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2.6.4 FWENHEER O EISL
A THEMT 5 AR - KR
R - K5 BW L CVRVREE ITES
AUC area under the plasma concentration-time curve : I3 - IR Bl AR T i F
AUCns area under the plasma concentration-time curve from zero to infinity :
0 FFff 2> & MEFR KIRFE F Coo MR A - WER Ah#R T A
AUC, area under the plasma concentration-time curve from zero to time t :
0 R~ & t I T oo iR AL - Ip i dhf T i A
AUCy, area under the plasma concentration-time curve for a dosing interval :
P G- R oD AR Pk B - PR R T R
BCRP breast cancer resistance protein
BSEP bile salt export pump
Cinax maximum plasma concentration : % e I 5% 52 BE
CYP cytochrome P450 : 3 7 1 A P450
EMA European Medicines Agency : FRM [ 38 5 7
F bioavailability : /XA 7 XA Z VT ¢
FDA Food and Drug Administration : & [E £ fh [ 3E 5 5
fy fraction unbound : FEfE ATy R
GLP Good Laboratory Practice : [ 385 D72 2412 B9 2 FERG AR a5k 0D S Jiti D HL e
HNSTD highest non-severely toxic dose : FE RN I LRV R G &
HPLC High performance liquid chromatography : =Kk 7 v~ 75 7 4
ICs 50% inhibitory concentration : 50%PH 75 2
ICH International Conference on Harmonization of Technical Requirements for Registration of
Pharmaceuticals for Human Use : H K EU [ 35 5 B il 5 Fin ] B 23
ISR incurred sample reanalysis : & &EOFBNEME DD, 72D BIZHIO ST BAL TG
BREEHFON T L
K; inhibition constant : BH5E E %L
K Michaelis constant : X 7 T U A EHL
MATE multidrug and toxin extrusion
MDCK Madin-Darby canine kidney
mRNA messenger ribonucleic acid : X v Y% —RNA
MS/MS tandem mass spectrometry : ¥ 7 NE &L
NADPH reduced form of nicotinamide adenine dinucleotide phosphate :
BrRM=aF T IRNT 7= VX7 VAT N ViR
NER net efflux ratio
NOAEL no observable adverse effect level : HE7E M &
OAT organic anion transporter
OATP organic anion transporting polypeptide
OCT organic cation transporter
P-gp P-glycoprotein : P-$# & /&
STD10 severely toxic dose in 10% of the animals : fIiEAENI) D 10%IZ EE 2 mIENS BB T L5 &
ty, apparent terminal elimination half-life : $&RAH FTF O =08
Tnax time of occurrence of Cp,y : Fx e MLYFE I B 28] 2 e )
UGT uridine diphosphate glucuronosyl transferase : 7 U 2> U VR 7 V7 v VR IER

PFIZER CONFIDENTIAL
Page 4




FaIF=7

2.6.4 SEpEhRERER OB ST
NI A—F OWER I UHEHE
W5 - F#E EHEB L CHEHE

Tinax ST PR B R ¢ (hr)

Cmax EP(&%F_ . (ng/mL)

Cspmin &5&% 5 T D BERIEE : (ng/mL)

Y u b EERETRERES (0 F Co M —Ref dhfR FEfE © (ng-hr/mL)

AUC, BREZHWNTEE LT,

AUC,, 1T8 a5 BE 544 24 Wi & -C oo ifn S v i 8 — We Rl iR 1 i £
B a b BRI F CHME L 72 i R — R Eh R RS - (ng-hr/mL)

AUC,¢ AUC;,=AUC, + C/ kq
C TR TRERS A () DM IR, ko 1 ZTH I E T (hr')

. ERPREH 0 () DUFOXEHNTEH L,

” t, =In2 ke

cL 257 V7 7 A (mL/minkg) LA FORZEHWTEM L,

ot CLmt &“5%/ AUC,¢
v (GEINE I oo mEME  (Lkg)  LLFORXEHWTRERE L,
= CLtot/kel
/*‘4’ FTXAZEVT 4 (%) UTOXEHONTHERMHLE,
BOBEE LT L 20D AUC, X iR 5.5
F NATTNATE VT4 (%) = X100
RN G L7 & & D AUC o X #% 1% 5.5
FRAPHEERIZUL FORIC L 0 BEH L=,
[JEEP%‘E% (Hctie) ?a%f;%ﬂi&%}
— R (%) =32 X100

PR B (e
A e ds L OWRH RO B S B A W CRIBRICE H Lz,

ICso 1Cso fE I FEE S & 50%PAET 2 & & OMERIEY IR © (umol/L)

MDCK ffifid 72 & % V7= in vitro Al B FRER |2 35 1T D 9B 3EY) 0 7o D%t
2%+ (X10° cm/sec)

Pupp TERI RS B R 3 2 TN L 72 & & o0 TERIEAAI 7> & R ES BSEARI ~ 0D F. 28 D3 i %R
BT Poppap &7 L, BTN HLBRIED) 2 0N L 72 & & ORI 2~ & TEARIREA]
~O R NT DOFBFRENT Papsa & F L7,

NER %E f)%fﬂﬂ H@ ) PappB‘,A/PappAﬂB/;"lz%\éfﬁAﬁH H/—J D PappBﬂA/PappAﬂB
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L¥&D

X a3 F =7 (PF-00299804) DIHMENHEIZ D\W\NT, Flix D in vivo 33 L OV in vitro 3Bk 2 EfE L T
R L7z, Invivo ikBRIZE & L CHEMERBRCHEH L7-8METH LT v FB IO XZHWTH
L, MR EHERE ORGHIITZ T LB L O3 iz, W, B KOSy 7 o AR —
& —ZBAF 2 EHTIZ BPZ)S U7z in vitro iR R 2 FWN 2, 0, TS X OWEFOKEHZIE
[MC1F aIF =7 b L, METoFaIF=7BEDOERIIIERKE n~ 7T 7 4
|2 T NEESHTE (HPLC/MS/MS) % Fuvi=,

1.1. IR

FaIF=T%T v M AXBLOIMITHFIRNE S LTz & &, CLg 3Z41E1 32.6~49.1, 244
B L1V 44.1 mL/min/kg, Vi IZFNEH 34.2~39.8, 28.0 B L N 17.3 Likg, t,lxZ T4 9.8~16.7,
159 BLOS TR TH - 72, Vi T hofEicks ChiRikikaEs kB, ¥aiF=7
DAFRR AR O T D 2 ENRBENTZ, ¥aITF=T%T v §, A XBIOVIREOHK
Gl EDAAAFT XA T E YT 41 3ZNZEI 80%~112%, 51%~74%F J TN 48%~105% T
Hol,

Sy MBI XEHNE MR a T 0 7 ARBRTIT, BESIIHEOBMMIENENL,
72T Do e, RKERNEGHOREREIL, 7y N TIERGIH LD 245~4
EEE AR LN, A X TSR P LAEE R LT,

In vitro FRERDOFEN D, ¥ 2 IF =TI P-gp BLBCRP DIE L7725 Z LR E LTz,

1.2. 246

["C1# =2 F=7%4(F v I (Long-Evans) |CHLERE O E L7=& 25, BEREIZIZEAED
FARRRS X OMRIRICIE A L, 7 RUBECR b @O BEREIRE 2R Uz, PR RS T O
I B T 5% 48 BERIIC B W T b B RERS I S iz, £, v~ R aIF =T DIk
TR E R OBE L XM B X OUEF O a I F T REIIEM LA EE R L b

Nh, XaIF=7RMEKEM & s T 5 Z &R S,

FaAIF=TD~vTA, Ty b, U7X, 4 X, B0 MEFIZET 5 £13F1210.0341,
0.0308, 0.0334, 0.0322, 0.0479 B L1 0.0192 TH-o7-, FaIF =7t FMLFET VT I B
Qo -BRPEREE EICREA L, TORITIFENTN 0073 83X 000129 THo7z, £72, b biiE
HOERBEMTH D M18 (PF-05199265) Ot MMILEEHFTO £, 4 0.01 Kjii & BV EABAEEEZ R
Lice #AIF=TD~vUA, Ty AX, PLBIOE MIBIT D C/C, lITENER 175,
1.57, 1.50, 1.91 BLT1.08 &t MMHEH CTITARIMER & MAE~FIFHIFEIT oA LT,

In vitro FRERDFE RN D, #F2 I F =77 OATPIBI B XN OATPIB3 OEE & 72 B AlREM: TR
ZEBRENT,

1.3. R

[MC1¥ 2 I F =7 ZHER OB 5% OARRE 2O ERHFNS, Ty b, A XBLOE Mok
JAHZFaIF =T OERNERBIIBIEB LI NV A F A UBIETHD I N RENTE, & b
MAER O FERRIFIREAETH Y, MR EHEED 39%% 57z, b MIFEFRICERO -+
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T MR BED 16%% (572 O-ii A F /UK TH D M18 (PF-05199265) DA TH Y,
MI81XT v FBLXUA XOMIEHTTHLERD b, [MCFaIF=T%T v, 4 X, HLBX
N FOFIZ7 ey —AR50NNIT vy FBXOE FOFHifaL £ v FaX— L& 25, BBk
BB LN NV E F A AR E 72132 OBEGE O A58 b, v MaERE v
7= in vitro fAE CAER L7, 72 T4 AaE61K (MS) DOAERT D AT A AaGk
DO M2 ZhrE, BHERBRICAHWZT v FB L0 XOREE AW invitro fUI CH AR L, M2
LTy PBIOS XOEKKEF OB Sz, B MFI 7 y—24a IR LET) 2H
7~ in vitro fUEERER 2> 5, MI8 OERKICIZIIC CYP2D6 2AFHE- L, CYP2C9 & RHE4 5 Z & 2R
S, CYP3A4 I M18 LN DB LR DARKIZE 595 Z L RS LT,

1.4. Pt

[MC1& 2 R F =7 2R A#EE LIZMED T v hB LU XI2BWT, [C14 2 I F=7HEDK
SHRED 82.3%~96.8%ITFEFICHEME S 41, RIPF~DOHEINT 6% R Th -7, [MC1FaIF=T%
RO LIRS 1 = 2 — LA T v P B LU X~ #5144 48 R[] & T O i H RN

RITE B D 2.64%~23.5%Th > 7=,

1.5. Y B RRFEH Y AR

tMFI 7Y —ATIE, #aIF=7BILOPF-05199265 1%, CYPIA2, CYP2B6, CYP2CS,
CYP2C9, CYP2C19 £721X CYP3A4/5 (RAY T LABLIOT A AT rY) ZIFEAEHELR
WZ EIRENTED, ZhbHD CYP I FREOIE L2 538A L OfFHICB VT, R EZ
WU EEA 25 & 24 af et iRV 2 AR ENTZ, L L, £ 2 2 F =713 CYP2D6
% 1CsofiE 0.063 pmol/L (K;f & LT 0.032 umol/L) TRHFE L7z, F£72, b Mg o EREHY T
&% MI18 (PF-05199265) 1 CYP2D6 ZREHAFIICIHET 5 Z LR &,

b MFHIIZ BN T, KRB COEFIRBICEB T D IEFEAT Cra D 50 2B Z DIREIZ L -
TH, X2 IF=71X CYPIA2, CYP2B6 F7-1% CYP3A4 ® mRNA OF BB L OBEETLME 255
Ligole, ZOZEND, R THEESNDRETHY 2 IF =77 CYPIA2, CYP2B6 5L
CYP3A4 Z#58 3 B a[REMEIFMR W E B 2 b vz,

R CRHESNA X aIF =T EEIZBWT, UGTIAL BHE SN D AfGEMEIZH 553, UGT1A4,
UGT1A6, UGT1A9, UGT2B7 3 L TN UGT2B15 OHEZ A U 7= BAEH N E U A Al REME TR
WZ EDBITRENT,

In vitro RERDOFER NS, ¥ a3 IF =772 P-gp (HLELIS) , OATPIB1, OATPIB3, OATI,
OAT3, OCT2 3 L UVBSEP OIHEAZ I L7 3 BAEH %2 5] &t Z 3 Al TRV 2 & 3R S
7o LML, #a2IF=7LBCRP, OCT1 BLUP-gp (JHLE) ZFET D AREMEINRIE S
7
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2. 53Tk

FERGIRIE BN RERBR I 351 2 AR O IMIRE 2 EET 572, HHTEORFE R LU Y
T—a U EER LT,

2.1. HPLC/MS/MS (T & 3 BB

w35 5 DM20JJ00299804-011, DM20J00299804-001, DM20JJf00299804-009,
DM20jJ00299804-043, DM20JJ00299804-002, DM20JJf00299804-010, 6750-294, 6348-524,
6750-295, 6750-294 Addendum 1, 6750295 Addendum 1, 6348-524 Addendum 1, 8256731, HE%IZ
26.52-A, 2.652-B, 2.652-C, 2.6.52-D

FZv b, UPE, A XBLOYMIERICB T2 X aIF=TREERLNICT v b, UTF, B
L O XMSEFITE T D PF-05199265 2 2 HPLC/MS/MS Z AW = SHriEic L v E & L,

7w b, A XBIOV N E OB 5 X 2 BB CoMfEh ¥ a2 IF =7 RELE
9% 7= HPLOMS/MS # =32 B L7z Gl % 5 DM2ojfoo299804-011)

BRI 2 MEFRELERET D720, 7y FBIOS XMFHOX 2 IF=TRIEDE
Bk & L THPLC/MS/MS & W= 54T ED /N ) 57— 2 > % 5 ng/mL~1000 ng/mL O L4 C
Ffi L7 (i 5% 55 DM20JJ00299804-001, DM20JJ§00299804-009, DM20JJ§00299804-043,
pM20JJ00299804-002 # & 0 DM20JJ00299804-010) . £72, T v b, A XL T HF Mk
D aIF=TREOEREL LTHPLCMSMS & AW oiiEoN) F—v g %
0.5 ng/mL~500 ng/mL D FEFEFH CHE RN L7- GREERS 6750294, 6348-524 B LY
6750-295) . T v, UHFBIOA XOMIETIZET D ¥ 2 I F =7 ORMURAFLEM: & e
L7z (&5 EES 6750-294 Addendum 1, 6750-295 Addendum 1 33 L U 6348-524 Addendum 1)
ZaIF=71F7 v bB IO XMFEF T-70°C THRE T 88 HRB LV 122 B, 7 i
TIE-20°C TERAF T 128 BREITIZE CTh o 72, O OHTII L EMEDO MR S L= R7F I NI 52
i L7z, 7 v bEAWIEEERBRICE T 2 it 4 2 X F =7 B LV O-i A FLREY
(PF-05199265) J&JE % 7E 83 % 7292 HPLC/MS/MS & W72 WiED R F— a3 U %k
0.1 ng/mL~200 ng/mL (¥ 2 F=7) LBLV0.1 ng/mL~100 ng/mL (PF-05199265) > i
THEME L7 EEES 8256731) . 7 v hBIUA XEH W= 6 7 AR L V9 H HMEMER
B b N 7 X &2 VTR - IR A A TEMERER ) 515 6 1723 EHT DU T Incurred sample
reanalysis (ISR : E&EO FHMEMER DD, e D BIZHIO T AL Tl 5% B 2 B 005
52 &) BEM L, ZORE, WTILbLFFAEE GRIRIAED 66.7%LL £ CHTEHIEE
DE20%LIN) IZHEA L TRY, "X axxT 7 AENIZE T 2 ARK5HEOEYINED MR
nie,

GLP FEi ) FC5ha L7z 3 AMIRE R 53821 5 i 7 2 I =738 L OV PF-05199265 i
FE1X HPLC/MS/MS & H\W = FIEIC K 0 B R LT, Wiy O E &E#HITT » hEB L0 X Tl
0.05 ng/mL~25 ng/mL, 7% ¥ TiX I ng/mL~5000 ng/mL |ZF%E L7- (HREEERS
PF-00299804 - 140632, PF-002990804 [ 095344 5 O

PF-002990804 | 141510 .
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2.2. SHE RN T REBI LAY

2.2.1. EBRYE

FHAR AT B L OWEIEERBR I W - & o S F = 7 oMb A ([(MC1F a3 F=7) 1E
HATER L, [MC1F 2 F =7 Ot s L ORI E %4 Figure 1 |77, [M“ClFaIF=7
DL ETHEIE 9.48~26.88 mCi/mmol T ¥, FEHbFRIME X5 99% Tdh - 7=,

Figure1. [“C|¥aIF=7 (PF-00299804) D%

F
HT Cl
H ! 4C
Y
(0]
g
(0] N
L,
2.2.2. BURRERIE TR

Q)& 2 I F=FEAVET v oM RR (BEEE S DM20J00209804-033) iz, &
BEHA— N T T T T 4= K VT OGS REIRE 2 EE LT, AREOEE FIRER
0.03 ugeqlg Thotz, £7=, ["ClFaIF=TZ APl (R EES
DM20fJ00299804-039 Amendment 35 & 08 DM20JJ00299804-038 Amendment) Tf5 & L7z L,
R, BB L OEFOBEEEITTRAEAS v F L — g VEHAEIC L VEE L, RIETOERE TR
XNy 7Ty RED 2 5L LTz,
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3. R

Ty b AXBLOYMMIF aIF =T 2 HEIRE L THXaITF=7OEYEELZ M L7, K
BEREREOIMAERREL, Ty b, vHFBLI0S X0 3 HEBGRERZ 5 N E & 53R
BRDORFvaxrT 47 ATiHME L=, $£72, Caco-2 fifal L OHEH h T v AR —H — &3 8 X
72 MDCK Mg Z W TC, X a I F =7 OWIUIZEIT 5 b T v AR—H —DFH 512250 Tin vitro
T L7,

3.1. BER 5 R MR R B

Z v FBRUS X GEMERBICHWZEMRE) 2NN CH a I F =7 2 BRI A £ 7213
IR G- LTz & & o iR EHER 2 et L7z,

31.. 7y b
B 5 764-04427, DM20JJ00299804-012, M 2.6.53-A

Sprague-Dawley 7 > & (B2 VL/BE) (ICX 2 IF =7 [, R =F L7 U a—/L (PEG) 200 :
0.5%AF/Er—RA =5:95 viv] % 50 mgkg F 7213 750 mg/kg THAAIRE #5732 5 ONC
Sprague-Dawley 7 > & (K3 IL/BF) 12X a2 IF =7 (B ; 50 mmol/L FLFE/KEHK) % 5 mg/kg
F 7213 25 mg/kg THEIFIRNEES LTz & 2 O MERREHER (Figure 6) ZMst L7z (HREEE
5 764-04427)

ZaIF=7% 50mgkg TROEEL7ZEED Chpo Tox BEOROARA AT AL TV T 4D
EEMEIZZNE 630 ng/mL, 5.0 B LV 79.5% CTH 7=, 750 mg/kg TR LIz &0
Crnax B £ O T O FHIMEIZZE A 1170 ng/mL 33 L0V 40.0 BRI CTH Y, Crax DEIINZH B O
Iz FlEo7z, Z oM &E CIERERINRE R Th 2 % 5% 144 IFfE F C e i EE o B 7214 5 HH
FROONT, RAONA AT AT T 1RO BNz (Tablel) , ¥aIF=T%

5 mg/kg TEIARNE G L72 & & D CLyy, Vi 38 £ O t, DO FEEMEILZ FLE 41 49.1 mL/min/kg, 34.2 L/kg
BLOOS KR, 25 mgkg THRNEE S L7- & & D CLy, VB IO t,OFEHEIZZNEN

32.6 mL/min/kg, 39.8 L/kg 38 XN 16.7 ] T o7 (Table2) o Vg iZWTHOHEIZEB W T HiR
iR (07 Lkg) '& LRIV, ¥aIF=T 87 v b ORI ST 5 2 & AR S
i,

72, WEED Sprague-Dawley 7 v & (3 UL/EE) (X aIF=7 (B ; 0.5% A F /L —2R)
# 25 mg/kg THEIRE AL L7z & & o METREHR 25T L. (RESES
pM20fff00299804-012)

HEZR S ONTHET » MCBT D Cray Taae BEREANA AT XA T E Y T 4 OPHEITZ LN
693 ng/mL, 3.3 i3 LT 106%72 5 TNT 558 ng/mL, 6.0 Fefids KON 112% T > 7= (Table 1)

3.1.2. 4 X
RERH L 76404419, DM2004-002995ff015, DM2off00299804-031, % 2.6.5.3-B

E—Z VR (BE2PE/EE) (X 2 =7 (B ; PEG200 : 0.5% A F/Lt/m—A =5:95 v/v)
Z 50 mg/kg CHEIR ARG B IO — VR (BE3 VLWEE) (24 aIF =7 (&8 ; 50 mmol/L

PFIZER CONFIDENTIAL
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L KIEHR) % 5 mg/kg THIEEIRNIEE S LT & & o EHR (Figure 7) 2t L= (3R
HER T 764-04419)

HaIF=7% 50mgkg TRHOFLE LT L ED Chpo Toax BEOROARA AT AL TV T 4D
EEMEIXZEA 870 ng/mL, 7.0 Rl LV 73.7% Toh o7z (Table 1) , ¥ 2 I F =7 % 5 mg/kg
THRMNA G- L7 & £ D CLyy, Vi BE Ot DO FEJEIZZ L4 24.4 mL/min/kg, 28.0 L/kg 3 X
159 Bl Th - 72 (Table2) . Vi 3R E (0.6Lke) '& LRV, ¥aIF=751 %
DOARKRNZIRHUZ AT D T & DRI ST,

Fo, MO —I7 VR QUUEE) X aIF=7 B 05%A FLtE/rm—2R) % 25 mgke
TR G L & & oMb 2 Mt L7z (80555 5 DM20J00299804-015)

W72 5 ONTHEA XIZEBT D Cra T BEURRONA FT XA T Y T ¢ OFEEITENZE
368 ng/mL, 8.0 FREfl]Is KON 62%72 5 TNZ 350 ng/mL, 8.0 Rl L TN 51% CTdh>7= (Table 1)

S B, BARRETO—ER E L CHEEO E— 7 VR QIL/ED) X aI T =T % 7L EZIF0.5%
AF e m— AR E U CHRBIREOREG (FNFN 5S5mg £721325mg) L2 & X0 miEHE
EfeR A et Lie (s 8% 5 DM2oJf00299804-031)

BTN L DN0.5%A Tt a— RARRERE 52810 2 I@EEEIT, Wb AEOEICHEND
L, 25 mg T 7B AHEOHROREmWIREREZ /R LD, BEE R 2T Do T2,

313. %
Rt 76404420, DM20J00299804-016, M 2.6.5.3-C

T=T AP (HE2VWER) ICXaIF=7 8 ; PEG200 : 0.5% A F/LE/Lm—RA =5: 95,
v/v) % 25 mg/kg THRFR O 558 X O =27 4 YU (3 DL/ 12X 2 2 F=7 (&I ; 50 mmol/L
HLEEKIANR) % 5 mg/kg CTHIEIFIRNE G Lz & 2 OMETRREHER (Figure 8) M L7z (&
R 764-04420)

HaIF=7%25mgkg TRHOFLELTZLEED Cppo Toax BEOROARA AT AL TV T 4D
EEMEIXZ T 217 ng/mL, 6.0 BEERS LTV 56.2% Tdho7- (Table 1) , #2IF=7% 5 mgkg
THIRNA G- L7 & 2D CLyy, Vi BE Ot DO FEJEIZZ I ZE 4 44.1 mL/minkg, 17.3 L/kg B &
W57 B Tdh o7z (Table 2) . Vi ITMAKIKE (1907 Lkg) "% BBV, ¥aIF=7BHLD
RHERR IR AT 5 2 L VR S T,

£, MEHEOD =27 A Pv (HE3IE, HESIL/EE) (CFaIF=7 (W 0.5%A Frtiln—
R) % 20 mg/kg CHEEO&KLE Lz & O mFEFREHB LR L EERS
pM20fff00299804-016) .

