM) >300 >300 0
OAT3 HEK293-OAT3 0.14 to 300 uM [PH]E3S (0.2 uM) 56.2 56.2 83
OCT2 HEK?293-OCT2 0.14 to 300 uM ['*C]Metformin (10 uM) >300 >300 0
MATEI1 HEK293-MATEI1 0.14 to 300 uM ['*C]Metformin (10 uM) 55.1 551 79
MATE2K HEK293-MATE2K 0.14 to 300 uM ['*C]Metformin (25 uM) 121.2 121.2 79
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2.6.5.12T PHARMACOKINETICS:
TRANSPORTER INHIBITION

Test Articles: Abrocitinib, M1, M2, and M4
Report Numbers: PF-04965842_|JJ 143320, PF-04965842 [ 110115,
PF-04965842 024506, Pfizer-76-| I PF-04965342_ | 095512

Transporter Test System Test Article Probe Substrate ICso® Ki® (uM) % Inhibition at
Concentrations (Concentration) (uM) Highest
Tested Concentration Tested
M2
MDR1/P-gp MDCKII-MDR1 0.018 to 300 uM [*H]Digoxin (10 uM) >300 >300 0
BCRP HEK293-BCRP vesicles 0.018 to 300 uM Rosuvastatin (0.2 uM) 79.0 79.0 87
OATPIBI1 HEK293-OATP1BI 0.018 to 300 uM Rosuvastatin (0.5 uM) >300 >300 42
OATP1B3 HEK293-OATP1B3 0.018 to 300 uM Rosuvastatin (0.5 pM) >300 >300 27
OCT1 HEK?293-OCT1 0.018 to 300 uM ['*C]Metformin (20 uM) 149.4 149.4 72
OATI1 HEK293-OATl1 0.14 to 300 uM [PH]PAH (0.5 uM) >300 >300 31
OAT3 HEK293-OAT3 0.14 to 300 uM [*H]E3S (0.2 uM) 44.6 44.6 87
OCT2 HEK293-OCT2 0.14 to 300 uM ["*C]Metformin (10 pM) >300 >300 0
MATEI HEK293-MATEI1 0.14 to 300 uM ['*C]Metformin (10 uM) 54.4 54.4 71
MATE2K HEK293-MATE2K 0.14 to 300 uM ['*C]Metformin (25 uM) 1214 121.4 66
M4

MDR1/P-gp MDCKII-MDR1 0.018 to 300 uM [*H]Digoxin (10 uM) >300 >300 0
BCRP HEK293-BCRP vesicles 0.018 to 300 uM Rosuvastatin (0.2 uM) 61.6 61.6 87
OATPIBI1 HEK293-OATP1BI 0.018 to 300 uM Rosuvastatin (0.5 uM) >300 >300 0
OATP1B3 HEK293-OATP1B3 0.018 to 300 uM Rosuvastatin (0.5 uM) >300 >300 0
OCT1 HEK293-OCT1 0.018 to 300 uM [**C]Metformin (20 uM) 130.4 130.4 74
OATI HEK293-OAT1 0.14 to 300 uM [*H]PAH (0.5 uM) >300 >300 0
OAT3 HEK293-OAT3 0.14 to 300 uM [PH]E3S (0.2 uM) 61.3 61.3 76
OCT2 HEK?293-OCT2 0.14 to 300 uM ["*C]Metformin (10 pM) >300 >300 0
MATEI HEK293-MATEI1 0.14 to 300 uM ['*C]Metformin (10 uM) 111.3 111.3 61
MATE2K HEK293-MATE2K 0.14 to 300 uM ["*C]Metformin (25 uM) 50.8 50.8 83
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2.6.5.12T PHARMACOKINETICS: Test Articles: Abrocitinib, M1, M2, and M4
TRANSPORTER INHIBITION Report Numbers: PF-04965842 N 143320, PF-049653842 I 110115,
PF-04965842 | 024506, Pfizer-76- | Pr-04965842_ [ 095512
Transporter Test System Test Article Probe Substrate ICso® Ki® (uM) % Inhibition at
Concentrations (Concentration) (uM) Highest
Tested Concentration Tested

