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In vitroell A E‘r;”jlﬂ‘éol FEFFAQ P-gp(A2), F7lFol& FEAOAT1 2 OAT3, f7]1%ol
F4A(0CT)2, F7180le £4 ZHE =(OATP)IB1 2 OATPIB3 A4S AT 7l @A
Yoz ARE FEAA P-gp(f1 ), BCRP(HA 92 943 2 OCT1e &84S JAT F

FEZ bs

o & oo

i

<E}iUlEl‘d°] UGT &40 mx= 93k




In vitroolAl = nlEl'do] uridine diphosphate glucuronosyltransferase(UGT)1A4, UGT1A6, UGT1A9,
UGT2B7, UGT2B15E YAE 7Is82 &

(5) vjA

gEuEg e EANZTI= 54-80A1%elth. g EFEE S 32%9 ARt WEAHCVeS THAIH,
20.0L/hro] A 4&g Bk [MCIAMEEAD TavE Y-S ©3) 7:‘?“%045& geo| 173 g o
AN A, FoAE T WAEAY 82%(FLw)7F 55241 ol 3 E Atk o] F8 wAAEZA
(FAZFY 79%), WA 3%7t 3= on, s gangde Tz 1%m ko] AT

6) 54 =y

BAG E BA0 oat@, BA4AY, AF(ePAIel 8 HopAolel), 4 B AFo] thamulEy
: G gtk of BAel LFH Aol oF 0% ofAot Fe

AR E ddos 3 Q3P HEvEY 30 mge @ATFA F HAVEE =3(AUCK
2 Crwd& 4% 2Pl (Child-Pugh A, 8%)ol A W37} §1%lx, $55 74 ol(Child-Pugh B, 9%)e]
Ae A 7% BAEH Hlsl Z7F AUCInfFE 15% 2 Cmaxs 20% 243tk $5 8o
(Child-Pugh C) &#tellA B=vlElde] oFEshe ATHA doke E3h Hl%%%%?ﬁﬂma) 71z
4% NF L TR <A FFAULN|aL, bzt o|Eotrie A EAASTHULN, £ F
W] FH>L0-1.5XULN 31 =& AST, N=158] 158 3¢k 1,381% ] =3eh oF&3f £l s}
H, AT A7 g EE e Estel HA= 9% (T a5 SR AT(FE UF
xULN 8l ®= AST, 59lelA ©=vEd oF&st wste] S7= §ivh

=3

Z
v
p_t
o1 ol
oool

>
Ao SAE o= FRH YFAFLS Aok BEG ofFst EXo ostH, AF Al
(60mL/min < CrCI<90mL/min, 590%) % F%5% A& }(30mL/min < CrCI<60mL/min, 218“5)% A Al
71%5(CrC1=90mL/min, 56778)3 Hlwst] thswEld o] oF&3stS WHIAI7|A] skth. FF5 AA) &
ZHCrClK30mL/min, 49)eol gk k&3t A5+ AdFHolth. dAFAo] Qg Shxto] g 953
NP FhHA FUoh
eE-0g 4471]>

g A Bl Ak
3 WFH FEA

(1) EGFR-g&4®ol7} 9= NSCLC #xte] dAkx] 5A4(A1d ARCHER 1050)

| gZvElde $Y4S dF3r] 98l EGFR 4ozt & NSCLC =4 713
dolAY, SAFe Ee WA LHS @ F Y, B Hol)E s vdavEde A3
274 A F(ARCHER 1050)] Tﬁﬁﬂoﬂﬂr o1, oA, FASMA, A A3 AFA-ANA F
452 0] A7) v ElY = U T 112 299 d H Aok
Aol Y, N2 Iy /\13} & 271 54, 3943, A =e o “\l@ﬁli@./ﬁ =l
OE A 24 T o= syt 1A Zdsks AR e vid AT FAEAS FAA
ofre] F3tacle AFTEAZRE 71wk R vs. BE T3 vs. 118 FopAoll vs. HlFo}
Alopel) % EGFR Wol el fithexon 19 A<= vs. exon 21014 2] L858R ®o]). EGFR WHoldel= +
Y 7Hsd FEHAAVIER s

o




AFAFe] AP sE BHdE SHWA AlE(Independent Radiology Central; IRC)2] HEZ
A ol a7 ABARES-E(ORR), ¥H-&713HDoR), A ABE
E(OS)O]OiE]'
AA RG] Q783 54 60%7F AN, TEAH AP TS w624 =2 10.8%7F W75
Al olFol et wlol gkl 30%°l4 ECOG(Eastern Cooperative Oncology Group) <352 (PS)©] 0
o] L, 70%°l4 ECOG PS& 1]t} 59%+= exon 19 A<o]lal, 41%+= exon 21914 L858R o]
E EAT AF:S Wl 23%, okAold 77%, Z<lo] 1% Ul“&olMD}. o], Ao A%, =&
ECOG PS7} 20174<1 gat=2 Al @ollA A=At
RCAEZAF 722078 AEd g v g3v ey SxdoA SAHCE Ford F3138
AEZIZE ol ASHJATGEES 2 19D,
ol 2~ghle 4] EAS nteto g g IRCO st FXPBE7T 42 GAEA ] Aot YA
sttt 53], RRCHEC w& FIAPAHEZ7IZF A@ul= ofAordd HlopA ol A Zhzh
0.509(95% CI: 0.391, 0.662) 2 0.889(95% CI: 0.568, 1.39DS T} ofAJolQlol A, o] ¢ FojFe] FE 2
AEZIZE TS 16570, AT EdTolAs 9.37HLlAT. BlopAolRloll A, o] of Foj
o] FAYPAAE7IZF S-S 9370 Lol aL, AT Ed ol A= 9.270 Lol A T
48.7%%] Atzdo]l LAg HFTEAQ017d 29 17¢ 712)A AAYEE Fvl= 0.760 (95% Cl:
0.582, 0.993)°] ™, Xdﬂ]*ﬁz% FTAE 73N AolE BYPTHo] ¢ FoT F ANEY FoT9
AAEE T2 44 34.1784095% CI: 29.5, 37.7) 2 26.87H¥4(95% CI: 23.7, 32.1)). I21HY A=
AZAA Aol Dﬂrﬁ‘r, A{A W-3E(ORR) AR TAAH FA FHOo=2 s &40 TTHU
kA AAYEE WA TAF TS AHoE HrlE 4 itk
[ 5] o]l A&z ?%% EGFR-Z4d®o]7} 9= NSCLC #&A5 thd e & 3 97A1d ARCHER
10509049 fF&EA A3 - ITT 23 a7

EEInIEEE FEEE:
N=227 N=225

2R3 YE7)17 (RCAlY s A2A=H)
A kA, n (%) 136 (59.9%) 179 (79.6%)
TP ES T ML (95% CD 14.7 (11.1, 16.6) 9.2 (9.1, 11.0)
21 31](95% CI) 0.589 (0.469, 0.739)
U= pit’ <0.0001
AP ve-E (RCAYs) 2AH=H)
NP WSE % (95% CD 74.9% (68.7, 80.4) [71.6% (65.2, 77.4)
F= par 0.3883
U371 7F (IRCA &8 2A =)
[RC AEo WE 932 &, n(%) 170 (74.9) 161 (71.6)
3712 ST HL] (95% CD 14.8 (12.0, 17.4) 8.3 (7.4, 9.2)

2016 7€ 29¢ 7=

[TT= Intent-to-treat

a. =3}Cox3] A4 (Cox Regression ). 2XHE FAHH. A5 -3HA2~8(IWRS: interactive web
response system)ol] W& F2ZLu|HAl F3La 02 AF(YES] vs. BE ZF72 vs. 119 FolAo}
Ql vs. HlFolAlo}Ql) H EGFR o] dej(d <= 19 A vs, o< 2104 2] L858R W)t

b. =3} 21-%9 7 A(og-rank test)oll 71%¥+3F [WRSol| w2 FZAuiAHA] F31Q2008 (I E
Ql vs. BE T2 vs. 719] FopA|o}Ql vs. HlFolAo}Ql) B EGFR W o] A ef(<19 HAE vs. d&




2194 2] L858R o)A Tt

c. =3} Cochran-Mantel-HaenszelZd ol 719+ [WRSol| & F2Qu g A 588208 AF(YEQ
vs. BE T3 vs. 712] FopAlofel vs. HlFopAolRl) B EGFR WOl (&E19 A& vs. &21
of 2] L858R o)At

(" 1] ARCHER 1050 - IRC HEd w& FIAPYPZ7IIHPES) ik 7hE-nolo] =4

(Kaplan-Meier curve) - ITT =3

4) ¥R A=

D BHEFo =4

Aol 671L7EA R el HEAA AT WEFEA SAHAPA dAFAgo] AR/HEIES o
ToA FTF H HY, A, FF QEE AF

2

SRERE AFFI ARl AEGAER] WA ARS] WE, Tefal Jfell A A7) s A ko] W3}
7h fle 2" 4oz 3 ERt A9 v Eme A, s(EE=e AA AEtda 95, el
A ANFE Ave SRke AEte] I /v, A, A3} e, AT FRALE 42
wEwH /Ee AdTEHE) 2 &3TIAEES} oA AE, AdA AN F9d 74
R /A DN BAE AN, REL) TE TN FHAHELSF] FAHAT. =, ofvindojma
S7He W A gAYt DA EFEG G0l Aol BT ol g B AHESE A
Qata 7t H ot BE FFS dAAEF 19 13 45 mgell thg AN =Z R @Fe TR
EEoA T

< e golE o] &3 HF =AMl d(Ames)oll A WHolido] A oH
o A Win vivo) & &FAJoAA FHA0)E e AT oldE
o]

=
vitro AHg YETAAA RN Ak, el e AZEA oA G

e g o

FUEE2 EA=ddol N d(Ames)ol M AFTH AR DNACl AH whg-shx] Fow, Abeda-§Fol
A HAY AUC == Cra?lE2Z AW oF 60-70F =7HA S5aHA ol GAAEG] A
webs GRHEYS 43R AR L35 FH5g0] AFEAEET

(3 e+

gavEgoel thgk A AAEA .

4 sHs 2ol
g Ede] td FEle AFES AAHEA FUT GAZuEEe] wHERA AP mEH, oA
Ho BAF AUCYIE AHEAZEF) oF 0.3u) FAAG/HLID H2718 vx= Fgol
A, AedF 32 A g3 Ay se] vEgt. 2 Aol 67143t 2 mg/kg/dayelst F
(MZAF AUCTIE AHarad-8&%e oF L1dD) == 7ol 97143t 1 mg/kg/dayolst=z(M 2 AUCY]E
ARG F] oF 0.3u)) FofA A mAE EFS U
(6) =4

gest B718 gz 3 s AT A dOA JAR =] 7R s
AtgagEFe A oF 249 2 0.3M7HA AFFAEHJY. RAAT Sk 4=
et B7loA 3t HEl] EASAY &FdAM HAFEe EAoH, |

%2 zovd WAES By
O AT B AEAIT
Aeg7], AL RI130C), AXYZHE 60714

1.3 959 %E5S(DMF) A%




FAEW - IV E Y=
SHEWUE : 487-27-ND
AzAHH W AAA . Pfizer Ireland Pharmaceuticals Ringaskiddy Active
Pharmaceutical Ingredient Plant, P.O. Box 140,
Ringaskiddy, County Cork, Ireland
14 37t=4
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2. TeRAM | AI32x 2 TojekE Fo] el #3 3
TFAl o QLA Y FEY.
- AAAL 71ZF 0 2020.02.14. ~ 2026.02.13.(6'F)
- AAAF A7 2 2026.02.14. ~ 2026.05.13.

g o ) e
Agtal 1 A3E F7F 2371 = o 67H%U}ﬂr p_ﬂsm, 01 Hd Bus A,

15 MFAF A oAF

16 FHFAL AN AR A3}
o AFAG ge

17 ARAE
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1.8 AE|H

o = =237} 7 e WFE-wEL | AR EFLBY | URRESE
i w A= AR | NF BEAS | BAS
A= 2019.3.28. 2019.3.28. 2019.3.28. 2019.3.28. 2019.3.28.
2823 | (1xH2019.6.13. | (1x})2019.5.31. | (12})2019.6.12. | (12})2019.6.18. 201975
A=} (2%})2020.1.13. 2019.12.30 2020.1.10. (23})2019.11.20. S
BeES4 | (12H)2019.12.06. | (12H)2019.12.06. | (12})2019.12.06. | (12})2019.11.12. 2019126
A=} (22H2020.1.23. | (2x})2020.1.23. | (22})2020.1.23. | (22})2019.12.02 o
FHFAY
Az 2020.2.14. 2020.2.14. 2020.2.14. 2019.12.05. 2020.2.13.
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8. T FAAER HRHE 9 Fa) JFEF

& ALK

EAAJAA=E-A(EGFR) <)

£ 19 Ae EE ojE 21 L858R X @ Wolsk Qi Fa el mi Aol ¥4 L s HNSCLO)
faboll 12} ABAR Fol’ o] hE asaztz Aok 37 N

- BS IFARe A M EGFR &4 Edmolel o 19 A4 e <& 21 L8R =AW

o’ A= WEstA msa ol wFT

o T3 TEMEH-S Abg 3| A A Q1 2F4=-8- A (HER)/Erythroblastosis oncogene B homolog(ERBB)
T&A HEA 7IGAIRTKS] A A1 obd Al 1MHATP) A, HI7F A9l &AL o AlA <.
A3 A A3 A1 A 4=2-A(EGFR, HER1, ERBB1), HER2 =& #|(ERBB2), HER4 4=£-A|(ERBB4) % EGFR
Hol(d], exon 19 24 T+ exon 21 L858R %]} Wo))o| AL e}y,

e °‘EGFR &7 wWol7}
[e]

o] =
AA -

FAE o=l 7187t HAE.

NSCLC #x}eo] 1} A =mAlZ AFEY, d2EHY, olgtEd, 2AIHEY

7#7ke EGFR 24 Wel} gli= NSCLC @apel 14 AmA’ Fid ks b3z 28,
MNEY ol L Xt 2@ sss fad 21
EGFR TK &4 H=HO0|J}
= _ AMEZ vs HEZ(OIEZCHE+TII 2| EH )
OlAFE (HITIEILIE) As 24 dd £= _
_ 2003.06.14 o EGFR H0] 24 & Xtz
St OtAERHHIUIZHE) HOold  HIANZH S
1= PFS 9.5months vs 6.3 months (HR 0.48)
HIE 100mg, _ _ _
ErMI Bt g EGFR 4 HOIJ} Ues | AIE2 vs HHE2(H2D|E 38 QY)
150mg, 25mg 2005.07.29 N
=A8HY E= HOIY | PFS 10.4months vs 5.2 months
(HZEIEEAH) 2005.10.24 o o
_ BIAMEZH S 1X XI& | OS 22.9 months vs 19.5 months
(F)e=22#
ANLLEEHE 20mg, 30mg, EGFR 4 HOIJ} Uese | AIE2 vs HHEZ(AIAZS2E+THHEZAIE)
40mg(OHIHE| E LI AtH) | 2014.01.29 | =2A XM L= MO|A | PFS 11.1 months vs 6.9 months(IRC ZJ})
Bl EREER e HIANZHS 1X X2 | OS 28.1 months vs 28.2 months
EGFR 2= 19 Z2&= &
del2A340mg, 80m = A= 21(L858R) Xxl& _
Er-1cl g, 8mg (L858R) NEZ vs HEZOITIEY = 22
(SAIHEIY HI& &t ) 2016.05.19 | HOIE =4 &MY T &= o
- __ _. | PFS 18.9 months vs 10.2 months(AI&Xt EIh
st OtA EHAIUIZHE) MOl HIAMEZEHE &t
el 11X X2
e ol70] A= Aol Y= EGFR 24 Mol(eld 19 24w o

NSCLC 3A}E e
A E(A7471050)0S A&

=0}

- %7}’%% e

=g

3}
S},

WA (Independent  Radiologic  Central,

2 A s} vjmste] tharlel gl AT FEYS B

21 L858R A%k Wol)7} = HagA
0: pivotal 34 YA+

RC) H7lo] <3t FAPA=

(progression-free survival, PFS)ell thate] A4 o= st MHS 453

- PFS f1go] tammed ol s Alded ol vl 41.1%

=

Z= %]

11.0091.