HEZR & ONTHEY VIZEBIT D Cras Tmax B LR ONA T XA Z U T 0 OFBEIZENZEN
275 ng/mL, 3.0 FEER LV 105%72 5 TNT 117 ng/mL, 4.0 B L 0V 48% CTdh -~ 7= (Table 1)
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Tablel. HEEZIIMES v, A XBLIUHNMCBITAHEEREOBESROEYERE S A —F

&E‘i Cmax Tmax AUclast AUCinf Fa

o ngtE (mg/kg) (ng/mL) (h) (ngeh/mL) (ngeh/mL) (%)
7w b 3/M 25° 693 3.3 12400° ND 106
3/F 25° 558 6.0 13200° ND 112

2/M 50¢ 630 5.0 18800° 20500 79.5

2/M 750¢ 1170 40.0 126000° ND ND

q X 2/M 25° 368 8.0 10300° ND 62
2/F 25° 350 8.0 8550" ND 51
2/M 504 870 7.0 24000° 25200 73.7

H v 3/M 20° 275 3.0 8000° ND 105
5/F 20° 177 4.0 3680° ND 48
2/M 254 217 6.0 5210° 5350 56.2
S fE

ND = FLH®9 ; F=1 ; M= M ; IV= &k ; PO= &N

a. F (%) = ([AUC;s (PO) x %5/ (IV)]/ [AUC, (IV) x %58 (PO)]) x 100

b. L 0.5% A F BT — R

C. Tst: 72 h

d Wit - RY=F L 27U a— (PEG-200) /0.5%A F/L&/Lm—Z =5/95
e. Tha: 1441

f Thy: 168 h

Table2. H#S v b, 4 XBLIOINICTEIT S EEHIRNEESRORKYEBIRE T X —F

& B®BE5E Csmin ty, AUC;y CLot Vi
(mg/kg) (ng/mL) (h) (ngeh/mL)  (mL/min/kg) (L/kg)
7 v b 5 1540+581 9.8+0.7 2060+90.7 49.1+£2.2 342428
25 10100£10700  16.7+1.5 12900+1420 32.6+3.4 39.845.1
A X 5 1150+131 15.9+£1.5 3420+131 24.4+1.0 28.0+3.4
v 5 1090+431 5.7+0.5 1900+180 44.1+4.3 17.3£1.5

n=3, EEHEHERZE
VA 50 mM FLER K IRIR

3.2. RER 5RO MEFIRE

Tk, UHEFBIOA X GEERBRICHWEZEWE) (X a3F=7%3 AMKEROES L
72 & EOREBLKAR SO MLEF O EREHH TH D O-i A F /LK (PF-05199265) O IfiLffE i
EHEEHE LTz, £77, 7y FBIUOA X2HWIEKERGERERRO v axxT7 47 A
MHH 3 F =7 % AR O $ 5 o Sy EhRE 2 G4 L 72,

321. 7y b
it 7% 5 PF-00299804 I 140632, Wiziz 2654
Sprague-Dawley 7 > b (HE3 VL/Ef) ICX¥ a2 IF =7 (B ; 05% AT ELrr—R) Z1H1

7 1 mg/kg/H T3 HEKEROHEE Lz & X OREBILIART KT PF-05199265 D I 2 EEHER 2
Mgt L7,
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BE3 AICRBITAX a2 F =78 L WPF-05199265 @ AUCy X E5H A OZFNEN 2.6 fER L
1815 TH Y, WTFNOMIFEFEE SRERGICLVOP A L, HEVEBIOHE3 BIC
BT D AUCy, . (PF-05199265/RZAVAR) 1X2NF1 026 3L 100.18 TH -7 (Table3) ,

3.22. UYF
gt PF-002990804 [ 095344, #2654
New Zealand White 73 % (#f 3 JL/Af) (24 235 =7 (B 0.5% A FvErm—2) &1 H

1 [7] 4 mg/kg/ H T3 AMRERO®KE Lz & & DOREMAE L O PF-05199265 O IfiL 4 i FEHER
R LTz,

PF-05199265 O MAEFIREITIZE A EOBRIKATER TR (1 ng/mL) K Th o7, &5 3 BIZE
JHHEaIF=T D AUC,IFEEHE D 145 THY, REHRSGIC X2 miEFRED EFITE
LA LNy (Table 3)

3.23. 4 X
it pF-002990804 [ 141511, Wz 2654

E—7 VR (HE3VL/RE) ICXaIF=7 (FE; 0.5%AF /v e/Lre—2R) %1 H 1[E 0.1 mgkg/
AC3 ARIEROES L& & ORE(LIRE LT PF-05199265 O 4 i FEHERS & Miat L7,

BE3AICRBITAX a2 F =78 L WPF-05199265 @ AUCy X G A DOENEN 1228 L)

1.5 ThY, WTFhomEREESRERGICLD FRIFIFEEA LN, HEYIH

BLXOWHE 3 BIZBIT D AUC, e (PF-05199265/ R LK) 1ZZ2NFN15BL0N1.9 TH-o7=
(Table 3) .
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Table3. #HS v b, UV EBLIVHA XX aIF =T 2 REBOHREROREBILELR D
AT PF-05199265 DM BHER R F A — &

&'ﬁ'i Cmax Tmax AUC24
& n Ft (mg/kg/H) H (ng/mL) (h) (ngeh/mL)
FalF=7
_ 1 11.242.8 33+1.2 143+32
7> b M 1.0 3 22.947.7 7.0+0.0 365+64
. 1 31.1+£7.3 2.3+1.5 209+17
e Sk 4.0 3 43.4+15.0 1.7+0.6 285484
1 1.2240.73 7.0+0.0 20.2+11.7
A S 0.1 3 1.454+0.51 33+1.2 24.8+7.9
PF-05199265
_ 1 2.58+0.76 2.2+1.8 37.8%£13.9
7> b S 1.0 3 3.92+1.17 7.0+0.0 66.5+6.8
R 1 NR NR NR
AV 3/F 4.0 3 NR NR NR
1 1.90+1.83 7.0+0.0 31.2427.0
A S 0.1 3 2.54+1.19 33+1.2 47.34£26.1

n=3, FEEHELERE
I . 0.5% A F L ELm—R
NR : 1 ZE A EOBRENEE TR (1ng/ml) KimThollzOREET

3.24. REREROMBPHFRE (FXaFxXT 47 R)

7y PBLOA XAV S a I F =T ORERAKREGHE RO F ¥ a2 %27 1 7 26
AR GRS 2 2 I F = 7ROV TG L7z,

3241. 7 v b
wraws o, 6348472 @iy

1 » HH#BRTIX, Sprague-Dawley 7 v & (MEEESS 3 VL/BE) (X aIF =7 (B ; 0.5% A F L
T —R) 205, 5FELIF20mgkg/H T A 1EROELSL, BEYRBIO®E 30 AIZZ
AIF=T7OMETREZRE L EEES .—2730-11) o 20 mg/kg/ HIZAEMENRR TH -
Tol2®, 530 BOZ OO T — X I3HE 507203572, Crg 38 £ OVAUC 1T RO BN L
ML, BREE IR e MEEITER O v hr o T2, F£72, 0.5 mg/kg/H TIE 59 H Ol B3N <
AUC IIHEHTE 2o toizh, #5300 BIZHIT 2T R L OBIZTE 2o 72, 5Smgke/ H
D30 BIZBIT D AUC 135 A Ll L C 24 fE@fEEa L, KERSICLIFaTF
=TRED ERANHZ G (Table d)

6 » HA B TIL, Sprague-Dawley 7 ~ (MERESR 3 VL/EE) ICF aIF =7 (B 0.5%A F L
rm—2R) %02, 0.5 721 2mgkg TREAKSE L, &50JA, 90 AR L1180 HIZF I F
=7 OMSER PR 2 HE Uiz (RS ER S 6348-474) , 2 mg/ke/ HIZAEBMENRR TH o772,
Be5 180 HDO Z OREOT — X 35 b7 o 7z (BEXES- 90 A, #ETIX#& 5 131 BIZHKRED b
X axRT 4 7 Al A FEh)  BEEEICHMERMEEITRD N T, &5 90 HD Chpx B LW
AUC IFHEDOEINTIZIF B L THEIN L7z, 38590 H D Cphax 38 LTV AUCH, 1T G4 H & bl L

PFIZER CONFIDENTIAL
Page 14



HasF=7
2.6.4 FWEHAEFER DHEEE ST

T2~ EEEEZ R L, NERGICED X aIF=TRED EARRLNTZN, FOHIZESH
RHEREITRD LN h -7~ (Tabled) .

Tabled. HEEHED v FEAVWEREROBRSRRIZBITS XY adxT 4 7 ANRTA—F

ME MERA (m%/-li%ﬂ) n3UtE (ng/n;:fi) ];lnll) (ngA~E/(li17L) (nioﬂ/?ﬁb
1 A 1 0.5 3/M; 3/F 6.42° 7.0 NC NR
5 3/M; 3/F 89.5 4.0 503 1420
20° 3/M; 3/F 496 4.0 2670 7500
30 0.5 3/M; 3/F 12.2 4.0 68.9 NR
5 3/M; 3/F 216 2.0 1160 3460
6 1 1 0.2 3/M; 3/F 1.72 7.0 ND 22.1
0.5 3/M; 3/F 4.90 7.0 ND 70.3
2 3/M; 3/F 274 7.0 ND 395
90 0.2 3/M; 3/F 5.93 7.0 ND 98.3
0.5 3/M; 3/F 14.9 7.0 ND 268
2 3/M; 3/F 65.5 4.0 ND 1200
180 0.2 3/M; 3/F 5.76 4.0 ND 95.7
0.5 3/M; 3/F 16.9 4.0 ND 303
2¢ 3/F 58.1 7.0 ND 933

B 0.5% A F vk m—2

MEREA TR ; F=f ; M= It

PK /3T 2 — & [ 3& WO MAE R E SR L

NC: 53 70 IR E DS G B V770 o T Fo OIS S ND: ST 3 NR: S L 72 AUC, 54 75 AUCo.24 0 30%
L0 KEDol-OTHEES

a. koA

b. Bk 15 H~24 HIX 10 mg/kg/ HIZHE L=

c. 131 H

3.2.4.2. 4 X
% 5 fr30-05, 6348475 (Linz2)

1 » AR CIE, B =2 R (MRS 3 IL/BE, mAHEIL S IR 2 aIF=7 (B ; 0.5%
AFNrm—R) %203, 1 £7201F3mgkg/HT1H 1ERAO#KEG L, B50) 0B LZ0HE 30
Aics 3 S F=7 oMtz e L Gt s s Jfer3005) o cassrorauct iﬂ%%
OHEANAZITEA LTI L, WRE RIS MEZEITERO b oTo, #4530 H DR
BE5HIH OBREREFEILIMEEZRL, KIERGICE2X aIF=7RED LI ik/u&o’é%
o 7= (Table 5) .

9 » HREIRERTIX, ©— 27 VR (MEER 6 IU/ER) 12X 25 =7 (R ; 0.5%AF Lk —2R)
7 0.03, 0.1 £721F 1 mg/kg TREAKE L, &EHH, 90 AR LV 272 HIZF aIF =70l
R 2T L (A EER S 6348-475) o Cha B LTV AUC 1T EDOHNNIFIE B LTy
L, BEEICHELRMEREATRO ONRD o7, 590 B L1272 A OIREE IR 50 H Ol
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BERIEULAMEEZRL, KEKRGICEIDZXaIF=TBED FRITIZEA RN ST
(Table 5)

Table5. A XZRAVERERORERBICBITD FXRTVaARRT LI ANRTA—F

ME MERA (m%/-li%ﬂ) n3UtE (ng/n;:fi) ];lnll) (ngA~E/(li17L) (nioﬂ/?ﬁb

15 HH 1 0.3 3/M; 2/F 6.76 5.2 NC NC
1 3/M; 3/F 22.0 5.0 109° NC

3 5/M; 5/F 81.3 3.7 372 1000

30 0.3 3/M; 3/F 8.48 6.0 46.5 NC

1 3/M; 3/F 28.9 45 160 491°

3 5/M; 5/F 77.2 6.7 423 1190

9% A 1 0.03 6/M; 6/F 0.748¢ 3.8¢ ND 7.84°
0.1 6/M; 6/F 2.06 43 ND 26.0

1 6/M; 6/F 18.0 42 ND 227
90 0.03 6/M; 6/F 0.645¢ 4.5 ND 8.51°

0.1 6/M; 6/F 2.34 4.8 ND 33.1

1 6/M; 6/F 22.7 3.4 ND 320
272 0.03 6/M; 6/F 0.576" 2.4 ND 2.35¢

0.1 6/M; 6/F 1.62 4.8 ND 24.5

1 6/M; 6/F 20.4 43 ND 308

R : 0.5% A F LT —R

MEREARAE ; F =1t ; M= I

NC: +or 72 g EE A3 G S e o o f 0 FHE ) ND: B H
an=>5

b.n=3

c.n=4

d.n=11

e.n=10

f.n=9

gn=2

33. BHEBEB IV TV RAR—F —DFE
3.3.1. BEEBER S UPEH b TV AR —F —
5% 5 DM20JJ00299804-030, PF00299804-PDM-001 Amendment, #%3% 2.6.5.15-A

Caco-2 iz T, #aIF=7oEEEttlL L N7 o AR =2 —DF 525\ T

2 pmol/L~100 umol/L DIRJE THEAM L7z (s EF 5 DM20.—00299804-O30) . Caco-2 Rz $
FB[MC1F 2 R F =T OTEGEM A B B~ DB ENE (Pypap) 15 2.66~8.00 x 10°° cm/sec,
Poppn - £ 2.49~4.22 x 10° em/sec & WL HEREOFEME A R L, TESMIIA~ OB fE 72 HEH 1%
BOONRMoTZ, ZOZEND, [MCIFaIF=TOEERITEL L TZBIEBICE S DT
HY, EEERIZBIT D b T v AR—F —DFHE I/ NSWEEZ BN,
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F7-, P-gp £721% BCRP R Bl & t7- MDCK #ifldx VW C, ¥ aIF=7DFEEEEL L0z
NoHD b7 2 AR—=H—=DFFEIZ-OVT 0.29 pmol/L~10.4 pmol/L DFEE T L7= (i EE
5 PF00299804-PDM-001 Amendment) , P-gp %7213 BCRP % %8l X+ 7= MDCK flifdizds51) 5 &
2 X F =7 D net efflux ratio (NER ; FEBLHNLD Pypop.a/Pappa—p/FEFEBUHNLD Pyppp.a/Pappa—n) 15
RN U7 AR TlX 23~3.6 TH Y, ¥ aIF =7 L P-gp L BCRP (Zkf L T~ 2%
EOEE LD EEZ LN, P-gp BLOYBCRP (2 X Z8eidfafittz rL, ThTh

0.74 umol/L #AF3 KT 2.18 umol/L # TIE NER [XIFIFE 1 &7¢ v, kil L7z Caco-2 Mifld % A 723k
BRiE R LA LT,

IS invitro REBROFERIL, ¥aIF=T%T v b, 4X, PLBLIOE MIERAKS L
LEWRBIRANAFTT AT EN T 4 2R L2 EBAETHLOTHY, FaIF=7DHk
BWNIIHEH R 7 VAR =2 —IC L DHIREITEAEZ T TRV EEZ BN,
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4. 3
4.1. PRXBATHE
2% 5 DM20Jf00299804-026, 3 2.6.5.5-A

FVB/n #5480 < 7 &2 (MfERE 3 PC/RES) 12X 2 X F =7 (B 0.5% A Fv&/Lm—R) % 25 mg/kg
THERO#&E Lo & 2 OfiF s L OMSE IR EHER 2 it Uiz, i~ 7 2ZHB1T D Crx B E
N AUC, DR/ E3 1.35~137 BXTN091~142 ThoT-, ZOFREND, KbE
XOUSEF O X 2 I F = 7RIS RMEREZEITRO ST, ¥ a I F =T RN P A i
THZ ERREINT,

4.2. KRR
%5 DM20JJ00299804-033, #zi% 2.6.5.5-B

1 Long Evans 7 v MZ[*C]# = I F =7 (4.98 mg/kg, 283 puCi/kg) Z HEIRE A E L, #54% 2,
4, 8, 12, 18, 24, 48, 96, 168 5L 1* 504 BEICH T HkkE L M~ [MC) a3 F=7
HORBSARED S ix EE&A— N T VAT T 7 4 —THET LT,

THRE IR IS K OMAIRIZIA S 5Ai L, 26 < OFFR CI PR LL E D S EREZ R L1Z, Zh
LOFERIT, T v FO VW RIRIEEZ LRl T2 & (2.643.1.1 1) 48 LT, 7 Rk,
B, ~—4—fg, BT B LTI PIRE L0 b RRCE VB REIRE AR Lz, [MC]14 =R
F = 7 SR RE IR i B P 2 it U, 1F & A & O AR RGCR AR B L OV BEIE T TR 514
48 FEICB W T H M & iz, #5504 BiRI2IE, BEIK, 7 R OB KO ARE2ER< T
DHAFEE D REIRFETE Crax D 10% AT E TR T L, ZAD5OMARIZIHB N TH Chrax @ 36%~60%
FTIEKT LTz,

43. TRV AR b T VAR —F —
s 2% 5 PF-00299804 [ 202838, Pr-00299804 | 024655, #EZ#* 2.65.15-A

b MEFEMEZ T, 3 I F =7 OIY IAZIZOWT 1 umol/L 35 X T8 25 umol/L DT
R L7z, BEMEXTERE L Cr A2 4T (1 umol/L) Z Wiz (HEEES
PF-00299804 | 202838) . = 2322 F o o~ Y iAZ1E OATPIBI 5 L 8
OATPIB3 DRLEAITH DY 77~ A > SVICL VK 85%AES =N, FaIF=7 DY
ATME, WTIOREICBWTH U 773 A SVICKDELZ T 2o T,

S 512, PV IAZ N T > AR —4—0ATPIB1 7213 OATPIB3 % 3§Hl S+ 7= HEK293 Hifid %
HAWT, FaIF=7 DRV AHIZOUT 0.1 umol/L~100 umol/L D CHHM L7z, Bkt
LLTrAAZRSF Y (1pmoll) &V (#EEE S PF-00299804 [ 024655 . =
I TF =T OV AL GERBGRIEOBERE LY AR BITKIT D b T v AR — & — BRI
DOPERER Y IAHED) (TREET2HERMB ThHoT, —FH, BANRZRZTF U OFRY AL
I 3B TH T,

INHDOFERNS, FaIF =77 OATPIB1 B LN OATPIB3 XK & 72 A Al EMEIHEWVWZ &
MR E iz,
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4.4. MIFEEFES (in vitro)
441. F¥axF="7

w5 57% 5 DM20j299804-027, 764-04410, PF-00299804 [ 102128,
PF-00299304 [ 143956, #2656

FaAIF=TDvURA, Ty b AXBIOE NOMEEAZEIZHT 5 EAMAEE 250 ng/mL~

50000 ng/mL 0 FE C A 1 2 I Tl L7 (it 5% 53 DM20JJf00299804-027 35 1 10 764

04410) ., £/, FaIF=T7OUHFELIOCHLVOMEEAEICHT 2EAMKGEREL LN

940 ng/mL 35 X OF 2500 ng/mL~50000 ng/mL D CYHFENTEEZ H W TRET L7 EEE S

764 04410 35 £ 0 PF-00299804 [ 102128) . 510, #=a3F=Tor rmETALT I

B & o -BRMERE R FUELS 3 2 RS & 38 % 470 ng/mL O CTHEDSHTE 2 FV Tl L7z
(et 55 - PF-00299804 [ 143956) .

~TA, Tv b, VX, X, PIABLOE MUEICHT A a I F 2T OIERERSER (f)
1% 0.0341, 0.0308, 0.0334, 0.0332, 0.0479 BL110.0192 ThHo7-, b MLFET LTI R5WN
2 oy - R VB ISR T A X a3 F =7 D £,130.073 BLTV0.129 TH -7,

4.4.2. O-i A FAAREY (PF-05199265)
&5 PP-05199265 [ 175733, Pr-00209804 [ 102128, %% 2656

ZaIF=T O O-PATF L TH S PF-05199265 DT v b, A XLV MIIEE BRI 5
B RSS2 % 100 ng/mL~1000 ng/mL O E TYHENTIEZ H O TR L7 (S EE S
Pr-05199265 [ 175733) . %7, PF-05199265 & v F oo ke BBk B E AL AR
% 912 ng/mL DL TPMBEHTEZ AV TR L7z G 5% 5 PE-00299804 [ 102128).

Bt LIZBEICRBWT, 7y b, UHF, 4 XBILOt MUEIZR % PF-05199265 @ f, (X9
nH 001 R Tho7=, 2B, ATATIONS RER CEHE L= a I F =7 5% MiEs Hun
T PF-05199265 @ f, Z#liL7=& = 4, 0.00011 & b L7z in vitro 3Bk & FIAR ICIKAE 27~ L7,

4.5. MERBAT
HRAEEI T 764-04409, B 2.6.5.8

VTR, Ty bk, AX, PABIOE ho2MEHNT, ¥aIF=7DiMmEBEIT% 500 ng/mL
TR L7z,

~UA, Ty b, AX, PABIOE hOMmRAMSEFRE L (CY/C,) IEZFNEI 1.75, 1.57, 1.50,
191 BEU1.08 THY, FaIF=71Ft F CIIRMEKE MFIIEIEE DAL, thoBhyi
TIIRMERIZRORL S 3T 5 Z LR ENT,

4.6. IR T v MTRIT 3 pR@iatt

H a3 F =T ORRESEERIEIC OV TG L TV AW, Ty hERAWEE - JRIERAEICET S
AR, BAEFEEE U TUREEERDPRO L (26.6.625H) , ¥aIF=7FiT%
OB PR Z IR T DA REENREZE X bz, ZOZ b, IRMACE () 12T HEREFO
BB T 22 AT L TR0 O T, s XAFEEIR LTV D AIREMED & 5 eMEIC i, TR
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FoOFRENERMEE EED SN DERICORKET 2 L, R G TR G T B EIT.
ARG L DIBIRA~D Y R 7 IZOWTEEFICHRAT A L, | LEEREZITo TS,
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5. R

5.1. In vivo

5’:1 F =7 @ invivo IZBIT DRI HON T, BERBRTHWE8WRE (7> K, 4 X) BXWY

_Wq&:\%%7%a@ﬁm&ﬁ%®é%ﬁﬂ%%mfﬂmbtoﬁzi%:ﬁwi@@
m%ﬁ%ﬁ%@,omx%wm,#%fuyit@7l:»%(%6w@%m%&%m)@@m
BIOERY DU (13T OB ICBIT52BILTH 72, ERMARKIXo, p-REFn
T REGOITNETAAAETHY, TOBMEIT LV REMRD T AT A AaG R~ & 25
7z (Figure2) .

7w b, A XBELOE FoMmsEd e b TN TR b T OHEE RIS 72 b ONTHEE
REHR I % Figure 3 72 & N Figure 4 127”7

Figure2. ¥ aIF=7DORMEM

Glutathione conjugation with subsequent rff_""f’ff"i’;
= N A Vi< hAaga nas
cleavage of the glutathione moiety e
M2, pE, M14 MI5 yd
r'd
AN \\
A /\\\/
- \\‘ HN cl
| N /1\/ >
L' ) °
S -~
e
Oxidation
M6, M8, M9, M10, M11, ©-Desmethylation
M12, M16, M17, M19, M20 M1g (PR-05195285

511. 7y b
a7 2 DM20J00299804-039 Amendment, % 2.6.5.9-A

W I D BERILE F5 L OMEAE B = = — LA A Sprague-Dawley 7 > MZ['*C]% =2 2 F=7% 5 mg/kg
(#) 40 uCi) THEREAFKEG Lz & omE, IR, #i KO RE E o8 LT,

HALE S v MI[MCIF a I F o7 2 HEROEE L2 & X, BEREO EAdRRKII#ET TH Y
(T 5-ED 92.2%, MET 96.8%) , IR HFHEHHIMET 2.90%, T 2.62% TH-7-, JHE N =2—
LA T v MTBWT, HEED AR Rt I 0E T 20.8%, HET 23.5% CTH -7 (2.6.4.6.1 1H)

HEQLE Z > b O Mg TR S - BEAR[MC1F a2 I F=THERDIIREETH Y, H5%
12 B £ T o RE DT 67.4%, MET 35.1%% S 7o, MERHERED 5% B2 5
FEREWE LT, M2 CREIMEDT AT A AaEK) , 7ua~ NI A ETHBESR D
7= M4 OKEBILIED 7 v 7 o U RAIR) & M5 CGREUIED 7 V2 F A ek ORE

M6 UKERiLEa Y Y 1K) , M9 (A% Y ENY PUR) BIUMIO (BVRERIR) 23588
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DAV, ZOBICHENR Lzt M oms (5% S PF00299804 [ 1835300 (<m0
T, MI8 (O-fii X F /LK, PF-05199265) 1MI0 &7~ 7T A ETHEESH T RhoT-Z
DV LTz, B&FENE L7 ¥ 2 I F =7 & 5% O AT PF-05199265 (R4 % & & L - BRICE
VT, PF-05199265 @ AUC, IZRZE(VARD 0.18 f5~026 5 TH D Z L VR ENT=(2.6.4.3.2.1TH),

HEALE T > b OFBP TIIRBIEN FEAR[MCIF a2 I F=THEESTH Y, HETHREED
43.0%, MET 52.9%% iz, HEED 5% Ea2 oz B & LT, M15 CRELIKRD =1
BUBRAE) , MI0 MI8 b EENTWMEEMESH V) BLOM2 BRD DLz, T DI
M6, M9 72 5 TNZ M9 DKERILIATH 5 M16 38 L O M17 72 EEEDOE IR S =080
NHLEEGED 4.5%KETH o712,

HALE T v N ORFTIIRBILAEN FER[MCIF a I F=T RS TH Y, ETHEREED 1.5%,
HET 1.1%% 572, RPN SEIES N IZREICHKEGED 1% 2B 25 DI 7enoTz,

JRAE ) =2 — LARAT v Ry HEE L 72 BEV T Tt M4 3 8 [MC)1 &7 2 S F =7 HSkp 2y T,
HETEGED 6.1%, T 63%% 57, REMIKIZHETRGED 1.7%, T 2.5%% 5D, D
ffiz M2, M5, M6, M9, M10, M16 B LU MI17 72 EEEDORBEMNRED SN0 bEs
D 3.2%Al Th o7,

L EDFERNS, Ty MI[MClF a I F =7 205 L L 2o RERgamiels L0y
NETFFAGETH D Z ENRae, FERBLIREREEIL, Ol ATk, 7= =/LERDIK
b7e b N Y VU (ERITZF OB OKBIEB L OB T v b Thy, ik
AR Xo, B-RAEFNT X R D7 NV E F A A Th -T2,

5.1.2. 4 X
it 2% 5 DM20JJ00299804-038 Amendment, 1% 2.6.5.9-B

MERED BEALE B L OIE I = 2 — LA E—2Z LV RIC[MCIF 2 2 F=7 % 1 mgkg (K 200 pCi)
THER ARG Lz L & oMl R, #El X ORETPRRE Z 58 L,

HEALE A XIZ[MCIF a2 I F =72 HER OGS L2 & X, RO B PRk ITET TH Y
(HECTHe 5B 88.9%, MET 82.3%) , FRPHEMEIIMET 2.73%, MET 5.90% T 7=, IHEH =2 —
LARAA XIZBWT, REDREH X4 T 9.08%, MET 2.64% Toh-7- (2.6.4.62TH) |