BCRP = Breast cancer resistance protein; BSEP = Bile salt export pump; DDI = Drug-drug interactions; E3S = Estrone-3-sulfate; EMA = European medicines
agency; FDA = Food and drug administration; HEK293 = Human embryonic kidney cells; Hi5 = Trichoplusia ni ovarian cells; K; = Concentration at 50%
maximum inhibition (unbound inhibition constant); K., = Concentration at 50% maximum velocity/rate; OAT = Organic anion transporter; OATP = Organic
anion-transporting polypeptide; OCT = Organic cation transporter; ICso = 50% inhibitory concentration; MATE = Multidrug and toxin extrusion protein;
MDCKII = Madin Darby canine kidney type II cells; MDR = Multidrug resistance protein; PAH = P-aminohippuric acid; P-gp = P-glycoprotein;

An assessment of risk for in vivo DDI between abrocitinib, M1, M2, and M4 and coadministered substrates of these transporters, based on the 2020 FDA and
2012 EMA guidances, are provided in Tabulated Summaries 2.6.5.15A-2.6.5.15E.

a. Data are a mean of > triplicate measurements for all transporters.

b. For most transporters, the K; was estimated to be equal to the ICso because the substrate concentrations used were below the in-house or reported Ky, values.
For the OAT1 transporter in the abrocitinib study (PF-04965842-024506) , the Kj is estimated to be %2 of the ICso because the substrate
concentrations used in these assays are near the reported K, values (in-house Ky, data).
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2.6.5 BB &
2.6.5.13 PHARMACOKINETICS: EXCRETION, HUMAN Test Article: ['*C] Abrocitinib
Report Number: PF-04965842 || 093820°
Species: Healthy Human Volunteers
Clinical Study Report: B7451008
Sex/Number of Subjects: Male/6
Method of Administration: Oral
Dose (mg): 200 mg abrocitinib and 80 pg (~500 nCi) ['*Clabrocitinib
Radionuclide: 4C
Excretion Route Mean Cumulative Excretion of ['*C]Abrocitinib-Derived Radioactivity (% of Dose)
Time (hours) Urine Feces Total®
0 0 0 0
12 81.7 -- 81.7
24 84.0 1.7 85.7
48 84.7 5.1 89.9
72 84.9 6.9 91.8
96 85.0 8.2 93.1
120 85.0 8.8 93.8
144 85.0 9.3 94.2
168 85.0 9.5 94.4
192 85.0 9.5 94.5
216° 85.0 9.5 94.5
2404 85.0 9.5 94.5

a. Samples from Study PF-04965842_|J 093820 also described in Tabulated Summary 2.6.5.9D.
b. Total equals the combined excretion of drug-derived radioactivity (% of dose) in urine and feces.

c.n =1 for urine; n = 3 for feces.

d.n=1.
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2.6.5.14 PHARMACOKINETICS: EXCRETION INTO BILE Test Article: Abrocitinib

Excretion of abrocitinib into rat bile was only measured after a single IV dose of non-radiolabeled abrocitinib in rats. Data can be seen in Tabulated
Summary 2.6.5.3.
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2.6.5.15A PHARMACOKINETICS: DRUG-DRUG INTERACTIONS, Test Article: Abrocitinib
TRANSPORTER INHIBITION (FDA)

Summary Results: Assessment of risk for in vivo DDIs between abrocitinib and coadministered substrates of select transporters, based on the 2020 FDA drug
interaction guidance.

Transporter Igut® Lin,max,u® Imax,u ICso [T]/ICso R= Criteria for DDI Risk

(M) (M) (uM) (M) 1 + (Tinymax,u/ICs0) Potential DDI (Yes/No)
MDR1/P-gp 2470 -- -- 100 24.7 -- Lgu/ICs0> 10 Yes
BCRP 2470 -- -- 9.8 252 -- Leu/ICs0> 10 Yes
OATPIBI1 -- 9.1 -- >300 -- <1.03 R>1.1 No
OATPI1B3 -- 9.1 -- >300 -- <1.03 R>1.1 No
OCT1°® -- 9.1 -- 44.2 -- 1.2 R>1.1 Yes
OCT2 -- -- 1.3 >300 <0.01 -- Inax,w/ICs0> 0.1 No
OATI1 -- -- 1.3 >300 <0.01 -- Inax,w/ICs0> 0.1 No
OAT3 -- -- 1.3 26 0.05 -- Inaxw/ICs0> 0.1 No
MATEI -- -- 1.3 5.5 0.24 -- Imaxo/ICs0> 0.1 Yes
MATE2K -- - 1.3 10.7 0.12 -- Imaxo/ICs0> 0.1 Yes

Note: Molecular weight of abrocitinib = 323. 4 g/mole. Additional details on the ICso values are listed in Tabulated Summary 2.6.5.12T.