= Zslg 21 &9 pat <0.000D).
S4He gdEmE g 1470€95% CL 111, 16.6)°]aL, AMEldw 9.271€(95% CL: 9.1,

7+2~3HHR=0.589(95% CI: 0.469, 0.739),




- R E el A 7 RISl BalE o] gNhE(20% ol Nlm)e AL EREFHY, =Y

- p}:m]agﬂr k) 0]*0 1H-S-(Adverse event, AE)2 tji-i 383 5 9

- FHE BANAM 0S8 HRE vavEd o AEIde] 4 0.760095% CI: 0.582, 0.993, &= 34

A @A Frkel 93k PFSe] HR(hazard ratio)< E}:mlﬂﬂ ol AlFEd e H$ 0.622(95% CI: 0.497,
0.779, &= S3kd =1 &9 pak <0.000D . PFS 4 Tdat> vd=ZuEda 16.671€(95% Cl:
12.9, 18.4)°] a1, AT ¥ g 11.071€4(95% CI: 9.4, 12.19.
M ZF w-2E(ORR objective response rate, ORR)S F 3+ 414, ddH o=z §9
7F AL, w3717 Tk ttaulE gl A AdE.

rot

ol

- DoR ozt thavgldatol A 14.871€095% CL 12.0, 17.4), Al el FaolA 8.371€(95% CL: 7.4,

9.2)%1.
=2k Ao 2 ORRol Ao = FoshA gkl o] A =(overall survival, OS) A7l ot
o)FE art HoldA Formz 0S AL FAXHCRE FoshA] &S

271 %9 pak=0.02199.
S ok tauEld ol A 341704, AFE oA 26.6714E .

dE, T, A5 e, A2 98, ATida, 2RSS

= FEelal Fol dA
eHS 23 Aevt bsds. QA AT47105000 A 3Hate]
JrHow Fure

17.6%: AEE Q1 &l E‘r:’“]ﬂ‘é =

=
.

o 8} 5

F

il

o H2-=8A4 AAE= 4t EnlE JAste]l davEyd =g 9&e vd 5 Jonz vanEy
7

TmaxE #ste] A GALE-S  ‘H2-F8A A3A Foo Hx 6A7F A E 1047 & o] oF F
of* 2 AlAsh

HEAN T HEZ YASHA 92 293 %5 CTD 24-oA 233

[okof 2 Fel]

EGFR Epidermal growth factor receptor

ERBB Erythroblastosis oncogene B homolog

dell9 EGFR exon 19 small in-frame deletion omitting residues at position 746 through position 750
IRC Independent Radiologic Central

L858R Single point mutation in EGFR exon 21 at position 858 resulting in an arginine (rather than
a leucine)

NSCLC non-small cell lung cancer

ORR objective response rate

OS overall survival

PF-00299804 dacomitinib

PF-05199265 active O-desmethyl metabolite of dacomitinib

PFS progression-free survival

TKI(s) tyrosine kinase inhibitor(s)



11. AFARE

o oFE|ARo] ME &7 (Pharmacological class) : &3 F A (421)

o oz V1A

- AW Eg-& A8 A (small molecule) E]Z41 7]UA] A A (tyrosine kinase inhibitor, TKI)%!.

- gAY & 19 24 Ee A& 21 L858R Aol 9l HMol® EGFR thdstel dd#os z&stes
UeEt = pan-AtE A 2341448 (human  epidermal growth factor receptor, HER)(EGFR/HER1,
HER2, HER4) %} A A Q).

- B2V EES HERT O A9 g nrtgd o Agstel B714Q ol a3& Assd. oZUEHY
® EGFRES E33dte] HERT EHO= AAFHE AR T4 o]0l e BFdh nhe2oA Fojgd of&
A o @ 3 42 1O

- GEVEE L vhe2odAM HE E2EY, 4
EGFR 7]%He] AW A $% olFold&
gxF SFALS B

14
o o
0
(o3
l:o{:
2,
[o

12. 719 2 AL
o ThamE] S Abgh Abu] A 4 ) 2}4=-& A (HER)/Erythroblastosis oncogene B homolog(ERBB) 4=-& A
24 ZARTOS) A8 A obt] 12kl AHATP) 244, w7kl el 2% o AA. 494
¥ A A 24=8-A(EGFR, HER1, ERBB1), HER2 4=8A|(ERBB2), HER4 48| (ERBB4) % & £
3 A Wol(d, exon 19 A4 TE exon 21 L858R Wo| EGFR)o| &A& e,

o ThIuElH vl AlotE H$F2 A EA YA A48 (epidermal growth factor receptor,
EGFR) &Asl EdWolE H{3 o4 HPA e ol vlAMEFHL(mon small cell lung
cancer, NSCLC) 3kx}&A 12 x| &° <.

o oo &7 A3
- "=+ 37} VIZIMPRO®(dacomitinib) tablets, 2019.09.

13. 44 A&3F M8 2 N5H
e EGFR TKI ile S HHdox B35t EGFR-24 &< el7F 9l NSCLC #2k= 1z EGFR
TKI 8% 5 87/1LelA] 1170 Alolol Al&siA AW A8 Hel dAY A5 gHd= 14 A=
ANA ARESEAY WME7IRE o]F SEA WS WE Fo A8 5 e MAU(AIYEY, AREH),
241 (e El ) B AT (LA M El ) EGFR TKIZF §le-

d

e NCCN 7}oj=g}el
- Non-Small Cell Lung Cancer(Version 3. 2018)



National ’ " - T S B
Comprehensive NCCN Guidelines Version 3.2019 e
abie O nients
NCCN Bl Non-Small Cell Lung Cancer Discussion
SENSITIZING EGFR MUTATION POSITIVEND
FIRST-LINE THERAPY™™
i ini ’ See Sub t
o fesomnry . wragrmnin e S
EGFR mutation 2
discovered prior to Erlotinib™ (category 1)
first-line systemic ! :ff finib™ (cat "
therapy atini category - See Sub t
or — Progression Tﬁzrau 5?@?&19
Gefitinib™" (category 1)
i or
gzr;:srl,tlzmg Dacomitinib™ (category 1)
mutation
positive
Complete planned
systemic therapy,
i including maintenance
E_GFR ""“t:té""_ therapy, or interrupt,
liscovered during followed by
first-line systemic osimertinib (preferred) —— > Progression > ?ﬁzrgum?;%?ﬂtgg
therapy or erlotinib or
i R - See Subsequent
afatinib or gefitinib or }—» Progression >~
dacomitinib Therapy (NSCL-19

MhSee Principles of Molecular and Biomarker Analysis (NSCL-G).
mmSee Targeted Therapy for Advanced or Metastatic Disease (NSCL-1)
MMEor performance status 0-4.

Mote: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

Version 3.2012. 0111812 € 2012 National Comgrehensive Sanoer Netwark® {NCCH¥), Al rights reserved. NCON Guidefines® and this Sustration may not be reproduced in any form without the express written pemmission of NCCAL NSCL-18
14. AR F53 A€E 28 AL A4
15 ARFFY 7R A wdolgd A A7
CAPAY S
2, FEZY BoISEY NE Y MEHN Mo BE NEB(Bol 3 XE)

21. 989 %F(Drug substance)
21.1. YEA R
o WA IAMHYFIE
o ¥uHY : Dacomitinib
2]+ CasHasCIFNSO, - H:0 mw 487.95
o TEH
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41. SANFAE N8

Table 2.4.4-1. Overview of the Dacomitinib Toxicology Program”

Shldj.'b Study Concentration GLP Tabulated
Number o1 Dose Status  Summary

Single-Dose Toxicity
2-Week Oral Dose Range-Finding Study of 04-2730-02 0, 50, No 26.75
Dacomitinib in Rats® 2000 mg'kg
Single-Dose Oral Range-Finding Study of 04-2730-01 030 100, No 2675
Dacomitimib Toxicity Study i Dog 200 mg'kg

Repeat-Dose Toxicity

NonPivotal Studies
2-Week Oral Dose Range-Finding Study of 04-2730-02 0.5, 50, No 2676
Dacomitinib in Rats® 500 mg'kg/day
7-Day Oral Dose Range-Finding Study of 04-2730-03 0.3, 10, No 2676
Dacomitinib in Dogs 30 mg'kg/day

Pivotal Studies
1-Month Toxicity Study with a 1-Month 04-2730-11 0.0.5.5, Yes 267 TA
Eecovery Phase of Dacomutinib in Rats 20010 mg'kg/day
6-Month Toxicity Study n Rats with a 63458-474 002 0.5, Yes 26778
1-Month Fecovery Phase for Dacomitinib (07LT131) 2 mg'kg/day
1-Month Oral Toxicity Study with a 04-2730-05 0,03 1, Yes 267.7C
1-Month Recovery Phase of Dacomitinib in 3 mg'kg/day
Dogs
9-Month Toxicity Study in Dogs with a 6348-475 0,003 01, Yes 267.7D
1-Month Recovery Phase for Dacomitinib (07LJ132) 1 mg'kg/day

Genotoxicity

In Vitro Studies
Genetic Toxicology Report PF-00299804 04-2730-10 0.005-1.5 Yes 2.6.78A
{(Dacomitinib) Bacterial Mutagenicity Assay mg/plate
Genetic Toxicology Report PF-00299804 04-2730-09 0.8-2 0 ug/mL Yes 2.6.7.8B
(Daconutinib) Human Lymphocyte Assay 1.0-4.0 ug/mL

In Vivo Studies
In Vivo Bone Marrow Micronucleus Assay 06GR304 5.250, Yes 26794
of PF-00299804 (Dacomutimib) mn Rats 2000 mg'kg/day

Carcinogenicity
None

Reproductive and Developmental Toxicity

NonPivotal Studies
Oral Dose Range-Finding Study of 08GR122 005205 No 26711
PF-00299804 (Dacomitinib) in Pregnant
Rats
Oral Dose Range-Finding Study of 08GR121 0,02.05 20 No 26.7.11
PF-00299804 (Dacomitinib) in Pregnant 50

Rabbits
Pivotal Studies




Table 2.4.4-1. Overview of the Dacomitinib Toxicology Program®

Siud_\'b Study Concentration GLP Tabulated

Number or Dose Status  Summary

Oral Embryo-Fetal Development Study of 08GR326 0.02.1.5 Yes 2.6.7.13A
PF-00299804 (Dacomitinib) in Rats

Oral Embryo-Fetal Development Study of 08GR498 005154 Yes 26.713B

PF-00299804 (Dacomitinib) in Rabbits
Local Tolerance
Local Vascular Tissue Irritation Study of 1217047 0.2 mg (IV). MNo 26716
PF-00299804 { Dacomitinib) in New 0.1 mg (PV)
Zealand White Rabbits

42. EANFAE AE 8F AT H7)
421. A3 EGZHAY(CTD 4.23.1) (At &)

» @3] FofA] Aol M = 50 mg/kgell Wierdol itk A== 2000 mg/kgol A ARG B ol g, A7
BT o) FEE W/EW, ED), AT H F4E AH A2, O‘Mﬂﬂ WS = Rl
k3] FoAA A= 30 me/kgell Wepdel MRl 7= 100 mg/kgell A T, ¥ W/ A,
we W/EW, A 2, AT 2 SAE AF et 1%}54214

4.2.2. HEFEASAAF(CTD 4.2.3.2) (A9t d3)
2= 1Y BERo AT SHAE
« 0, 0.5, 5, 20 mg/kg/day &S 1719 T3 5 309 3)&57]E 7FAc)
(15vt2]/A 38/, 0.5 mgw 10mke]/Ad 8/, TK: 67/ /)
s AFA
- 20 mg/kg/day &FwolA veERG FalE I S, AT 3
TE(TK & Z3H)olA 7/6L2HF2/E7)
5 mg % 20 mg/kg/day &ZFolA ARG B HIAL
T 2 o] AHZF A9 #Ho] JATH
=5 mg/kg/daywo] b EolA tEmEg A 59 HHA] dFgow I
2 7FAR1 Wt = Al 9 9Re delE 5o w <
> bmg/kg/dayo] S EiFolA wEE WslE F
T2 8 EXEZ(red blood cell distribution width)®] F71&
FutEaE 9 sEEER)] 7t A v AT
- ¢t &0l 5 mg/kg/daywr] b 7O Al g Rol A #EEY
- 5 mg/kg/dayire] & EFoA dnjFoz AzFE thmu g
oA A, el @ A, FAY §AH, dAY A AR 2 )Y Ay A=, A 7 A4
(papillary necrosis) 3% 9% Sol3dth
- 5 mg/kg/daywroll A BEE FF AL 20 mg/10 mg/kg/daywre] FAES AFE H 0.5
mg/kg/dayroll Al #2E HA S F BH/PFo Z78ke] NOAELS 0.5 mg/kg/day vt
(HZ23% Cmax = 0.38ng/mL, AUC24+= AAF 7P, 5 mg/kg/dayv9 & 21vtg] 5 137t
(62%)0 A #HZE v7td A fF AAHE dqEE W, o] §FMAY AUC24 B Cmaxs 77
107ngh/mL 2 6.65ng/mL)> STD10S =33t}




2= 671 BEFAo BT SA4AE
« 0, 0.2, 0.5, 2 mg/kg/dayE Hth 671€ 5o oA Fof 2L 170 35S 7HH
(20vwhe] /A ¥/, TK 3~6vtel/A 8 /)
- HF Az
- (AF8) 2 mg/kg/daywte] 543 FF 2vtE]|E WAL AEIR A8 Fofr] 82Ut S AAFATE 3 &
4(5‘3}?4)3 Astar, Aek g WwHoR s 2 mg/kg/daywe] EE WA 54 2 TK 57
52 Fo7] 90t sAAIH T 7] SAEH SEE FolAl 4vielE 94 wyWo] Aste] HIAL
*Fﬂ"ﬂ"/} — 2 mg/kg/day® M)A 67FE] HIAF SHE]
5 54 wZd 2 mg/kg/daywe 54 AR 4F 1ntElE Fo7] 969 At I AE A 2
mg/kg/dayell Al F7t2 47 4vtE| (54 2nke] 9 TK 20kg)7F fARSE 95 oz Qs &
o] 7] 1214kl A 12792k Abololl RIAL AFefol A S| At} 3] Fat(5ute])E Alejstal, 35 W
W AF AR A8 2mg/kg/daywe] BE YA 54 AlY ARAELS Foi7] 1 l‘QiMl z7]
S| AT, — 2 mg/kg/dayat SPA(F)ONA] SeFe] BIAF e
- (A9, AT 5 TS A TS FE AT AR, 93 AA/GA, A G e §

7l vE Do A #EEJT A S-S Fof AF T oF 4] YERT
2 mg/kg/dayEs Fo3 FAHAEL 85U Fo F A|Fo] gzl Hls] 9.5% HA S7FTE 2
mg/kg/daya-e] GAELS hxLHT A|Fo] 5% A A ZF7H3c)

- (dYzAD
Fo] 904l 2 mg/kg/daywell Al #HEE FFS I BFoA AP F, FEFEZR Y FutE
A (v gk 0.92x - 0.95x)9 HA Ulx] Aujsk £ A b RFolA AFT
X Z(red cell distribution width)(thZw" H ¢k 1.04x - 1.08x) 2 Ao A IT S0
ot Fyrake] 1.3x - 1.5x)9] HA A Avjst 59 F7F 3 EFA A% FEd
Hyrgke] 1.1x - 1.3x)9 HA A Au|et =79 F7F g BFoA 2 do S5 ()

¥

o5

- Hargke] 3.2x - 3.6x)9 FEXEY FUME gk WM SR Hrakd 1.4x - 1.5x)9
Aust Z71 b BEoA] Ag g @ A v ¥ SERS F3iake] 1.8x - 1.9%)

o

o] vk 7t Al Al ZA (T Fake] 1.5x)9

ES
@Y 1.3x)9 HA 9 T 45 2T

y

A 24717 (=T ol A B2 A (2
Hatakel 1.3 T8 = 571 Sl

Fo] 90dol 2 mg/kg/daywollA &4 EFOA 24 HAMET Bk 1.2x - 1.4x9 HA
WA A ek 5o S, Gl AdetEd (T Fadtel 1.1x) % 7] e Fatak
o 1.2x)9 Ha e o7t e el FEAEiEs deate] 0.94x - 0.96x), &Ryl

(Hxa FHake] 0.78x - 0.85x), SHV-F2EW v & (HEa FFa#ke 0.65x - 0.74x)¢]
2 WA F5EY Asl g EFoA ZREART Hd ?M Llx - 1.2x)9 FHa WA 4
et o] FUh, b BEolA ofaupebzigl B obEhd opm ol G (dlEwt HFfake] 1.2x
- 14x9 HA o T7F AN =gz a kel 0.88x), FeloH SN2y H
el 0.80x), €z bl as(za Fargke] 0.81x), ZE(Eat Fargte] 0.95x) %
UEFM 2T kel 0.98x9 FHa A Ane 59 A3t

- (23D 2 mg/kg/dayE Folg FEEC Ao, 2W FH, 9
A, AT ) 2 eum-gF Foleld B &(IF e HAYE

=

(AR BAYE A Fol vehget,
- (Fkaz) BN tavlEyd #Y %9 £70] 2 me/kg/dayEe] FEAN BHAHUT, 24
=