HEALIE A X O MSE T TR S FEAR[MC1F = I F = T HRS TR E bR L OYMI0 (v
RUBRK) Th, TNENHKE5% 12 B £ To MR BENEDLET 29.6%, T 54.8%F% LY
BT 60.6%, MET29.9%% 57, TORIZEM LI MUEHPOKRE (REEES
pF-00299804_ [ 183530) 1235\ T, MI8 (O-BiA FLfk, PF-05199265) 13 M10 & [IHHIC
EH ST\ Z E B UTe, B&FENM L7 ¥ 2 F =7 5% O MmBEF PF-05199265 &% %
i L7 3RBRIZIBUV T, PF-05199265 D AUCy lZARZALIRD 1.5 fF~19FTh i 2 LRI

(2.6.43231H) Z LD, MI0 & MIS BREENTZRTOKE/FIEIMIS THDH Z EIRIBS L
oo TOMOREHE LT M3 (B v FAKERLAE) , M6 OKEgfbeEr U Y/ 14K , M8 (E
NRUDUBEDON-AF Y RMEK) BEIOMI2 (BXU PUBOKIBILIKR) 72 EEBEORHIZED
SNENOTH LG5 12 B £ TO MR HEEED 3.2% K0l Tdh - 7=,
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HEALIE A X DOFEPTIEMI0 & MI8 DIRAY), MI2 B X ORE(MEN EEAR[MCIF 2 F =T H
KR THY, TNENEGEORET 23.5%, MET 19.2%, #ET 16.3%, MET 18.1%8 L OVET
12.9%, MET13.1%% 57, &5 8O 5% L2 507 EREWE LT, M2 CRE(LIKD Y 2
TAUREIER) , ZJu~x 7T A ETHEESNRR o= M3 & M1 (RE_U D UBRR) DRSS
¥, M13 (ZIKEB(LIR) BEOIMI4 CREIED A7 7 MBI AR) 338 bl

HERLE A X DR TIERZIAR FER[MCIF aIF =T Hkl Oy Th Y, HETHRERED 1.4%,
T 3.6%% 507, RIS EILSH-REDICRGED 1% & B2 5 DI T,

JEAE 7 = 2 — LARAA X B L 72 B o2 [MCl14 = S F = 7 HRRY & L TRZ(RIE M8,
MI0 MI8 b EENTWAREMEH V) BLOMI2 R ENRD NN TR L EED 5.4%
R TH o7,

LI EDFERNS, 4 XIZ[MCIF aIF =T 2R OKE L- L &0 RERRK TR L0
T FAETH D EDNRENT, ERBIEOREREIL, O-ix T b, ©XY VU (F
72132 OBEBEEAL) DKER(E, N-AF 3 FMEB L OB T L3 Ab7: BTN 7 = = VB D KER{L T
HY, EtnSREKITa, p-AEEMT X REOO I NVEF A LB ThH o7,

513.e b
%5 PP-00299804 [ 183530, miziz 2.65.0-C

HME AEEE BB E I [MC)1Z 2 2 F =7 45 mg (§9 100 pCi) Z WA OG- L7- & & o,
PRI KOG & i LT,

[MC1Fa3IF=T%t MIROBE LIz L &, BEREDRTHRIIHREED 3.18% TH Y, #
HHEEIT 78.8% Th o7 (2.6.4.63 1) |

b MAEF OB S FEAR[MC)F 3 I F = T HER IR EIATH Y, 5% 120 B E
TOIMAEFHEHBED 39%% (577, EREMIT O-Ii A F LK (PF-05199265, M18) Th v MiE
HRETBED 16%% 587~

t FEFTIIRZMEBIOMI N EERFX aI T =T HEEZTHY, VTILHEEGED 20%
ZEDZ, M2 (REIKRO T AT A4 ABEIER) BEOMT (—B(LREW) 1%, ThEh#h &
D 9.5%F LV 5.1%% 5T, FEMEYHICHEIZRD ST OMOMREIIMI (4% B
UUUAR) , MI0 (VR CERIR) , MI9 CRE LR D =B bAGHY) B8 L OM20 CRE{EIED
TG THY, WITNLEERED 2% TH o7,

t MRPTIIRZIAEBLIOM, N F aIF =T HERSE L TR SN, RPICEN S
HaIF=TICHERIIEEED 1% %2 B2 5 DI,

LI EDOFRERNS, b MI[MCIF a3 F =7 2R 0O0KE L- L 2022 REHRK T L0
BF A ANETHD ZENRENT, ERBEIIREREL, O-BAF L, TV U E0
7 = )VE (B DUWVIEE DBEBEERAL) OKERILB LR DU (F 72132 ORI DK
B THY, FREAREIXa, B-Raf7 I RO 7 V2 F A a5 Th o7,
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5.1.4. & b LEWIO KRB O L

I S 0D Jifs PR R Ky OV R 58 A FR R 3 0D 72 6D D FE R AR 22 MR BR oD E il W CT D A

K AZONWT ] T, REWOREEFTHEOLEMEIZ ST, e hTHLNTREY %2 I
RERER CRHE ST D L ENH D DX, OB OERR TORREN, H5EMIZHEET T
OWEDRFEED 10% B2, 7o, & MBI Z&EEN R CORAKERZERLY LIS
MIZENGEDOHRTHD] ESNTEY, KRUA X AD QA IZBWT, [EW)TOREBEEN
t R TALNTEREEODRL &L 50%LL EHIVE, —f&ic, R OFEEORE ST I+
RENTWEEEZLND] EFENTWVD, b MI[MCIFaIF =7 45mg ZHERRO&KE L
7o & ZICMAERITR D Z L AONTDOIXREETH Y (MAFEHBHFEED 39%) , EREHE L
TIX O A FIARTH D MI8 358 b, MAEFHHBED 16%% HdTz, ¥aIF=T%T v
B L O X G% O MAEH PF-05199265 IR % E & L 72 38R I35 T, PF-05199265 @ AUC,4
IERZEMARD 018 5~1.9(FTH D Z LRSI (264321 HBEIW2643235H) , 21 b
DUNR—ETHDHERELT, 7y hBILOS X &AW =EKERSGFHERBRICEIT 5
PF-05199265 DI &% RfEH 572 (Table6) . TOFR, 7 FBILUA XOHEmHRICET
% AUCy, IXZVE 41 216 ngsh/mL~1350 ngeh/mL 35 J T 585 ngeh/mL~2260 ng*h/mL & & R IZERIK
HEZXERS Lz L XOFERETH 5 141 ngeh/mL % E[R[-> Tz,

PIlE®D X 912, PF-05199265 @t MIAEF O EMRBHHMILT v P B L O XofEFRICE 0 8&fF
fELTCEY, PF-05199265 DZZEVEFHHIL T v 3B X O X OFMERBRIZ B W Ciliy)c FEi < v
TWb EEZ LT,

Table 6. #aIF=F%2&E5%D PF-05199265 IREE O b b L EMRE DB

B () RE ®REE RELED PF-05199265 D PF-05199265 0

(mg/kg/H) AUC"(ngsh/mL) AUC’(ngeh/mL) AUC?"(ngeh/mL)
Z7 vk (M) 3 HH 1 365 NA 66.5
vk (M+F) 1% A 0.5° 68.9 12.4 NA
vk (M+F) 1% A 54 3460 623 NA
vk (M+F) 1% A 20/10° 7500 1350 NA
Zv b (M+F) 6 % AT 0.5 303 54.5 NA
Zv b (M+F) 6 % A 2° 1200 216 NA
4 X (M) 3 HH 0.1 24.8 NA 473
A X (M+F) 1 » AR’ 0.3 46.5 88.4 NA
A X (M+F) 1 » AR’ 3ef 1190 2260 NA
A X (M+F) 9 » A 0.1° 24.5 46.6 NA
A X (M+F) 9 % HIH 1ef 308 585 NA
t k A7471042 0.64° 1818 NA 141

HNSTD: EEZRBMENEI LW KIRE& ; F: i ; M: B ; NA: 3%2472 L ; NOAEL: &L ; STDI10: it
REMW D 10%ICEE 2B EN BRI T 255

a. SEHIE

b. RELED AUC & 3 HFRER CORE(MA & PF-05199265 O FEH| AUC HO ks b H

c. %D NOAEL

d. 15 AmsEs [ 273011 Brove » A sy <o stpio

e. BkBROKE R

£1»Amss [Jeroos) srovo»Amzs @32 <o HNSTD

g 45mg (KE% 70kg L35 & 0.64 mg/kg)
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5.2. In vitro

T b, 4R, FABLOE FOFFI 70V —AR5NTT v bB LU FIFHIEZ AW 721C]
K23 F =70 invitro RaBR A £ Uiz, £z, BAAIEHI e MZ[MC1¥ 239 =7 45mg
ZEERORE L & EOTFERPFREO D> ThoTeZ e n, ¥aIF=7ORFHNHET
% CYP o3 T-FEZ [RE T 5 72O O in vitro REHTFEER 2 320 L 7=,

52.1. fFX 7 v Y — 2B L OFFMIEEZ AV 72 in vitro fRUEH
%5 DM20JJ00299804-035, DM2off00299804-036, EZE 2.6.5.10, 2.6.5.11-D

[M"C1#=a3F=7 Q0umollL) 2T v b, 4 X, ¥ALBIVOt FOfFI 7 a Y —Lh (REEES
DM20J00299804-035) 72 N [MC]I# = I F =7 (10 pmol/L) & T » ML F DT (G
i3 53 DM20JJ00299804-036) &1 Lk 2 — |k LTH 3 I F =T invitro RISV TH
A L7ze ZTH B invitro fREIFER TR &N 7o EIW OHEE L 72 b ONTHEE R &
Figure 5 IZ7R,

HFaIF=7Fe MFI 7 Vy—AhTiEb T 0 RE SN T REMKROBD DTN TH -T2
2, M8 (BN P UBDON-AFL RMMK) BLOERY DUBEOMT 2 /e Fhnick < gk
EVARKTZ M6 Okigfbe r U2 qR) OERPIRBD LN, ZRLHORBEWIZT v, 4 X
BLOV LI 78 Y —AHFTHROLN, A XBLOPUZEBWTIEIM3 (L7 > FKEEL
) HAER L,

bt RAFHfRE DA v F 2= 3 BT EH M8 B LU M6 AN b, FbIZiz
TM9 (X ERY T UAK) |, M2 CREILED VAT A U HE1K) BELOIM3 A 67z,

5.2.2. KRB 535 CYP 2 FREOFE

s 2745 PF-00299804 [ 175542, Pr-00299804 | 193914,
PF-00299804 [ 094057, ##%= 26510

tMFI7 Y —ABXUE FCYPEILRI 7 2 Y —A(CYPIA2, CYP2A6, CYP2B6, CYP2CS,
CYP2C9, CYP2C19, CYP2D6, CYP2E1, CYP2J2, CYP3A4 I3 LN CYP3AS) #HWTH = IF
=7 OBALRENCBE 525 CYP o A MET LT, REMKROBAIZINZ, & MifEROE
R Tod 5 PF-05199265 OAERICE G350 TREICOW TG LTz, 7ok, B MNFI /7y —
LR TORBAGKRDB NI DTN TH o722 05, BB ST FREIZEL LT
R CYP RHURREH 2 AV 723 L 0 E L (s 8% 5 PF-00299804 [ 175542 .
F£72, CYP3A4Z XV /AERTAREHICHONWTE FCYPRERZRI 70 Y —2 & HWTHHME L 72
(it 875 5 PF-00299804 [ 094057) .

M L 724 CYP 20 FFED 9 5, CYP3A4 33 LN CYP2I2 12 & » TOARREACAEDT A NGB S
77 PF-05199265 DA AFEEE L L=54E, CYP2C9 B LN CYP2D6 N2 DA kICEE+ 2% Z &
DRSNTZ, F£72, CYP3A4 I FOEFIZRD HLTZ M9 (AF Y ERY DUAK) |, MI10 (7
VR VERIR) BEXOIM20 CREALIRD B LACHE) OAERRICEE T2 Z LR Eni-,

PF-05199265 DAEFKSIZONWT, & MFIZ7 v Y —2B LU F CYP RERI 72 Y —2%
WTE bR Lz (s 5 PF-00299804 [ 193914 . c bz ey —2
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ZHWTZRER DS, PF-05199265 O ARZIZHT CYP2D6 1E Ky 5 0.0637 umol/L & i fntt:,
CYP2C9 1% K, i 75.0 pmol/L & {XEHFatE 2 R~ Z L AVRIB STz, £72, & F CYP2D6 ZBLA
71— A TIEKnfE0.0586 umol/L & & FFI 7Y —AZHWe & X LIZIE—H LR ER
L7z, CYP2D6 DTSRRI K L TSt b (CYP2D6*4/%4) DOAFI 7 1Y —HZBIT5D
PF-05199265 A% CLiy 13 0.0295 uL/min/mg &, {EKEFMED CYP2C9 (0.0719 pL/min/mg) & it
VMETH -7,

L EOFERD S, PF-05199265 OARGIZIZIEE LT CYP2D6 235 L, CYP2C9 LR 452 &
MR E iz,

Figure5. v b, A X, YVBLCE FOFIZ ey —ARbWNZT v FBLXUE FiFHR
BT B F aIF=T OHERBRE

HLM, DLM, RLM, MLM
Rheps, HHeps
o~ F
M6 Dacomitinib
HLM, DLM, RLM, MLM
Rheps, HHeps / l
~_F

Rheps, HHeps
o~ F COH
1 - I +°\//0—\J’ “oH
H HNJ’EV “cl Ho’\[orl

e N
SRENOw:

[o]

| RLM Rat Liver Microsomes

M4 DLM Dog Liver Microsomes Rhep Rat Hepatocytes
Rheps HLM Human Liver Microsomes Hhep Human Hepatocytes
MLM Monkey Liver Microsomes
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6. B
6.1. 7 v b
it 2% 5 DM20JJ00299804-039 Amendment, B 2.6.5.13-A, 2.6.5.14

I D BEQLE F5 L OMIEAE B = = — L4 A Sprague-Dawley 7 > MI['C]1# =2 2 F=7% 5 mg/kg
(%940 pCi) THERIFEOESG L, OO Z BEt Lz,

MEREREALIE 5 o MIC[MC1F 2 S F=7 2B O&G L, #5651 168 Bl £ THtY (RB XV
HH) ZERELL7- & = ORRERIIGEIX, HECTHRGED 95.1%, HET 99.5% Th o7, FSEED
TR IR PR T, TR G R D 92.2%, MET 96.8% 3 EIN Sz, FRIHEIRIT,
TEEED 2.90%, MET2.62%Th-oT-, HETHE G4 48 FFfH], HET 72 Fef] £ CloH G ED
80%LL_E AN S 7,

JAE S =2 — LA T v MI[UC1¥ a I F =T R HER A5 Uiz & & OF5-1% 48 B £ To
BRI~ O REDRMERIT, ETHRGED 20.8%, HET 23.5%Th -7,
6.2. 4 X

5 2% 5 DM20JJJ00299804-038 Amendment, %% 2.6.5.13-B, 2.6.5.14

MERE D AL 5 L OWHE ) = 2 — LA E— 7 A RIZ[MCIF 2 I F =7 % 1 mgkg (K9 200 uCi)
THLERRO#& G L, BEHREOHRM 2 /Gt LT,

A XZMC)F a2 I F =T R HERR OGS L, $#5% 168 B £ THEY (RI L OEE) Z2HRE
L7= & & OBSTRERINERIE, HET 91.6%, HET 88.2% Td -7, MUEHAED LEEHEME IR I T Tk
T, TG ED 88.9%, MET 823%MN ML STz, RPHEIERIL, HECTRE5ED 2.73%, M
T 5.90%Td o 7=, HETEE1% 72 FRR, Mt T 96 R £ TITHEEHUEHED 80%LL EsHEmE X7~

JREEH = 2 — LI AA XIZ[MC1F a3 F =7 2 AR O# G L7 & & 0 5% 48 il £ TR
HHA~ORETREREM R IL, HETHREGED 9.08%, MET2.64%TH o7,
63.t b

L EFE A7471020, HEEF 2.6.5.13-C

HRE A AERE BB ER I [MCI¥ 2 2 F =7 45mg (§9 100 pCi) #HER OGS L%, BES
AT [HIRR Tl R 5-1% 552 FRf] & Tk L OUREEI 28I L, fUme DR 2 /it L7,

bt MBI D RESTRERI R IT R GED 82.0% Th ¥, JRAEIRIIE G ED 3.18%, kit
KL 788% Th-oT2, ZDZEMB, BTV AR—X—Th5 OATI, OAT3 BL N OCT2 D

HaAIF2THERA~DFHFIINSNWEEZ LN, XaITF=TRINED R T U AR—F—DH
B L7 D AlHEMEIC O W C ORI SEE L 72 v o 72,

6.4. Tkt

ICH S9 HUEM RS O IEFERFAIC T2 0 A R T4 v | ICBT 2 ERISEE () 2B\ T,
FERERRBRIC B W T B L OB TR 21T 5 LEITFFIC W E DRI RENTED,
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ICHS9 N SNAEEIOHFEICBWTH a I F =7 OAHBITHELZ MM+ 2 ER IR E
2122 05, ZOFHFPEEC OV TR 2 72D OFERERRBR 1355056 L T 72w, —fRICEE
WO FHEMNZIE pH 3Ed 72 I EE S B RSB L OEEY) R T U AR — X — &4 L2 6
Bt B G L, AiE I IIRANE, pKa, MAEEEREEGE, o1&k EEY ORI LEE
WX VBE S, $REBEITZBCRP 2 EDHY) R T v AR—4—n85 L, HgrofEZEO—K &
HEEZLNTNAL ¥aIF=7ZBCRP DB L7252 ¢ (2.6433.11H) , Zoi L
M [pH7.4 12817 % LogD : 4.2, pKa:5.03 8L 10846 (2.3.8.11H) , t bt coIEf
B 00192 (2.6.4.44.1 TH) , 5F8 :469.94] 2 EET DL, XaIF=7 WAt HE
MENDAREMAZRETH LT TERNEEZ NS,

UEDZ &ph, MNCE () (T IRAFOLECE, #zhibsEs2 e, [Fhlot
M A~OBATIIAHATH D, 1 | EEEMRELZIT-> T 5,
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7. BB RBENEMREIER

A aIF =70 CYP 0+, UGT 0B LOSY 7 v AR—2 —ZJr LT EER %
5l X 2 AMREMEIC SV TCin vitro THEFTL7Z, £72, b MI[MC1¥ 22 F =7 45 mg % Hi[AFE
A5 L7z & &b 2R E LT O-AFIUETH D MI8 (PF-05199265) 7315 ekt
BED 16%i8 b= Z EnD (2.6.45.1.3 IH) , PF-05199265 7% CYP 4y {-fi % [ E 3 5 Al eI
DNTHIRFT LT, ZOBRDOMFHIBWNT, @BEFEHERE XY 2 IF =7 45mg Z R G L- L
& D PF-05199265 & # 2 X F =7 D AUCin DIIE 023~0.52 THoT-DITH L, BEICHF aIF
=7 45mg & [EEG LTz & & D PF-05199265 & % 2 X F =7 D AUCy, DL 0.08 &, KEHK

HIZ LD REBIGIRICH T A NMREE R L2 & (2.7.23.41H) , PF-05199265 3 CYP LIsk
DODRFFER B LI - 7 v AR — 52—~ RIFT B OV TR 5 72 @ in vitro 7R ILHE

Jiti U720 7=,

7.1. CYP [
711 FaIF=7
w22 PF-00299804 [ 110233, E% 265024, 265.15E, 265.15F

t MFI 7 e Y —ABLU0% CYP 4 R 0 — 7 WE 2 HWT, 7D CYP 7 FHEIC
KT LHLaIF=TORWLEELZTM L7, RN —T7HRELE LT, 7o)k F

(CYP1A2) , Bupropion (CYP2B6) , Amodiaquine (CYP2C8) , 7 u~”7 =7 > 7 (CYP2CY) ,
S-A7x= kA2 (CYP2C19),TF A hr X h)L7 7 (CYP2D6), 7 A h A7 11> (CYP3A4/5),
IHZY T L (CYP3A4/5) BLIO 7 zu vy (CYP3A4/S) MW, &7 u—7HWEA2 ¥ a3
F=7" (0.095 pmol/L~30 umol/L) 3 X O'NADPH f#7E FIZB W Tt MFI 7 v Y —AfTA >
Fa— b L7, ¥ a I F =735l L7 IR IC 35T CYP1A2, CYP2B6, CYP2C8, CYP2C9,
CYP2C19 B LN CYP3A4/5 (7 A b AT 1 6B-/KER(LIENE, &Y T A UKERbIGME) ZBHE
Y, S0%PHEREE (ICsofE) 1% 30 umol/L 8 (Kifi & LT 15 umol/L #8) T ->727%, CYP2D6
BELCYP3A4/S (7 =1 ¥ B UMBAKRFBIENE) (2% L TIEZEIE I ICso fH 0.063 pmol/L 35 LY
16 pmol/L (K fif & L CZHZ4 0.032 pmol/L 3 X OV 8 pmol/L) TrI WL EREZ /R LT- (%
#2.6.5.12-A) .

t MFI 7Y —0%HWT, #a3IF =70 CYP %+ (CYPIA2, CYP2B6, CYP2CS8, CYP2C9,
CYP2C19, CYP2D6 3L TN CYP3A4/5%) (Zxtd 2 WK IR EMERIZ DWW CEME L 72, #2
F =7 (300 umol/L, CYP2D6 Cl¥ 0.217 umol/L) |Z NADPH fF7E F T30 /37 LA > F =2 ~X—
varLTh, ML= o CYP /3 FHEICxH L C o R FRIRERE 2 R S o7z (i

P 2.6.5.12-A)

b MIXaIF=7 45mg% 1 B 1 [BIREHRS L7 EOEFIREICEIT D Cha 13 89.34 ng/mL
(0.19 pmol/L, FEFEGALE LT 0.0036 umol/L) ToH 5 (2.7.2.2.2.6.6 1) , Lk L7z in vitro R

THEOLNTCERRICES &, RIRER LOIER/REGIIREOW T E WG AIZS, CYPLA2,

CYP2B6, CYP2C8, CYP2C9, CYP2C19 L (X CYP3A4/5 #[HET 2 AlfethidRn e E 2 bt

CTARAT B 6B KBRS KON XV T A U KRERIE M & FE AT
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2%, CYP2D6 Z[HE T L wfRetEm S e (BE¥E# 2.6.5.15-E B LU0 2.6.5.15-F) , ERRFAERIZIS

W, R E IC X a I F =7 L CYP2D6 DIEE THLT XA M A M7 7 2GS L

T2EZA, TXARBARLT 7 2D Cpae B E OV AUC 4 1ZZZH 874%35 TN 855%H8 N L 7=
(2722233 1H) ,

7.1.2. PF-05199265
g o7, ##% 265128, 265156, 2.65.15-H

v MFI 78y —A2BXO0% CYP 7 FRFFRY 7 o —7 HE 2 H\WT, 7FED CYP 4
9% PF-05199265 O a3 ERE A FLAf L 7=, BRMN 7o —T7HELE LT, 7=FkF
(CYP1A2) , Bupropion (CYP2B6) , /327 U Z %+ L (CYP2C8) , ¥ 717 =F v~ (CYP2CY) ,
S-A 7= FA L (CYP2C19), TF A bz X h)L7 7 (CYP2D6), 7 A kA7 11 (CYP3A4/5),
I XYV T L (CYP3A4/5) BLXO=7 =Yt (CYP3A4/5) MW, &7 n—7 g%,
PF-05199265 (0.025 umol/L~25 umol/L) ¥ X O NADPH f#/E FiZBW\ Tkt MFI 7 ey —LAHT
A Fa— b L7, PF-05199265 (FaHli L 7= B IZ 3V T CYP2C19 ZFR< W iLd CYP
Oy FFE S PLEST, S0%PHEMRME (ICsfl) (%25 umol/L # (KifE & LT 12.5 umol/L #) ToHh -
7273, CYP2C19 {1Zxf L CTIid ICso fi 9.2 umol/L (K{fE & LT 4.6 umol/L) THWAJFHEREZ R~ LT=
(H225% 2.6.5.12-B) .

t MIFR 7 0 Y —2A% MW, PF-05199265 0 CYP 45 FFEIZ %69 B M) (R AFA PHE
B X OYNADPH (& A7) /E A2 CREA L 7=, PF-05199265 (0.025 pmol/L~25 umol/L) % NADPH
FAETERIIIEFETTI0 0T LA v Fa—2 5 LTH CYP2D6 &< 3l L7\ Th
D CYP 53 FREIZx LT HCHHRTEILERE 2 7R & 720> > 7253, NADPH 17/ F T30 0l 7 LA v
FaX—TarLicE A, CYP2D6 IZxFT HIHEIX 2% F L7z (B2 2.6.5.12-B) ,

t M aIF=7 45mg%x 1 A 1 EIERE LZ & & OEFIRIEIZEIT D PF-05199265 @ Cax
1% 6.58 ng/mL (0.014 pmol/L, FEFEAHLE LT 0.00014 umol/L AKfii) ThH D (2.7.2.2.2.6.6 1H) |
ik U7z in vitro 5BR CTIE O NGRS < &, BIBEB X OIEREEREOWTE HW -
BAICH, CYPIA2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 ¥ L X CYP3A4/5 % 7]
WP E T 5 ATRBtEI IRV & B 2 v (K 2.6.5.15-G B L 11 2.6.5.15-H) , ERARRERIC
BT, @EHEBREICA aIF =T L CYP2D6 DRRE THHTFA b X M7 7 o 20 HEE
L72EZ A, THRARBARLT 7 2D Chay B & OV AUC o 1T Z FLZE I 874%33 TN 855% 4N L
72 (2.7.2223.3IH) 7%, PF-05199265 |Z L 2 W MEAFHIBHE © a5 LR E B 2 b
Do