-- = Data not applicable; AUC = Area under the curve; BCRP = Breast cancer resistance protein; Cmax = Maximum observed concentration; DDI = Drug-drug
interaction; FDA = Food and Drug Administration; F.xF, = Fraction of the dose absorbed times the fraction of dose that escapes intestinal metabolism = 0.91
from B7451008; f., = Fraction unbound in human plasma = 0.36; [1] = Inhibitor concentration; ICsp = 50% inhibitory concentration; Iz = Maximum intestinal
luminal 1nh1b1tor concentration; Iinmax = Maximal inhibitor concentration in the hepatic inlet; Inax,u = Maximum unbound inhibitor concentration at a clinical
oral dose of 200 mg QD abrocitinib (mean steady state total Crnaxxfup= 1.3 uM; PMAR-962); k. = Absorption rate constant = 0.067/min from PMAR-962;
MATE = Multidrug and toxin extrusion protein; MDR1 = Multidrug resistance protein; OAT = Organic anion transporter; OATP = Organic anion-transporting
polypeptide; OCT = Organic cation transporter; P-gp = P-glycoprotein; QD = Once daily; Qn = Hepatic blood flow (1.6 L/min); R = Predicted ratio of victim
drug’s AUC in presence and absence of inhibitor; Rg = Blood-to-plasma ratio (1.07).

a. Iy = Clinical dose / intestinal volume of 250 mL.

b. Linmaxu= fup X [Imax + (FaX Fg % ko X Dose)/Qn /Rz].

c. OCT1 is a hepatic transporter; therefore, the same criteria as OATP1B1 and OATP1B3 was used to assess DDI risk.
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2.6.5.15B PHARMACOKINETICS: DRUG-DRUG INTERACTIONS, Test Article: Abrocitinib
TRANSPORTER INHIBITION (EMA)

Summary Results: Assessment of risk for in vivo DDIs between abrocitinib and coadministered substrates of select transporters, based on the 2012 EMA drug
interaction guidance.

Transporter 0.1 x Molar Dose/ ICso Ki? 50 X Cmaxu Lin,max,u” 25 X lin,maxu Criteria for Potential DDI Risk
250 mL (unM) (M) (M) (M) (M) DDI (Yes/No)
Intestinal
MDR1/P-gp 247 100 100 -- -- -- Ki< (0.1 x Dose/250 mL) Yes
BCRP 247 9.8 9.8 -- -- -- Ki< (0.1 x Dose/250 mL) Yes
Systemic
MDR1/P-gp -- 100 100 65 - -- Ki< (50 x Cmaxa) No
BCRP -- 9.8 9.8 65 -- -- Ki< (50 X Cmaxa) Yes
OATPIBI1 - >300 >300 -- 9.1 228 Ki< (25 % Tinmax.u) No
OATPIB3 - >300 >300 -- 9.1 228 Ki< (25 % Tinmax.u) No
OCTI1¢ -- 44 44 -- 9.1 228 Ki< (25 X Tinmaxu) Yes
OCT2 - >300 >300 65 -- -- Ki< (50 x Cax) No
OATI1 - >300 >150 65 - - Ki< (50 x Caxu) No
OAT3 - 26 26 65 - - Ki< (50 x Caxu) Yes
MATEI1 - 5.5 5.5 65 - - Ki< (50 x Caxu) Yes
MATE2K -- 10.7 10.7 65 -- -- Ki< (50 X Craxa) Yes

Note: Molecular weight of abrocitinib = 323.4 g/mole. Additional details on the ICso values are listed in Tabulated Summary 2.6.5.12T.

-- = Data not applicable; BCRP = Breast cancer resistance protein; Cmax = Maximum observed concentration; Cpaxu = Unbound Cax (mean steady-state total
Crmaxxfup=1.3 uM at a clinical oral dose of 200 mg QD abrocitinib (PMAR-962); DDI = Drug-drug interaction; EMA = European Medicines Agency;
F.xFg = Fraction of the dose absorbed times the fraction of dose that escapes intestinal metabolism = 0.91 from B7451008; £, , = Fraction unbound in human
plasma = 0.36; ICsp = 50% inhibitory concentration; Iinmax,u = Maximal unbound inhibitor concentration in the hepatic inlet; k, = Absorption rate constant
(0.067/min from PMAR-962); K; = Concentration at 50% maximum inhibition (unbound inhibition constant); K, = Concentration at 50% maximum
velocity/rate; MATE = Multidrug and toxin extrusion protein; MDR1 = Multidrug resistance protein; OAT = Organic anion transporter; OATP = Organic
anion-transporting polypeptide; OCT = Organic cation transporter; P-gp = P-glycoprotein; QD = Once daily; Qn = Hepatic blood flow (1.6 L/min);