=
o
g y/seh 24, o] 9ol WR/set 24, 2 s} g % 2 AR 1uheolA B



2X3AD 2mg/kg/dayie] FEolAe] vhavlEY dd #Hvld Ade vR
, B A ¢ (nonglandular stomach), =, A& A4, & AHA, Ao|X %, 3

. 5 Zol A wEEAT
GRSl A R AL WAe B Re T WES 499 A4 g4 A4S FE)
=

oo
| @A AF/o1 1. Arstg/odAsS(Ha WA $55), &
| o7, 34 A AFEHE WA D), W &4 ASEFHAE WA A, 7HAA
g AAHEHE = WA A, ?ﬂ‘*(Ai A @ADE HEE A
] oFh) ‘%‘ i A AHE A WA b= vavEd e i E

o

)

xh?— 32 04 F55), AAE UA FEDAA
14 ) TERAES WA FED. % Bl Yol
=3}/53ko] 91T},
S B G oA A
ANEFAE WEE 9T 94
o YT FH FHAL WA @A)

0.5 me/ke/dayite] 5% wz— S, A%, 8, A%, w A A%, A 9 AT 2 st g
2 gaslEy B 2 2 . R B RS F g E]
o FEFH: #7), 2 4 Y5/ F Y (H L FE), EAY HEEHL 77, AL HFE 2
FE)o] 1pe] ojge] FEo|N BERALG. YV FEY JFNY Au# AFEHL FE)o] B
2. 0.5 mg/ke/dayE Fojg 7HY NG Mt HFES Y WG A7 HA
& Wgg Belo] Y o i garEy AL FU F JRALL, b 95 o

,,,
NS A )

oo 1o

j&
H:]

Mg
Mg
i
2
2 of

Ao DR Fch ik 99 150 HOHL, YREL), EGEL A G 39 9
SR 5 AL WA D) 2 AAE U R s, AR BaE 3P

o]z} 2] HAY Tlso] U= Efﬂ/%ﬂ* DAL o W A FHrHo] gt HE g BYE/F
TE 7 5ol

(F9A) gE7] &, gdaEvE gy #ddd dv)d A7o] 2 mg/kg/daywre] @ whEle] uRe} 2u)
o] 4R oA FEHALE olH Ayl IF B 9F/o1F(HA WA b E Al
ol i AAHCD7E E2FE T

2 mg/kg/daywollA wEE Faig el <4F w] NOAELE  0.5mg/kg/day R tH(H] A g

AUC24 2 Cmax+s= 242 9.33ng’h/mL % 0.52ng/mL). o]&& 2 A% F-F IAIZ o]ojxl I

=Ao] ZAE u, % 2mg/kg/day(F1AE 90¥€ A AUC24 % Cmax: 42t 37.0ngh/mL %
2.02ng/mL)E STD10S %33t}

- (F4EH)



2.6.7.7B Repeat-Dose Toxicity

Species/Strain: Rat/Sprague-Dawley
Initial Age: 48-54 Days
Date of First Dose: 14 Feb 2008

Special Features: None
No Observed Adverse Effect Level: 0.5 mg/kg/day

Report Title: 6-Month Oral Gavage Toxicity and

Test Article: Dacomitinib

Toxicokinetic Study with PF-00299804
in Rats with 1-Month Recovery

Duration of Desing: 6 Months (26 weeks)

Duration of Postdose: 1 Month (4-14 weeks)®

Method of Administration: Oral gavage, QD, 10 mL'kg
Vehicle/Formulation: 0.5% (w/v) Methylcellulose in reverse osmosis water / Solution

Study Number: 6348-474

Sponsor Reference Number: 0711131
Lot Number: 63264-149-10

GLP Compliance: Yes

Dose®” (mg/kg/day) 0 (Control) 0.2 0.5 2
Sex M F M F M F M F
MNumber of Animals
Toxicity 20 20 20 20 20 20 20° 20¢
Toxicokinetics 3 3 6 G 6 6 6 6
Toxicokmetics: Combined Sexes Combined Sexes Combined Sexes Combined Sexes
C e (mg/mL)
Day 1 NA® 1.72 4.90 274
Day 90 5.93 149 65.5
Day 180 Na* 5.76 169 58.1°
AUC (ngeh/mL)
Day 1 Na® 221 703 395
Day 90 983 268 1200
Day 180 NA® 957 303 9337
(CTD2.6.7 = &)
— HEA . AN £ 45mg v FojA] #ZFH AUCtau 1621~2213ngh/mLY. FAZ=oA] 2
mg/kg/day FoIAl AUCE 7 &% FolAl #EE =29 oF 0.5u) G=o a)I3t.
H2A 14E HEFo A5 SN H
+ 0, 0.3, 1, 3 mg/kg/day &%FS 170 Fo3 ¥, 30¢ F&H7|E 7}
(3~5utg] /A /)
. B4
- Apgolut WIAR Abelis el erskeh
- QA azow FHAR F R A HEol 1 mg 2 3 me/ke/day ST BEHA
- FArAe F2 1 mg ¥ 3 mg/kg/daywd] IHF 2 3 mg/kg/day] thol A #zZE AT
- ganEdy #HE A4 H37F 1 mg 2 3 mg/kg/dayTe = ¥ 3 mg/kg/dayw-e] I F-
o} Zrol A BEEA mg/kg/day®] & F&53/37+8])3} 3 mg/kg/dayird] & 3/5vFy =
Fo717F 2% o 29 19 A9 158 HIth BEE FEolAl Ay ddg Ade B
A edTh oyl WsleE 3 &EV|7F Ewe wWe Holx 2tk FoU|7F EWE W 3
mg/kg/dayw2] A 2/3vutE|olA] HA FEe] RG] AFHIY, A= FER FAHALY A
I FA22 FAATA A% £2 Aeo) I melg/dayZ £ 13T A3 2/50HA
A FJFEE T o] A2 THAE &Aooy g Ao FUkeE #eo] gldler, 5A4EgH R {95k
G Ao oY
-1mg%3 mg/kg/day?LﬂW B2E Zha Ay 9)Fo] AT wl NOAELS 0.3 mg/kg/day S TH¥] 2
¢ Cmax 0.27ng/mL, AUC24+= Ae 5 §15). 1 mg % 3 mg/kg/daywoll Al #2e 744
Zbek gy 91Fe] AT Wl HNSTDE 3 mg/kg/dayRoh(RIAE AUC24 2 Cmaxis 247

38.3ng'h/mL % 2.49ng/mL).

HZ e MERo A5 SN H
« 0, 0.03, 0.1, 1 mg/kg/dayS o
o B A3

- Abgolu RIAL AEj =

EO

9/Me =

Ay skA] ekt

Fu Sl A Fo 2 371 S5V E AT



- (IR 1 mg/kg/daywell A dramEld 3t #dd & 32 2342 & 7FeA 7)o Sk 2
go] A /H-Folltk. 1 mg/kg/daywre] e wieg] RS AT A A HAH RO =
d A9AE Auds AssoF dvh =3 0.1 mg ¥ 1 mg/kg/daywe] FAH} EE §F FF
of AEANA FHI w wHEo] #EEAY. B & EHl=o] 1 mg/kg/daywe] £ FA
o A P St

S7HF 8% o=
=g o owg .
0.03 mg, 0.1 mg ¥ 1 mg/kg/dayx2] =723} 0.1 mg 2@ 1 mg/kg/daye] LH A w$- 714
P o] &% o]E Ao m AFETE AlAC] ofe] XA w9 Zh - FHto] AFE U 9
2= AT
- ("3 D) 181 mg/kg/day) oA HA WA ArletA O @ dRH(tER Pk
86x = 0.92x) FAI Gl A &ET O FE2EA ¥]E9 H3H0.80x - 0.83x)F XU
an, el A v B weA(1.32x - 1.49x)9] HAA £+ 77 #EH A
AANFA) FANA 1 mg/kg/dayite] GRS Al 2 AHAF 2D ¥ FF dfn) 2
o] Z77F BREJUH R FEake 1.27x - 1.34x).
HZ2AAAD du)d A4S 1 mg/kg/daywe] =, 0.1 mg/kg/day ¥ 1 mg/kg/dayT2 F-4I
94, 1 mg/kg/daya2 3t} A, 1 mg/kg/daye2] &olq #&EEAT. 1 mg/kg/dayv-e] =
Aol A Fallgh HAa WA Avek Zher A okshr B ESATE 2 A ofst f]dle
1 mg/kg/daywe] 47 1wtglollA] SF 74t AR (FH AR obgd 959 4 Aol YER A,
O AE Fale Aoz AR 3)E 7Tte] EWS w dnAA gyt WsE BEEA ok
0.1 mg/kg/day B 1 mg/kg/daye] SR =elA 741 T 2
WA Au st FEg Aol PEE
1 mg/kg/dayw9] FH I ARENA stet Ao FalsiA] E2
H Aot 1 mg/kg/daywo] +7 2nkE] o] & Hutol A fraletA] ¥ A
ZHe] e
- 1 mg/kg/daywroll A #FE fFalgh & 28 2ATE w, NOAEL2 0.1 mg/kg/day ATt 2
AUC24 ¥ Cmax¥ Z+ZF 0.79ngh/mL 2 0.05ng/mL). o] &oA #ZH 719A 29, 7
o) ozl 9 Zbuk #kS AR 3 HNSTDE 1 mg/kg/dayR ot Z2s AUC24 2 Cmaxi
Z+7} 9.92ng'h/mL % 0.66ng/mL).
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2.6.7.7D Repeat-Dose Toxicity

Species/Strain: Dog/Beagle
Initial Age: § to 9 Months
Date of First Dose: 13 Mar 2008

Report Title: 9-Month Oral Toxicity and

Test Article: Dacomitinib

Toxicokinetic Study of PF-00299804 in
Dogs with a 3-Month Recovery

Duration of Dosing: 9 Months
Duration of Postdose: 3 Months
Method of Administration: Oral Gavage, QD, 2 mL'kg

Vehicle/Formulation: 0.5% Methylcellulose (w/v) 1n reserve osmosis water / Selution
Special Features: Dermal irritation scoring was assessed. Metabolite evaluation was conducted ?

No Observed Adverse Effect Level: 0.1 mg'kg/day

Study Number: 6348475
Sponsor Reference Number: 07LJ132

Lot Number: 63264-149-10

GLP Compliance: Yes

Dose” (mg/kg/day) 0 (Control) 0.03 0.1 1
Sex M F M ¥ M F M F
Number of Ammals 1] 6 i 4 6 6 6 6
Toxicokinetics: Combined Sexes Combined Sexes Combined Sexes Combined Sexes
Come (ng'mlL)
Day 1 NAS 0.748 206 180
Day 272 NA* 0.576 1.62 204
AUC,y (llg ‘11"’1.].]1_.)
Day 1 NAS 7.84 26.0 227
Day 272 NAS 235 245 308
(CTD2.6.7 = &3
— HrEolAd  dA &% 45mg thy FolA] #FEFE AUCtau 1621~2213ngh/mLY. HIS /oA 1
mg/kg/day FoIA AUCE A &% FolA] #zd =39 oF 0.148) Lol i3
423 $ASHAY(CTD 4233) (ki &2
« A 9] H7 ARl Aol tiArgAdst EA B HEA StellA tan g Sl i
o opgie. A9l AAAcl AT e A AxT o Ao AR} Al et
EASA = FEelA 347 AANA AAA EF NES ARSI EARA ek el

A 24A1ZF AN A vl A A L] RIET) eFRol ARk EAI A o2 FoAd UA ST
o P LAY A AV EIY-S HYHAEEHF 2000 mg/kg/day 7HA] Ado] HAw A gkt A

AW A= 2AFHA A AAA)

mg/kgel

424. A2 -FYZA A

¥ (CTD 4.235) (At &)

4241, TH5 2 27 SAPANF Aokt

-« Feg Aol fig Aw
4242, W - BARHAY (of

A= W - BB Y

2 ICH S9 7}o]
3

&g g Tl & =H(NOEL)
th(AetE xR ge AUC24 ¥ Cmax:= ZH2F 2375 ng'h/mL 2 107 ng/mL).

%)

=al]lel] we) Sy

ket

« 0, 0.2, 1, 5 mg/kg/day €52 wul & GD 6 ~ 174714 Fo35131 0
(20vwte) /A8 /5, TK 3~5utka]/Ad¥ /)

- Aol HIALE gl

W, 95 w2
21907 Abolo] 1 e
(0.59%), WA
t}.

- BqE WA AFE

mg/kg/day(E 1 12%2] EA/AEAE, o 2t

SRS = R e R %]%L Rt
(A= 7/20vt2])e] 5 mg/kg/dayv-2] HA Sl
N% a7 #EE A
B A5(0.89x) zfﬂL
2A AF0.12x) 2 ol 43%(0.86x)<]

GD 6/7

5 mg/kg/daydolA EAAXCRE FA

1.4%)<l A

metatarsals)?] o =2 TAES Astas oJd &A=

o
=
g o]

Al Ha

Fol gl

o, GD 12¥x}

2000

B(P= 14/20mte) 3 &5
FolFo e GrZF/A)
o Hlags
- 18Uzt Alojol

LS

As 71

7+47} 5 mg/kg/dayvtoll A B Q)

0] 7ﬂ
Eu AR

vhekoh (ol z=9] 0.92x).

ZZZ =3+ (unossified

5

gaE s dan B o,



W4 w27 ﬂaﬂh¥ﬁﬂ7kﬁmﬂ-Oﬁ7wdtzvﬂﬁ-r@ﬂf”ﬂﬂﬂﬁ‘”ﬂé o 7

o [}
gHr, X 7 ddE HeE oYdy. ze/uzZ o] Fol et Aoz FHA &9
- 5 mg/kg/daywol A w2 Eﬂ S22 AT, AT S R Hol AR md ol e ¥

o &AE uwl, 24 NOAELLS 1Img/kg/daydtt(M 23 GD 1793 AUC24 ¥ Cmaxe= 242t
9.55ng'h/mL % 0.66ng/mL). g NOAELE 5 mg/kg/daywollA #2ZE o *& gz A=
A3 1 mg/kg/dayZ HFE AT 5 mg/kg/dayZbR 2] &5Foll A 7] TA = gl

- (Z4%E)

2.6.7.13A Reproductive and Developmental Report Title: Oral Embryo-Fetal Development Test Article: Dacomitinib
Toxicity — Effects on Study of PF-00299804 in Rats

Embryo-Fetal Development

Design Similar to ICH 4.1.3: Yes Dosing Period: GD 6-17 Study Number: 08GR326
Species/Strain: Rat/Sprague Dawley (Crl:CD[SD]) Day of Mating: GD 0 Lot Number: 63264-149-10
Initial Age: ~10-12 weeks Day of Cesarean Section: GD 21 GLP Compliance: Yes
Date of First Dose: 10 Aug 2008 Method of Administration: Oral gavage. QD. 10 mL/kg

Vehicle/Formulation: 0.5% Methylcellulose
Special Features: None
No Observed Adverse Effect Level:
Maternal Females: 1 mgkg/day

Fetuses: 1 mg/'kg/day
Dose” (mg/kg/day) | 0 (Control) [ 0.2 1 5
Maternal Females
Number of Amimals
Toxicity 20 20 20 20
Tomicokinetics 3 5 5 5
Toxicokmetics:
GD 17 )
Cosms (ng/ml) Na® 2.99 215 172
AUCs; (ngeh/mL) NA® 451 310 2740

- HEIH . A} &F B 2E AUCtau 1621~2213ngh/mLel. Z=oA 5
mg/kg/day FAA AUCE 947 &% FoA #Fd =F9 ofF 1.2v] Axo| g

E7] uf - ejxpLAAE

« 0, 0.5, 1.5, 4 mg/kg/day %S ] & GD 7 ~ 19974 T3t
(20mtel /AW /it TK 3~5mke)/AdH8/5)

- gavEds #EE Abdoly WA AEls wex] 2tk RE £ FFoA elamvElgda
HHE A TS sl 2A 54 4 mg/kg/daywrel A GD 16?—__1;‘<}O1W 0L 274 9] ¢
o Gy AF F7HHETY 0.25x) 2 GD 7Ll A 202 2}7HA 9
T 0.9x) 02 JFHATE Fo 7|ZF Foll 1.5 mg/kg/daywtoll A= 1
HRAANE skl AA[AQl A 1 &Fo Ao ATl g JF F=H

- vd P i gavEd g dde 9

A A7 AZolr B2 Aol gk ohan e
o = =49 7Yy Blol= gl

- 4 mg/kg/daywoll Ao o & AT FUHEFH o] HHAF AT W, EA NOAELS 1.5
mg/kg/dayFTH(H 23 GD 19¥ 3 AUC24 % Cmaxt 247} 4.64ngh/mL 2 0.39ng/mL). HiE]
b AEAR, A W FEEA dded gk gaEuEd @y gFe] A 2AE o, e
NOAELL 4 mg/kg/dayRthHB] A% GD 19¥x AUC24 % Cmaxi= 2z 11.8ngh/mL %
0.89ng/mL). A 3H Hi &8 4 mg/kg/day7tA 8 &% FxolA 71FEAY S A
25 kT
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2.6.7.13B Reproductive and Developmental Report Title: Oral Embryo-Fetal Test Article: Dacomitinib
Toxicity — Effects on Embryo-Fetal Development Study of PF-00299804
Development in Rabbits

Design Similar to ICH 4.1.3: Yes Dosing Period: GD 7-19 Study Number: 08GR498

Species/Strain: Rabbit/New Zealand White Day of Mating: GD 0 Lot Number: GR01592

Initial Age: 4.5-6.0 Months Day of Cesarean Section: GD 29 GLP Compliance: Yes

Date of First Dose: 11 Jan 2009 Method of Administration: Oral gavage, QD. 2 mL'kg

Special Features: None Vehicle/Formulation: 0.5% Methylcellulose/Solution

No Observed Adverse Effect Level:
Maternal Females: 1.5 mg'kg/day

Fetuses: 4.0 mg'ke/day
Dose” (mg/kg/day) | 0 (Control) | 0.5 1.5 4.0
Maternal Females
Number of Animals
Toxicity 20 20 20 20
Toxicokinetics 3 5 5 5
Toxicokinetics:
GD 19
C e (ng'mL) NA® 259 11.8 26.6
AUC4 (ng*h/mL) NA® 285 139 352

AUCtau 1621~2213ng'h/mLY). E7eA 4

« A At T 2B Zhol=g}ele] whet FalslA] &gkt
4244 LRV EANY 2 78 (AJ@H ‘H%)
A /e
425. 4PN F(CTD 4.234) (Ao 8
e 2184 Ao et 82 ICH S9 7hol=gklel| upel F=ay35}x] tkch
426. 7|EFEA A F(CTD 4237) (Aot 32)
« (FEA) Follwka AMA HF b Aol A A Wf 354 TheAdol dial tavlE e S ErkE
Hd 100 mg/kg/day7bA o] FolZol A tdanElde @3] 47 AHdYF T $ Aladeldd
Bl ggel &3] =&dS o, 5 e o FEA TA AT

13, 249 0% A4 92
e BEERASAAA G R i Ho 671L3 v=IlolA Hd 9/ME AlEE.
- oA dnF A I, A, 7H 3, A%, ¥4 9 (nonglandular stomach), =, Ag A
A, AYA, Holx%, 34, stet B AE HEd, F= R oiE =FoA dEE.