7.2. UGT FB#H
%7 PF 00299804 [ 085741, i # 265.12-C, 265151, 26515

tMIFR 70 Y —AZ2HNWT, 2% 7 MiET VT S UTEE T £ 7I3IEEE T C UGT 4y FFEI %t
TAHXAIF =T OREREMEL-, FFRANTe—T7EE LT, B-=A T UF—L
(UGT1A1) , U 74 a7 (UGT1A4) , 5-8 Fuexv ~U 7 74—/ (UGTIAS6) ,
7uR7 4—/ (UGTIA9) , ¥ K7 v (UGT2B7) BLOAFHE XA (UGT2B15) % Hw
72o 2% VIET VT IV OIEFE T TIE, ¥ 2IF =7 (1 umol/L~100 umol/L) X UGTIA6
B I OUGTIA IZxT 2 Al Wil EMEA 21T & A ER &7 o 7253, UGT1AL, UGT1A4, UGT2B7

PFIZER CONFIDENTIAL
Page 31



HalF=7
2.6.4 FWEHAEFER DHEEE ST

B L ONUGT2BI5 (Z#]9 D ICso fHIZZEH 2.1, 24, 38 BL U 38 umol/L TH-72, 2%V 1M
BTNV TIVOFETTIE, #2IF=7 (1 umol/L~100 pmol/L, UGT2B15 ®# 6 pmol/L~
300 umol/L) I% UGT1A4, UGT1A6 £ X O'UGTIA9 (Zxt 3 2 Al EMERH 213 & A LR & 7eino
7273, UGT1A1, UGT2B7 ¥ X TN UGT2B15 (Z%}7 % ICso EIXZ 41241 3.2, 99 3 L TF 204 pmol/L
BRI L LTENEHN 099, 31 BLO63 umol/L?) Th-o7= (%S 2.6.5.12-C) .

t M aIF=7 45mg & 1 A 1EIKERE LTz & X OEFIREIZEBIT D Cha (3 89.34 ng/mL

(0.19 umol/L, FEFEAM & LT 0.0036 pmol/L) TV, LIk L7z in vitro 3R T B AL7Z BURE IS
O L, RIBEZHAWSAIZIZY 2 I F =70 UGTIAL 2% 2 mEEMEA R = a (B
W 2.6.5.15-1) , IEFESBUREZ W58 25 O UGT 4 TR 2 BHE 3 2 "lRetE gy
EEZ bV (BB 2.6.5.15-))

7.3. CYP ik
it 2% 5 PF-00299804 [ 090224, #z% 265120

3oy FOBFEE MIFIZ VW T, CYPLA2, CYP2B6 3 LN CYP3A4 O mRNA FEH % 7= (3%
FIEPEICHRTT 5 % 2 2 F =7 OFERES 0.03 pmol/L~10 umol/L O #iFH CTHEAR L7z, BEtExig &
L C CYPIA2 (ZixA A 7 F ' —)L (30 pmol/L) , CYP2B6 (2%~ = / /3L E X —)L (750 pmol/L) ,
CYP3A4 21XV 77> (10 umol/L) MW=, 3 7y hOFMEOWTICBWTH X 2
2 F=71F 3 umol/L (70%LA DA AAT L@l E) £ T2 b D4 D mRNA FHE
K OWERIEE 2758 Lo 72,

E MIFaIF=7 45mg%h 1 H 1 RIRKEHRG L& EOEFIRBICEIT D Chax 13 89.34 ng/mL
(0.19 pmol/L, FEAESE! L LT 0.0036 pmol/L) T o743, Eik L7z in vitro sBRIZIS N TH =
I TF=TIIIERE B Coax D 50 f% (0.18 pmol/L) LA ETH 2 3 pmol/L F TWT D53 FFRIZ 3T
LTHHEMENZ RS T, MR THESNDOREDF 2 IF =77 CYPIA2, CYP2B6 B LU}

CYP3A4 27584 5 AlietEl TRV & B 2 b7,

74. 8TV AR—Z—%N LI RYMHEIER
7.4.1. LB b 7 2R — & —[HE
s 87 5 PF-00299804 [ 162053, k394 W% 265158, 2.65.15-C, 265.15D

P T U AR = =12 T 5 ¥ 2 I F =7 OAFERE% in vitro s R TR L7z, P-gp o4
PREBLOBESRE LTENENLY TR (12umol/L) BELOr ha)F >y —v

(0.2 pmol/L~50 pmol/L) % FH\ T, Caco-2 fifeiZds1F 5 P-gp 21 L7y I o Vilgiklzxt 7 5
ZaIF=7 (0.2 umol/L~30 umol/L) DEEERF L7z (HiEEES
PF-00299804 [ 162953) . =7, BCRP oI E 35 K OB & L T2 H]
77 (1pmol/L) X MKol34 (1 umol/L) % FV T, BCRP % %8 & t7= MDCKII #ilfE

L2% U VT VT I UHRICRBIT A F a I F =T OIERKERSE 031
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WZBITAPHI T T Y v kit 5 4 a2 I F =7 (0.1 pmol/L~100 umol/L) D54 fgt L=
s a7 [ Rsos .

FaIF=TEPgp AN LI TX LU BLOBCRP 24 LIZ[PH] 7 T V' ¥ v ORIk %
FERTFRIICBRE L, ICsEIZZFNZH 7.74 pmol/L 8 L V0.5 pmol/L THh -7z, Z OB THW
7o aX U OEEREIT KX VST E L, P-gp BLOBCRP IZHT % K fEIZZENE
AU 7.74 pmol/L 35 X TN 0.25 pmol/L & RAES b7z (% 2.6.5.15-B) .

EER CHE SN D LB HIRE (45 mg/250 mL = 383 umol/L) (Z#H5< &, ¥ aIF =77 P-gp
FBELOBCRP ZHET D AMEMENE 2 v (2K 2.6.5.15-C B3 L1 2.6.5.15-D) . 728, b
MZFaIF=7 45mg% 1 B 1 BIEREG L L ZOEFIREIZEIT S Cmax (0.19 pmol/L,
FEREATLE LT 0.0036 umol/L) (233 &, #aIF=7BHLELSMIIBNT P-gp #BAET
HARetEIEWEZ 2 v (BEEE# 2.6.5.15-C 33 L 11 2.6.5.15-D) .

7.4.2. fFEEH T U RAR—F —[HE
s k303, =% 265158, 265.15-c, 265.15D

PR R T o AR — 2 — 2T 5 X 2 2 F =7 DOHERE A BSEP 2 8 SH7- SO filfinz v /-
in vitro 5% TR L 72, BSEP OURIRLE S L OMERIIR & L CERERHIY v a—/L
1% (2 umol/L) 3 LT Y 7' U K (0.1 pmol/L~100 pmol/L) % 7z, ¥ =2 I F =7 (0.1 pmol/L~
100 pmol/L) 1% BSEP Z JRFE(KTFHCIHTE L, 1Csffild 5.3 pmol/L (Kifl & LT 2.65 pmol/L) T
bote (BEEER 2.6.5.15-B) .

EMIXaIF=7 45mg% 1 B 1 [BIREHRS L7- & EOEFIREIZEIT D Cha 1T 89.34 ng/mL

(0.19 umol/L, FEFEAT & LT 0.0036 pmol/L) TV, Fil L7z in vitro 3R T B AL72 A& IS
HEO L, BMBER LOIEMEAGIREOWTNEZ WS AICY, BRTHEESNDRED X 2
I F =7 BSEP #fHET 5 AREMITR W EB 2 bl (BEEE 2.6.5.15-C B K10 2.6.5.15-D)

7.4.3. FFER VD A% b T v AR — 5 —HE
% 5 PF-00299804 [ 155623, #3% 2.6.5.15-B, 2.6.5.15-C, 2.6.5.15-D

JFELD AT b T AR—H — (269 5 % 2 2 F =7 OHLERE S OATPIBI, OATPIB3 B LW
OCT1 % %8 &7 HEK293 #ifid &2 F V7= in vitro #i1%% THiFT L 72, OATP1B1 3 K UV OATPIB3
DOMFAIFFEE L LT A2 ZF > (5umol/L) %, OCT1 OMAIAIILE & LT[C1A bR

(10 umol/L) % V7=, OATPIBI1 3 L TN OATPIB3 72 5 NI OCTL IZxtd B iEstff & LC%
NZ 4 Rifamycin SV (200 umol/L) 72 H5NZF = (500 umol/L) ZH\\ =, FaIF=7

(0.041 umol/L~30 pmol/L) 1% OATP1B1, OATPIB3 35 & TN OCT1 % EEMAFANCIE L, ICs
EIXZNZN 30 #8, 30 BF L1 0.25 umol/L Th 7=, Z OB T OCT1 OFEE & L THW - A
AL IR KL W B S 2/ &<, OATPIB1, OATPIB3 3 LN OCTI (IZX1 5 Kifi
IXENZEX IS HE, 15 BB X 0V0.25 umol/L & ARG Hivz (% 2.6.5.15-B)
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E M aIF=7 45mg4x | B 1 RIRERE L& E0EFREBIZIIT D [uineman X

0.109 pmol/L & FLAE S H A%, ik L7z in vitro 3R T B AL plifIC S < &, OCT1 1Tkt LTI
(Muintetmax K E23 0.1 LLEE 720 BER CHESNDREDO X 2 I F =75 OCT1 #HET % "l
PEREZ BT (% 2.6.5.15-C B L102.6.5.15-D)

744. b7V AR—F —[HE
% s o2 pr-oo209s04 I 103352, & 265158, 2.65.15-C, 2.6.5.15-D

ERTUAR—Z =TT 54 aIF =7 DMHERL OAT], OAT3 BLUOCT2 ¥ Bl HT-
CHO #I % 7= 13 HEK293 Al % i1\ 7= in vitro 2% % Tt L7z (s 2% = [392) . oaT1,
OAT3 BLUNOCT2 DMBIFIE & L TENEN/XT T X JEREE (1.6 pmol/L) , = A k13-
fielE (1 pmol/L) BL VA AL I (2umol/L) MWz, OATI, OAT3 LN OCT2 &kt
LR E L CENENA_ AT~ (200 pmol/L) , 7E~3x T K (100 pmol/L) 35 &
W AF T (1000 pmol/L) ZHWiz, ¥ IF =7 (0.03 umol/L~30 umol/L) % OATI,
L OVOAT3 ZFHE Leino72 (ICsff : 30 umol/L ) . —J5, #aIF=71X0CT2 % EEK
TFAINZ P L, ICso i 4.0 pmol/L TdHh -7z, Z DR T OCT2 DFE & L THWZ A FdRLI v
DPEEIT K B L V520N E <, 0ATL, OAT3 B L WNOCT2 12495 K I T Zh 15 #,
15 83B LN 4.0 umol/L & RAFES G (BEE 2.6.5.15-B)

F72, Bl U723 C OATL iHMED AN REEE TR b2 b, PHPST T 2 ER
2 Qumol/L) ZHEL LTHWTS, #a3F=7ICLo¥BL2HEMRF L @EEES
PF-00299804 | 103352 . 2 of5R, BitEREE LTRGBS B (500 pmol/L)
TIX 98%DHEZ /R L=, 2 IF =7 (0.0073 umol/L~30 umol/L) (Z K % EFE(RIFHY 72
IR BT (ICs i : 30 umol/L #R) , Z DFBR TIX OATI iEMED EH- b A SN -o T2,

EMIFaIF=7 45mg% 1 B 1 RIKEHRG L& ZOEFIREIZEIT D Chax 13 89.34 ng/mL

(0.19 umol/L, FEFEAM & LT 0.0036 pmol/L) TV, L3k L7z in vitro 3R T S AL72 URE IS
Ko< 8, MIRER LOIERAEREOWTNEHWESGEICYH, MK CTHEEINLIRED X
ITF=TNINED T UAR—F—ZAEFET DA REMERW B 2 b (BEEEK 2.6.5.15-C
BLU26.5.15-D) ,

? Iu,inlet,max = [fu,b x ([I]max,b + (Fa x Fg x ka X DOSC/QH))]
£, (RMLFIZIBIT D L) =£/(CyCy) =0.0178 (f,=0.0192, C/C,=1.08, \FiLH M2.6.44HLY)
(Mmaxy (B M 45 mg BERED M Cop) = MUEH Cp Cy/C,=0.19 x 1.08 = 0.21 umol/L
Dose (&) =45mg/H =958 umol/H (¥ 2 IF =7 D41 & : 469.94)
ki3 6 1/h, FoxFy 131, Qy (IFMjf) 1£97Lh &¥%
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8. £ DRLDOIEMBYRRFABR
Z Ot R EhRERBRIT S N L Ty,
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9. BEP I UNER

K aIF =T R HEEEG%OMETEEHBICOVNTT v b, A XBIOYALEZHWTHF L
LA, FRIRNEBEG D CLo ITZ 1 32.6~49.1, 24.4 3 XV 44.1 mL/minkg ThH o7z, Vi
(ZNZi 342~39.8, 28.0 8L U173 Lkg) IFW T biiikiEz kR, ¥aIF=70 K
FRRICIARUIC AT D 2 E DR SN 1, E N EH 9.8~16.7,15.9 B L OV 5.7 K CThH - 7=,

T b, AXBLOVIICRBITDRAN T XA T EY T 41 ZFNEI 80%~112%, 51%~

74%3 LN 48%~105% Th -7, 7 hEBXPA XEHW X axxT 0 7 AR T, 1}
R R ITHEOHEIIHENEI L, \MRERTRO N o7, Ty P TIEERAREIC X
V& a3 F =7 OMBEFRENCR EH-T D08 57, Invitro MEROEAEN D, ¥ 215
=71EP-gp BEXUBCRP ODFEEE L5 Z EWRESNTED, Ty b, 4X, PLBLOE MR
NG LIEEEDRAFT XA TV T IR THY, ¥aIF=7 O LERIUIPEL &

T UAR—=H =L DBHIREIEE A EZIT T RWNWEEZ BT,

HaIF=7FF€T7 v b (Long-Evans) (28T, 1T & A DML L OMRIKIZIAL 5T 5
T EAREN, HERGRMERER & OB P TIRR 5% 48 BIC BV T LM a s F =
THEOBFRENSMIL SN, £7/2, ~TVARCBWTHF 3 I F =7 RN MEKEEMN Z@im4 2 2
EWRENTZ, FaITF=TDOvUR, Ty, X X, PABI0e MEFIZEIT D
EAMEAERIIEL, £,120.0192~0.0479 TH->7-, MI18 (PF-05199265) Dt ~ifEFTD f, &
0.01 K THY, MmWEAMAEFELEZ R LT, ¥aITF=TD~vUA, vk AX, FLEBLV
b MIBT D C/C ixENZI 1,75, 1.57, 1.50, 1.91 3L T1.08 &, b ML ClERIMmER
& MAENFIEB 540 Lz, Invitro REROFE RS, X2 IF =77 OATPIBl B LW
OATPIB3 OHE L 72 5 "JREME IRV Z &R &7z,

[MC1# 2 2 F =7 ZHER OB GHOERRE Z A0 ZREA»D, Ty b, A XBEOE Mk
FAEX I F =T OERMRERKEIIBIELB IO VA T4 UBiasThir I ENRENT, B b
MAEF O EREFIREETH Y, MFEFHAED 39%% o7, & MiEHICRD b E
R IE P BE D 16% % 57 O-Bi A F AL TH 5 M18 (PF-05199265) DI Td -7z,
T v FB IO XOREBEEFEERRICBWNT, MI8 1Tt M EFRBREL FLOBBEEA R L&A
Lo Ty, MISDEHMIFEF 2 I F=7OmMERRICL VETICGFHMi SN TN D EE X B
= MCIFaIF=T%F v, 41X, PABLOE FOFIZ Y —2R5NNCT vy FB LW
t RO E A > FaX—hLizE 2 A, BIEOREMEB LIV E FA U REREIZED
B O AR AR bNT-, B MNFI 7 vy —24 (BIERLET) Z V- in vitro AR
B e, MI18 OAERKIZIZEIZ CYP2D6 2B 5- L, CYP2C9 H 532 Z L2r&i, CYP3A4 %
M18 LIS DER LR D AR B 592 2 L VR & Tz, CYP2D6 DL SETE M AN IE & 7 fi
FEWBRE 123U T, CYP2D6 DRV ER CTh A/ n Xt F o2 X aIF=7 L HEE LT,
PF-05199265 DI B ITHAI G & e TR 90%IE T L7223, ¥ a2 F =7 ORERITH 37%
LMEI L7 v o7 (277222321H) , ZDZ 06, CYP2D6 XX =2 X F =7 Ot I
5T LEELINTHETHLILOD, TORF 7 VT 7 AR HHFFFENRERE 20
Ez bz, £, FaIF=7&HEFE LT- & & D PF-05199265 & # 22 3F =7 D AUC D
FeiE, 023~0.52 THH7-DIWIZx L, KEHRSG Lz EDkiX 008 EHEHFRG L-E EDfikv
HAE -T2 (272341H) , Xa3IF =7 45mg ZHREE L7z L & D Chpu lE 16.8 ng/mL~

21.7 ng/mL (0.036 pmol/L~0.046 umol/L) &, in vitro T® PF-05199265 A% ® K, & (0.06 pmol/L)
KV Z R LT, KIERGRFOEFIRREIZEIT D Chu 13 89.34 ng/mL (59 0.19 uM) & K, fiE
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Z EE->TEY, KEFGHECTIX CYP2D6 |2 X 5 PF-05199265 DA RSN L T2 Al REMENZE
2 BT,

[MC1F a2 I F =72 RO%E LIEMED T v B LU XITBWT, [YC1F 2 F=7HEDK
STRED 82.3%~96.8%|T# T HEH S 41, R ~DOHHIE 6% AT Th o7, [MC1FaIF=7%
RO LIMfEORE T =2 — LA T v B L O X~ 5.1 48 FFR £ Tt [EIL
RITBEGED 2.64%~23.5% TH-> 7=,

In vitro fABRIZ BV T, ¥ 2 2 F =78 L TUPF-05199265 1%, CYP1A2, CYP2B6, CYP2CS, CYP2C9,
CYP2C19 F721% CYP3A4/5S 1T & A FRLE L7723, CYP2D6 % 1Cs fit 0.063 pmol/L TR
L7ze 72, b MUEROERGHY TH S M18 (PF-05199265) 1% CYP2D6 % ARHHEFAIICFHLE
THIENREINT IR CTHREINIRED XY 2 I F=712L Y UGTIAL 235 &5 Al hetE
L& 503, CYP1A2, CYP2B6 35 L TN CYP3A4 Z 5554 5 AlHEME7e & ONZ UGT1A4, UGTI1A6,
UGT1A9, UGT2B7 ¥ XN UGT2B15 ZFHE T 2 AIRetEIFRW 2 & AR Sz, In vitro SRER DG
BEnd, FaIF=72nP-gp (HILELIA) , OATPIB1, OATP1B3, OATI, OAT3, OCT2 &
L OVBSEP OHEZI L7 EAEM 25| il 2 3 /lREMEIZ IRV 2 23RS 7223, BCRP,
OCT1 B LU P-gp (JHLHE) ZFHFET 2 rREMESTRIE ST,
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10. @&

L, ACHORZLEATICRHER L, ARG E L H L T BIIATRICRER L., RiE, Ah
DL EPTE IR R (2.6.5 1) ISR L, MEXREZZRT 5613, SREHT
ZARLHPITR LT,

10000 |

-
[=]
[=]
o

100]'

4— PO, 50 mg
A— PO, 750 mg
—— IV, 25 mg

o
T

e
[=]

T T TTTTT

PF-00299804 Concentration (ng/mL)

[ SR FENTE FENTE FRETE FNTEE FRNES FERT SR SRS PR SR ST S NS SR
0 10 20 30 40 50 60 70 &0 90 100 110 120 130 140 150

Time (h)

Figure6. BT v MZFaIF=7ZHERE Lz Ot a2 IF=REH#EB (n=2)
(st . #EFEES764-04427)
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10000

PF-00299804 Concentration (ng/mL)
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2.6.5.1. PHARMACOKINETICS OVERVIEW Test Article: Dacomitinib
Type of Study Test System Method of Testing Report Number
Administration Facility
Analytical Methods and Validation Reports
Method Validation Reports Rat NA Pfizer Inc® DM2 00299804-001
Rat NA Pfizer Inc® DM2 00299804-009
Rat NA Pfizer Inc® DM2 00299804-043
Rat NA 6750-294
Rat NA 6750-294 Addendum 1
Rat NA 8256731
Rabbit NA 6348-524
Rabbit NA 6348-524 Addendum 1
Dog NA Pfizer Inc” DM2 00299804-002
Dog NA Pfizer Inc” DM2 00299804-010
Dog NA 6750-295
Dog NA 6750-295 Addendum 1
Various NA Pfizer Inc” DM2‘-00299804-01 1
Bioanalytical Reports for Toxicity Studies
BA for Single-Dose Dacomitinib Dog Plasma NA Pfizer Inc? DMZ(.—00299804-023
Toxicity Study (ff2730-01) (Beagle)
BA for 2-Week Oral Dacomitinib Rat Plasma NA Pfizer Inc” DM2‘00299804-024
Toxicity Study (.-2730—02) (Sprague-Dawley)
BA for 1-Month Oral Dacomitinib Rat Plasma NA Pfizer Inc” DM2‘00299804-014
Toxicity Study with 1-Month Recovery (Sprague-Dawley)
-2730-11)
BA for 7-Day Oral Dacomitinib Toxicity Dog Plasma NA Pfizer Inc” DM2‘-00299804-025
study (ff2730-03) (Beagle)
BA for 1-Month Oral Dacomitinib Dog Plasma NA Pfizer Inc” DM2‘-00299804-013
Toxicity Study with 1-Month Recovery (Beagle)
@J2730-05)
BA for Safety Pharmacology Dog Plasma NA Pfizer Inc? DM20.—299804-020
Dacomitinib Study (.-2730—04) (Beagle)
BA for Bone Marrow Dacomitinib Rat Plasma NA Pfizer Inc” DM2‘00299804-042
Micronucleus R304)
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2.6.5.1. PHARMACOKINETICS OVERVIEW

Test Article: Dacomitinib

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

BA for Oral Dacomitinib Embryo-Fetal Rat Plasma NA ﬂ 6348-646
Development R326)
BA for Oral Dacomitinib Embryo-Fetal Rabbit Plasma NA - 6348-555
Development R121)
BA for Oral Dacomitinib Embryo-Fetal Rabbit Plasma NA e 8201-096
Development 'GR498)
Absorption
In Vitro Absorption
Dacomitinib Permeability and Transport ~ Transfected MDCK cells In Vitro (0.1 to 10 uM) Pfizer Inc* PF00299804-PDM-001

Dacomitinib Permeability Assessment Caco-2 cell monolayers

In Vitro (2 to 100 uM)

Pfizer Inc?

Amendment
DM20JJf00299804-030

In Vivo Absorption and Pharmacokinetics
Single-Dose Dacomitinib PK

Male and Female Rats,
(Sprague-Dawley)

Single-Dose Dacomitinib Male Rats,

Oral (25 mg/kg)

Oral (50, 750 mg/kg)

Pfizer Inc*

Pfizer Inc®

pM20ff00299804-012

764-04427

PK/Bioavailability (Sprague-Dawley) Intravenous
(5, 25 mg/kg)
Single-Dose Dacomitinib PK/Capsule Male and Female Dogs, Oral Capsule vs Pfizer Inc? DM2‘00299804-031
Comparison (Beagle) Suspension
(5 and 25 mg)
Single-Dose Dacomitinib PK Male and Female Dogs, Oral (25 mg/kg) Pfizer Inc? DM2‘00299804-015
(Beagle)
Single-Dose Dacomitinib Male Dogs, Oral (50 mg/kg) Pfizer Inc* 764-04419
PK/Bioavailability (Beagle) Intravenous (5 mg/kg)
Single-Dose Dacomitinib PK Male and Female Monkeys Oral (20 mg/kg) Pfizer Inc? DM2‘00299804-016
(Cynomolgus)
Single-Dose Dacomitinib Male Monkeys Oral (25 mg/kg) Pfizer Inc’ 764-04420
PK/Bioavailability (Cynomolgus) Intravenous (5 mg/kg)
Single-Dose Toxicokinetics
Single-Dose Dacomitinib Toxicity Study Male and Female Dogs Oral (30, 100, 200 mg/kg) Pfizer Inc” 2730-01 and
(Beagle) DM2 00299804-004
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Page 4



HalF=7
2.6.5 FpEhAERER O E I

2.6.5.1.

PHARMACOKINETICS OVERVIEW

Test Article: Dacomitinib

Type of Study

Test System

Method of
Administration

Testing
Facility

Report Number

Repeated Dose Toxicokinetics

3-Day Oral PK of Dacomitinib and
PF-05199265

2-Week Oral Dacomitinib Toxicity Study

1-Month Oral Dacomitinib Toxicity
Study with1-Month Recovery
6-Month Oral Dacomitinib Toxicity
Study with 1-Month Recovery
3-Day Oral TK of Dacomitinib and
PF-05199265

3-Day Oral TK of Dacomitinib and
PF-05199265

7-Day Oral Range-Finding of
Dacomitinib

1-Month Oral Dacomitinib Toxicity
Study with 1-Month Recovery
9-Month Oral Dacomitinib Toxicity
Study with 3-Month Recovery

Genotoxicity
Bone Marrow Dacomitinib Micronucleus

Reproductive Toxicity

Oral Embryo-Fetal Development (GD17)
of Dacomitinib

Oral Range-Finding (GD19) of
Dacomitinib

Oral Embryo-Fetal Development (GD19)
of Dacomitinib

Other Toxicity

Single-Dose Dacomitinib Phototoxicity
Study

Male Rats,
(Sprague-Dawley)
Male and Female Rats,
(Sprague-Dawley)

Male and Female Rats,
(Sprague-Dawley)
Male and Female Rats,
(Sprague-Dawley)
Rabbits,

(New Zealand)
Male Dogs,
(Beagle)

Male and Female Dogs,
(Beagle)

Male and Female Dogs,
(Beagle)

Male and Female Dogs,
(Beagle)

Male and Female Rats,
(Sprague-Dawley)

Female Gravid Rats,
(Sprague-Dawley)
Female Gravid Rabbits,
(New Zealand White)
Female Gravid Rabbits,
(New Zealand White)

Pigmented Female Rats
(Long-Evans)

Oral (1 mg/kg/day of
dacomitinib)
Oral (5, 50,

500 mg/kg/day; 50,
2000 mg/kg)

Oral (0.5, 5, or
20—10 mg/kg/day)
Oral (0.2, 0.5,

2 mg/kg/day)

Oral (4 mg/kg/day of
dacomitinib)

Oral (0.1 mg/kg/day of
dacomitinib)

Oral (3, 10, 30 mg/kg/day)

Oral (0.3, 1, 3 mg/kg/day)

Oral (0.03, 0.1,
1 mg/kg/day)

Oral (2000 mg/kg/day)

Oral (0.2, 1, 5 mg/kg/day)

Oral (0.2, 0.5, 2,
5 mg/kg/day)
Oral (0.5, 1.5,
4 mg/kg/day)

Oral (10, 30 and
100 mg/kg)

Pfizer Inc®

Pfizer Inc*

Pfizer Inc?