Rg = Blood-to-plasma ratio (1.07).

a. ICso = K; when the concentrations of probe substrates used in these studies were <K, values reported in the literature.

b. Linmaxu = fup X [Imax + (Fa XFg X ko X Dose)/Qw/Rg].

c. OCT1 is a hepatic transporter; therefore, the same criteria as OATP1B1 and OATP1B3 was used to assess DDI risk.
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2.6.5 B RE BRI R

2.6.5.15C

TRANSPORTER INHIBITION (FDA & EMA)

PHARMACOKINETICS: DRUG-DRUG INTERACTIONS,

Test Article: M1

Summary Results: Assessment of risk for in vivo DDIs between M1 and coadministered substrates of select transporters, based on the 2020 FDA and 2012

EMA drug interaction guidances.

Transporter Cmax,u 50 X Cmax,u ICso Cmax,u/ICs0 Criteria for Potential DDI Criteria for DDI Risk
(uM) (uM) (uM) FDA Potential DDI (Yes/No)
EMA
MDR1/P-gp 0.36 18 >300 <0.01 Crnaxo/ICs0> 0.1 Ki< (50 X Crmaxu) No
BCRP 0.36 18 44.9 <0.01 Crnax/ICs50> 0.1 Ki< (50 X Crax) No
OATPIBI1 0.36 18 208.9 <0.01 Crnax,/ICs50> 0.1 Ki< (50 x Cax) No
OATPI1B3 0.36 18 279.5 <0.01 Crnax/ICs50> 0.1 Ki< (50 x Cax) No
OCT1 0.36 18 223.2 <0.01 Crnax/ICs50> 0.1 Ki< (50 X Cax) No
OCT2 0.36 18 >300 <0.01 Crnax,/ICs50> 0.1 Ki< (50 x Caxu) No
OATI 0.36 18 >300 <0.01 Crnax,/ICs50> 0.1 Ki< (50 x Cax) No
OAT3 0.36 18 56.2 <0.01 Crnax/ICs50> 0.1 Ki< (50 x Cmax) No
MATEI1 0.36 18 55.1 <0.01 Crnax,/ICs50> 0.1 Ki< (50 x Cmaxu) No
MATE2K 0.36 18 121.2 <0.01 Crnax/ICs0> 0.1 Ki< (50 X Caxu) No

Note: Molecular weight of M1 =339.4 g/mole. Additional details on the ICso values are listed in Tabulated Summary 2.6.5.12T.
BCRP = Breast cancer resistance protein; Cmaxy = Maximum observed unbound concentration of M1 (0.36 uM) at a clinical oral dose of

200 mg QD abrocitinib (B7451043); DDI = Drug-drug interaction; EMA = European Medicines Agency; FDA = Food and Drug Administration;

ICso = 50% inhibitory concentration; Ki = Concentration at 50% maximum inhibition (unbound inhibition constant); MATE = Multidrug and toxin extrusion
protein; MDR1 = Multidrug resistance protein; OAT = Organic anion transporter; OATP = Organic anion-transporting polypeptide; OCT = Organic cation

transporter; P-gp = P-glycoprotein; QD = Once daily.
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Abrocitinib
2.6.5 FyERE BRI &

2.6.5.15D PHARMACOKINETICS: DRUG-DRUG INTERACTIONS,
TRANSPORTER INHIBITION (FDA & EMA)

Test Article: M2

Summary Results: Assessment of risk for in vivo DDIs between M2 and coadministered substrates of select transporters, based on the 2020 FDA and 2012
EMA drug interaction guidances.

Transporter Cmax,u 50 X Cmax,u ICso Cmax,u/ICs0 Criteria for Potential DDI Criteria for DDI Risk
(uM) (uM) (uM) FDA Potential DDI (Yes/No)
EMA
MDR1/P-gp 0.35 18 >300 <0.01 Crnax/ICs0> 0.1 Ki< (50 X Crmaxu) No
BCRP 0.35 18 79.0 <0.01 Crnax/ICs50> 0.1 Ki< (50 X Crax) No
OATPIBI1 0.35 18 >300 <0.01 Crnax,/ICs50> 0.1 Ki< (50 x Cax) No
OATPI1B3 0.35 18 >300 <0.01 Crnax/ICs50> 0.1 Ki< (50 x Cax) No
OCT1 0.35 18 149.4 <0.01 Crnax/ICs50> 0.1 Ki< (50 X Cax) No
OCT2 0.35 18 >300 <0.01 Crnax,/ICs50> 0.1 Ki< (50 x Caxu) No
OATI 0.35 18 >300 <0.01 Crnax,/ICs50> 0.1 Ki< (50 x Cax) No
OAT3 0.35 18 44.6 <0.01 Crnax/ICs50> 0.1 Ki< (50 x Cmax) No
MATEI1 0.35 18 54.4 <0.01 Crnax,/ICs50> 0.1 Ki< (50 x Cmaxu) No
MATE2K 0.35 18 121.4 <0.01 Crmaxa/IC50> 0.1 Ki< (50 X Craxu) No