= H

- A= 67019 SAAHoA STD10L 2 mg/kg/days 233 2 mg/kg/daytoll A #&E WAL Al
& A AR 5 5439 2A8] NOAELS 0.5 mg/kg/day .
ALoA 2 mg/kg/day FoIAl AUCE oA &% 45mg o3 FojA] #EE AUCtau
(1621~2213ng'h/mL)9] <F 0.508) Aol 33

- HZA A A 27 &, B9, A, oA e,

- H 27 9NE H5AHAFAA 794 A9
1 mg/kg/day .
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Table 2.4.2-1. Summary of Key Pharmacological Properties of Dacomitinib

In Vitro Inhibition ICs

ng/mL )i
Inhibition of human catalvtic domain of HER1® tyrosine kinase activity 28 6.0
Inhibition of human catalytic domain of HERD tyrosine kinase activity 215 457
Inhibition of human catalytic domain of HER4 tyrosine kinase activity 347 3.7
Inhibition of EGF-stinmlated HER1 autophosphorylation in intact cells’ 16 3.5
Inhibition of EGF-stimulated HER2 autophosphorylation in intact cells” 191 40.6
Inhibition of EGFR autophosphorylation in lmman squamons cell carcinoma (A431) 99 21.0
Inhibition of growth and viability of EGFR Del746E750° mutant HCC827 NSCLC cells 1.0 232
Inhibition of growth and viability of EGFR L858R mutant H3255 NSCLC cells® 33 70

In Vitro Kinetics E;nM
X for human catalytic domain of EGFR WT (wild-type)® 04
K for human catalytic domain of EGFR Del(746-750)" mtant 38
K for human catalytic domain of EGFR L858R. mutant 1.0
In Vive Tumor Models Plasma Concentration
ng/mL, (unbound)®
Inhibition of HER? phosphorylation in SKOV3 (HERZ over expressed) xenografis in nuce. 888(3.0)
ICsp
Inhibition of growth of SKOV3 Inuman ovarian carcinoma xenografts in mice; C.. (PO, 250(8.5)
QD14 days)’
In Vive Tumor Model Daose
Complete tumor regression of EGFR del19 mutant HCC827 NSCLC xenografts in mice® 10 mg'kg PO.
QDx42 days®

Del = deletion: EGF = epidermal growth factor; EGFR = epidermal growth factor receptor; (unbound)= concentration of
dacomitinib unbound by plasma protein; HER = human epidermal growth factor receptor; IC50 = 50% mhibitory
concentration; NSCLC = non-small cell lnng cancer; PO = oral administration; QD = daily; WT = wild-type.

a. HER-1. HERI. EGFE. EGFR WT (wild-type), ERBBEL. and ERBB-1 are different names used for the same HER-family
receptor tyrosine kinase. The specific name used in different rows of this table 15 consistent with the name used in the
ongmal study report where this data appears. For clanty, the text of this pharmacology written summary uses EGFR
consistently.

b. WIH-3T3 fibroblasts transfected with human full-length HERL or a chimeric receptor consisting of the extracellular
domain of HER1 and the intracellular cytoplasmic domain of HER2.

c. Del746E750, Del(746-750), and dell? are different names nsed for the same activating nmitation m EGER. that comprises
a short in-frame deletion in exon 19 of EGFR. The specific name vsed in different rows of this table is consistent with the
name used in the original study report where this data appears. For clarity, the text of this pharmacelogy written summary
uses dell? consistently.

d. Engelman et al. 2007,

e. Unbound is the concentration of dacomitinib that is unbound by plasma protein (Study PF-00200804-Pharm-001). This
reflects the unbound fraction i mouse plasma of 0.0341 (Section 2.6 44.4.1).

f Average daily plasma concentration resulting in no net fumor growth.

g Plasma concentration of dacomitinib was not measured in this studyv. Dose used in this published study was less than
doses used in anticancer efficacy studies in Table 2.4.2-2.

(CTD2.4 = 23)
<n vitro A1 &>

e HERT &4 HZA 7|UA] &5 94
gEvEl g A @ WollA HER Z]upA|to]l tish &3k vj7ped % o A4 24, EGFR, HER2, HER49]




Abgr S 9o disf] IC50 #S ZHZ: 2.8ng/mL(6.0nM), 21.5ng/mL(45.7nM), 34.7ng/mL(73.7nM) it}
(HER32 7|UAl &4 S BAfrshA] &5).

kinetic ¥41o A4 EGFR WT, L858R, dell9 2 L858R/T790M EGFR o] A%, tlzmulEld x3=Ho] 73}
™ (Kiest = 0.4 ~ 3.8nM), E&4 3} So]/de] xrikinact/Kiest 71,500 ~ 7,410,000M-1s-1).

PF-05199265 thAbAl+= EGFRel ths] ZF=gh oAAI o™ dell9/T790Mell s = Foia o=z g0l
ottty WT EGFR, L858R % dell9 Wolo] g, PF-05199265 %13}=# o] Z3}cHKiest = 0.14 ~ 4.4nM)
(A& PF-00299804_27Aprl6_063846).

Table 2.6.2-2. Biochemical Potencies of Dacomitinib (PF-00299804) Toward EGFR

Variants
EGFR Inhib % Fope/[1] K™ (nM) Fout | EKi®  Saturation K, ATP
Conc  Inhib st OM-sY) Factor (uM)
(nAl) {Fops/T factor)
L858R/T700M 30 35+1 19,100 £ 500 2200 780,000 = 412 20
LIIC-872- 13.000
G1.2
T790MDel 1000 22+2 660 = 50 17+1 6.800 + 500 102 75.1+7.6
(746-750%)
LIIC-933 D1.1
WT/IM® 50 7242 305.000+£46000 0400 7.410.000 = 242 344+3.1
LIIC-924 F1.1 1,110,000
L858R 50 664 24.100 + 700 1.0+0.1 580,000 = 244 68 +37
LIIC-921 F4.1 35.300
Del (746-750% 50 63+82 7550 £ 390 38+05  71.500+9300 05 118+63

LIIC-032E1.1

ATP = adenosine triphosphate; Conc = concentration; EGFR = epidermal growth factor receptor; Inhib = inhibition:
[ = estimated &; K, = Michaelis constant; fy,; = pseudo first-order inactivation constant; i, = rate constant

describing covalent bond formation; WT = wild-type.

a. Del746E750, Del{746-750), and dell? are different names used for the same activating mutation in EGFR that

comprises a short in-frame deletion in exon 19 of EGFR. The specific name used in different rows of this table is

consistent with the name used in the oniginal study report where this data appears. For clarity. the text of this

pharmacology written summary vses dell® consistently.

b. HER-1. HER1, EGFR. EGFR WT (wild-type). ERBB1. and ERBB-1 are different names used for the same

HER-family receptor tyrosine kinase. The specific name vsed in different rows of this table is consistent with the name

used in the original study report where this data appears. For clarity, the text of this pharmacology written summary

uses EGER consistently.

(CTD2.6.2 = Z3)

o A3t g4 EA4 A tauEEY 7IUA A8

v e InVitrogen AEHAR130 71ubAl @)l A tiREe] 2 7]ubAl tiB] EGFRe] tiAlz A
el 2] o] I tH(Al & PF-00299804-Pharm-001).

otz El g o] InVitrogen | gl A AHEAALSE oF 90%2] 7|UA] thH] EGFRO] # 4 1009] A ezl #
o7 d=w 9t trav ey EGFRO.5nM), HER2(19nM) 2 HERA(TnM)E 7Z&l3] oA st} wdl =
el Y-S kst ow waEE stsAde] e MEE SRCT A L& I oA A4S dEdh
Ak tham El g & InVitrogen 71ubAl A elA A AR A o]2] g SRCt 7]ubAl] thH] EGFRell 162 ~
2601l A8 A o] 9t}

A

o =

u el oluel thau el ulAFA(PF-05199265)e] A E1dS Sralr] 98 o %
A AS &8sto] 7ivAl A g A4S Al ditiA]E PF-00299804_27Aprl6_063846).
= 27409 IVAlZE 2@ tE el e HER2 2 HER4el tis) 204 e &9



(100nM ©rZHEJ oA >50% AADeo]l Ao o2 A" F)vAlel disiA e 1E8A Gdrh dARA
PF-05199265+= HER2 % HER4el sl f<4 & &=(100nM PF-051992650 41 >50% <1 Aol AR o
B & B4 JuAle diside 282 skt A3 d9olA TF Al=ER A7) glol ZIuAel] o
3 tavEld AAF 23, 94 5719 7] UAl(DDR1, EPHA6, LCK, DDR2, MNKD®F 50%2 Z3}al= 9
Age wonh o 71uA e gavnEy oA 50% vwe op4d EGFR 343 oiH] 300812 % 3}a)
= A ;HDH‘&E}. S Oﬂ@ﬂw & Al=HQD A7) gle] ZIvAlel il FAFgE PF-051992659]
BT, 50%E st AAHE B 7IvAZE LAHO3008] & A e /).

e A4 Mo EGF #+% EGFR ¥ HER2 712143} A

gZuEde A MEAAe EGF % EGFR 2 HER2 A7]Q14kst A Aol sl AA
ATHAIE PF-00299804-Pharm-001). ©+= v E]'d2 EGFR¥ HER2¢| = f= E 24 27
QlAikstol sk 7&Eﬂﬂ A A7 JAAHZEZ 1C507F 1.6ng/mL(3.5nM) 2 19ng/mL(41nM) S
). GEPEE-S =3I A431 A HIPAMEZF AlZFA EGFR A7I/IAEI R oA o
(IC507F 9.9ng/mL2InM)¥ ). (CTD2.4 & 23 H 2.4.2-1 &X)

GRHEE oAle] nrt A EAL A3l AlxE A BPSE ECGFRES T3l AP ATHAIR
PF-00299804-Pharm-001). th=irlEl'd-& o] &3 wjeF2 1& el A431 AlszellA EGFR #47]<
232 100% AA G o kR A FTolm &A%

— OHZU]E]He] EGFR 789 XSl E vj7pg oz ghedhs & 7|d& e,

Figure 2.6.2-1. Dacomitinib Demonstrated Dose-Dependent Inhibition of EGFR
Activity in A431 Cells.
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A431 cells were treated with varying concentrations of dacomitinib (PF-00299804) (2, 6.2, 185 556 1667
and 500 nM) for 2 hours followed by EGF stimulation (20 ng/mL) for 5 min  Cells were lysed and proteins
separated by Western blotting. Phospho-EGFER (Tvr 1068) signal was quantitated using densitometry and
normalized to total EGFR. HER-1, HER1 EGFR, EGFR WT (wild-type). ERBB1. and ERBB-1 are different
names used for the same HER-family receptor tyrosine kinase. The specific name used in this figure, erthB-1, 1s
consistent with the name used in the original study report where this data appears. For clarity, the text of this
pharmacology written summary uses EGFR consistently. EGF = epidermal growth factor;

phospo = phosphorylated.

o U Bl 9% HER 71UA £4 & AX 23 2 AEHY AEH Wi A
IV EYS ¢eixl EGFR ®Wo], HER2 &3 % KRAS T+ BRAF ®o|7l & Y43 Atd
Az A L AEH tial] AdH WA AlFAHAE PF-00299804-Pharm-001). &

?l EGFR &4 wWol(dell) ¥ stuE Zdsk= NSCLC AlZFHCC827 9 HCC4006)2k

H} 2]



EGFR ok @ AZF(INCI-H125)= Al9Ed 2 tanegoe] =% wad jbeS AR o
Fu g2 Al g el Hls) IC50 gtol @il 2 %S Btk KRAS 2 =
S F(A549, H1666, HT-29 2 MDA-MB-23DE o]d ##3 FU3tA ﬂmw
BEo da) WAS 2ttt g=ZuEde SZ 9 HER2BT-474 2 SKOV3)
oﬂ/ﬂ /Hzl- tﬂ }\gzeﬂ p‘,_l,].;d o7 o%;q] 1:].

— O} ZPE|YS EGFR ¥+& HER29 $H% wWoloj= &7 3 ojif, KRAS ¥ BRAF & ¢ % o]d]
gjetef = vy H Y.

Table 2.6.2-4. Dacomitinib Efficacy in EGFR, HER2 and KRAS Mutant Cell Lines
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Cell Line EGER Mutation or HER2 KRAS/BRAF Gefitinib Dacomitinib
Amplification Amplification Mutation ICs0) IC=0

HCCB827 EGFR Del746E750° wt wt 54 oM 22aM
(NSCLC)
HCC4006 EGFR wt wt 27 oM 1.4 nM
(NSCLQ) (Dell.747E749.A750P)"
NCI-H125 wt wit wit 202 oM 27 oM
(NSCLC)
HCC70 wt wt wt 59 uM 1.6 uh
(NSCLC)
A549 wt wt KERAS (G12V) NT =10 pi
(NSCLC)
H1666 wit wit BEAF (G465V) 1.9 uM 8.0 uM
(NSCLC)
HT-29 wt wt BEAF (V&00E) NT =10 p
(CRC)
MDA-MB-231 wt wt BRAF =10 pM 55 uM
(Breast)
BT-474 wt 16% Amp wit 466 oM 37 M
(Breast)
SKOV3 wi 8= Amp wit 1.1 udM 392 nM
(Owvarian)

Amp = amplification; del = deletion; EGFR = epidermal growth factor receptor; IC350 = 50% inhibitory
concentration; NSCLC = non-small cell lung cancer; NT = not tested; wt = wild-type.

a. DelT46E750. Del(746-750). and del19 are different names used for the same activating mutation in EGFR
that comprises a short in-frame deletion in exon 19 of EGFE. The specific name used in different rows of this
table 15 consistent with the name used in the original study report where this data appears. For clarity_ the text
of this pharmacology written summary uses dell9 consistently.

b. DelL747E749_A750P 1s another EGFR activating mutation considered in the set of mutants comprising the

EGFE. dell19 varants. In addition to a short in-frame deletion, this mutant also contains an A750P point
mutation immediately following the deletion.