Pfizer Inc®
Pfizer Inc®
Pfizer Inc*

Pfizer Inc*

Pfizer Inc?

P'Iiill' iid /

-
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2.6.5.1. PHARMACOKINETICS OVERVIEW Test Article: Dacomitinib
Type of Study Test System Method of Testing Report Number
Administration Facility
Safety Pharmacology Study Male and Female Dogs, Oral (10 and 30 mg/kg) Pfizer Inc” 2730-04 and
(Beagle) DM2 00299804-021

Distribution
Dacomitinib Hepatic Uptake Assessment

Dacomitinib Uptake with human
OATPI1B1 and OATP1B3
Plasma Protein Binding

Human hepatocytes
Transfected HEK293 Cells

Mouse, Rat, Dog and

In Vitro (1 to 25 uM)
In Vitro (0.1 to 100 uM)

In Vitro (250,

Pfizer Inc®
Pfizer Inc*

Pfizer Inc*

PF-00299804 202838
PF-00299804_ [ 024655

pM20j299804-027

[*C]Dacomitinib Human Plasma 1000 ng/mL)
Plasma Protein Binding of Dacomitinib Mouse, Rat, Dog, Monkey, In Vitro (2500, 12500, Pfizer Inc® 764-04410
and Human Plasma 50000 ng/mL)
Plasma Protein Binding of PF-05199265  Rat, Dog and Human In Vitro (100, Pfizer Inc® PF-05199265_ [ 175733
Plasma 1000 ng/mL)
Plasma Protein Binding of Dacomitinib Rabbit Plasma In Vitro (940 ng/mL) Pfizer Inc” PF -00299804-102128
and PF-05199265
Protein Binding of Dacomitinib Human Serum Albumin and In Vitro (470 ng/mL) Pfizer Inc* PF -00299804-143956
Alpha-1 Acid Glycoprotein
Blood to Plasma Distribution of Mouse, Rat, Dog, Monkey In Vitro (500 ng/mL) Pfizer Inc’ 764-04409
Dacomitinib and Human Whole Blood
Single-Dose Plasma and Brain Male and Female FVB/n Oral (25 mg/kg) Pfizer Inc? DM2‘00299804-026
Concentrations of Dacomitinib Wild-Type Mice
Tissue Distribution (WBAL) of ["*C] Male Rats Oral (4.98 mg/kg) Pfizer Inc* pM20JJ00299804-033
Dacomitinib (Long-Evans)
Metabolism
In Vivo Metabolism
Disposition and Metabolite Identification Male and Female Rats Oral (5 mg/kg) Pfizer Inc” DMZO.-00299804—039

of ['*C]Dacomitinib

Preliminary Metabolite Identification of
Dacomitinib from 9-Month Oral Dosing
Study

(Sprague-Dawley)
Male Dogs
(Beagle) — Day 90

Oral (1 mg/kg/day)

Pfizer Inc®

Amendment

PF-00299804 [ 183819

Preliminary Metabolite Identification of Rat Bile Oral (25 mg/kg) Pfizer Inc* 764-04474
Dacomitinib in Rat Bile Following a
Single Oral Dose
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2.6.5.1.

PHARMACOKINETICS OVERVIEW

Test Article: Dacomitinib

Type of Study

Test System

Method of
Administration

Testing
Facility

Report Number

Disposition and Metabolite Identification
of ['*C]Dacomitinib

Disposition and Metabolite Identification
of ['*C]Dacomitinib

In Vitro Metabolism

["*C]Dacomitinib Metabolite
Identification

["*C]Dacomitinib Metabolite
Identification

Dacomitinib Metabolism
Characterization and Prediction of in
Vivo Clearance

Recombinant CYP Enzyme Phenotyping
for Dacomitinib and PF-05199265

CYP Enzyme Kinetic Parameter
Determination of Dacomitinib
Metabolite (PF-05199265) Formation
Dacomitinib Metabolite Identification
with Human Recombinant CYP3A4

Male and Female Dogs
(Beagle)
Male Humans
(Healthy Volunteers)

Rat, Dog, Monkey and
Human Liver Microsomes
Rat and Human
Hepatocytes
Rat, Dog, Monkey and
Human Hepatocytes

Recombinant Human Liver
Microsomes
Human Liver and
Recombinant Microsomes

Human rCYP3A4

Oral (1 mg/kg)

Oral (45 mg)
(100 pCi)

In Vitro (20 uM)
In Vitro (10 uM)

In Vitro (1 to 50 uM)

In Vitro (1 uM)

In Vitro (0.005 to
10 uM)

In Vitro (10 uM)

Pfizer Inc*

Pfizer Inc*

Pfizer Inc*
Pfizer Inc*

Pfizer Inc®

Pfizer Inc®

Pfizer Inc®

Pfizer Inc*

DM20jf00299804-038
Amendment

PF-00299804 183530

pM20JJ00299804-035
pM20jJ00299804-036

764-04474

PF-00299804_ | 175542
PF-00299804_ [ 193914

PF-00299804 | 094057

Excretion

Excretion of ['*C]Dacomitinib in Urine,
Bile and Feces

Excretion of ['*C]Dacomitinib in Urine,
Bile and Feces

Excretion of ['*C]Dacomitinib in Urine
and Feces

Pharmacokinetic Drug Interactions
CYP-Mediated Interactions

CYP Enzyme Inhibition with
Dacomitinib

CYP Enzyme Inhibition with
PF-05199265

Male and Female Rats
(Sprague-Dawley)
Male and Female Dogs
(Beagle)
Healthy Human Male
Volunteers

Human liver Microsomes

Human liver Microsomes

Oral (5 mg/kg)
Oral (1 mg/kg)

Oral (45 mg, 100 uCi)

In Vitro (0.0952 to 30 uM)

In Vitro (0.025 to 25 uM)

Pfizer Inc*

Pfizer Inc*

Pfizer Inc*

DM20jJ}00299804-039

Amendment

offf 00299804-038
Amendment
A7471020

DM2

PF-00299804 [ 110233
07
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2.6.5.1.

PHARMACOKINETICS OVERVIEW

Test Article: Dacomitinib

Type of Study

Test System

Method of
Administration

Testing
Facility

Report Number

UGT Enzyme Inhibition with
Dacomitinib
CYP3A4, CYP2B6, and CYP1A2

Human Liver Microsomes

Cryopreserved Human

In Vitro (0.003 to 20 uM)

In Vitro (1 to 300 uM)

Pfizer Inc*

Pfizer Inc*

PF-00299304 | 085741
PF-00299804_|J 090224

Induction with Dacomitinib Hepatocytes
Transporter-Mediated Interactions
Dacomitinib Interaction with human Transfected CHO cells In Vitro (0.03 to 30 uM) -g -8392

OCT2, OATI, and OAT3 Uptake

Dacomitinib Inhibition of P-gp Transport
Dacomitinib Inhibition of BCRP
(ABCQG2) Transport

Dacomitinib Inhibition of human
OATPIBI1, OATPIB3 and OCT1
Transport

Dacomitinib Inhibition of human OATI
Transport

Dacomitinib Inhibition of BSEP
(ABCBI11/sPgp) Transport

(OATI1 and OCT2);
HEK293 cells (OAT3)
Caco-2 Cells

MDCKII-BCRP Cells

Transfected HEK293 Cells

Transfected HEK293 Cells

BSEP-S9 Vesicles

In Vitro (0.0412 to 30 uM)

In Vitro (0.2 to 30 uM)
In Vitro (0.1 to 100 uM)

In Vitro (0.00732 to
30 uM)
In Vitro (0.1 to 100 uM)

Pfizer Inc®

Pfizer Inc*

Pfizer Inc?

PF-00299804 162953
8394

PF-00299804 155623

PF-00299804_ | 103352
B

BA = Bioanalytical; BCRP = Breast cancer resistance protein (ABCG2); BSEP-Sf9 = Bile salt export pump - Spodoptera frugiperda ovarian cells; Caco-2 = Human colon
carcinoma cell line; CHO = Chinese hamster ovary; CYP = Cytochrome P450; Dacomitinib (PF-00299804); FVB = Friend virus-B transgenic mouse; HEK = Human embryonic
kidney cells; MDCK = Madin-Darby canine kidney cells; NA = Not applicable; OAT = Organic anion transporter; OATP = Organic anion transporting polypeptide; OCT =
Organic cation transporter; PF-05199265 (O-desmethyl dacomitinib or M18); P-gp = P-glycoprotein; PK = Pharmacokinetics; rCYP3A4 = Recombinant cytochrome 3A4; TK =
Toxicokinetics; UGT = Uridine diphospahte-glucuronosyltransferase; WBAL = Whole body autoradioluminography.

a. Pfizer Inc; Groton, CT.
b.

c. Pfizer Inc, LalJolla, CA.
d. Pfizer Inc, Ann Arbor, MI.

@ o
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2.6.5.2-A. OVERALL SUMMARY OF DACOMITINIB NON-CLINICAL Test Article: Dacomitinib
ANALYTICAL METHOD VALIDATION REPORTS
Species Report Number Report Type of Matrix/ Range Comments
Approval Date Analytical Anticoagulant (ng/mL)
Method
Rat DM20m-00299804-001 LC/MS/MS Plasma/Li Heparin 5to 1000  Method Validation
Rat DM2(mm-00299804-009 LC/MS/MS Plasma/Li Heparin 5t0 1000 Partial Revalidation of the

pM20J00299804-001 Method®
Rat DM20JJ}00299804-043 M| LC/MS/MS ~ Plasma/Li Heparin ~ 5to 1000  Partial Validation of the

DM20j00299804-001 and

DM20j-00299804-009 Methods”

Rat 6750-294 LC/MS/MS Plasma/Li Heparin 0.5t0 500 Method Validation®
Rat 6750-294 Addendum 1 LC/MS/MS Plasma/Li Heparin 0.5t0 500 Long Term Stability and Incurred
sample Reproducibility
Rat 8256731 B LC/MS/MS ~ Plasma/K,EDTA  0.1t0200° Method Validation of dacomitinib and
0.1 to 100° PF-05199265
Rabbit 6348-524 LC/MS/MS Plasma/Li Heparin 0.5t0 500 Method Validation
Rabbit 6348-524 Addendum 1 LC/MS/MS Plasma/Li Heparin 0.5t0 500 Long Term Stability and Incurred

sample Reproducibility

Dog DM20m-00299804-002 LC/MS/MS Plasma/Li Heparin 5to 1000  Method Validation

Dog DM20m-00299804-010 LC/MS/MS Plasma/Li Heparin 5to 1000  Partial Validation of the
DM20.-00299804—002 Method”

Dog 6750-295 LC/MS/MS Plasma/Li Heparin 0.5t0 500 Method Validation®

Dog 6750-295 Addendum 1 LC/MS/MS Plasma/Li Heparin 0.5to 500 Long Term Stability and Incurred
sample Reproducibility

Various DM20.-00299804—01 1 -2(' LC/MS/MS Plasma/Na Heparin 2.5 to 1000 Assay Characterization in dog plasma
and cross characterization in rat and
monkey plasma

Dacomitinib (PF-00299804); K,EDTA = Dipotassium ethylenediaminetetraacetic acid; LC-MS/MS = Liquid chromatography/tandem mass spectrometry; Li = Lithium;
PF-05199265 (O-desmethyl dacomitinib or M18).

a. Partial revalidation to update assay column used.

b. Partial revalidation to update internal standard and liquid chromatography conditions.

¢. Method revalidation from solid phase extraction to protein precipitation.

d. Assay dynamic range for dacomitinib.

e. Assay dynamic range for PF-05199265.

PFIZER CONFIDENTIAL
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2.6.5.2-B. SUMMARY OF DACOMITINIB NON-CLINICAL ANALYTICAL RAT
METHOD VALIDATION PARAMETERS

Test Article: Dacomitinib

Validation Report
Number

Species

Sample

Method

Range of
Quantitation
(ng/mL) [LLOQ-
ULOQ]

QC Nominal
Concentrations
(ng/mL)

Dilution QC
Nominal
Concentration
(ng/mL)
Inter-day Precision
Range (%CYV)
Inter-day Accuracy
Range (% Bias)
LTS (at -20°C)
LTS (at -70°C)

pM20J00299804-001

Rat
Plasma
LC/MS/MS
5to 1000

15, 90, and 750

2000

2.3 to 13.3*°
-13.4 to 1.9*°

2 months

DM20J00299804-009

Rat
Plasma
LC/MS/MS
5to 1000

15, 90, and 750

3.2 to 7.6*°

0.3 to 4.3*°

DM20Jf00299804-043

Rat
Plasma
LC/MS/MS
5to 1000

15, 90, and 750

750

0.9to02.1*

0.0 to 1.3*°

6750-294
Rat
Plasma

LC/MS/MS
0.5 to 500

1.5, 25, and 400

2500

4.5t06.1°
0to3.2*¢

48 days’

6750-294
Addendum 1
Rat
Plasma
LC/MS/MS
0.5 to 500

1.5, 25, and 400

-8.8t07.3°

88 days

8256731
Rat
Plasma

LC/MS/MS
0.1 to 200°

0.3, 12, and
150"

1000#

1.0 to 5.6*%h
-6.7 to 1.7*

30 days'
86 days’

CV = Coefficient of variation (also reported as relative standard deviation [RSD]); LC-MS/MS = Liquid chromatography-tandem mass spectrometry; LLOQ = Lower limit of
quantitation; LTS = Long-term stability; PF-05199265 = O-desmethyl dacomitinib or M18; QC = Quality control; ULOQ = Upper limit of quantitation; --- = Data not applicable or

not available

a. Determined from QC samples.

b. Represents intra-run data.

c. % Accuracy

d. Range of -10°C to -30°C.

e. Range of quantitation for PF-05199265 was 0.1 to 100 ng/mL.

f. QC nominal concentrations for PF-05199265 were 0.3, 6, and 75 ng/mL.
g. Dilution QC nominal concentration for PF-05199265 was 500 ng/mL.
h. Intra-run precision range (%CV) for PF-05199265 was 1.2 to 14.6.

i. Intra-run accuracy range (% bias) for PF-05199265 was -14.5 to -0.3.

j. LTS at both -20°C and -70°C for PF-05199265 was 86 days.
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2.6.5.2-C. SUMMARY OF DACOMITINIB NON-CLINICAL ANALYTICAL RABBIT AND

DOG METHOD VALIDATION PARAMETERS

Test Article: Dacomitinib

Validation Report 6348-524 6348-524_Addendum 1 DM M2 6750-295 6750-295_Addendum 1
Number 00299804-002 00299804-010

Species Rabbit Rabbit Dog Dog Dog Dog

Sample Plasma Plasma Plasma Plasma Plasma Plasma
Method LC/MS/MS LC/MS/MS LC/MS/MS LC/MS/MS LC/MS/MS LC/MS/MS
Range of Quantitation 0.5 to 500 0.5 to 500 5 to 1000 5 to 1000 0.5 to 500 0.5 to 500

(ng/mL) [LLOQ-

ULOQ]

QC Nominal
Concentrations
(ng/mL)

Dilution QC Nominal
Concentration (ng/mL)
Inter-day Precision

Range (%CV)

Inter-day Accuracy

Range (% Bias)
LTS (at -20°C)
LTS (at -70°C)

1.5, 25, and 400

2500
2.3 t0 6.3*°

85.3 to 110*>¢

1.5, 25, and 400

2.4 t0 6.3
91.3 to 100.7*>¢

128 days

15, 90, and 750

2000
1.6 to 8.8*°
-7.7 to 8.3*°

14 days

15, 90, and 750

421t011.1*°

-8.7 to 2.3*°

1.5, 25, and 400

2500
1.7 to 6.5*°

94.7 to 111*°¢

1.5, 25, and 400

122 days

CV = Coefficient of variation (also reported as relative standard deviation [RSD]); LC-MS/MS = Liquid chromatography-tandem mass spectrometry; LLOQ = Lower limit of
quantitation; LTS = Long-term stability; QC = Quality control; ULOQ = Upper limit of quantitation; --- = Data not applicable or not available
a. Determined from QC samples.

b. Represents intra-run values.

c. % Accuracy.
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2.6.5.2-D. SUMMARY OF DACOMITINIB NON-CLINICAL PHARMACOKINETIC Test Article: Dacomitinib
AND TOXICOKINETIC STUDIES WITH ASSOCIATED BIOANALYTICAL
AND/OR ANALYTICAL METHODS

Study Description (Study Number) Analytical Method Type of Matrix  Quantitation Regulatory Status
Report Number Report Number Analytical Range
Method (ng/mL)
Mouse
Single-Dose PK/Brain Penetration, DMZO.-00299804—01 1 LC/MS/MS Plasma 2.5 to 1000 Characterized Assay
pM20J00299804-026

Rat

Single-Dose PK, DM20.-00299804—012 DM20.—00299804-01 1 LC/MS/MS Plasma 2.5 to 1000 Characterized Assay
Single-Dose PK/Bioavailability, 764-04427 NA? LC/MS/MS Plasma 2.5 to 5000° Characterized Assay
3-Day PK of Dacomitinib and PF-05199265 NA° LC/MS/MS Plasma 0.05 to 25/ Characterized Assay
PF-00299804 140632 0.05 to 25¢

2-Week Oral (J-2730-02), DM20.—00299804-001 LC/MS/MS Plasma 5to 1000 Validated Method
pM20JJ00299804-005
1-Month Oral '—2730—1 1), DMZO.—OO299804—009 LC/MS/MS Plasma 5 to 1000 Validated Method
pM20Jf00299804-022

6-Month Oral 6348-474 J131) 6750-294 LC/MS/MS Plasma 0.5 to 500 Validated Method
Single-Dose Phototoxicity 20025592 J046) 8256731 LC/MS/MS Plasma 0.1 to 2004 Validated Method
0.1 to 100

Single-Dose Micronucleus (Jjgr304), DM20jJf00299804-043  LC/MSMS  Plasma 5 to 1000 Validated Method

DM20JJ00299804-044

17-Day Oral Embryo-Fetal Development (TK), 6750-294 LC/MS/MS Plasma 0.5 to 500 Validated Method

6348-646 (for326)

Rabbit

3-Day TK of Dacom tinib and PF-05199265 NA® LC/MS/MS Plasma 1.0 to 5000/ Characterized Assay

PF-002990804 | 095344 1.0 to 5000°

Oral Embryo-Fetal Development 8201-096 6348-524 LC/MS/MS Plasma 0.5 to 500 Validated Method
R498)

GD19 Oral Range-Finding 6348-555 (.GR121) 6348-524 LC/MS/MS Plasma 0.5 to 500 Validated Method

Dog

Safety Pharmacology [Jf2730-04, DM20JJ00299804-10  LCMSMS  Plasma 5 to 1000 Validated Method

pM20JJ00299804-021

Single-Dose PK, DM20.—00299804—015 DM20.—00299804-01 1 LC/MS/MS Plasma 2.5 to 1000 Characterized Assay

Single-Dose PK/Bioavailability, 764-04419 NA' LC/MS/MS Plasma  4.88 to 5000° Characterized Assay

PFIZER CONFIDENTIAL
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2.6.5.2-D. SUMMARY OF DACOMITINIB NON-CLINICAL PHARMACOKINETIC Test Article: Dacomitinib
AND TOXICOKINETIC STUDIES WITH ASSOCIATED BIOANALYTICAL
AND/OR ANALYTICAL METHODS

Study Description (Study Number) Analytical Method Type of Matrix  Quantitation Regulatory Status
Report Number Report Number Analytical Range
Method (ng/mL)

Single-Dose PK/Capsule, DM20g-00299804-031 DM20m-00299804-011 LC/MS/MS Plasma 2.5 to 1000 Characterized Assay
Single-Dose Oral Range-Finding (ji-2730-01), DM20mm-00299804-002 LC/MS/MS Plasma 5 to 1000 Validated Method
pM20jJ00299804-004
3-Day Oral TK of Dacomitinib and PF-05199265 NA" LC/MS/MS Plasma 0.05 to 25/ Characterized Assay
PF-002990804_ [ 141511 0.05 to 25¢
7-Day Oral Range-F nding (.—2730—03), DM20.—00299804-002 LC/MS/MS Plasma 5to 1000 Validated Method
DM2004-00299804-006
1- Month Repeat Dose Oral (.-2730-05), DM20.—00299804-01 0 LC/MS/MS Plasma 5to 1000 Validated Method
pM20jJf00299804-018
9- Month Repeat Dose Oral 6348-475 ILJ132), 6750-295 LC/MS/MS Plasma 0.5 to 500 Validated Method
Monkey
Single-Dose PK, DMZ('-00299804—016 DMZO.-00299804—01 1 LC/MS/MS Plasma 2.5 to 1000 Characterized Assay
Single-Dose PK/Bioavailability, 764-04420 NA' LC/MS/MS Plasma 5 to 1000 Characterized Assay

Dacomitinib (PF-00299804); LC-MS/MS = Liquid chromatography/tandem mass spectrometry; NA = Not available; PF-05199265 (O-desmethyl dacomitinib or M18);
PK = Pharmacokinetic; TK = Toxicokinetic; GD = Gestational day.

a. Method is located in the study report (764-04427).

b. Dacomitinib assay dynamic range was 2.5 to 1000 ng/mL for samples from the 5 mg/kg IV dose; 5 to 1000 ng/mL for samples from the 25 mg/kg IV and 50 mg/kg oral dose
and 4.88 to 5000 ng/mL for samples from the 750 mg/kg oral dose.

c. Analytical details provided in the Watson Data File; PF-00299804/ CN_PanHer_ZIOl in the study report (PF-00299804-140632).

d. Represents assay ranges for dacomitinib and PF-05199265, respectively.

e. Analytical details provided in the Watson Data File; Exploratory IVT J042 in the study report (PF -002990804_-095344).

f. For analytical details see the study report (764-04419).

g. Dacomitinib assay dynamic range was 5 to 1000 ng/mL for samples from the 5 mg/kg IV dose and 4.88 to 5000 ng/mL for samples from he 50 mg/kg oral dose.

h. Analytical details provided in the Watson Data File; PF-00299804/CN_PF-00299804_20fff] L1006 in study report (PF-002990804 | 141510).

i. For analytical details see the study report (764-04420).
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2.6.5.3-A. PHARMACOKINETICS: ABSORPTION IN RATS AFTER A Test Article: Dacomitinib

SINGLE DOSE

Report Number(s) DMZO.—00299804-012 764-04427

Species (Strain) Rat (Sprague-Dawley) Rat (Sprague-Dawley) Rat (Sprague-Dawley)

Sex/Number of Animals M/3+F/3 M/2 M/3

Feeding Condition Fed Fasted Fasted

Vehicle/Formulation 0.5% MC 5% PEG-200:95% (0.5%) MC 100% 50 mM Lactic acid

Sample Plasma Plasma Plasma

Assay for Dacomitinib LC/MS/MS LC/MS/MS LC/MS/MS

Method of Administration Oral Oral Intravenous Infusion

Dose (mg/kg) 25 50 750 5 25

Sex Males Females Males Males Males Males

Mean £ SD Dacomitinib PK Parameters:
Cinax (ng/mL) 693488 558242 630 1170 1540+581° 10100+10700°
Tonax (h) 3.3+1.2 6.0£3.5 5.0 40 NA NA
AUCjy¢ (ng*h/mL) ND ND 20500 ND 2060+90.7 12900+1420
AUC,q(ng*h/mL) 12400+1070° 13200+5330° 18800° 126000* 1730+88.9° 113001220
CL(mL/min/kg) NA NA NA NA 49.1£2.2 32.6+3.4
Vs (L/kg) NA NA NA NA 34.242.8 39.845.1
ty, (h) ND ND 19.4 ND 9.84+0.7 16.7£1.5
F (%)’ 10629¢ 112447 79.5" NA NA NA

AUC;,; = Area under concentration-time curve from time zero to infinity postdose; AUC,,, = Area under concentration-time curve from time zero to the last measurable
concentration; CL = Systemic plasma clearance; C,,,, = Peak plasma concentration; Dacomitinib (PF-00299804); F = Female; F (%) = Bioavailability; h = Hour;
LC/MS/MS = Liquid chromatography/tandem mass spectrometry; M = Male; MC = Methylcellulose; NA = Not applicable; ND = Not Determined; PEG = Polyethylene glycol; PK
= Pharmacokinetic; SD = Standard deviation; t,, = Apparent terminal elimination half-life; T ,,, = Time to reach C,,,; Vi = Apparent volume of distribution at steady state.
a. Csyin = Plasma concentration at 5 minutes post administration.

b. AUCys.

C. AUC72.

d.AUC 4.