Note: Molecular weight of M2 =339.4 g/mole. Additional details on the ICso values are listed in Tabulated Summary 2.6.5.12T.
BCRP = Breast cancer resistance protein; Cmaxy = Maximum observed unbound concentration of M2 (0.35 uM) at a clinical oral dose of

200 mg QD abrocitinib (B7451043); DDI = Drug-drug interaction; EMA = European Medicines Agency; FDA = Food and Drug Administration;

ICso = 50% inhibitory concentration; Ki = Concentration at 50% maximum inhibition (unbound inhibition constant); MATE = Multidrug and toxin extrusion
protein; MDR1 = Multidrug resistance protein; OAT = Organic anion transporter; OATP = Organic anion-transporting polypeptide; OCT = Organic cation

transporter; P-gp = P-glycoprotein; QD = Once daily.
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2.6.5 FyERE BRI &

2.6.5.15E PHARMACOKINETICS: DRUG-DRUG INTERACTIONS,
TRANSPORTER INHIBITION (FDA & EMA)

Test Article: M4

Summary Results: Assessment of risk for in vivo DDIs between M4 and coadministered substrates of select transporters, based on the 2020 FDA and 2012
EMA drug interaction guidances.

Transporter Cmax,u 50 X Cmax,u ICso Cmax,u/ICs0 Criteria for Potential DDI Criteria for DDI Risk
(uM) (uM) (uM) FDA Potential DDI (Yes/No)
EMA
MDR1/P-gp 0.95 48 >300 <0.02 Crnaxo/ICs0> 0.1 Ki< (50 X Crmaxu) No
BCRP 0.95 48 61.6 <0.02 Crnax/ICs50> 0.1 Ki< (50 X Crax) No
OATPIBI1 0.95 48 >300 <0.02 Crnax,/ICs50> 0.1 Ki< (50 x Cax) No
OATPI1B3 0.95 48 >300 <0.02 Crnax/ICs50> 0.1 Ki< (50 x Cax) No
OCT1 0.95 48 130.4 <0.02 Crnax/ICs50> 0.1 Ki< (50 X Cax) No
OCT2 0.95 48 >300 <0.02 Crnax,/ICs50> 0.1 Ki< (50 x Caxu) No
OATI 0.95 48 >300 <0.02 Crnax,/ICs50> 0.1 Ki< (50 x Cax) No
OAT3 0.95 48 61.3 <0.02 Crnax/ICs50> 0.1 Ki< (50 x Cmax) No
MATEI1 0.95 48 111.3 <0.02 Crnax,/ICs50> 0.1 Ki< (50 x Cmaxu) No
MATE2K 0.95 48 50.8 <0.02 Crnax/ICs0> 0.1 Ki< (50 X Caxa) No

Note: Molecular weight of M4 = 339.4 g/mole. Additional details on the ICso values are listed in Tabulated Summary 2.6.5.12T.
BCRP = Breast cancer resistance protein; Cmaxy = Maximum observed unbound concentration of M4 (0.95 uM) at a clinical oral dose of

200 mg QD abrocitinib (B7451043); DDI = Drug-drug interaction; EMA = European Medicines Agency; FDA = Food and Drug Administration;

ICso = 50% inhibitory concentration; Ki = Concentration at 50% maximum inhibition (unbound inhibition constant); MATE = Multidrug and toxin extrusion
protein; MDR1 = Multidrug resistance protein; OAT = Organic anion transporter; OATP = Organic anion-transporting polypeptide; OCT = Organic cation

transporter; P-gp = P-glycoprotein; QD = Once daily.
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Abrocitinib
2.6.5 FyERE BRI &

2.6.5.16 PHARMACOKINETICS: OTHER Test Article: Abrocitinib

No other pharmacokinetic studies were not conducted with abrocitinib.
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