OGIvEHS 5YFoZ Wwxd HyuAoA gt dGME: ndo] 4 2 A=Y oA
of tial 73 thEngelman £, 2007). Y3 wdS A& Ay, A7) 7]&d APHG A9

APt dF =], EGFR dell9 &dWol7l &= HCC827 =Ed oA Engelman <
IC50& Ragk vt Pfizer Al@-S 2.2nM IC50& H U THCTD2.4 & 23 B 2.4.2-1 &%), =%
Aldel= EGFR &9 o] L858Ro] += NSCLC ==l H32557} = A=H, ol &
He Ao EGFR EdwWo] NSCLCAA WHolE &A3lsta dell9d Aol g
Awo] NSCLCAlA EGFR HEA Y ¢F 85%F AHAIdth. tham|Eld-2 H3255 EEoA 7t
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g8s Hon [C502 TnMolATHCTD2.4 & 23l H 2.4.2-1 &%)
Table 2. Comparison of gefitinib and PF00299804 efficacy in EGFR, ERBB2, and K-ras mutant cell lines
Cell line EGFR mutation ERBB2 mutation K-ras mutation Gefitinib ICsy (pmol/L) PF00298804 ICy; (pmol/L)
AR49 WT WT G128 =10 =10
H441 WT WT Gl2v =10 4
H322 WT WT WT =10 =10
Calu-3 WT WT (amplified) WT 14 0063
H1819 WT WT (amplified) WT 042 0029
H3255 L858R WT WT 0075 0007
H3255 GR LE58R/T790M WT WT =10 0.119
H1975 L858R/T790M WT WT =10 044
H&20 Del 747_L751, Ins §/T790M WT WT =10 0.93
HCC 827 Del E746_AT750 WT WT 0008 0002
HCC 4006 Del L747 _E749 WT WT 0.050 (.00
PC-9 Del E746_AT50 WT WT 0.023 0002
H1781 WT Ins G776V, C WT =10 0275
Abbreviation: WT, wild-type.

(Engelman 2, 2007 = &3)

<in vivo A1&@>

*HER2 A}7]214t3}e] 4]

tEuEde] AA W A 43 (HERZE 7 @dsts) SKOV3 Ay WA o]Fo]2] s F3
HER2 #}7]1Q14kste] AA7F S48 AA o FA4oA Alddth(Ald PF-00299804-Pharm— 001) o=
HEHS F9%250 ~ 400mm®)o] Y FE=o] 2943 1Y 13 AT TG F WA EO% * 6 ~
48A17F FF o] ERQ] ERIECA FdES st Y MES AFHYT. Cmaxs Fo § 34
At Al Ao A B s Aoz 9l H (ZA) F&AGyr 1248)2 AZE37] sla A
EHS AFEste] T @Y HERZ ibst 58 v@3vEY X5 TEANA F#ststa -3 A
= TE vlagth 30mg/kgel 19 FA%S 23] Fotar A tamvEdS 5o 5 4841t
Ao HER2 A4S >85% AT = ddow mpex &3 0.03419 A2FHA & EIS 7|uko
604ng/mL°]| fz}?éé}ﬂ% Ha 7 FE(CSS, avg)(20.6ng/mLe] AFHA &2 sE)E FH4IHAE
PF-00299804-Pharm-001; A4 2.6.4.4.4.1).
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o] 27744 o] WFHTHCTD2.4 = L3 T 2.4.2-2 &X),

TE A A myde dvbdor FjtE FoF 77k uiul A&En tavE Y-S 30mg/kg %
156mg/kgel Al Wfde] Fgom Ald A AlFe HE AFTES 7Fo® & Hi AF FAES
10% ~ 19%90 o™ AARES 00Uttt BE AT 4 Atdle Fo 89S T4 § 35U B2
AEES 15 % 30mg/kg FAFoR mjd Fofst= A4S, vh-2~ 7 0.03419 AfEA @4 7

S 7o R CSS, ave 8% FEE 163 ~ 604ng/mL(ATH A &S % 5.6 ~ 20.6ng/mL)o] tH(A]
3 PF-00299804-Pharm-001; A4 2.6.4.4.4.1).
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Table 2.4.2-2. Spectrum of Anticancer Efficacy for Orally Administered Dacomitinib
in Nonclinical Tumor Models

ol

Tumor” Dose (mg/kg) Schedule CR’ PR T-C*
H125° 30 QD14 0/8 0/8 9.1
15 0/8 0/8 36
SKOV3' 30 QD14 6/6 0/6 41.2
15 2/6 3/6 17.1
A431F 33 QD14 0/8 0/8 50.0
11 1/8 2/8 45.1
BT-474" 30 QD=7 0/10 3/10 33.1
15 0/10 0/10 343

CR = complete regression; PR = partial regression; QD = daily; T-C = tumor growth delay.

a. In all experiments. SCID mice bore subcutaneous (SC) tumor implants, treatment was mitiated when tumors
were 200-250 mm’®.

b. A complete regression (CR) represents a tumor that decreased in mass at least 75% compared with the tumor
mass at initial treatment (eg. <60 mm’).

c. A partial regression (PR) represents a umor that decreased 1n mass by at least 50% compared with the tumor
mass at initial treatment.

d. T-C (Tumor growth delay) 1s the difference. in davs, for the median treated and control tumors to reach a
fixed evaluation size, (750 or 1000 mm3).

e. H125 15 a non-small cell lung carcinoma that expresses HER? and HER3.

f SKOV3 1s a human ovarian carcinoma that overexpresses HER2.

2. A431 1s a human squamous cell carcinoma that overexpresses EGFR.

h. BT-474 15 a human breast carcinoma that over expresses HER2.

(CTD2.4 = Z3)



Figure 2.4.2-1. Antitumor and HER2 Phosphorylation Effects of Daily Oral Treatment
of Dacomitinib on SKOV3 Ovarian Xenografts in SCID Mice
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Panel A. Female SCID mice were implanted subcutaneously with SKOV3 human tumor fragments. Daily oral
treatment (QDX14) of dacomitinib began when tumors reached approximately 200 mm’. Values are

mean = SEM (6 mice per treatment group: 12 mice in vehicle-control group). Panel B. Female SCID mice
implanted subcutaneously with SKOV3 tumor fragments recetved two daily oral treatments of dacomutinib
(PF-00299804) when tumers reached 250 mm’. Tumors were collected at 6. 24 and 48 hours after the second
admunistration and evaluated for phospho-HER2 (Tyr 1248) using western blotting techniques. Each lane
represents an independent excised tumor. HER-2. HER2. ERBB2. and ERBB-2 are different names vsed for
the same HER-family receptor tyrosine kinase. The specific name used in this figure. ertbB-2. is consistent with
the name uwsed in the oniginal study report where this data appears. For clanty. the text of this pharmacology
written summary uses HER? consistently. h = hours: phospho = phosphorvlated: QD = once daily.
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Figure 3. PF00293804 inhibits growth of HCCB27 Del/T790M in wivo. Xenografts in nuwnu mice were generated as described in Materials and Methods. Getitinib
and PFO0299804 treatments were administered by oral gavage and tumors were measured thrice weekly. Both gefitinib and PF00299804 led 1o complete
disappearance of tumors in HCCB27 GFP xenografts (A). The HCCB27 DelT790M xenografts grew while treated with gefitinib but were effectively inhibited by
PF00299804 (B). PFO0299804 treatment was continued for 95 d. The growth curves for control and gefitinib-treated animals have been previously published but were
performed at the same time as the studies with PF00299804 (23).
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Table 2.4.4-2. Concentrations of Dacomitinib Associated with Key Responses

Kev Response(s) Daose Unbound Unbound Exposure
(mg/kg/day) o AUCL," Z‘;[:u‘ginh
(ng/ml) (ng+h/ml)

Safety Pharmacology Studies
In Vitro
hERG (04-2730-08)
ICsp 1.58 uM 743 NA 433
Dog Purkinje Fiber (PF299804/IC/001/05)
No noteworthy findings 10 M 4700 NA 2740

In Vivo
CNS Rat (04-2730-07)
No noteworthy findings 500 )
Pulmonary Rat (04-2730-07)
No noteworthy findings 500 60.1¢ 1250¢ 35

=
(]
i

1312° 36

Cardiovascular Telemetered Dog (04-2730-04)
No noteworthy findings 30 451 663 26

b. Exposure margins calculated based on AUC, except for safety pharmacology studies where Cmax was
used. Exposure margin calculated as [unbound AUC?24, dose level/ unbound AUCtau human 45 mg QD
dose] or [unbound Cmax, dose level/ unbound Cmax human 45 mg QD dose] where human value of
unbound AUCtau human 45 mg QD dose value is 34.91 ng-h/mL and unbound Cmax human 45 mg QD

dose value is 1.72 ng/mL, based on a projected human unbound fraction of 0.0192 (Section 2.7.2).
c. From Study 04-2730-02 (Day 1 values).

d. From Study 04-2730-02 (Day 1 values, males only).
(CTD2.4 = &4)
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= FOB wiZl®:, A& Ee &5 @A dal vhzred &4 37 ek 25 fai‘: =44 A
HAF 04-2730-02)¢] A1Y o] AjEA &S CmaxE 7|¥ro = & 500mg/kgol A o] w&o Ad&
2 45mg QD(1.72ng/mL)E Foiwke Al wlagls w, <F 36uj]o]c}.

o TE7IAC A A axE Brietr] sl A Ed Ao 93] Fol® 0(F-FAD, 5, 50
500 mg/kgs 7 B 4F H=ol T Hol 500 mg/kge]l FARNAE UdIFTFF Ee
ol el tavEd #d 5ah 9l 25 HE 54 A 04-2730-02)¢] A1de] A
A ¢ CmaxE 7|Wke 2 g 500 mg/kgoll Ao =2 A48 45mg QD(1.72ng/mL)E Fof vt
Abehat Rl g wf, oF 35H]olt}.

TC
I

rlo oo ol rlr
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Table 2.6.4-1. Pharmacokinetic Parameters of

FANFS 2 w4

-0 >0
v A Sl I

Tel 2 Szl A

9] CL

>100, 73.
ojArt.

.

Dacomitinib in Male Rats, Dogs, and

Monkeys Following Single Intravenous Infusion Administration

Species Dose” C smin ts ATUCips CL Vi
(mg/kg) (ng/mL) (h) (ng+h/mL) (mL./min'kg) (L'’kg)
Eat 5 1540x581 9.8+0.7 20600907 49 1+2 2 34 2+2 8
Eat 25 1010010700 16.7£1.5 129001420 326434 398451
Dog 5 1150131 159+1.5 3420131 24410 28034
Monkey 5 1090=431 5705 1900£180 44 1+4 .3 17:3£1-5

Note: Data are Mean = standard deviation (SD)
AUC, - = Area under the concentration-time curve from time 0 to

infinity; Csp= Concentration at 5 minutes; CL = Total

plasma clearance; IV = Intravenous: h =Hour; SD = Standard deviation: t., = Apparent terminal elimination half-life, V. =

Apparent volume of distribution at steady state.
a. Vehicle: 100% 50 mM Lactic acid

Table 2.6.4-2. Pharmacokinetic Parameters of Dacomitinib in Male and/or Female Rats,
Dogs, and Monkeys Following Single Oral Administration

Species (Sex)’ Dose Comay T nax AUC,. AUC F° (%)
(mg/kg) (ng/ml) (h) (ng+h/mL) (ng+h/mL)

Rat (M+F) 25" 625 4.7 12800° ND 109
Rat (M) 50° 630 5.0 18800¢ 20500 79.5
Fat (M) 7508 1170 40.0 126000° ND ND
Dog (M+F) 25" 359 8.0 9430°F ND 36.0
Dog (M) 50° 3870 7.0 24000° 25200 137
Monkey (M/F) 20° 275177 3.0/40 8000/3680% ND 105/48
Monkey (M) 25° 217 6.0 5210° 5350 56.2

AUC,,,, = Area under the concentration-time curve from time () to the last measurable hour after dosing; AUC .= Area

under the concentration-time curve from time 0 to infimty; C,. =

Maximum plasma concentration; F = Systemic

bicavailability; h = Hour; ND = Not deternuned; Ty, = Time of last measurable concentration T, = Time to reach Cp,, &,

= Apparent terminal elimination half-life.

a. M+F = Male and female combined, M = Male.

b. F(%) = {[AUC{Oral) x Dose(IV)]/[AUC(IV) x Dose(Oral)]) x
c. Vehicle: 0.5% methylcellulose

d T.=72h

100

e. Vehicle: 5% Polyethylene glveol (PEG-200):95% (0.3%) methylcellulose

f Toe=144 1
g Tue=168h

2

e Y Fol UF GaEEY WELRC] o5 A

caeley AT F
WAL FE-ARE FA5

PF-05199265¢] 8% &

o F oz

mlEl el o
H2|[AUC24]

b ik BB B

gk P QIR

F-05199265°] <t A3 A = H]E(0A]Fel A 244
71ehe ek el A ZAZE 0187 193tk E7eAE
A W9l stei(Ing/mL) v|Rko] Tt

S|

L
1=}
i



Table 2.6.4-

3. Pharmacokinetic Parameters of Dacomitinib and PF-05199265 in Rats.

Rabbits, and Dogs Following Oral Administration of Dacomitinib for 3 Days

Species Dose Day B Tiasi ATUCy
(ng/kg/day) (ng/mL) () (ngeh/ml)
Dacomitinib
Rat 1.0 1 112+2 8 33+12 143+32
3 229+7.7 7.0£0.0 36564
Rabbi 40 1 31.1+£73 2.3+1.5 200£17
3 43 4=150 1706 285+84
Dog 0.1 1 1.22+0.73 7.0£0.0 20.2+11.7
3 1.45£0.51 33+12 24 8+£79
PE-05199265
Rat 1.0 1 2.5820.76 22+1.8 37.8£139
3 3.92+1.17 7.0£0.0 66.516.8
Rabbt 40 1 NR NE NE
3 NR NE NE
Dog 0.1 1 1.90=1.83 7.0£0.0 31.2£270
3 2.54=1.19 33112 47.3£26.1

MNote: Data are mean = SD
ATUC,,

= Area under the concentrafion-versus-time curve from fime 0 fo 24 hours after dosing; Cpa = Maximal plasma

concenfration; h = Hour; ND = Not determined; WR = Not reported since a majority of the concentrations ouf to 24 h

postdose were ZBLQ) (1 ng/mL); 5D = Standard deviation.
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S EHA M Ei= 470ng/mb) AR vEwEge] ek BEel] Aghe ¢ 9les WERH HSA
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b ovtela RS 2 AR gamuEde] oAb Erbskal hav|Ed o] Akt oiAbE =t
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Figure 2.6.4-3. Proposed Dacomitinib Metabolites Present in Rat, Dog, and Human
Plasma

M18 (PF-05199265)
Human, Dog*, Rat*

M = Metabolite; PF-0299804 = Dacomitinib; PF-05199265 = O-desmethyl dacomitinib or M18§.
* Presence of M18 in rat and dog plasma was quantitated using LC/MS/MS.
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Table 1.