C. AUC24.

f. F (%) = ([AUC(Oral) x Dose(IV)] / [AUC(IV) x Dose(Oral)]) x 100.

g. Bioavailability calculated using a mean AUC(IV)45 value of 11300 ngeh/mL obtained from the listed 25 mg/kg intravenous study.

h. Bioavailability calculated using a mean AUC(IV);,¢ value of 12900 ngeh/mL obtained from the listed 25 mg/kg intravenous study.
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2.6.5.3-B. PHARMACOKINETICS: ABSORPTION IN DOGS AFTER A
SINGLE DOSE

Test Article: Dacomitinib

Report Number(s) DM20.—00299804-031 DM2’-00299804—01 5 764-04419
Species (Strain) Dog (Beagle) Dog (Beagle) Dog (Beagle)
Sex/Number of Animals M/2+F/2 M/2+F/2 M/2 oral + M/3 Intravenous
Feeding Condition NR Fed Oral Fed, IV Fasted
Vehicle/Formulation 0.5% MC Suspension or Capsule 0.5% MC Oral: 5% PEG-200:95% (0.5%) MC
IV: 100% 50 mM Lactic acid
Sample Plasma Plasma Plasma
Assay for Dacomitinib LC/MS/MS LC/MS/MS LC/MS/MS
Method of Administration Oral Oral Oral Intravenous
Infusion
Dose 5 mg 25 mg 25 mg/kg 50 mg/kg 5 mg/kg
Sex M+F M*+F M-+F M+F Males® Females® Males Males
Mean  SD Dacomitinib PK Parameters:
Suspension Capsule Suspension Capsule
Cinax (ng/mL) 4.94%1.96 3.3842.63 10.6+3.3 23.5+19.6 368 350 870 NA
Tnax (h) 9.0£1.2 10£0 10£0 9.5+1.0 8.0 8.0 7.0 NA
AUC;,; (ngeh/mL) ND ND ND ND 10300° 8550¢ 25200 34204131
AUC49(ngeh/mL) 109° 132° 286485 5874437 9360° 7690° 24000 3040+13°
CL(mL/min/kg) NA NA NA NA NA NA NA 24.4+1.0
Vs (L/kg) NA NA NA NA NA NA ND 28.0+3.4
ty, (h) ND ND ND ND ND ND 20.9 15.9+1.5
F (%)° ND ND ND ND 62%¢ 51%¢ 73.7" NA

AUC;,¢= Area under concentration-time curve from time zero to infinity postdose; AUCy, = Area under concentration-time curve from time zero to tlast measurable concentration;
CL = Systemic plasma clearance; C,,x = Peak plasma concentration; Dacomitinib (PF-00299804); F = Female; F (%) = Bioavailability; h = Hour; LC/MS/MS = Liquid
chromatography/tandem mass spectrometry; M = Male; MC = Methylcellulose; NA = Not applicable; ND = Not determined; PEG = polyethylene glycol; PK = Pharmacokinetic;
SD = Standard deviation; t,, = Apparent terminal elimination half-life; T,,,, = Time to reach C,,,; Vi = Apparent volume of distribution at steady state.

a.n=1.

b. n=1 male and 1 female; one male and one female experienced emesis at 0.5 hr postdose and were excluded from the mean.
c. n=1 male and 1 female.

d. AUC .

c. AUC48.

f. F (%) = ([AUC(Oral) x Dose(IV)] / [AUC(IV) x Dose(Oral)]) x 100.

g. F % calculated using a mean AUC(IV),,s value of 3040 ngeh/mL obtained from the listed 5 mg/kg intravenous study.

h. F % calculated using a mean AUC(IV);, value of 3420 ngeh/mL obtained from the listed 5 mg/kg intravenous study.
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2.6.5.3-C. PHARMACOKINETICS: ABSORPTION IN MONKEYS AFTER A

SINGLE DOSE

Test Article: Dacomitinib

Report Number(s)

DM20J00299804-016

764-04420

Species (Strain)

Monkey (Cynomolgus)

Monkey (Cynomolgus)

Sex/Number of Animals M/3+F/5 M/2 Oral + M/3 Intravenous
Feeding Condition Fed Fasted
Vehicle/Formulation 0.5% Methylcellulose Oral: 5% PEG-200:95% (0.5%) Methylcellulose
IV: 100% 50 mM Lactic acid
Sample Plasma Plasma
Assay for Dacomitinib LC/MS/MS LC/MS/MS
Method of Administration Oral Oral Intravenous Infusion
Dose (mg/kg) 20 25 5
Sex Males® Females® Males Males
Mean = SD Dacomitinib PK Parameters:
Cnax (ng/mL) 275 1774159 217 NA
Trnax (h) 3.0 4.0+4.0 6 NA
AUC;y¢ (ng*h/mL) ND ND 5350 1900+180
AUC,(ngsh/mL) 8000° 3680+3570° 5210° 1810£156°
CL(mL/min/kg) NA NA NA 44,1443
Vs (L/kg) NA NA NA 17.3£1.5
ty, (h) ND ND 12.1 5.7£0.5
F (%)° 105" 48+19° 56.2" NA

AUC;,¢= Area under concentration-time curve from time zero to infinity postdose; AUCy, = Area under concentration-time curve from time zero to tlast measurable concentration;
CL = Systemic plasma clearance; C,, = Peak plasma concentration; Dacomitinib (PF-00299804); F = Female; F (%) = Bioavailability; h = Hour; LC/MS/MS = Liquid
chromatography/tandem mass spectrometry; M = Male; ND = Not determined; NA = Not applicable; PEG = polyethylene glycol; PK = Pharmacokinetic; SD = Standard deviation;
ty, = Apparent terminal elimination half-life; T,,,, = Time to reach C,,,; Vi = Apparent volume of distribution at steady state.

a. n=2; one male experienced emesis at 4 hr postdose and was excluded from mean calculations.
b. n=4, one female experienced partial reflux of dose upon administration, data excluded from mean calculations.

C. AUC72.
d. AUC,,.

e. F (%) = ([AUC(Oral) x Dose(IV)] / [AUC(IV) x Dose(Oral)]) x 100.
f. Bioavailability calculated using a mean AUC(IV),,¢ value of 1900 ngeh/mL obtained from the 5 mg/kg intravenous study.
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2.6.54. PHARMACOKINETICS: ABSORPTION IN RAT, RABBIT, AND Test Article: Dacomitinib
DOG AFTER REPEAT DOSING

Report Number(s): PF-00299804 JJ 120632 PF-002990804 [ 095344 PF-002990804 [ 450

Species (Strain) Rat (Sprague-Dawley) Rabbit (New Zealand) Dog (Beagle)

Sex/Number of M/3 F/3 M/3

Animals

Feeding Condition Fasted NA NA
Vehicle/Formulation 0.5% Methylcellulose 0.5% Methylcellulose 0.5% Methylcellulose

Sample Plasma Plasma Plasma

Assay LC/MS/MS LC/MS/MS LC/MS/MS

Method of Oral Oral Oral

Administration

Dose (mg/kg/day) 1° 4? 0.1°

Days of Dosing 3 3 3

Analyte PF-00299804 PF-05199265 PF-00299804 PF-05199265 PF-00299804 PF-05199265
Mean = SD PK Day 1 Day 3 Day 1 Day 3 Day 1 Day 3 Day 1 Day 3 Day 1 Day 3 Day 1 Day 3
Parameters:

Chax (ng/mL) 11.242.8 22.9£7.7 2.58+0.76 3.92£1.17 31.1+7.3 43.4+15.0 NR NR 1.2240.73 1.45+£0.51 1.90+1.83 2.54%1.19
Tinax (h) 3.3+1.2 7.0£0.0 2.2+1.8 7.0£0.0 2.3+1.5 1.7£0.6 NR NR 7.0£0.0  3.3+1.2 7.0£0.0  3.3+1.2
AUCy, (ng*h/mL) 143432 365164 37.8£13.9 66.5£6.8 209+17 285484 NR NR 20.2+11.7 24.847.9 31.2427.0 47.3126.1

AUC,, = Area under concentration-time curve from time zero to 24 hours postdose; C,,,x = Peak plasma concentration; F = Female; Dacomitinib (PF-00299804);

LC/MS/MS = Liquid chromatography/tandem mass spectrometry; M = Male; NA = Not available; NR = Not reported since a majority of the concentrations out to 24 hours post
dose were <BLQ (1 ng/mL); PF-05199265 (O-desmethyl dacomitinib or M18); PK = Pharmacokinetic; SD = Standard deviation; T,;,, = Time to reach C,,.

a. Oral dose of dacomitinib administered once daily (QD) for 3 days.
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2.6.5.5-A. PHARMACOKINETICS:

BRAIN DISTRIBUTION IN MOUSE

Test Article: Dacomitinib
Report Number: DM2

offf 00299804-026

Species (Strain)

Mouse (FVB/n WT)

Sex/Number of Animals M/3+F/3/time point

Feeding Condition Fed

Vehicle/Formulation 0.5% Methylcellulose

Sample Plasma/brain

Assay for Dacomitinib LC/MS/MS

Method of Administration Oral

Dose (mg/kg) 25

Mean Dacomitinib Pharmacokinetic @ = -————-—- Plasma (ng/mL) ---—-----——- e Brain (ng/g) --—-—--—------
Parameters: Male Female Male Female
Chax (ng/mL) 1010 903 1360 1240
Tnax (h) 4.0 6.0 4.0 6.0
AUC,(ngeh/mL)" 15300 14700 21700 13400
Brain/Plasma Ratio” NA NA 1.42 0.91

AUC,, = Area under concentration-time curve from time zero to the last hours postdose; C,,,x = Peak plasma concentration; Dacomitinib (PF-00299804); F = Female; FVB =
Friend leukemia virus B strain mouse; h = Hour; LC/MS/MS = Liquid chromatography/tandem mass spectrometry; M = Male; NA = Not applicable; T, = Time to reach C,,;

WT = Wild type.
a. AUC72.

b. Brain to plasma ratio determined using total AUC, in brain/ total AUC5, in plasma.
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2.6.5.5-B.

PHARMACOKINETICS: RAT ORGAN DISTRIBUTION

Test Article: Dacomitinib

Report Number: DM2

00299804-033

Species (Strain)

Rat (Long-Evans)

Sex/Number of Animals Male/10

Feeding Condition Fed

Vehicle/Formulation 0.5% Methylcellulose

Method of Administration Oral

Dose (mg/kg) 4.98+0.02

Dose Frequency Single dose

Radionuclide ["*C]Dacomitinib

Specific Activity 26.88 mCi/mmol (57.32 uCi/mg)

Sampling Time 2,4,8,12,18,24, 48,96, 168, 504 h post dose

Tissues/Organs Cmax Tmax Cmax Tlast Clast AUClast t‘/z
(g eq/g) (b T/W* (b (1g eq/g) (g eqh/g) (h)

Tissue
Liver 7.59 8 1.15 504 0.06 221 182
Lung 15.0 8 2.27 504 0.03 287 132
Lymph Node 6.74 12 1.02 168 0.44 173 44
Mucosa (Gastric) 10.1 2 1.53 96 0.08 66.6 22
Mucosa (Intestinal) 4.23 2 0.64 48 0.08 53.4 7.9
Muscle 0.93 12 0.14 168 0.09 33.8 70
Myocardium 1.97 12 0.30 504 0.05 101 219
Skin, Non-pigmented 2.02 12 0.31 168 0.31 75.6 74
Skin, Pigmented 2.61 12 0.39 168 0.22 95.4 109
Spleen 13.8 8 2.08 168 0.35 310 30
Whole Body 6.62 2 1.00 504 0.05 153 225

Adipose
Brown 2.08 12 0.31 504 0.04 106 177
White 1.01 8 0.15 96 0.03 17.1 32

Blood
Hepatic 0.75 8 0.11 168 0.11 44.7 57
Myocardial 0.59 12 0.09 168 0.10 42.1 66
Vena Cava 0.54 12 0.08 168 0.10 38.2 76
Mean Blood 0.63 11 0.10 168 0.10 41.7 66

Bone Marrow
Sternum 5.14 12 0.78 168 0.07 105 55

PFIZER CONFIDENTIAL

Page 19



HalF=7

2.6.5 By RERER OB EL R
2.6.5.5-B. PHARMACOKINETICS: RAT ORGAN DISTRIBUTION Test Article: Dacomitinib
Report Number: DM20jJJ-00299804-033
Species (Strain) Rat (Long-Evans)
Tissues/Organs Crnax T max Crax Thast Clast AUC ty,
(pg eq/g) (h) T/W* (b (g eq/g) (pg eqh/g) (h)
Vertebral 4.56 8 0.69 504 0.04 117 297
Mean Bone Marrow 4.85 10 0.73 336 0.06 111 176
Central Nervous System
Cerebellum 0.26 12 0.04 48 0.03 4.74 13
Cerebrospinal fluid 1.28 8 0.19 48 0.23 25.3 16
Cerebrum 0.35 8 0.05 48 0.03 5.59 12
Choroid Plexus 2.05 12 0.31 96 0.17 40.0 37
Medulla Oblongata 0.28 12 0.04 48 0.04 4.97 29
Meninges 7.01 24 1.06 504 3.00 2103 ND
Mesencephalon 0.29 12 0.04 48 0.04 5.14 27
Olfactory Bulb 0.35 12 0.05 48 0.03 5.56 22
Pineal Gland 4.81 12 0.73 168 0.15 169 41
Pituitary 16.0 8 242 168 0.25 369 26
Pons 0.26 12 0.04 48 0.04 4.76 19
Spinal Cord 0.23 12 0.03 48 0.06 4.48 25
Glands
Adrenal 10.3 12 1.56 504 0.16 313 385
Buccal 3.33 12 0.50 168 0.14 86.1 56
Harderian 19.8 12 2.99 168 0.70 992 31
Lacrimal, Exorbital 15.9 12 2.40 504 0.08 425 137
Lacrimal, Intraorbital 19.3 12 2.92 504 0.05 635 101
Pancreas 3.49 4 0.53 168 0.10 85.6 31
Parotid 2.72 8 0.41 504 0.04 110 193
Salivary, Sublingual 3.63 12 0.55 168 0.13 104 53
Salivary, Submaxillary 4.79 8 0.72 168 0.13 110 52
Thymus 5.35 8 0.81 168 0.12 120 29
Thyroid 11.3 12 1.71 168 0.33 193 58
Ocular
Choroid Plexus 2.05 12 0.31 96 0.17 40.0 37
Lens 0.24 8 0.04 168 0.05 9.56 86
Uvea 44.0 18 6.65 504 16.0 10600 ND
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2.6.5.5-B. PHARMACOKINETICS: RAT ORGAN DISTRIBUTION

Report Number: DM2

Test Article: Dacomitinib
00299804-033

Species (Strain)

Rat (Long-Evans)

Tissues/Organs Cnax T max Cnax Thast Clast AUC ¢ ty,

(ng eq/g) (h) /W* (h) (ng eq/g) (ng eqeh/g) (h)

Vitreous Body 0.72 18 0.11 504 0.43 219 ND

Urogenital

Epididymis 2.02 12 0.31 168 0.48 65.7 100
Kidney 5.40 4 0.82 504 0.05 259 131
Preputial Gland 6.28 8 0.95 168 1.20 196 52
Prostate 2.98 12 0.45 168 0.21 129 76
Renal Cortex 5.55 4 0.84 504 0.04 286 110
Renal Medulla 5.39 4 0.81 168 0.20 142 32
Seminal Vesicle 0.97 12 0.15 48 0.06 10.3 30
Testis 1.96 12 0.30 504 0.12 208 199

AUC, = Area under the concentration-time curve from time zero to the last measurable concentration; Cy,q = Last measurable drug concentration; C,,,, = Maximal tissue
concentration; Dacomitinib (PF-00299804); eq = Equivalents; h = Hour; ND = Not determined; t,, = Apparent terminal half-life; Ty, = Last time point of measurable drug

concentrations; T,.x = Time of first occurance of C,,y.
a. T/W = Tissue/Whole Body ratio.
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2.6.5.6. PHARMACOKINETICS: PROTEIN BINDING Test Article: Dacomitinib
Reports DM20jJ299804-027; 764-04410; PF-00299804 [ 102128; PF-00299804 [ 143956 and PF-05199265 | 175733
Study In Vitro
System
Test system Plasma
Method Equilibrium dialysis assay
Species Mean®+SD Dacomitinib % Unbound Over all Over all
250 ng/mL 470 ng/mL 1000 ng/mL 2500 ng/mL 12500 ng/mL 50000 ng/mL,  Dacomitinib Mean | PF-05199265 Mean
(532 M) (1000 nM)™® (2130 nM)” (5320 nM)* (26600 nM)" (106400 nM)® o Unbound (f,) 7o Unbound (f,)
Mouse 2.2140.67 ND 2.5240.19°  5.33+NA 4.3540.79 5.29+NA 3.41(0.0341) ND
Rat 2.59+0.30 ND 32341.17°  3.3440.35 2.68+NA 3.76+0.74 3.08 (0.0308) <1 (<0.01)
Rabbit ND ND 3.26+ND=" ND ND ND 3.34(0.0334) <1 (<0.01)
Dog 3.08+0.30 ND 2.8540.23°  4.87+NA 3.02+0.41 3.36+0.49 3.22(0.0322) <1 (<0.01)
Monkey ND ND ND 4.29+0.15 6.16+0.47 3.92+0.20 4.79 (0.0479) ND
Human 1.97+0.32 ND 1.8340.26°  2.30+NA 1.7740.26 2.03+0.26 1.92 (0.0192) <1 (<0.01)
Human ND 73402 ND ND ND ND ND ND
Serum
Albumin
al-Acid ND 12.940.0 ND ND ND ND ND ND
Glycoprotein

AAG = Alphal-acid glycoprotein; Dacomitinib (PF-00299804); f, = Fraction unbound; HSA = Human serum albumin; NA = Not applicable; ND = Not determined; PF-05199265
(O-desmethyl dacomitinib or M18); SD = Standard deviation.

a. Arithmetic mean.

b. Dacomitinib; molecular weight = 469.9 g/mol.

¢. ["*C]Dacomitinib.

d. Transil Technology.

e. Arithmetic mean of all individual samples over all the concentrations tested.

f. The binding of PF-05199265 was determined at incubation concentrations ranging between 100 ng/mL (219 nM) to 1000 ng/mL (2190 nM).

g. Nominal tested concentration was 940 ng/mL (2000 nM) using unlabeled dacomitinib.

h. Geometric mean using the Rapid Equilibrium Dialysis (RED) device.
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2.6.5.8. PHARMACOKINETICS: RED BLOOD CELL DISTRIBUTION Test Article: Dacomitinib
Report Number: 764-04409

In Vitro Red Blood Cell Distribution and Blood-to-Plasma Ratio

Test system Whole Blood
Method of Analysis LC/MS/MS
Concentration 1060 nM (500 ng/mL)
Analyte Dacomitinib
Species Cb/Cp (Mean® + SD) Kp (Mean” + SD)
Mouse 1.75+0.03 3.2140.10
Rat 1.57£0.04 3.36£0.17
Dog 1.50+0.14 2.4310.38
Monkey 1.91£0.05 3.4240.10
Human 1.08+0.09 1.15+0.17

Cb/Cp = Concentration of dacomitinib in blood/concentration of dacomitinib in plasma; Dacomitinib (PF-00299804); Kp = partition coefficient calculated as Cgpc/Cp (Where Crpc
is the concentration in red blood cells/concentration in plasma — incorporating the mean measured hematocrit value); LC/MS/MS = Liquid chromatography/tandem mass
spectrometry; SD = Standard deviation.

a. Data are mean of =3 replicates.
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2.6.5.9-A. PHARMACOKINETICS: METABOLISM IN RATS Test Article: [14C]Dacomitinib
Report Number: DM20JJJ-00299804-039 Amendment
Species (Strain) Rat (Sprague-Dawley)
Sex/No. of Animals M/3 and F/3 for Mass Balance; M/2 and F/2 for bile duct cannulated and for circulating metabolite profiling
Feeding Condition NA
Formulation 0.5% Methylcellulose
Administration Route Oral
Dose (mg/kg) 5.0 (40 pCi/animal)
Radionuclide ['*C]Dacomitinib
Specific Activity 15.67 mCi/mmol
Metabolite Label m/z Mean Percentage of Dacomitinib and Metabolites
Plasma (% of Total Urine (% of Dose) Feces (% of Dose) Bile (% of Dose)
Radioactivity)
0-12 hr postdose 0-72 hr postdose 0-48" hr postdose 0-48 hr postdose

Male | Female | Mean Male Female Mean Male | Female | Mean Male Female | Mean
Dacomitinib 470 67.4 35.1 51.3 1.54 1.14 1.34 43.0 52.9 48.0 1.66 2.50 2.08
M2 591 | 5.20 4.80 5.00 - - - 5.80 6.07 5.94 3.09° 3.16° | 3.13°
M3 468 -- -- -- 0.13 0.22 0.18 -- -- -- 0.54 0.45 0.50
M4 662 2.90¢ 37.1¢ 20.0° -- -- -- -- -- -- 6.09 6.33 6.21
M5 777 | 2.90° | 37.1° | 20.0° - - - - - - 3.09° 3.16° | 3.13°
Mo 403 5.00 7.70 6.35 0.12 0.10 0.11 2.93 1.99 2.46 3.09° 3.16° 3.13°
M8 486 -- -- -- 0.35 0.28 0.32 -- -- -- -- -- --
M9 484 8.60 -- 4.30 -- -- -- 3.90 4.45 4.18 0.93 2.52 1.73
M10 502 6.20 5.00 5.60 0.17 0.22 0.20 8.14 9.66 8.90 2.04 1.75 1.90
M12 486 -- -- -- 0.13 0.11 0.12 2.27 3.62 2.95 0.92 0.97 0.95
M15 552 -- -- -- -- -- -- 14.8 13.7 14.3 0.81 0.84 0.83
M16 500 -- -- -- -- -- -- 3.54 2.34 2.94 0.91 1.53 1.22
M17 500 -- -- -- -- -- -- 3.16 1.96 2.56 1.43 0.91 1.17
M18 (PF-05199265) 456 -4 -- -- -- -- -- -- -- -- --° -- --
Unknown NA | 210" | <540" | <3.75 | <0.11¢ | <0.12% | <0.12 | <2.56" - NC <1.13" | <0.91' | <1.02

-- = Not determined or not detected; Dacomitinib (PF-00299804); m/z = Mass-to-charge ratio; M = Metabolite; NA = Not available; NC = Not calculated; No. = Number; PF-
05199265 (O-desmethyl dacomitinib or M18).

a. One female pooled sample from 0-96 hours postdose.

b. Value represents combined % dose for M2, M5, and M6.

c. Value represents combined % of dose for M4 and M5.
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2.6.5.9-A. PHARMACOKINETICS: METABOLISM IN RATS Test Article: [14C]Dacomitinib

Report Number: DM20JJJ-00299804-039 Amendment

Rat (Sprague-Dawley)
M/3 and F/3 for Mass Balance; M/2 and F/2 for bile duct cannulated and for circulating metabolite profiling
d. Plasma exposure to M 18 determined in male S-D rats following oral administration of dacomitinib is summarized in Tabulated Summary 2.6.5.4.
e. O-glucuronide conjugate of PF-05199265 detected in rat bile in the study 764-04474.
f. Value represents the greatest value of three unknown metabolites detected at various retention times (cumulative total of unknowns: Male = 4.7% and Female = 10.2%).
g. Value represents the greatest value of six unknown metabolites detected at various retention times (cumulative total of unknowns: Male = 0.46% and Female = 0.55%).
h. Value represents the greatest value of two unknown metabolites detected at various retention times (cumulative total of unknowns: Male = 4.7%).
i. Value represents the greatest value of three unknown metabolites detected at various retention times (cumulative total of unknowns: Male = 2.3% and Female = 2.6%).

Species (Strain)
Sex/No. of Animals
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2.6.5.9-B. PHARMACOKINETICS: METABOLISM IN DOGS Test Article: ["*C]Dacomitinib
Report Number: DM20jJ-00299804-038 Amendment
Species (Strain) Dog (Beagle)
Sex/Number of Animals M/2 and F/2 for mass balance; M/1 and F/1 for bile duct cannulated
Feeding Condition NA
Formulation 0.5% Methylcellulose
Administration Route Oral
Dose (mg/kg) ~1.0 (~200 pCi/animal)
Radionuclide [*C]Dacomitinib
Specific Activity ~9.48 mCi/mmol
Metabolite Label m/z Mean Percentage of Dacomitinib and Metabolites
Plasma (% of Total Urine (% of Dose) Feces (% of Dose) Bile (% of Dose)
Radioactivity)
0-12 h postdose 0-48 h postdose 0-120 h postdose 0-48 h postdose
Male | Female | Mean Male | Female | Mean | Male | Female Mean Male Female | Mean
Dacomitinib 470 | 29.6 54.8 4222 1.36 3.56 2.46 12.9 13.1 13.0 5.33 0.63 2.98
M2 591 -- -- -- 0.12 0.25 0.19 4.84 5.15 5.00 -- -- --
M3 468 | 2.30 1.90 2.10 0.22° 0.36 0.29° | 10.4° 777 9.09° -- -- --
M6 403 | 1.20 3.20 2.20 0.28 0.32 0.30 4.00 3.71 3.86 -- -- --
M8 486 | 1.20 4.35 2.78 -- -- -- -- -- -- 3.34 0.37 1.86
M10 502 | 60.6" | 29.9° | 453" | 0.52° | 123" | 0.88" | 23.5" | 19.2° 21.4¢ 0.40° 1.02° | 0.71°
Ml1 403 -- -- -- 0.22* 0.36" 0.29* | 10.4° 777" 9.09° --- -- --
M12 486 | 0.60 1.50 1.05 0.17 0.26 0.22 16.3 18.1 17.2 -- 0.61 NC
M13 502 -- -- -- -- -- -- 5.37 5.29 533 -- -- --
M14 562 -- -- -- -- -- -- 5.02 5.44 5.23 -- -- --
M18 (PF-05199265) 456 | - P =P P =P P P 19.2° e - -- -
Unknown NA | <4.05% | <4.35% | <4.20° | <0.06° | <0.10° | <0.08° | <5.15% | <4.75° | <4.95° - -- -

-- = Not determined or not detected; Dacomitinib (PF-00299804); m/z = Mass-to-charge ratio; M = Metabolite; NA = Not available; NC = Not calculated;

PF-05199265 (O-desmethyl dacomitinib or M18).

a. Value represents combined % of dose for M3 and M11.

b. M10 and M18 co-elute and it is possible that M18 is present as well as M10. Plasma AUC values for M18 following oral administration of dacomitinib to male Beagle dogs
summarized in Table 2.6.5.4.

c. Value represents combined % of dose for M10 and M18 in female dog feces.

d. Value represents the greatest value of two unknown metabolites detected at various retention times.

e. Value represents unknown metabolite detected at a chromatography retention time of approximately 31 minutes.