Partner Included in This Summary of Clinical Safety

Summary of Clinical and Clinical Pharmacology Studies of Dacomitinib Conducted by Pfizer or a Collaborating

Protocol No. No. of Patients Randomized | Design
Sponsor or Enrolled/ Primary Endpoint
Study Status | Patient Population No. of Patients Treated Objective Planned Dosage(s)

Single-Agent Phase 3 Studies of Dac

ib QD in Patients With NSCLC

AT4T1050 First-Line NSCLC with Total: 452/451 Phase 3. randomized, OL study Dacomitinib 45 mg QD/
SFI EGFR-activating mutations Dacomitinib: 227227 Primary endpoint: PFS per IRC Review Gefitinib 250 mg QD
Completed Gefitinib: 225224 Pivotal study for first-line NSCLC with
EGFR-activating mutations
A7471009° Advanced NSCLC; atleast 1 | Total: 878/872° Phase 3 double-blind, controlled. randomized | Dacomitinib 45 mg QD/
Pfizer prior chemotherapy Dacomitinib: 439/436 study Erlotinib 150 mg QD
Completed Erlotinib: 439/436 Primary endpoint: PFS per IRC Review
Supportive study
EGFR-activating mutation:
Dacomitinib: 39/38
Erlotinib: 3839
AT471011 Advanced NSCLC: 1-2 prior | Total: 720/716 Phase 3 double-blind. placebo-controlled. Dacomitinib 45 mg QD/
(BR.26) NCIC- | chemotherapy and prior Dacomitinib: 430/477 randomized study Placebo QD
CTG EGFRTKI Placebo: 240/230 Primary endpomt: OS
Completed Supportive study
EGFR-activating mutation:
Dacomitinib: 83/83
Placebo: 52/52
Single-Agent Phase 2 Studies of Dac ib QD in Patients With NSCLC
A7471017 Cohort A: advanced NSCLC | Total: 119/119 Cohort A: Phase 2 OL. single-arm study Cohort A:
Pfizer adenocarcinoma; non-light Cohort A: 89/82 Primary endpoint: PFS at 4 menths dacomitinib 45 mg QD
Completed smoker or known EGFR Cobort B: 30/30 Proof of concept: first-line NSCLC with (30 of 59 patients with EGFR-activating
mutation. no prior treatment Cohort A EGFR-activating activating mutations nutation) or 30 mg QD (18 of 30 patients
mutation: 48/48 with EGFR-activating mutation
Cohort B: advanced NSCLC, | Cohort B: 30/30 Cohort B: Phase 2 OL. single-arm study Cohort B:
any histology with either HER2 gene amplification: 4| Proof of concept: refractory NSCLC with dacomitinib 45 mg QD (N=25) o1
HER2 gene amplification or HER2 mutation: 26 HER2 amplifications or HER2 mutations 30 mg QD (N=5)
HER2 mutation: prior
treatment allowed
Table 1. Summary of Clinical and Clinical Pharmacology Studies of Dacomitinib Conducted by Pfizer or a Collaborating
Partner Included in This Summary of Clinical Safety
Protocol No. No. of Patients Randomized | Design
Spousor or Enrolled/ Primary Endpoint
Study Status | Patient Population No. of Patients Treated Objecrive Planned Dosage(s)
AT471028 Advanced NSCLC: Total: 188/187° Phase 2 OL. randomized study Dacomitinib 45 mg QD/
Pfizer 1-2 prior chemotherapy Dacomitinib: 94/93 Primary endpoint: PFS Erlotinib 150 mg QD
Completed Erlotinib: 04/04 Proof of concept: second/third-line NSCLC
EGFR-activating mtation:
Dacomitinib: 16/16
Erlotinib: 8/9
AT471002 Advanced NSCLC: Total: 66/66 Phase 2 OL. 2-arm study Dacomitinib 45 mg QD
Pfizer 1-2 prior chemotherapy and Adenocarcinoma: 50/50 Primary endpoint: ORR
Completed prior EGFR TEI Non-adenocarcinoma: 16/16 | Early proof of concept: refractory NSCLC
AT7471003 Patients in Korea with KRAS | Total: 55/55 (49 patients on Phase 1/2 OL. single-arm. single-stage study | Phase 1: dacomitinib 3045 mg QD
Pfizer wild-type advanced NSCLC. |45 mg QD: 6 patients on 30 mg | Primary endpoint: PFS at 4 months Phase 2: dacomitinib 45 mg QD
Completed adenacarcinoma; prior QD) Dose escalation, safety/tolerability in Korean
chemotherapy and prior Phase 1: 12/12 patients
EGFR. TKI Phase 2: 43/43 Early proof of concept: refractory NSCLC
(Asian)
AT4T1042 Advanced previously treated | Total: 236/231 Phase 2 evaluation of prophylactic intervention | Dacomitinib 45 mg QD (Cohorts I IT)
Pfizer NSCLC (Cohorts I and IT) Cohort I: 139/139 on dermatologic and gastrointestinal AFs and
Completed Cohort IT: 72/67 PRO assessments Dacomitinib 45-mg QD mterrupted dosing in
Advanced untreated NSCLC | Cohort III: 25/25 Cohort I: dacomitinib + doxycycline (or Cycle 1 only (no drug from Cycle 1 Days 11
with EGFR-activating doxycycline placebo) through Cycle 1 Day 14 resuming 45 mg QD
nmitations (Cohort IIT) Cohort II- dacomitinib + probiotic + topical from Cyele 1 Day 15 onwards) (Cohort IIT)
alclometasone
Cohort IIT :© infermittent dacomitinib dosing in
Cyele 1
AT7471055 Advanced NSCLC: atleast | Total: 5/5 (all 5 patients from | Extension study. Rollover of patients from Dacomitinib 45 mg QD
Pfizer one prior chemotherapy the dacomitinib arm of Study AT471009 sites in Japan®
Ongoing Study A7471009)




Table 1.

Partner Included in This Summary of Clinical Safety

Summary of Clinical and Clinical Pharmacology Studies of Dacomitinib Conducted by Pfizer or a Collaborating

Protocol No. No. of Patients Randomized | Desion

Sponsor or Enrolled/ Primary Endpoint

Study Status | Patient Population No. of Patients Treated Objective Pl d Dosage(s)

Single-Agent Phase 1 Studies of Dac ib QD in Patients With Solid Mali Tumors Including NSCLC

AT471001 Advanced solid malignant Total: 121/121 Phase 1 OL. dose escalation. safety. and Dacomitinib 0.5-60 mg QD (dose escalation)

Pfizer tumors (NSCLC cohort) 45 mg QD: 52/52 tolerability study or 60 mg QD on a 2-week on followed by

Completed NSCLC cohort: 1 week off schedule. or 45 mg loading dose
45 mg QD:3434 BID = 3 days followed by 45 mg QD dosing

AT471003 Solid malignant tumors in Total: 13/13 (7 pts at 45 mg Phase 1 OL. dose escalation. safety. and Dacomitinib 15-45 mg QD (dose escalation)

Pfizer Japanese patients QD of whom 4 pts had tolerability study in Japanese patients.

Completed NSCLC)

Single-Agent Phase 2 Studies

Other Studies of Dacomitinib in Patients With Solid Malignant Tumeors Including NSCLC

AT471047 Advanced NSCLC Total: 41/38 Phase 2 OL study Pulse dacomitinib dosing (43-60 mg q12h for
Pfizer Cohort A patients with Cohort A: 16/16 Primary endpomnt: ORE. in Cohort A; 3 days with interruption until start of
Completed T790M Cohort B: 25/22 key secondary endpoint: QTc subsequent cycle); doses escalated for 10
Cohort B: no molecular patients beyond 60 mg q12h
signal needed except non-
T790M
AT471027 Patients with recurrent or Total: 69/62 Phase 2 OL. single-amm study to assess the Dacomitinib 45 mg QD
Pfizer metastatic squamous cell efficacy per ORR.
Completed carcinoma of the head and
neck
Single-Agent Phase | Studies
AT471031 NSCLC for which lung Total: 22/19 Phase 1 OL exploratory biomarker Dacomitinib 45 mg BID for 3 days, followed
Pfizer resection is indicated investigation in patients with NSCLC by 45 mg QD for 5 days (= 3 days) until
Completed undergoing lung resection Surgery
Combination Therapy Phase 1 Studies
AT471004 Advanced sohid mahignant Total: 74/71 Phase 1 OL. dose escalation study of Daconutinib 10 mg. 15mg. 20 mg. or 30 mg
Pfizer fnunors dacomitinib and figivmumab QD + figitumumab 10 mg or 20 mg'kg IV
Completed Safety and tolerability every 3 weeks
Table 1. Summary of Clinical and Clinical Pharmacology Studies of Dacomitinib Conducted by Pfizer or a Collaborating
Partner Included in This Summary of Clinical Safety
Protocol No. No. of Patients Randomized | Design
Sponsor or Enrolled/ Primary Endpoint
Study Status Patient Population No. of Padents Treated Objective Pl d Dosage(s)
AB081006 Advanced NSCLC Total: 7070 Phase 1 OL. dose escalation study of crizotinib | Dose escalation phase: crizotinib BID +
Pfizer and dacomitinib dacomitinib QD:
Completed Safety and tolerability Crizotinib 200 mg + daconutinib 30 mg
Crizotinib 200 mg + dacomitinib 45 mg
Crizotinib 250 mg + dacomitinib 30 mg
Crizotinib 250 mg + dacomitinib 45 mg
Expansion phase: crizotinib 200 mg +
dacomitinib 30 mg
B2151002 Advanced solid mmors Total: 85/84 Phase 1 OL, dose escalation study of Gedatolisib (Amms A. B. C):
Pfizer Gedatolisib plus: gedatolisib + docetaxel or cisplatin or 75 mg (Arms A and B only). 90 mg. 110 mg,
Ongoing docetaxel: 2121 (Arm A) dacomitinib and 130 mg/week;

cisplatin: 3131 (Arm B)
dacomitinib: 33/32 (Am ©)

Safety and tolerability

Arm C: dacomdtinib 30 mg and 45 mg QD
Arm A docetaxel 75 mg/'m® IV g3 weeks
Arm B: cisplatin 75 mg/m® IV g3 weeks.

Clinical Pharmacology Studies

Completed

study)

AT471014 Advanced refractory Total: 16/15 (11 received Phase 1 OL. nonrandomized. single-fixed Dextromethorphan 30-mg single oral dose on
Pfizer solid malignant mmors (DDI | daconutinib) sequence study Day -3 prior to start of dacomutinib dosing
Completed study) To evaluate the effect of multiple-dose
Patients with NSCLC: 5/5 administration of 45 mg QD dacomitimb on Dacomutinib 45 mg QD + dextromethorphan-
(3 received dacomitinib and the single-dose PK of 30 mg dextromethorphan | hydrobromide 30-mg single oral dose on
2 received dextromethorphan) Cycle 2 Day 7
Patients with other solid
malignant tumors: 11/10
(8 received dacomitinib and
2 received dextromethorphan)
AT471015 Healthy subjects Total: 24/24 Phase 1 OL study Dacomitinib 45-mg single dose given:
Pfizer Effect of food and antacid on BA (relative BA | fasted - rabeprazole 40 mg. or

fasted or fed




Table 1.

Partner Included in This Summary of Clinical Safety

Summary of Clinical and Clinical Pharmacology Studies of Dacomitinib Conducted by Pfizer or a Collaborating

Protocol No. No. of Patients Randomized |Design
Sponsor or Enrolled/ Primary Endpoint
Study Status | Patient Population No. of Patients Treated Objective Planned Dosage(s)
AT471018 Healthy subjects (Group 1); | Total: 2525 Phase 1 OL. nonrandomized. single-dose. Dacomitinib 30-mg single dose
Pfizer hepatic impaired subjects Group 1 (normal hepatic parallel-group study
Completed (Groups 2 and 3) function): 8/8
Group 2 (mild
hepatic impatrment.
Child-Pugh Class A): 8/8
Group 3 (moderate hepatic
impairment. Child-Pugh
Class B): /0
AT471020 Healthy subjects Total: 6/6 A Phase 1 OL. mass balance study of [°C] [*C] Dacomitinib 45-mg (100 pCi) single
Pfizer daconutinib dose
Completed
AT471021 Healthy subjects (DDI study) | Total: 14/14 Phase 1 single-dose. OL study Dacomitinib 43-mg single dose or dacomitinib
Pfizer To nvestigate the potential DDI between 45-mg single dose - paroxetine 30 mg
Completed dacomitinib and paroxetine (potent CYP2D6
inhibitor)
A7471022 Healthy subjects Total: 32/32 Phase 1 OL relative BA study of dacomitinib | Dacomitinib single dose:
Pfizer (film-coated versus nonfilm-coated tablets) 3 % 15-mg tablets;
Completed 1 = 45-mg tablets
AT471039 Healthy subjects (DDI study) | Total: 14/14 Phase 1 OL single-dose study A single 30-mg dose of dextromethorphan or
Pfizer The effect of daconutimb on the PK of a 45-mg dose of dacomitinib followed
Completed dextromethorphan (a selective CYP2D6 probe) | 4 hours later by 30 mg dextromethorphan
AT471046 Healthy subjects Total: 14/14 Phase 1 OL absolute BA study of daconutinib | Dacomitinib:
Pfizer (PO versus IV) 45-mg single oral dose;
Completed 20-mg IV infusion
AT471051 Healthy subjects Total: 14/14 Phase 1 OL study Dacomitinib 45-mg single oral dose
Pfizer To characterize dacomitinib PK in Chinese
Completed healthy subjects
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Table 17. Plasma Dacomitinib Pharmacokinetic Parameter Values Following
Administration of a Single Oral or Intravenous Infusion of Dacomitinib in
Study AT471046

Parameter Summary Statistics” by Treatment

Parameter, Units Dacomitinib 20 mg TV Dacomitinib 45 mg Oral
N.n 13,11 14,13
AUC ng-h/mL 847 (24) 1487 (35)
1AUCisaq. ng-h/imL/mg 42.4(25) 33.0(35)
AUCy,.. ng-h/mL 683 (31) 1310 (36)
0AUChuary. ng-himL/mg 34.2(31) 29.1(36)
CL/F.L/h NC 30.3 (35)
Cope. ng/mL 52.0 (50) 19.8 (38)
T It 1.0 (0.5-1.0) 8.0 (6.0-24.0)
VIE. L NC 2688 (36)
CLz.L'h 23.6(25) NC
V.. L 1889 (18) NC
tip h 662+ 157 622+90

Source: Module 5.3.1.1 A7471046 CSR Table 13

Parameters are defined 1n the Summary of Clinical Pharmacology Studies (Module 2.7.2.1.3.2).
Abbreviations: AUC, - =area under the plasma concentration-time curve from time 0 extrapolated to infinity:
AUC pqzm—dose-normalized area under the plasma concentration-time curve from time 0 extrapolated to
mfinity: AUC,,~area under the plasma concentration-time curve from time 0 to the time of last quantifiable
concentration; AUC .g=dose-normalized area under the plasma concentration-time curve from time 0 to the
time of last quantifiable concentration; CL/F=oral plasma clearance: CLy= plasma clearance: Cpp=maximum
observed concentration obtamed by mspection of the data, %CV=percent coefficient of vaniation;
IV=intravenous; N=number of subjects i the treatment group: n=number of subjects with reportable AUC;.:
nAUC g, t, V/E. V... CLy and CL/F: NC=not calculated; T,,=time to occurrence of C; t,=apparent
terminal half-life; V.=volume of distribution at steady state, V./F=apparent volume of distribution duning
elimination phase.

a. Geometric mean (geometric %CV) for all except: median (range) for Trey and arithmetic mean (£standard
deviation) for ti..

Table 18. Statistical Summary of Treatment Comparisons of Plasma Dacomitinib
Dose-normalized Pharmacokinetic Parameters Following Administration of
a Single Oral Dose and Intravenous Infusion of Dacomitinib in
Study A7471046

Adjusted Geometric Means

Ratio

Dacomitinib Dnmim'ﬁ.u_ib (Test/Reference) 90% CI
45 mg Oral 20 mg IV of Adjusted Means® for Ratio
Parameter (units) (Test) (Reference) =
AUCq¢ (ng-h/mL/mg) 331 41.3 80.0 (74.9. 85.5)
AUCK,
(ng-h/mL/mg) 29.1 353 825 (78.3. 87.0)

Source: Module 5.3.1.1 A7471046 CSR Table 14

Abbreviations: CI=confidence interval: IV=intravenous: nAUCgs=area vader the plasma concentration-time
curve from time 0 extrapolated to infinity; AUC,.~ area under the plasma concentration-time curve from time 0
to the time of last quantifiable concentration

a. The ratios (and 90% CIs) are expressed as percentages.

(CTD 2.7.1 & Z3)
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Table 19. Plasma PF-05199265 Pharmacokinetic Parameter Values Following
Administration of a Single Oral Dose and Intravenous Infusion of
Dacomitinib in Study A7471046

Parameter Summary Statistics” by Treatment

Parameter. Units Dacomitinib 20 mg IV Dacomitinib 45 mg Oral

N.n 13.0 14. 11
AUC,. ng-h/mL 196 (44) 332 (55)
AUCqs (. ng-h/'mL/mg 2344 7.4 (55)
AUC;. ng h/mL 124 (76) 240 (70)
AUC s amy. ng-b/ml /mg 6.2 (76) 5.3 (70)
Cox. ng/mlL 1.6 (95) 41 (51)
T b 40(4.080) 4.0(4.0240)
M.KQ.UCMB 0.25(68) 0.23 (75)
MRAUC,., 0.19 (92) 0.19(77)
MRCprax 0.031(87) 0.21 (52)

Source: Module 5.3.1.1 A7471046 CSR Table 15

Abbreviations: AUCg =area under the plasma concentration-time curve from time 0 extrapolated to infimty;
AUC pgam=dose-normalized area under the plasma concentration-time curve from time 0 extrapolated to
infinity; AUC,,.= area under the plasma concentration-time curve from time 0 to the time of last quantifiable
concentration; AUCy g =dose-normalized area under the plasma concentration-time curve from time 0 to the
time of last quantifiable concentration; Cpp=maximum observed concentration obtamned by inspection of the
data; “eCV=percent coefficient of variation; IV=intravenous; N=number of subjects in the treatment group:
v=number of subjects with reportable AUCie nAUCxs and MRAUCxs MRAUC . =metabolite ratio for
AUCps MRAUC=metabolite ratio for AUC ,; MRC p,=metabolite ratio for Cpue ti=apparent ternunal half-
life: T . =time to occurrence of C .

Parameters are defined m the Summary of Climical Pharmacology Studies (Module 2.7.2.1.3.2).

a. Geomefric mean (geometric %CV) for all except: median (range) for Toee.

b. Number of subjects with reportable MRAUC ¢ following the single oral dose of dacomitinib 45 mg was

10 subjects
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Table 12. Plasma Dacomitinib Pharmacokinetic Parameter Values Following a
45 mg Single Oral Dose in Study A7471022

Parameter Summary Statistics” by Treatment

Parameter (Units) 3 x 15 mg Non Film-coated Tablet 45 mg White Filn-coated Tablet
N.n 32.32 32,32
AUC(ng-h/mL) 1395 (32) 1308 (32)

CL/F (L/h) 322 (31) 344(32)
C e (ng/mL) 21.7 (36) 19.7 (39)
Tonax (1) 2.0(6.0-12.0) 8.0(6.0-12.0)
Tiase () 213 (14) 216 (17)
VF (L) 2669 (28) 2837 (37)
t; () 58.5+12.5 58.5+134

Source: Module 5.3.1.2 A7471022 CSE Table 14

Parameters are defined i the Summary of Clinical Pharmacology Studies (Module 2.7.2.1.3.2).
Abbreviations: AUCqys =area under the plasma concentration-time curve from time 0 extrapolated to
mfinity; CL/F=oral plasma clearance; Cpe=maximum observed concentration obtained by inspection of
the data; %CV=percent coefficient of vanation; N=Number of subjects recetving the treatment; n=number
of subjects where 1., and AUC,,s were determmed; Ty./~time to last quantifiable plasma concentration;

T =time to occurrence of Cy.. t,=apparent terminal half-life: V_F=apparent volume of distribution
during elmmination phase.

a. Geometric mean (arithmetic %CV) for all except: median (range) for T, and anthmetic mean
(zstandard deviation) for ti%.

Table 13. Statistical Summary of Treatment Comparisons for Dacomitinib in
Study A7471022

Adjusted Geometric Means Ratio (Test/Reference) o0% CI
Parameter (Units) Test Reference of Adjusted Means" for Ratio
45 mg white film-coated tablet (Test) versus 3 x 15 mg nonfilm-coated tablets (Reference)
AUC (ng-h/mL) 1308 1395 93.7 (86.2, 102.0)
C e (ng/mL) 19.7 2103 90.7 (79.7.103.1)

Source: Module 5.3.1.2 A7471022 CSR Table 15

Abbreviations: AUCys=area under the plasma concentration-time curve from time 0 extrapolated to wnfinity;
CI=confidence interval; Cpm=maximum observed concentration obtaned by inspection of the data.

a. The ratios (and 90% CIs) are expressed as percentages.

(CTD 2.7.1 & Z3)
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Table 14, Plasma PF-05199265 Pharmacokinetic Parameter Values Following a 45 mg
Single Oral Dose of Dacomitinib in Study A7471022

Parameter S v Statistics” by Treatment
Parameter (Units) 3 x 15 mg Non Film-coated Tablets 45 mg White Film-coated Tablet

N.n 32,32 32,32

AUCx (ng-h/mL) 276 (68) 268 (75)

Cax (ng/mlL) 4.8 (68) 4.5(89)

T () 6.0 (4.0-24.0) 6.0 (4.0-8.0)

Tast () 259 (6) 256 (7)

ts; () 67.9(16) 674(14)

Source: Module 5.3.1.2 A7471022 CSR Table 16

Parameters are defined in the Summary of Clinical Pharmacology Studies (Module 2.7.2.1.3.2).

Abbreviations: AUCys =area under the plasma concentration-time curve from time 0 extrapolated to infinity;
Cop=maximum observed concentration obtained by inspection of the data; %CV=percent coefficient of variation;
N=Number of subjects receiving the treatment: n=number of subjects where t%: and AUCy: were determined;
Toe=time to occurrence of Cp 0 ty=apparent termmal half-life.

a. Geometric mean (arithmetic %CV) for all except: median (range) for Tpuy: artthmetic mean (anthmetic %CV)
for t...

Table 15, Statistical Summary of Treatment Comparisons for PF-05199265 in
Study A7471022

i ric B 05
Adjusted Geometric Means Ratio (Test/Reference) é(: ;a(ﬁi

Parameter (Units) Test Reference of Adjusted Means" Parameter (Units)
45 mg white film-coated tablets (Test) versus 3 x 15 mg nonfilm-coated tablets (Reference)

AUCy (ng-h/mL) 267.6 2759 97.0 (90.7, 103.7)
Conee (ng/mL) 4.5 48 932 (85.6.101.4)
Source: Module 5.3.1.2 A7471022 CSR Table 17
Abbreviations: AUC s =area under the plasma concentration-time curve from time 0 extrapolated to infinity;
CI=confidence interval; € =maximum observed concentration obtamned by mspection of the data.
a. The ratios (and 90% CIs) are expressed as percentages.

(CTD 2.7.1 & Z3)

= CIZ0IEIE Dot &S CtR0IEIE(PF-00299804) 0l =

0l 0Ixl
A

ACZ SASH MAH XIZIt 45mg THZ0IEIY FHM2 MHolE
14 et

F

o




U
>

o
&~ 0

aroe| Al (CTD 5.3.3 & 5.3.4)'8 JI=8.

A HE AES
PPN RN HBERY AAQAAD), WA BERY AARLE Hs AR, ek §7 By

= = =

= (e} = b |
AA g AAD7E AHEE AT
- HIAEIY AA, B d53Y GA, I 272 dE5FY A= 85 T2Ue] F5SHh
- HIE3Y APy Wy dE5FY A 1] FAS Ad AA ]&E(bioavailability, BA) A3

Figure 1. Dissolution of Dacomitinib Formulations in pH 4.5
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Source: Module 3.2.P.2.2 Pharmaceutical Development
Note: Method conditions were as follows: paddles at 75 rpm

Figure 2. Summary of BE Strategy for Dacomitinib Immediate Release
Film-Coated Tablets 15 mg, 30 mg and 45 mg

ICH registration stability and
Non- film coated tablet White film coated tablet proposed commercial

Blue film coated tablet

- ™
5mg [ 15mg 15 mg
[ 30 mg | 30 mg }

20mg .\\ \\\ 45 mg 45 mg }

'

5% wAv drug loading 15% wiw drug loading common blend
common blend
\ Dry granulated ¥ \ Direct compression i

i BA study ATAT1022 (3 x 15 mg non film coated and 1 x 45 mg white film coated)

- Dissolution testing

Source: Module 3.2.P.2.2 Pharmaceutical Development
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Table 8. Plasma Pharmacokinetic Parameter Values following a Single Dose of
Radiolabeled [1*C] Dacomitinib in Study A7471020

B- 1

Parameter ry Statistics”
Parameter (units) Plasma Total Radioactivity Plasma Dacomitinib Plasma PF-05199265
N.n 6.6 6.6 6.6
Cois (ug-’me) 36.1(38) 17.0 (50) 5.7 (58)
Truex () 12.0 (8.0-12.0) 12.0 (8.0-12.0) 6.0 (4.0-8.0)
AU('m;-{ng-h.’me) 6937 (15) 1171 (31) 403.8 (46)
AUC,,. {ug‘hf‘ml_b) 4988 (21) 1077 (32) 3884 (47)
t,, (h) 1823 (19) 54.6 (27) 72.8(19)
CL/F (L) 6.5%(15) 38.4°(31) NC
VF (L) 1684 (23) 2937 (25) NC

Source: Module 53.2.2 Study A7471020 CSR Table 9. Table 13.52.1

Parameters are defined in Table 3.

Abbreviations: %CV=percent coefficient of variation; N=number of subjects in the treatment group: n=number
of subjects conftributing to the summary statistics; NC=not calculated.

a. Geometric mean (geometric %CV) for all except: median (range) for T, and anthmetic mean (%CV) for

[

Unmnits for radioactivity parameters are ng-eq/mL (Cp..) or ng-eq /mL (AUC)
Values reported 1n CSR as mL/min

Converted from ml/mimn to L/h by the conversion 6.5=108.1*60/1000.
Converted from ml/min to L/'h by the conversion 38 4=639.2*60/1000.
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Plasma Pharmacokinetic Parameter Values following a Single Dose of

Dacomitinib in Healthy Chinese Subjects in Study A7471051

Parameter S

v Statisties”

Parameter (units) Dacomitinib PF-05199265
N.n 14. 14 14. 14
Coax (ng/mL) 21.5 (27) 5.54(79)

T e (1) 8.00 (6.0-24.0) 4.00(4.0-8.0)
AUC:¢ (ng-h/mL) 1662 (26) 4687 (65)
AUC,,, (ng'h/mL) 1554 (23) 435.2(63)
tez (h) 627(94) 689 (11.7)
CL/F (L/h) 27.1 (26) NC
V,/E(L) 2415(19) NC
MRAUCx NC 0.291 (81)
MRAUC,, NC 0.288 (82)
MRCrpae NC 0.266 (88)

Source: Module 5.3.3.1 Study A7471051 CSR Table 1443.1.1.1, Table 1443.1.1.2 Table 144.3.1.3

Parameters are defined m Table 3.

Abbreviations: %CV=percent coefficient of variation; N=number of subjects in the treatment group; n=number
of subjects contributing to the summary statistics; NC=not calculated.

a
deviation) for 1.

Geometric mean (geometric %CV) for all except: median (range) for Trw. and anithmetic mean (standard

(CTD2.7.2 & Z43)
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14 |249H

*45 mg oral single
dose
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Treatment A=single oral dose of dacomitinib 45 mg administered

in the fasted state in the morning of Day 1 plus rabeprazole
sodium 40 mg administered QD in the fed or fasted state in the
evening from Day -5 to Day 1.

Treatment B=single oral dose of dacomitinio 45 mg administered

in the fasted state in the morning of Day 1.




Treatment C=single oral dose of dacomitinio 45 mg administered
in the fed state in the morning of Day 1. Abbreviations:
n=number of subjects, QD=once daily.
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Table 11. Plasma Dacomitinib Pharmacokinetic Parameter Values Following a 45 mg
Single Oral Dose in Study A7471015

Parameter S ry Statistics” by Treatment
Pharmacokinetic Dacomitinib 45 mg + Dacomifinib 45 mg Dacomitinib 45 mg
Parameter (units) Rabeprazole Sodium 40 mg (Fasted) {Fed)
N.n 24. 14 24,22 24,21
AUCq (ng-himlL) 915 (37) 1234 (36) 1405 (35)
AUCq; (ng-h/mL)" 482 (43) 793 (36) 957 (27)
CL/F (L/h) 49.2(37) 36.5 (36) 320034
C e (ng/mL) 5.8 (54) 17.8 (50) 22.0(30)
T (h) 11.9(8.048.1) 8.0 (6.0-24.0) 8.0 (6.0-24.1)
VF (L) 4151 (26) 3432 (30) 3058 (29)
1. (h) 62.5 (26.2) 67.2(16.3) 67.2(11.1)

Source: Module 5.3.1.2 A7471015 C'SR Table 13; Table 14.43.1.1

Parameters are defined in Table 3.

Abbreviations: %CV=percent coefficient of variation: N=number of subjects m the treatment group: n=number
of subjects with reportable AUC . t;,. V./F and CL/F.

a.  Geometric mean (geometric %CV) for all except: median (range) for T and arithmetic mean (standard
deviation) for t...

b. AUCqs represents the parameter AUC,.,.

Table 12. Statistical Summary of Treatment Comparisons for Food Effect:
Dacomitinib 45 mg Fed Versus Dacomitinib 45 mg Fasted in Study

AT7471015
Adjusted Geometric Means Ratio T %

Dacomifinib  Dacomifinib 45mg _ (TestReference) of  ** 70 CLI""
Parameter (units) 45 mg Fed (Test) Fasted (Reference) Adjusted Means”
N.n 24,21 24,22
AUC e (ng-h/ml) 1403 1228 114.2 (104.7. 124.5)
AUCqs (ng h/mL)" 957 793 120.7 (108.8. 133.8)
Cunex (ng/mL) 22.0 17.8 123.7 (105.3.1452)

Source: Module 5.3.1.2 A7471015 CSR Table 14: Table 14.43.1.1

Parameters are defined i Table 3.

Abbreviaiions: Cl=confidence mterval: N=number of subjects in the treatment group: n=number of subjects
contributing to the summary statistics of reporatable AUC ¢

a. The ratios and 90% CIs are expressed as percentages.

b, AUC represents the parameter AUC,,,

(CTD2.7.2 & Z4)




< (i ZetE E&8) CHR0IEIY PK

Table 13. Statistical Summary of Treatment Comparisons for Proton Pump Inhibitor
Treatment Effect: Dacomitinib 45 mg + Rabeprazole Sodium 40 mg Versus
Dacomitinib 45 mg Fasted in Study A7471015

Adjusted Geometric Means Ratio
Dacomitinib 45 mg + (Test/Reference) 90% CT for

Dacomitinib 45 mg

Rabeprazole Sodinm of Adjusted Ratio®
Parameter (units) -iIl; mg (Test) Easted (Referarics) Means”
N.n 24 14 24 22
AUCu¢(ng-h/ml) 877 1234 711 (61.7.81.8)
AUCq (ng-h /mL)" 482 793 60.3 (52.6,70.2)
Coae (ng/ml) 8.8 178 49.5 (40.8. 60.0)

Source: Module 5.3.1.2 A7471015 CSR Table 15; Table 144.3.1.1

Parameters are defined in Table 3.

Values have been back-transformed from the log scale.

Abbreviations: CI=confidence mterval: N=number of subjects in the treatment group; n=number of subjecis
contnbuting to the summary statistics of reportable AUC ¢

a The ratios and 90% CIs are expressed as percentages.

b.  AUCqs represents the parameter AUC .,

(CTD2.7.2 & Z3)
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Table 14. Plasma PF-05199265 Pharmacokinetic Parameter Values Following a 45 mg
Single Oral Dose of Dacomitinib in Study A7471015

Parameter Summary Statistics® by Treatment

Dacomitinib 45 mg + Dacomitinib 45 mg Dacomitinib 45 mg
Parameter, {units) Rabeprazole Sodium 40 mg (Easted) (Fed)
N.n 22,21 22,22 22,21
AUC,r (ng-h/ml) 422 {49) 577 (59) 613 (57)
AUC 15 (mg-}:t-"ﬂ:[L)b 330 (74) 485 (63) 514 (60)
C oo (ng/ml) 5.8(92) 9.5 (76) 8.6 (71)
T (1) 5.0 (40-240) 40(40-240) 6.0 (4.0-24.0)

Source: Module 5.3.1.2 A7471015 CSR Table 16: Table 144.3.1.2

Parameters are defined in Table 3.

Abbreviations: N=number of subjects in the treatment group: n=number of subjects contributing to the
summary statistics with reportable AUC, -

a.  Geometric mean (geometric %CV) for all except: median {(range) for T

b.  AUC,4; represents the parameter AUC,,.
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Table 16. Dextromethorphan and Dextrorphan Plasma Pharmacokinetic Parameters
in Study A7471014

Analyte,

Parameter (units)” Dextromethorphan Alone Dextromethorphan + Dacomitinib
Dextromethorphan

N.n 15.5 15.5
Coax (ng/mL) 4.0 (113) 8.0(71)
T (1) 2.0 (1.0-6.0) 3.0 (2.0-6.1)
AUC,, (ngh/mL) 49.0 (196) 128.4 (136)
Dextrorphan

N.o 15.5 15,5
Cox (ng/mL) 151.8 (58) 106.3 (51)
T () 2.0 (2.0-6.0) 4.0(2.04.0)
AUCy; (ng'h/mL) 1765(49) 1669 (56)
AUC,; (ng'h/mL) 2008 (42) 1835 (54

Source: Module 5.3.2.2 Study A7471014 CSR Tables 13.52.1.2: 135,
Parameters are defined in Table 3

Abbreviations: %oCV=percent coefficient of variation: N=number of subjects in the treatment group: n=number
of subjects coninibuting to the summary statistics.

a.  Geometnic mean {(arithmetic %CV) for all except: median (range) for T

Table 17  Statistical Summary of Treatment Comparisons: Dextromethorphan 30
mg + Dacomitinib 45 mg Versus Dextromethorphan 30 mg in
Study A7471014

Adjusted Geometric Aleans

Dextromethorphan Ratio
+ Dacomitinib Dextromethorphan  (Test/Reference) of 80% CI for
Parameter (Test) (Reference) Adjusted Means” Ratio”
N.n 15,5 15.5
AUCH (ngh/mL) 1284 45.0 261.8 (90.3. 759.6)
Cam (ng/mL) 8.0 4.0 201.1 (81.1.498.7)

Source: Module 5.3 2 2 Study A7471014 CSR Table 135312

Parameters are defined in Table 3.