PFIZER CONFIDENTIAL
Page 26



HalF=7
2.6.5 HEEHRER R OB E £

2.6.5.9-C. PHARMACOKINETICS:

METABOLISM IN HUMAN Test Article: ['*C]Dacomitinib

VOLUNTEERS Report Number: PF-00299804_|Jjj 183530
Subjects Healthy Male Volunteers
Gender/Number of Subjects M/6
Feeding Condition NA
Vehicle/Formulation Suspension
Method of Administration Oral
Dose (mg) 45 (100 uCi)
Radionuclide ['*C]Dacomitinib
Specific Activity 1.84 uCi/mg
Metabolite Label m/z Mean Percentage of Dacomitinib and Metabolites
Plasma (% of Total Radioactivity) Urine (% of Dose)” Feces (% of Dose)®
0-120 h postdose 0-552 h postdose 0-552 h postdose
Mean" Mean* Mean
Dacomitinib 470 39 <1.0 20
M2 591 ND <1.0 9.5
M7 486 ND ND 5.1
M9 484 ND ND 1.9
M10 502 ND ND 1.2
M18 (PF-05199265) 456 16 ND 20
M19 518 ND ND 1.5
M20 502 ND ND 1.4

Dacomitinib (PF-00299804); m/z = Mass-to-charge ratio; M = Metabolite; NA= Not applicable; ND = Not determined if <10 %; PF-05199265 (O-desmethyl dacomitinib or M18).
a. Urine and feces were collected at 24 hour intervals until either 90% of the dose was recovered or <1% was excreted in a 24 hr period for 2 consecutive days out

to 552 hours.

b. Other metabolites were detected in plasma however they were <10% and are not reported.
c. Due to low levels of radioactivity in urine, most metabolites could not be identified and are not reported.
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2.6.5.10. PHARMACOKINETICS: METABOLISM IN VITRO Test Article: ['*C]Dacomitinib; Dacomitinib

Type of Study Identification of Dacomitinib Metabolites In Vitro
Report Number(s) pM20J00299804-035 pM20jJ00299804-036 PF-00299804-175 542;
PF-00299804 193914
Study System In Vitro: Liver Microsomes In Vitro: Hepatocytes Recombinant CYP450 Enzymes (rCYP)
Dacomitinib/Concentration (LM) ['*C]Dacomitinib/20 ['*C]Dacomitinib/10 Dacomitinib/0.005 to 10
Duration of Incubation (h) 0.5 4 0.5t0 0.75
Method of Analysis HPLC-UV-RAD-MS/MS HPLC-UV-RAD-MS/MS HPLC-MS/MS
Metabolite m/z Percentage of Metabolites CLiy(uL/min/pmol) K,£SE VmaxtSE
Label (M) (fmol/min/mg)
Microsomes Hepatocytes rCYP450 Isoforms Human Liver Microsomes®
Rat Dog Monkey Human | Rat Human| 2C9 2D6 3A4 2J)2 209" 2D6° 209" 2D6°

Dacomitinib 470 {904 832 71.8 91.8 [539 66.8 - -- 0487 0.119 -- -- -- --
M1 442 | -- -- -- -- 1 ND -- -- -- -- -- -- -- --
M2 591 | -- -- -- -- ND 8.6 -- -- -- -- -- -- -- --
M3 468 | ND 3.2 6.2 ND | ND 3.4 -- -- -- -- -- -- -- --
M4 662 | -- -- -- -- 2.5 ND -- -- -- -- -- -- -- --
M5 777 | - -- -- -- 3.8 ND -- -- -- -- - -- -- --
M6 403 | 2.6 4.1 11.7 24 33 2.7 -- -- -- -- -- -- -- --
M7 486 | -- -- -- -- 2.0 ND -- -- -- -- -- -- -- --
M8 486 | 42 3.8 2.1 1.1 159 45 -- -- -- -- -- -- -- --
M9 484 | -- -- -- -- 2.9 1.1 -- -- -- -- -- -- -- --
M18 456 | -- -- -- -- ND ND |0.0106° 0.392" ND® - | 75.0442.4 0.0637+0.0058 | 5390+2660 320+10
(PE-05199265)"

-- = Not determined; CL;, = intrinsic clearance; Dacomitinib (PF-00299804); HPLC = High performance liquid chromatography; K, = Michaelis-Menten constant; m/z = Mass to
charge ratio; M = Metabolite; MS/MS = Tandem mass spectrometry; ND = Not detected; PF-05199265 (O-desmethyl dacomitinib or M18); RAD = Radioactivity; rCYP450 =
recombinant human cytochrome P450; UV = Ultraviolet spectrum; V., = maximal velocity.

a. Enzyme kinetics for the formation of M18 (PF-05199265) when incubated with rCYP2D6 were K, = 0.0586+0.0039 uM and V ,, = 23.0+0.5 fmol/min/pmol CYP.

b. Low affinity cytochrome P450 enzyme responsible for the metabolism of PF-00299804.

c. High affinity cytochrome P450 enzyme responsible for the metabolism of PF-00299804.

d. M18 (PF-05199265) was identified as a major circulating metabolite from the human radiolabeled study.

e. The intrinsic clearance for M18 (PF-05199265) formation by low affinity CYP2C9 HLM was 0.0719 pL/min/mg.

f. The intrinsic clearance for M18 (PF-05199265) formation by high affinity CYP2D6 HLM was 5.02 uL/min/mg.

g. There was no formation of M18 (PF-05199265) when incubated with rCYP3A4, however CYP3A4 does contribute to the elimination of PF-00299804.
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2.6.5.11-A.
PATHWAYS ACROSS SPECIES

PHARMACOKINETICS: PROPOSED METABOLIC

Test Article: Dacomitinib

Report Numbers:

DM?2 00299804-039 Amendment
DM2 00299804-038 Amendment

PF-00299804 183530

Glutathione conjugation with subseqguent

cleavage of the glutathione moiety

Oxidation

Wiz, ivis, mMia, Mi1s pd
N _ <
AN 4 o F )
q O
AN T
B \\_! H HN TR
/ ~
] N
/ - -
Oxidation \ .
MG, MS, Mg’ |V|10, M11, O'Desmethylat|0n
M12, M16, M17, M19, M20 M18 (PF-05199265)
M = Metabolite; PF-05199265 = O-desmethyl dacomitinib or M 18.
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2.6.5.11-B. PHARMACOKINETICS: PROPOSED METABOLIC
PATHWAYS (CIRCULATING METABOLITES)

Test Article: [14C]Dac0mitinib
Report Numbers:

DM2 00299804-039 Amendment
DM2 00299804-038 Amendment
PF-00299804 [ 183530

=
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M = Metabolite; PF-0299804 = Dacomitinib; PF-05199265 = O-desmethyl dacomitinib or M 18,
* Presence of M18 in rat and dog plasma was quantitated using LC/MS/MS.

PFIZER CONFIDENTIAL
Page 30



HalF=7
2.6.5 HEEHRER R OB E £

2.6.5.11-C. PHARMACOKINETICS: PROPOSED METABOLIC

Test Article: ["*C|D itini
PATHWAYS (EXCRETORY METABOLITES) est Article: [“C]Dacomitinib

Report Numbers:

DM2 00299804-039 Amendment
DM2 00299804-038 Amendment
PF-00299804 [ 183530
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M = Metabolite; PF-299804 = Dacomitinib; PF-05199265 = O-desmethyl dacomitinib or M18.
* M18 co-eluted with M 10 in dog fecal extract; PF-05199265 O-glucuronide observed in rat bile.
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2.6.5.11-D. PHARMACOKINETICS: PROPOSED METABOLIC Test Article: ['*C]Dacomitinib

PATHWAYS (IN VITRO METABOLISM) Report Numbers:

DM2(0mm-00299804-035
DM2 00299804-036
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? N RLM Rat Liver Microsomes

M4 DLM Dog Liver Microsomes Rhep Rat Hepatocytes

Rheps HLM Human Liver Microsomes Hhep Human Hepatocytes

MLM Monkey Liver Miicrosomes

DLM = Dog liver microsomes; HHeps = Human hepatocytes; HLM = Human liver microsomes; M = Metabolite; MLM = Monkey liver microsomes;
PF-299804 = Dacomitinib; RHeps = Rat hepatocytes; RLM = Rat liver microsomes.

PFIZER CONFIDENTIAL
Page 32



HalF=7
2.6.5 HEEHRER R OB E £

2.6.5.12-A. PHARMACOKINETICS: INHIBITION OF CYP Test Article: Dacomitinib

ENZYMES Report Number: PF-00299804 110233
Type of Study In Vitro Cytochrome P450 Inhibition
Method In vitro incubation with human liver microsomes and individual substrates of CYP enzymes in the
presence of NADPH
Analytical Method LC/MS/MS
Concentrations of Dacomitinib 0, 0.0952, 0.301, 0.951, 3.00, 9.49 and 30 uM
CcYp Enzyme Reaction Dacomitinib ICsitSE (uM)™" Inhibition at 30 uM (%) Potential for MDI*
(NADPH-Dependent)
1A2 Phenacetin O-dealkylation >30 35 No
2B6 Bupropion hydroxylation >30 32 No
2C8 Amodiaquine N-dealkylation >30 44 No
2C9 Diclofenac 4'-hydroxylation >30 19 No
2C19 S-Mephenytoin 4'-hydroxylation >30 19 No
2D6 Dextromethorphan O-demethylation 0.063+0.008 97.5 No
3A4/5 Testosterone 6B3-hydroxylation >30 48 No
3A4/5 Midazolam 1'-hydroxylation >30 33 No
3A4/5 Felodipine dehydrogenation 16£3.3 60 --

-- = Not determined; CYP = Cytochrome P450; Dacomitinib (PF-00299804); IC,5 = 25% inhibitory concentration; ICs, = 50% inhibitory concentration; LC/MS/MS = Liquid
chromatography/tandem mass spectrometry; MDI = Metabolism-dependent inhibition; NADPH = Reduced form of nicotinamide adenine dinucleotide phosphate; SE = Standard
error.

a. Average data obtained from duplicate samples for each test article, where 7 concentrations were used to calculate the ICs, values.

b. An assessment of risk for in vivo DDI between PF-00299804 and coadministered substrates of these CYP enzymes, based on the 2012 FDA and EMA guidances, are provided in
Tabulated Summaries 2.6.5.15-E and 2.6.5.15-F, respectively.

c. Potential for MDI was determined by comparison of inhibitory potency with and without preincubation with NADPH present. Dacomitinib preincubation concentration was

300 uM for all incubations except for CYP2D6 which had a preincubation concentration of 0.217 pM (ICys).
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2.6.5.12-B. PHARMACOKINETICS: INHIBITION OF CYP ENZYMES Test Article: PF-05199265

Report Number: 5097
Type of Study In Vitro Cytochrome P450 Inhibition
Method In vitro incubation with human liver microsomes and individual substrates of CYP enzymes in the
presence of NADPH-regenerating system
Analytical Method LC/MS/MS

Concentrations of PF-05199265 0, 0.025, 0.075, 0.25, 0.75, 2.5, 7.5 and 25 uM

CYP Enzyme Reaction Zero-Minute 30-Minute Preincubation | 30-Minute Preincubation | Potential for | Potential for
Preincubation without NADPH with NADPH TDI*! MDI*
(NADPH- (Time-&
ICs, Inhibition r* | ICsy Inhibition r ICsy Inhibition r* |Independent)| NADPH-
(uM)*  at 25 uM (uM)* at 25 uM (uM)*  at 25 uM Dependent)
(%) (%) (%)
1A2  [Phenacetin O-dealkylation >25.0 27 0.791 | >25.0 28 0.942 | >25.0 26 0.935 No No
2B6 [Bupropion hydroxylation >25.0 9.6 NC | >25.0 20 NC | >25.0 23 0.734 No No
2C8  [Paclitaxel 6a-hydroxylation >25.0 31 0.967 | >25.0 42 0.995 | >25.0 39 0.921 No No
2C9 |Diclofenac 4'-hydroxylation >25.0 17 NC | >25.0 21 0.955 | >25.0 20 0.958 No No
2C19 [S-Mephenytoin 4’-hydroxylation 9.2 68 0.992| 11 67 0.991 10 68 0.995 No No
2D6  |Dextromethorphan O-demethylation | >25.0 31 0.901 | >25.0 32 0.976 22 53 0.967 No 22%
3A4/5 |Testosterone 6p-hydroxylation >25.0 4.9 NC | >25.0 28 0.813 | >25.0 33 0.875 23%° 28%°
3A4/5 | Midazolam 1’-hydroxylation >25.0 NA NC |>25.0 NA NC | >25.0 2.4 NC No No
3A4/5 |Nifedipine oxidation >25.0 22 0.906 | >25.0 20 0.908 | >25.0 29 0.970 No No

CYP = Cytochrome P450; Dacomitinib (PF-00299804); ICs, = 50% inhibitory concentration; LC/MS/MS = Liquid chromatography/tandem mass spectrometry; MDI = Metabolism-
dependent inhibition; NA = Not available; NC = Not calculated; NADPH = Reduced form of nicotinamide adenine dinucleotide phosphate; PF-05199265 = O-desmethyl
dacomitinib or M18; r* = Regression coefficient; TDI = Time-dependent inhibition.

a. Average data obtained from duplicate samples for each test article, where 8 concentrations were used to calculate the ICs, values.

b. Inhibition observed (%) = 100% — Percent solvent control.

c. Potential for TDI and MDI was determined by comparison of ICs, values both with and without preincubation and with and without NADPH-generating system present. In the
cases where a number is listed, this number represents the fold shift of the ICs, value to a lower number after preincubation.

d. An assessment of risk for in vivo DDI between PF-05199265 and coadministered substrates of these CYP enzymes, based on the 2012 FDA and EMA guidances, are provided in
Tabulated Summaries 2.6.5.15-G and 2.6.5.15-H, respectively.

e. The evidence for TDI and MDI of this enzyme activity may be due to variability in percent of control values for the zero-minute preincubation data. TDI and MDI of the other
two CYP3A4/5 marker substrate activities was not observed, nor does comparison of the 30-minute preincubation data with and without NADPH provide evidence for MDI.
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2.6.5.12-C. PHARMACOKINETICS: INHIBITION OF UGT Test Article: Dacomitinib
ENZYMES Report Number: PF-00299804 085741

Type of Study: Evaluation of UGT Inhibition by Dacomitinib.

Method: In vitro incubation with HLM and individual substrates of UGT enzymes in the presence of UDPGA + 2% BSA.
Analytical Method: LC-MS/MS

Concentration of Dacomitinib: 1-100 uM or 6-300 uM for UGT2B15 with 2% BSA only

UGT Enzyme Reaction Dacomitinib®
Enzyme Without 2% BSA With 2% BSA
ICSO" Inhibition at ICs Unbound ICs, Inhibition at
(uM) 100 pM (%)° (uM) (M)’ 100 pM (%)°
1A1 B-Estradiol-3-Glucuronidation 2.1 94.9 3.2 0.99 93.3
1A4 Trifluorperazine-N-Glucuronidation 24 67 >100 NC 43
1A6 5-Hydroxytryptophol-O-Glucuronidation >100 23 >100 NC 14
1A9 Propofol-O-Glucuronidation >100 38 >100 NC 41
2B7 Zidovudine-5'-Glucuronidation 38 87 99 31 51
2B15 S-Oxazepam-Glucuronidation 38 91.6 204° 63° 83°

BSA = Bovine serum albumin; Dacomitinib (PF-00299804); DDI = Drug-drug interaction; f, = Fraction unbound; HLM = Human liver microsome; ICso = 50% inhibitory
concentration; LC-MS/MS = Liquid chromatography-tandem mass spectrometry; NC = Not calculated, ICs, >100 uM; UDPGA = Uridine diphosphate-glucuronic acid;

UGT = Uridine diphosphate-glucuronosyltransferase.

a. An assessment of risk for in vivo DDI between dacomitinib and coadministered substrates of these UGT enzymes, based on the 2012 FDA and EMA guidances, are provided in
Tabulated Summaries 2.6.5.15-1 and 2.6.5.15-J, respectively.

b. Incubations without 2% BSA, dacomitinib f, assumed to be 1 due to minimal amount of protein (0.025 mg/mL) present.

c. Inhibition observed (%) is calculated with the following formula: Inhibition observed (%) = 100% — Percent solvent control.

d. Dacomitinib f, in 2% BSA was 0.31.

e. Maximum concentration of dacomitinib was 300 uM.
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2.6.5.12-D.
ENZYMES

PHARMACOKINETICS: INDUCTION OF CYP

Test Article: Dacomitinib
Report Number: PF-00299804_|JJ 090224

Type of Study: Evaluation of CYP3A4, CYP2B6, and CYP1A2 induction by Dacomitinib
Method: In Vitro incubation with cryopreserved human hepatocytes and quantitated by LC-MS/MS and Quantitative RT-PCR
Concentrations of CYP Substrates: 30 pM Midazolam, 200 pM Bupropion, 100 uM Phenacetin.

Hepatocyte Lot | Dacomitinib CYP3A4 CYP2B6 CYP1A2 CYP3A4 CYP2B6 CYP1A2 Phenacetin
Concentration mRNA mRNA mRNA 1’-Hydroxymidazolam Hydroxybupropion O-Dealkylation Activity
(M) Fold Induction Fold Fold Activity Activity Fold Induction
Induction Induction Fold Induction Fold Induction
HH1025 0.003 1.09 0.929 1.04 0.981 1.02 1.08
0.01 2.11 1.07 1.22 1.10 1.02 1.10
0.03 1.86 0.800 1.06 1.14 1.07 1.32
0.1 1.04 0.731 1.12 1.03 1.11 1.23
0.3 1.27 0.707 1.12 1.01 1.06 1.18
1 1.11 0.698 1.20 0.963 1.11 1.12
3 0.998 0.788 1.27 0.907 1.02 1.00
5 0.804 0.983 1.51 0.786 0.814 0.765
10*° NR NR NR 0.169 0.194 0.0642
HC7-4 0.003 0.804 0.889 0.988 0.950 0.897 0.964
0.01 0.908 1.09 0.956 0.939 0.906 0.899
0.03 1.57 0.795 0.903 1.12 0.838 1.03
0.1 0.987 0.641 0.939 0.953 0.684 1.04
0.3 0.751 0.650 0.997 0.902 0.621 1.06
1 0.531 0.561 1.07 0.834 0.546 1.02
3 0.459 0.442 0.897 0.790 0.432 0.800
5° 0.389 0.456 0.895 0.675 0.314 0.643
10*° NR NR NR BLQ BLQ BLQ
FOS 0.003 0.862 1.07 1.37 0.986 0.962 0.977
0.01 1.22 1.22 1.50 0.998 0.851 1.09
0.03 1.27 1.03 1.39 0.878 0.689 1.03
0.1 1.04 0.770 1.41 0.905 0.707 1.04
0.3 1.26 0.822 1.38 0.894 0.665 1.08
1 1.21 0.853 1.42 0.903 0.687 1.04
3 0.824 1.02 1.59 0.812 0.595 0.871
5 0.471 1.01 1.35 0.640 0.419 0.690
10*° NR NR NR BLQ BLQ BLQ
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2.6.5.12-D. PHARMACOKINETICS: INDUCTION OF CYP Test Article: Dacomitinib
ENZYMES Report Number: PF-00299804_|JJ 090224

Type of Study: Evaluation of CYP3A4, CYP2B6, and CYP1A2 induction by Dacomitinib

Notes: Reported values are a mean of n= 3.

BLQ = Below limit of quantitation; CYP = Cytochrome P450; Dacomitinib (PF-00299804); LC-MS/MS = Liquid chromatography-tandem mass spectrometry; mRNA =
Messenger ribonucleic acid; NA = Not applicable; NR = Not reported, GAPDH Ct values for dacomitinib were >10% higher relative to vehicle control; RT-PCR = Reverse
transcription-polymerase chain reaction.

a. Low cell viability.

b. Product formation in the 20 uM dacomitinib incubation was BLQ (0.002 ng/mL for 1'-hydroxymidazolam and hydroxybupropion and 0.005 ng/mL for acetaminophen).
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2.6.5.13-A. PHARMACOKINETICS: EXCRETION IN RAT Test Article: [14C]Dac0mitinib
Report Number: DM20.—00299804-039 Amendment

Species (Strain) Rat (Sprague-Dawley)

Sex/Number of Animals M/3 + F/3

Feeding Condition NA

Vehicle/Formulation 0.5% Methylcellulose

Method of Administration Oral

Dose (mg/kg) 5 (40 pCi/animal)

Analyte ['*C]Dacomitinib

Specific Activity 15.67 mCi/mmol

Mean Excretion of Dacomitinib-Derived Radioactivity (% of dose)
Male Female

Excretion Route: Urine Feces Cage Rinse Total® Urine Feces Cage Rinse Total®

Time (h)
0-8 0.91 ND ND 0.91 0.62 ND ND 0.62
8-24 0.87 48.1 ND 49.0 0.76 34.7 ND 35.5
24-48 0.32 32.7 ND 33.0 0.37 41.5 ND 41.9
48-72 0.26 2.65 ND 291 0.18 2.11 ND 2.29
72-96 0.23 4.82 ND 5.05 0.27 13.8 ND 14.0
96-120 0.13 2.49 ND 2.62 0.16 3.04 ND 3.21
120-144 0.10 0.74 ND 0.84 0.14 0.83 ND 0.97
144-168 0.07 0.73 0.03 0.84 0.11 0.83 0.07 1.01
Total 2.90 92.2 0.03 95.1 2.62 96.8 0.07 99.5

Dacomitinib (PF-00299804); F = Female; h = hour; M = Male; NA = Not available; ND = Not determined.
a. Total equals the combined excretion of drug-derived radioactivity (% of dose) in urine, feces and cage wash.
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2.6.5.13-B. PHARMACOKINETICS: EXCRETION IN DOG Test Article: [14C]Dac0mitinib
Report Number: DM20JJJ-00299804-038 Amendment

Species (Strain) Dog (Beagle)

Sex /Number of Animals M/2 and F/2

Feeding Condition NA

Vehicle/Formulation 0.5% Methylcellulose

Method of Administration Oral

Dose (mg/kg) ~1.0 (~200 pCi/animal)

Analyte [*C]Dacomitinib

Specific Activity ~9.48 mCi/mmol

Mean Excretion of Dacomitinib-Derived Radioactivity (% of dose)
Male Female

Excretion Route: Urine Feces Cage Rinse Total® Urine Feces Cage Rinse Total®

Time (h)
0-24 1.26 27.0 ND 28.2 3.75 35.6 ND 39.3
24-48 1.04 40.0 ND 41.0 0.96 27.4 ND 28.3
48-72 0.19 12.1 ND 12.3 0.50 8.28 ND 8.78
72-96 0.04 4.48 ND 4.51 0.28 4.40 ND 4.68
96-120 0.13 2.80 ND 2.93 0.25 4.59 ND 4.83
120-144 0.05 1.88 ND 1.93 0.10 1.23 ND 1.33
144-168 0.04 0.65 0.02 0.70 0.08 0.94 0.02 1.03
Total 2.73 88.9 0.02 91.6 5.90 82.3 0.02 88.2

Dacomitinib (PF-00299804); F = Female; h = hour; M = Male; NA = Not available; ND = Not determined.
a. Total equals the combined excretion of drug-derived radioactivity (% of dose) in urine, feces, and cage wash.
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2.6.5.13-C. PHARMACOKINETICS: EXCRETION IN HUMAN Test Article: ["*C]Dacomitinib
Report Number: A7471020

Species (Strain) Healthy Human Volunteers

Clinical Study Number A7471020

Sex /Number of Subjects M/6

Feeding Condition Fasted

Method of Administration Oral

Dose (mg)/Analyte 45 (~100 puCi)/["*C]Dacomitinib

Mean Excretion of Dacomitinib-Derived Radioactivity (% of dose)

Excretion Route: Urine Feces Total®

Time (h)
0-24 0.783 0.702 0.997
24-48 0.670 13.2 13.8
48-72 0.423 21.5 12.4
72-96 0.378 13.4 13.8
96-120 0.217 7.88 7.57
120-144 0.215 6.27 6.46
144-168 0.058 3.08 0.466
168-192 0.043 6.29 5.39
192-216 0.040 2.86 3.00
216-240 0.046 1.98 1.45
240-264 ND 1.73 0.814
264-288 ND 2.83 2.83
288-312 ND 0.788 0.336
312-336 ND 1.43 1.03
336-360 ND 0.696 0.649
360-384 ND 0.774 0.656
384-408 ND 1.347 0.735
408-432 ND" 0.699° 0.600°
Total® 3.18 78.8 82.0

Dacomitinib (PF-00299804); h = hour; M = Male; ND = Not detected.

a. Total equals the combined excretion of drug-derived radioactivity (% of dose) in urine and feces.
b. Subsequent samplings out to 552 hours were ND.

c. Subsequent samplings out to 552 hours were <0.73% each 24 hour sampling period.

d. Subsequent samplings out to 552 hours were <0.70% each 24 hour sampling period.

e. Represents the total cumulative % dose out to 552 hours post dose
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2.6.5.14. PHARMACOKINETICS: EXCRETION INTO RAT AND DOG BILE Test Article: ["*C]Dacomitinib

DM20JF00299804-039 Amendment DM20JF00299804-038 Amendment

Species/Strain Rat (Sprague-Dawley) Dog (Beagle)
Sex/Number of Animals M/2 and F/2 M/1 and F/1
Feeding Condition NA NA
Vehicle/Formulation 0.5% Methylcellulose 0.5% Methylcellulose
Method of Administration Oral Oral
Target Dose 5.0 (40 pCi/animal) ~1.0 (~200 pCi/animal)
Analyte ['*C]Dacomitinib ['“C]Dacomitinib
Specific Activity 15.67 mCi/mmol ~9.48 mCi/mmol
(%) Dose Excretion in 48 hours (%) Dose Excretion in 48 hours
Urine Feces Bile Urine Feces Bile
Male 7.11 NA 20.8 10.1 NA 9.08
Female 2.61 NA 23.5 6.88 NA 2.64
Dacomitinib (PF-00299804); F = Female; M = Male; NA = Not applicable.
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2.6.5.15-A PHARMACOKINETICS: DRUG-DRUG INTERACTIONS,

TRANSPORTER SUBSTRATE Test Article: Dacomitinib
Summary Results: Dacomitinib as a Substrate of Transporters In Vitro

Transporter Report Numbers Test System Substrate (Yes/No)

P-gp PF00299804-PDM-001 Amendment MDCK-MDRI1 Yes®

BCRP MDCK-BCRP Yes®

OATP1B1 PF-00299804_ [ 024655 HEK293-OATP1BI cells No

OATP1B3 PF-00299804 [ 024655 HEK293-OATP1B3 cells No

BA/AB = Ratio of basolateral-to-apical over apical-to-basolateral; BCRP = Breast cancer resistance protein; Dacomitinib (PF-00299804); HEK = Human embryonic kidney;
MDCK = Madin-Darby canine kidney cells; MDR1 = Multi-drug resistance gene that encodes for P-gp; OATP = Organic anion-transporting polypeptide; P-gp = P-glycoprotein.
a. BA/AB ratios of >2.5 are considered conclusive for active efflux (positive for substrate potential). The BA/AB efflux ratio for P-gp was 2.5, while the BA/AB ratio for BCRP

was 3.9. The BA/AB efflux ratio for the P-gp and BCRP positive control, quinidine (2 pM), was 4.4 and 5.7, respectively, and the efflux was inhibited by the inhibitor,
Cyclosporin A.
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2.6.5.15-B.

PHARMACOKINETICS: DRUG-DRUG INTERACTIONS,
TRANSPORTER INHIBITION

Test Article: Dacomitinib

Summary Results: Dacomitinib as an Inhibitor of Human Transporters In Vitro

Transporter Report Numbers Test System Probe Substrate ICs * % Inhibition at Inhibitor (Yes/No)*
(uM) Highest Concentration
Tested”
P-gp PF-00299804 162953  Caco-2 cells Digoxin 7.74 83.7 Yes
BCRP 394 MDCKII- [*H]Prazosin 0.5 91.3 Yes
BCRP
0ATP1B1  PF-00299804 [ 155623  HEK293- Pravastatin >30 17 No
OATP1B1
OATP1B3 HEK293- Rosuvastatin >30 14 No
OATP1B3
OCT1 HEK?293- ["*C]Metformin 0.25 96 Yes
OCTI1
OCT2 ;2 CHO-OCT2 Metformin 4.0 92 Yes
OATI1 CHO-OATI PAH >30 60 No*
OAT3 HEK293- E3S >30 NI No
OAT3
0AT1  Pr-00299804 [ 103352 HEK293- [*H]JPAH >30 18.6 No
OATI
BSEP o BSEP-Sf [*H]Taurocholate 5.3 98 Yes

Notes: Calculated molecular weight of dacomitinib = 469.9 g/mole.
BCRP = Breast cancer resistance protein; BSEP = Bile salt export pump; Sf9 = Spodoptera frugiperda ovarian cells; Caco = Colorectal adenocarcinoma; CHO = Chinese hamster
ovarian; Conc. = Concentration; Dacomitinib (PF-00299804); E3S = Estrone-3-sulfate; HEK293 = Human embryonic kidney 293 cells; ICsq= 50% inhibitory concentration;

K; = Inhibition constant; MDCK = Madin-Darby canine kidney cells; NI = No inhibition; OAT = Human organic anion transporter; OATP = Human organic anion transporting
polypeptide; OCT = Human organic cation transporter; PAH = p-Aminohippuric acid; P-gp = P-glycoprotein (also known as MDR1).

a. Assume K;=ICs0/2 except for P-gp, OCT1, and OCT2 where ICs;=K,, as the concentrations of digoxin (for P-gp) and metformin (for OCT1 and OCT2) used in these studies
were << K, values reported in the literature.
b. Highest concentration of dacomitinib tested: P-gp, OATP1B1, OATP1B3, OCT1, OCT2, OAT1, and OAT3 = 30 uM, BCRP and BSEP = 100 uM .

c. An assessment of risk for in vivo DDI between dacomitinib and coadministered substrates of these transporters, based on the 2012 FDA and EMA guidances, are provided in
Tabulated Summaries 2.6.5.15-C and 2.6.5.15-D, respectively.
d. 60% stimulation of PAH transport at highest concentration tested: 30 uM.
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2.6.5.15-C. PHARMACOKINETICS: DRUG-DRUG INTERACTIONS,

TRANSPORTER INHIBITION RISK ASSESSMENT: FDA Test Article: Dacomitinib

Summary Results: Assessment of Risk for In Vivo DDIs Between Dacomitinib and Co-Administered Substrates of Various Transporters, based on the draft
FDA guidance (2012).”

Transporter Report Numbers m," M [m,* ICs0 [T]/ICs0 Threshold Cutoff
(M) (»rM) (»rM) (M) for Potential DDI
Systemic  P-gp PF-00299804 I 1629053 o0.19 - - 7.74 <0.1 [1],/1Cs 20.1
BCRP | 0.19 ~ ~ 0.5 >0.1 [1],/ICs0>0.1
OATP1B1 PF 0.19 - - >30 <0.1 [1],/ICs0 0.1
OATPIB3 00299804 | 155623 0.19 - - >30 <0.1 [1],/ICs0 0.1
OCT1* 0.19 - - 0.25 >0.17 [1],/1C50>0.1
OCT2 ;o2 - 0.0036 - 4.0 <0.1 [1],.,/IC50>0.1
OAT1 - 0.0036 - >30 <0.1 [1]1.4/1Cs020.1
OAT3 - 0.0036 - >30 <0.1 [1],.,/IC50>0.1
BSEP B 0.19 - - 5.3 <0.1 [1],/ICs020.1
Intestinal ~ P-gp PF-002998?1 62953 - - 383 7.74 >10 [11,/1Csy >10
BCRP 8394 - - 383 0.5 >10 [1],/ICs0 =10

Notes: Calculated molecular weight of dacomitinib = 469.9 g/mole.

BCRP = Breast cancer resistance protein; C,,,x = Maximum observed concentration; Dacomitinib (PF-00299804); DDI = Drug-drug interaction; FDA = Food and Drug
Administration; F,xF, = Fraction of the dose of inhibitor which is absorbed and escapes gut metabolism; f, = Fraction unbound for dacomitinib in human plasma (0.0192); [I], =
Mean steady-state total C,,, at the highest proposed clinical dose; [I]; , = Mean steady-state unbound C,,; [I], = Theoretical maximum gastrointestinal drug concentration; ICsg
= 50% inhibitive concentration; I;, ,,x = Maximal inhibitor concentration in the hepatic inlet; k, = Absorption rate constant of the inhibitor; OAT = Organic anion transporter;
OATP = Organic anion-transporting polypeptide; OCT = Organic cation transporter; P-gp = P-glycoprotein (also known as MDR1); QD = Once daily; Qy = Hepatic blood flow;
-- = Data not applicable.

a. Draft Guidance for Industry: Drug Interaction Studies — Study Design, Data Analysis, Implications for Dosing, and Labeling Recommendations. Issued by: U.S. Department
of Health and Human Services. Food and Drug Administration. Center for Drug Evaluation and Research (CDER), Feb 2012.

b. [I]; =0.19 uM [89.34 ng/mL]: geometric mean determined in patients treated with 45 mg QD dacomitinib (Clinical Study: A7471042).

c. [I]1,, = 0.0036 pM [1.72 ng/mL]): determined as [I], x f,, where human f;, = 0.0192.

d. [I], = Calculated as the clinical dose of 45 mg on a molar basis, in a volume of 250 mL.

e. OCT1 is a hepatic uptake transporter; therefore, the same criteria as OATP1B1 and OATP1B3 was used.

f. R-value = 1.47 (>1.25), calculated as 1+ (f, X Iin max/ICso) where human f, = 0.0192 and I, yax = 6.11 uM, calculated as [Cyax+ (ky X Dose x F,xF,/Qy)] where Cya=

0.19 uM, k, = 6 1/h, dose = 45 mg/day, F,xF,= 1, and Qy =97 L/h.
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2.6.5.15-D. PHARMACOKINETICS: DRUG-DRUG INTERACTIONS,

TRANSPORTER INHIBITION RISK ASSESSMENT: EMA Test Article: Dacomitinib

Summary Results: Assessment of Risk for In Vivo DDIs Between Dacomitinib and Co-Administered Substrates of Various Transporters, based on the EMA
guideline (2012).°

Transporter Report Numbers K 50 x 25 x 0.1 x Dose/ Threshold Cutoff
(BM) Crnaxa’ Ly intetmax- 250 mL* For Potential DDI
(»M) (»M)
Systemic  P-gp PF-00299804 162953 7.74 0.18 - -- K; <(50%Caxn)
BCRP 8394 0.25 0.18 - -- K; <(50%Caxn)
OATP1B1 PF-00299804 155623 >15 -- 2.73 -- K <(25%Tnax.0)
OATP1B3 >15 -- 2.73 -- Ki £(25%Inaxn)
OCT1 0.25 -- 2.73 -- Ki £(25%Inaxn)
OCT2 ;o2 4.00 0.18 - - K; <(50%Crnax)
OAT1 >15 0.18 -- -- K £(50%Cax)
OAT3 >15 0.18 -- -- Ki £(50%Cax )
BSEP ;0 2.65 0.18 - - K; <(50%Cinax.)
Intestinal P-gp PF-00299804 162953 3.87 -- -- 383 K; £(0.1xdose/250)
BCRP 3394 0.25 -- -- 38.3 K; <(0.1xdose/250)

Notes: Calculated molecular weight of dacomitinib = 469.9 g/mole.

BCRP = Breast cancer resistance protein; C,/C, = Ratio of drug concentration in blood/plasma; C,,,x = Maximum observed steady-state concentration; Cy,y, = Unbound mean
steady-state C,,,,; Dacomitinib (PF-00299804); DDI = Drug-drug interaction; EMA = European Medicines Agency; F = Absolute bioavailability; F, = Fraction absorbed; F, =
Fraction escaping gut metabolism; Fy = Fraction escaping liver metabolism; f, = Fraction unbound in human plasma; f,, = Fraction unbound in blood; ICs0 = 50% inhibitive
concentration; I, it max = Unbound hepatic inlet inhibitor concentration; [I] ., » = Maximum concentration in blood; k, = Absorption rate constant; K; = Inhibition constant; OAT
= Organic anion transporter; OATP = Organic anion-transporting polypeptide; OCT = Organic cation transporter; P-gp = P-glycoprotein; Qy = hepatic blood flow; -- = Data not
applicable.

a. Committee for Human Medicinal Products (CHMP). Guideline on the investigation of drug interactions: CPMP/EWP/560/95/Rev. 1, Corr. 2. European Medicines Agency;
2012.

b. Assume K;=1Cs0/2 except for P-gp, OCT1, and OCT2 where IC5;=K;, as the concentrations of digoxin (for P-gp) and metformin (for OCT1 and OCT2) used in these studies
were << K, values reported in the literature.

C. Cpaxu = 0.0036 uM [1.72 ng/mL]; calculated as C,x X £, Where Cyox=0.19 uM [89.34 ng/mL] geometric mean determined in patients treated with 45 mg QD dacomitinib
(Clinical Study: A7471042) and human f, = 0.0192.

d. Iy jntetmax = 0.109 pM, calculated as [, X ([I]maxp + (Fa % Fy X k, X Dose/Qp))]; where f, ;= 0.0178, calculated as [f,/(Cy/C,)] where f, = 0.0192 and C,/C, =1.08,

[Mimax = 0.21 uM, determined as (Cpax X Cy/Cp), k, = 6 1/h, dose = 45 mg/day, F, x F,=1 and Q=97 L/h.

e. Calculated using the clinical dose of 45 mg (on a molar basis) in a volume of 250 mL.
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2.6.5.15-E. PHARMACOKINETICS: DRUG-DRUG Test Article: Dacomitinib
INTERACTIONS, CYP INHIBITION, FDA Report Number: PF-00299804 [ 110233

Summary Results: Assessment of Risk for In Vivo DDIs Based on Reversible Inhibition Between Dacomitinib and Coadministered Substrates of CYP
Enzymes, Based on the Draft FDA Guideline (2012).*

Model CYP K" e 1+ [I)/K; Threshold Cutoff
(uM) (uM) For Potential DDI
Systemic

Basic (Ry) CYP1A2 >15 0.19 <1.1 1+ [I)/K; >1.1

CYP2B6 >15 0.19 <1.1 1+ [I)/K; >1.1

CYP2C8 >15 0.19 <1.1 1+ [I)/K; >1.1

CYP2C9 >15 0.19 <1.1 1+ [I)/K; >1.1

CYP2C19 >15 0.19 <1.1 1+ [I)/K; >1.1

CYP2D6 0.032 0.19 >1.1 1+ [I)/K; >1.1

CYP3A4/5 Testosterone >15 0.19 <1.1 1+ [I)/K; >1.1

CYP3A4/5 Midazolam >15 0.19 <1.1 1+ [I)/K; >1.1

CYP3A4/5 Felodipine 8 0.19 <1.1 1+ [I)/K; >1.1

Notes: Calculated molecular weight of dacomitinib = 469.9 g/mole.

Crax = Maximum observed concentration; CYP = Cytochrome P450 enzymes; Dacomitinib (PF-00299804); DDI = Drug-drug interaction; [I] = Total mean steady-state C;
ICs0 = 50% inhibitory concentration; K; = Inhibition constant; R; = Reversible inhibition.

a. Draft Guidance for Industry: Drug Interaction Studies — Study Design, Data Analysis, Implications for Dosing, and Labeling Recommendations. Issued by: U.S. Department of
Health and Human Services. Food and Drug Administration. Center for Drug Evaluation and Research (CDER), Feb 2012.

b. Calculated K; = ICs0/2, assuming competitive inhibition.

c. [11=10.19 uM [89.34 ng/mL] for systemic DDI: geometric mean determined in patients treated with 45 mg QD dacomitinib (Clinical Study: A7471042).
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2.6.5.15-F. PHARMACOKINETICS: DRUG-DRUG Test Article: Dacomitinib
INTERACTIONS, CYP INHIBITION, EMA Report Number: PF-00299804 110233

Summary Results: Assessment of Risk for In Vivo DDIs Based on Reversible Inhibition Between Dacomitinib and Coadministered Substrates of CYP
Enzymes, Based on the EMA Guideline (2012)."

Model CYP K 11/ [1].5/K; Threshold Cutoff
(uLM) (uM) For Potential DDI
Systemic

Basic (R)) CYP1A2 >15 0.0036 <0.02 [M/K; 20.02

CYP2B6 >15 0.0036 <0.02 [M/K; 20.02

CYP2C8 >15 0.0036 <0.02 [M/K; 20.02

CYP2C9 >15 0.0036 <0.02 [Mv/K; 20.02

CYP2C19 >15 0.0036 <0.02 [M/K; 20.02

CYP2D6 0.032 0.0036 >(.02 [Mv/K; 20.02

CYP3A4/5 Testosterone >15 0.0036 <0.02 [1]/K; =0.02

CYP3A4/5 Midazolam >15 0.0036 <0.02 [1]/K; >0.02

CYP3A4/5 Felodipine 8 0.0036 <0.02 [1]/K; >0.02

Notes: Calculated molecular weight of dacomitinib = 469.9 g/mole.

Cinax = Maximum observed concentration; CYP = Cytochrome P450 enzymes; Dacomitinib (PF-00299804); DDI = Drug-drug interaction; f, = Fraction unbound; ICs0 = 50%
inhibitory concentration; [I] = Maximum dose taken on one occasion/250 mL; [I], = Unbound mean steady-state C,,,; K; = Inhibition constant; R; = Reversible inhibition.

a. Committee for Human Medicinal Products (CHMP). Guideline on the investigation of drug interactions: CPMP/EWP/560/95/Rev. 1, Corr. 2. European Medicines Agency;
2012.

b. Calculated K; = ICs¢/2, assuming competitive inhibition.

c. [I],=0.0036 uM [1.72 ng/mL] for systemic DDI: geometric mean determined in patients treated with 45 mg QD dacomitinib (Clinical Study: A7471042), where the
dacomitinib human plasma f, = 0.0192.
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2.65.15-G. PHARMACOKINETICS: DRUG-DRUG INTERACTIONS, Test Article: PF-05199265
CYP INHIBITION, FDA Report Number: 5097

Summary Results: Assessment of the Potential Contribution of PF-05199265 Based on Reversible Inhibition to In Vivo DDI Between Dacomitinib and
Coadministered Substrates of CYP Enzymes, Based on the Draft FDA Guideline (2012)."

Model CYyp K me 1+ [I)/K; Threshold Cutoff
(M) (uM) For Potential DDI

Basic (Ry) CYP1A2 >12.5 0.014 <1.1 1+ [1)/K;>1.1

CYP2B6 >12.5 0.014 <1.1 1+ [1)/K; >1.1

CYP2C8 >12.5 0.014 <1.1 1+ [1)/K; >1.1

CYP2C9 >12.5 0.014 <1.1 1+ [1)/K;>1.1

CYP2C19 4.6 0.014 <1.1 1+ [I)/K; >1.1

CYP2D6 >12.5 0.014 <1.1 1+ [IJ/K; >1.1

CYP3A4/5 Testosterone >12.5 0.014 <1.1 1+ [1)/K; >1.1

CYP3A4/5 Midazolam >12.5 0.014 <1.1 1+ [IJ/K; >1.1

CYP3A4/5 Nifedipine >12.5 0.014 <1.1 1+ [I)/K; >1.1

Notes: Calculated molecular weight of PF-05199265=455.9 g/mole.

Cinax = Maximum observed concentration; CYP = Cytochrome P450 enzymes; Dacomitinib (PF-00299804); DDI = Drug-drug interaction; [I] = Total mean steady-state Cy;
ICs0 = 50% inhibitory concentration; K; = Inhibition constant; PF-05199265 = O-desmethyl dacomitinib or M18.

a. Draft Guidance for Industry: Drug Interaction Studies — Study Design, Data Analysis, Implications for Dosing, and Labeling Recommendations. Issued by: U.S. Department of
Health and Human Services. Food and Drug Administration. Center for Drug Evaluation and Research (CDER), Feb 2012.

b. Calculated K; = ICs0/2, assuming competitive inhibition.

c. [I[]=0.014 uM [6.58 ng/mL] geometric mean determined in patients treated with 45 mg QD dacomitinib (Clinical Study: A7471042).
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2.65.15-H. PHARMACOKINETICS: DRUG-DRUG INTERACTIONS, Test Article: PF-05199265
CYP INHIBITION, EMA Report Number: 5097

Summary Results: Assessment of the Potential Contribution of PF-05199265 Based on Reversible Inhibition to In Vivo DDIs Between Dacomitinib and
Coadministered Substrates of CYP Enzymes, Based on the EMA Guideline (2012).”

Model Ccyp K" [1].¢ M./K; Threshold Cutoff
(uM) (uM) For Potential DDI

Basic (R)) CYP1A2 >12.5 0.00014 <0.02 [M/K; =20.02

CYP2B6 >12.5 0.00014 <0.02 [M/K; 20.02

CYP2C8 >12.5 0.00014 <0.02 [M/K; =20.02

CYP2C9 >12.5 0.00014 <0.02 [M/K; =0.02

CYP2C19 4.6 0.00014 <0.02 [1/K; >0.02

CYP2D6 >12.5 0.00014 <0.02 [1/K; >0.02

CYP3A4/5 Testosterone >12.5 0.00014 <0.02 [1]/K; >0.02

CYP3A4/5 Midazolam >12.5 0.00014 <0.02 [1/K; =0.02

CYP3A4/5 Nifedipine >12.5 0.00014 <0.02 [1]/K; >0.02

Notes: Calculated molecular weight of PF-05199265=455.9 g/mole.

Cinax = Maximum observed concentration; CYP = Cytochrome P450 enzymes; Dacomitinib (PF-00299804); DDI = Drug-drug interaction; f, = Fraction unbound; ICs0 = 50%
inhibitory concentration; [I], = Unbound mean steady-state C,,,; K; = Inhibition constant; PF-05199265 = O-desmethyl dacomitinib or M18; R, = Reversible inhibition.

a. Committee for Human Medicinal Products (CHMP). Guideline on the investigation of drug interactions: CPMP/EWP/560/95/Rev. 1, Corr. 2. European Medicines Agency;
2012.

b. Calculated K; = ICs0/2, assuming competitive inhibition.

c. [1],=0.00014 uM [0.0658 ng/mL] for systemic DDI: geometric mean determined in patients treated with 45 mg QD dacomitinib (Clinical Study: A7471042), where the
PF-05199265 human plasma f;, <0.01 and 0.01 was used for all unbound concentration calculations.
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2.6.5.15-1. PHARMACOKINETICS: DRUG-DRUG Test Article: Dacomitinib
INTERACTIONS, UGT INHIBITION, FDA Report Number: PF-00299804 085741

Summary Results: Assessment of Risk for In Vivo DDIs Between Dacomitinib and Coadministered Substrates of UGT enzymes, based on the draft FDA
guidance (2012)."

Model UGT K" [ 1+ [I)/K; Threshold Cutoff
(uM) (uM) For Potential DDI
Basic (R))

Without 2% BSA 1A1 1.05 0.19 >1. 1+ [I/K;>1.1
1A4 12 0.19 <lL. 1+ [I/K;>1.1
1A6 >50 0.19 <l.1 1+ [I/K;>1.1
1A9 >50 0.19 <l 1+ [I/K;>1.1
2B7 19 0.19 <l. 1+ [I)/K; >1.1
2B15 19 0.19 <l. 1+ [1)/K; >1.1

Notes: Calculated molecular weight of dacomitinib = 469.9 g/mole.

BSA = Bovine serum albumin; C,,, = Maximum observed concentration; Dacomitinib (PF-00299804); DDI = Drug-drug interaction; ICsy = 50% inhibitory concentration;

[I] = Total C,,y in patients treated with 45 mg dacomitinib (Clinical Study: A7471042); K; = Inhibition constant; UGT = Uridine diphosphate glucuronosyltransferase.

a. Draft Guidance for Industry: Drug Interaction Studies — Study Design, Data Analysis, Implications for Dosing, and Labeling Recommendations. Issued by: U.S. Department of
Health and Human Services. Food and Drug Administration. Center for Drug Evaluation and Research (CDER), Feb 2012.

b. Calculated K; = Unbound ICs/2, assuming reversible inhibition.

c. [11=10.19 uM [89.34 ng/mL ] for systemic DDI: geometric mean determined in patients treated with 45 mg QD dacomitinib (Clinical Study: A7471042).
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2.65.15-J.  PHARMACOKINETICS: DRUG-DRUG Test Article: Dacomitinib
INTERACTIONS, UGT INHIBITION, EMA Report Number: PF-00299804_|JJJJi 085741

Summary Results: Assessment of Risk for In Vivo DDIs Between Dacomitinib and Coadministered Substrates of UGT enzymes, based on the EMA guideline
(2012)."

Model UGT K [M.° M]./K; Threshold Cutoff
(LM) (ULM) For Potential DDI
Basic (R))

Without 2% BSA 1A1 1.05 0.0036 <0.02 [11/K; >0.02
1A4 12 0.0036 <0.02 [1/K; >0.02
1A6 >50 0.0036 <0.02 [11/K; >0.02
1A9 >50 0.0036 <0.02 [11/K; >0.02
2B7 19 0.0036 <0.02 [1/K; >0.02

2B15 19 0.0036 <0.02 [1]/K; >0.02

Notes: Calculated molecular weight of dacomitinib = 469.9 g/mole.

BSA = Bovine serum albumin; C,,, = Maximum observed concentration; Dacomitinib (PF-00299804); DDI = Drug-drug interaction; f, = Fraction unbound; ICs, = 50%
inhibitory concentration; [I], = Inhibitor unbound C,,,,; K; = Inhibition constant; UGT = Uridine diphosphate-glucuronosyltransferase; R; = Reversible inhibition.

a. Committee for Human Medicinal Products (CHMP). Guideline on the investigation of drug interactions: CPMP/EWP/560/95/Rev. 1, Corr. 2. European Medicines Agency;
2012.

b. Calculated K; = Unbound ICs/2, assuming competitive inhibition.

c. [1],=0.0036 uM [1.72 ng/mL] for systemic DDI: geometric mean determined in patients treated with 45 mg QD dacomitinib (Clinical Study: A7471042), where the
dacomitinib human plasma f, = 0.0192.
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