Abbreviatiens: CI=confidence wterval; N=number of subjects in the treatment group; n=number of subjects
contributing to summary statistics.

a.  The ratios and 90% CIs are expressed as percentages.
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Table 18. Plasma Dacomitinib Pharmacokinetic Parameter Values following a 45 mg
Single Dose in the Absence (Day 1 Period 1) and Presence (Day 4 Period 2)
of Paroxetine in Study A7471021

Paroxetine 30 mg QD for 10 days +

Parameter” (units) Dacomitinib 45 mg Dacomitinib 45 mg
N.n 14, 14 14.11

Cpoye (ng/mL) 16.8 (42) 184 (47)

T (B) 10.0 (6.0 — 24.0) 8.0(6.0-238)
AUC¢ (ng-h/'mL) 1415 (26) 1943 (25)
AUC14 (ng-h/mL)* 1207 (28) 1620 (25)

tu () 90.1(24.2) 96.3 (19.6)
CL/F (L'h) 31.8 (50) 23.2 (37)
V.E (L) 4005 (33) 3167 (36)

Source: Module 5.3.2.2 Study A7471021 CSR Table 14431 1

Parameters are defined in Table 3.

Abbreviations: %CV=percent coefficient of variation: N=number of subjects in the treatment group; n=number

of subjects contributing to summary stafistics of reportable AUCqe t1,. V./F and CL/E.

a. Geometric mean (arithmetic %CV) for all except: median (range) for T, and arithmetic mean (standard
deviation) for t:;

b, AUC.4 served as AUC,, for dacomitinib.

Table 19. Statistical Summary of Treatment Comparisons: Paroxetine 30 mg +
Dacomitinib 45 mg Versus Dacomitinib 45 mg in Study A7471021

Adjusted Geometric Means

Paroxetine 30 mg Dacomitinib (Test*RR‘:tf:(:‘ence]
QD for 10 days + 45 mg (Reference) A 90% CI for Ratio®
Dacomitinib of A(l]ust:ezl

Parameter (units) 45 mg (Test) Medis
N.no 1411 14 14
Cox (ng/mL) 184 168 109.7 (82.9.145.1)
AUC4u (ng-lvmL) 1943 1415 137.2 (109.1.172.6)
AUC.y (ng-hVml) 1620 1207 1343 (108.8. 165.8)

Source: Module 53 2.2 Study A7471021 CSR Table 15, Table 1443 3

Parameters are defined in Table 3

Abbreviations: Cl=confidence mterval, N=number of subjects m the treatment group: n=number of subjects
contributmg to summary statistics.

a_ The ratios and 90% CIs are expressed as percentages.

(CTD2.7.2 & Z4)
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Table 20. Plasma PF-05199265 Pharmacokinetic Parameter Values Following a 45 mg
Single Dose of Dacomitinib in the Absence (Day 1 Period 1) and Presence
(Day 4 Period 2) of Paroxetine in Study A7471021

Paroxetine 30 mg QD for 10 days +

Parameter” (units)

Dacomifinib 45 mg Dacomitinib 45 mg
N.n 1414 14,2
Conas (ng/mL) 5.0 (48) 0.65 (59)
Toga(h) 40(40-12.0) 3.6(3.0-8.0)
AUCq (ng-WmL) 3595 (40) 38.5(36.1—40.8)
AUC:4 (ng-h/ml)° 3223 (42) 335 (64)

Source: Module 5.3.2.2 Study A7471021 CSR Table 16

Parameters are defined in Table 3.

Abbreviations: %C V=percent coefficient of variation; N=number of subjects in the treatment group; n=number

of subjects contributing to summary statistics of reportable AUC ¢

a_ Geometric mean (arthmetic %CV) for all except: median (range) for T_.. Due to n=2. median and range
were reported for AUC ¢ for paroxetine 30 mg + dacomitinib 45 mg.

b, AUC,y, served as AUC, for dacomitinib
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Table 21. Plasma Dextromethorphan Pharmacokinetic Parameter Values in
Study A7471039

Dacomitinib 45 mg +

Parameter” (units) Dextromethorphan 30 mg Dextromethorphan 30 mg

N.u 14.3 14.9
Co (ng/mlL) 0.7 (190) 6.6 (109)
T (h) 60 (2.0-60) 310(2040)
AUCue: (ng-h/mL) 5.5 (420) 52.6 (148)
t 9.9(3.0) 84(17)
CL/F (mL/min) 15900 (118) 5849 (72)
V/E (L) 13110 (90) 4206 (54)

Source: Module 5.3.2.2 Study A7471039 CSR Table 13.5.2.2.

Parameters are defined n Table 3

Abbreviations: %CV=percent coefficient of vanation: N=number of subjects in the treatment group: n=number of

subjects contributing to summary statistics of reportable t,,. V./F and CL/F

a.  Geometric mean (geometric %CV) for all except median (range) for T, and arithmetic mean (standard
deviatton) for ti..

Lable 22, Summary of Statistical Analysis of Plasma Dextromethorphan Exposure in
Study A7471039
Adjusted Geometric Means Ratio

Dacomitinib 45 mg + Destromethorphan  (Test/Reference) 00% CT for Ratio®
Parameter Dextromethorphan 30 mg (Reference) of Adjusted
(units) 30 mg (Test) Means®
N.n 14.9 14.3
C o (ng/ml) 6.6 0.7 9735 (590.0. 1606.3)
AUCqy 873 241 361.7 (276.9.472.4)
(ng-/ml)
AUC,.: 52.6 55 9554 (560.0. 1630.1)
(ng-h/ml)

Source: Module 5.3.2.2 Study A7471039 CSR Table 13.5.3.1.

Parameters are defined 1n Table 3

Abbreviations: CI=confidence mterval; N=pumber of subjects in the treatment sroup; n=number of subjects
contributing to summary statistics of repertable t;o. V./F and CL/F_

a. The ratios and 90% CIs are expressed as percentages.
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Table 23. Plasma Dacomitinib Pharmacokinetic Parameter Values Following Single
Oral Doses of Dacomitinib 30 mg in Study A7471018

Parameter Summary Statistics” by Treatment

Parameter (units) Normal Hepatic Function Aild Hepnﬁc l[ndernte Hepatic
Impairment Impairment

N.n 8.8 8.8 9.9

Cou (ng/mL) 127 (52) 13.1 (58) 10.2 (35)

T (B) 8.0 (6.0-24.0) 8.0 (6.0-12.0) 6.0 (1.0-12.0)

AUCq: (ng'h/mL) 805.1 (42) 811.3 (32) 6822 (39)

ti; (h) 59.5(24.8) 72.9 (42.0) 92.2 (42.6)

CL/F (L'h) 37.3{42) 37.0(32) 44.0(39)

VF (L) 2943 (48) 3413 (45) 5291 (35)

Source: Module 5.3.3.3 A7471018 CSE Table 144.3.1.1

Parameters are defined in Table 3

Abbreviations: %CV=percent coefficient of vanation: N=number of subjects in the treatment group: n=number

of subjects with reportable AUC e t:.. Vo/F and CL/F.

a.  Geometric mean (geometric %CV) for all except: median (range) for T, and anthmetic mean (standard
deviation) for ti..

Table 24, Summary of Statistical Analysis of Treatment Comparisons of Plasma
Dacomitinib Exposure Following Single Oral Doses of Dacomitinib 30 mg in
Study A7471018

Adjusted Geometric Means Ratio 00% CI for
: Test Reference (Tes#!Refel‘eucej 2f Ratio®

Parameter (units) Adjusted Means
Mild Hepatic Impairment (Test) Versus Normal Hepatic Function (Reference)
N.n 8.8 8.8
C g (ng/mL) 13.1 12.7 1035 (69.9. 153.2)
AUCqs (ng'h/mL) 8113 8051 100 8 (734, 1384)
Moderate Hepatic Impairment (Test) Versus Normal Hepatic Function (Reference)
N.no 9.9 8.8
Cinex (ng/mL) 102 12.7 80.0 (54.7.117.2)
AUC,: (ngh/mL) 682.2 805.1 84.7 (62.3,1153)

Source: Module 5.3.2.3 A7471018 CSR Table 144.3.3.1

Parameters are defined m Table 3.

Abbreviations: CI=confidence mterval; N=number of subjects 1 the treatment group; n=number of subjects
with reportable AUC e

a.  The ratios and 90% Cls are expressed as percentages.

(CTD2.7.2 & Z3l)

* PF-05199264 PK

Table 25. Plasma PF-05199265 Pharmacokinetic Parameter Values Following Single
Oral Doses of Dacomitinib 30 mg in Study A7471018

Normal Hepatic Mild Hepatic Moderate Hepatic
Parameter” (units) Function Impairment Impairment
N.n 8.6 5.8 9.4
Coe (ng/mlL) 1.0 (322775) 3.5(134) 1.6 (88)
Tex (1) 4.0(4.0-6.0) 6.0 (3.0-8.0) 12.0(6.0-72.8)
AUCq (ng-h/mL) 3494 (117) 216.6 (111) 197.9 (54)
MRAUC,; 0.43 (171) 0.28 (136) 0.29 (108)
MRAUC 5 0.08 (45945) 0.30 (140) 0.30 (109)
ti. (h) 61.0(12.8) 65.9 (13.9) 90.0 (14.6)

Source: Module 5.3.3.3 A7471018 CSR Table 1443.1.2

Parameters are defined in Table 3.

Abbreviations: %CV=percent coefficient of vanation: N=number of subjects in the treatment group: n=numbe1

of subjects with reportable AUC . t;. and MRAUC, ¢

a. Geometric mean (geometric %CV) for all except: median (range) for Ty, and arithmetic mean (standard
deviation) for t.,.

(CTD2.7.2 & 23)
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Table 26. Plasma Dacomitinib Pharmacekinetic Parameters Following Single Dosing in Study A7471001
Dose - Cozx Toaz AUC, AUCy~ T AUCLT [ CLT Vz/F
(mg) (ng/mL) @) (ng'h/mL) (ng-h/mL) (ng'h/mL) @ @LM) (@)
Sciaeduls A (once daily dosing)
[21] 20 [9:5] NC NC NC NC NC
3 1 (27] 40 [21.6] NC NC NC NC NC
8 3 29 (#) 4.0(4.0.6.0) 64.7 (49) NC NC NC NC NC
3.7 [633]
16 4 9.7 (65) 7.0(40.8.0) 327.9 (38) NC NC NC NC NC
[11.0] [347.0]
30° 13 163 (37) 6.0 (4.0.24.0) 530.9 (41) 799.8 (53) 904 8 (59) 590(27.9) 332(47) 2641 (12)
[165] [519.0] [716.0] [755] [39.7] [2640]
45¢ 46 232(51) 6.0(20,24.0) 950.1 (36) 1518 (34) 1810 (35) 703(206) 249 (36) 2424 (31)
[228] [973.0] [1550] [1705] [26.4] [2395]
60* 3 322(41) 6.0(1.0.8.0) 1241 (53) NC NC NC NC NC
[29.0] [931.0]
Schedule B (once daily dosing for 14 days followed by 7 days off)
60° 39.6 (79) 5.0(40.80) 1641 (78) 2709 (54) 3296 (64) 81.0(28.4) 18.2 (41) 2033 (54)
[354] [1560] [2585] [3355] [17.9] [2030]

Source: Module 53732 Study A7471001 CSR Table 32, Table 135211

Parameters are defined mn Table 2

Geometric Mean (arithmetic %CV) [Median] presented for all parameters except Ty Where median (range) is shown and t,, where mean (standard deviation ) &
shown.

Data exclude Cycle 1 Day -10 visit from the food and antacid cohorts but inchided Cycle 1 Day -20 visit

Profiles for Schedule A- 0.5 mg and the majority of 1 mg treatments were below the limit of quantification and thus. are not included in this table:
Abbreviations: %CV=coeffictent of vanation. N=number of subjects in the treatment group: n=number of subjects contributing to the summary statistics;
'NC=not calculated.

2. AUCy, served as AUC,,, for dacomitinib.

=3 for AUCs. AUCye, CL/F. V,/F and t;

8 for AUCy: CL/F, V/F and t.. n=39 for AUCqys

Values following single dose in Schedule A 60 mg dose group in which patients received continuous once daily dosing

Values following single dose in Schedule B 60 mg dose group in which patients were dosed for 2 weeks. followed by 1 week off.

Cycle 1. Day -10 values shown.

Mmoo o

(CTD2.7.2 = 23)
CHR0IEIY O3 €0 PK

Table 27. Plasma Dacomitinib Pharmacokinetic Parameters on Cycle 1 Day 14 Following Multiple Dosing in Study A7471001
(Dose-Compliant Patients Only)

s Taie AUCun CLF
Dose (mg) ~ (ng/mL) () (ng+h/mL.) @LM) R, R
Schedule A {once daily dosm)
1 2 .7 6.0 (6.0.6.0) [278] [47.9] : <
2 3 3.9(20) [4.2] 4.0 (4.0.6.0) 71.8(18) [71.7] 27.8(18) [27.9] [63] -
4 3 5.5(7 [54] 4.0 (4.0.6.0) 1016 (11) [96.3] 39.4(11) [41.5] [44] =
8 3 .8 (51) [8.2] 6.0 (4.0.8.0) 186.3 (46) [156.0] 42.9(38)[51.2] 47(26)[54] -
16 3 27.4(26) [25.2] 6.0(4.0,6.0) 569.0 (28) [559.0] 28.1(27) [28.6] 45034 [41] —
30 9 53.9(38) [51.1] 4.0 (4.0.24.0) 1061 (37) [953.0] 283 (39) [31.5] 45(19)[43] 12(5)[1.2]
45 3 108.0 (35) [107.0] 6.0 (0.0.24.0) 2213 (35) [2180] 20.4(33) [20.7] 5728)[59] 12(19)[1.2]
60 [102.6] 16.0 (8.0. 24.0) [2185] [284] [5.0] -

Sc.hedule B (ence daily dosmz for 14 days followed by 7 days off)

4 104.6 (57) [136.0] 5.0 (4.0, 6.0) 1720 (70) [2630] 34.9(143) [23.0] 4.5(5)[44] 1201)[1.2]

Source: ]\'[odule 5.3.32 Study A7471001 CSR Table 13.5.2.2.1

Parameters are defined in Table 3

Abbreviations: %CV=coefficient of variation. N=number of subjects in the treatment gronp: n=number of subjects contributing to the summary statistics.
Geometric Mean (anithmetic %CV) [Medsan] presented for all parameters except T,... where median (range) 1s shown.

Profiles for 0.5 mg and the majority third of | mg treatments were below the limit of quantification

a  n=1 for 2 mg and 4 mg and n=3 for Schedule B 60 mg

b =3 for 30 mg, n=27 for 45 mg and n=3 for Schedule B 60 mg

(CTD2.7.2 &
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Table 30. Plasma Dacomitinib Pharmacokinetic Parameters After a Single 45 mg Dose
of Dacomitinib in the Presence and Absence of 20 mL of Maalox® Maximum
Strength in Study A7471001 (Paired Observations Only)

With Maalox™ Without Maalox"
Parameter (units) Maximum Strength Maximum Strength
N.n 8.8 8. 8
Co (0g/mL) 19.2 (42) [22.2] 22.0(52) [22.1]
T e (1) 8.0(4.0.24.0) 5.0(4.0.8.0)
AUCs¢ (ng-h/mL) 1653 (34) [1825] 1576 (42) [1640]
CL/F (L'k) 27.2(53) [24.9] 28.5(45)[27.5]
VZF (L) 2612 (50) [2480] 2382 (34) [2460]

Source: Module 5.3.3.2 Study A7471001 CSR Table 13.5.242

Parameters are defined in Table 3.

Maalox™ Maximum Strength=aluminum hydroxide/magnesiuvm hydroxide oral suspension (400 mg/5 mL)
Abbreviations: %CV=coefficient of vanation, N=number of subjects in the treatment group: n=number of
subjects contributing to the summary statistics.

Geometric Mean (anthmetic %CV) [Median] presented for all parameters except Ty, where median (range) 1s
shown.

Table 31. Statistical Comparisons of Dacomitinib Pharmacokinetics After a Single
45 mg Dose of Dacomitinib in the Presence and Absence of 20 mL of
Maalox® Masimum Strength in Study A7471001 (Paired Observations

Only)
Adjusted Geometric Mean Ratio (%0)
TWith Maalox™ Without Maalox™ (Test/Reference)
Maximum Strength AMaximum Strength of Adjusted 00% CI (%)
Parameter (units) (Test; N=8) (Reference; N=8) Means for Ratio
C o (ng/mlL) 19.2 220 0.88 (0.62, 1.24)
AUCq (ngeh/mL) 1653 1576 1.05 (0.81,136)

Source: Module 5.3.3.2 Study A7471001 CSR. Table 35

Parameters are defined in Table 3.

Maalox™ Maximum Strength=aluminum hydroxide/magnesium hydroxide oral suspension (400 mg/5 mL)
Abbreviations: CI=confidence interval; N=number of subjects in the treatment group.

(CTD2.7.2 & Z3)
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Table 32. Plasma Dacomitinib Pharmacokinetic Parameters After a Single 45 mg Dose
of Dacomitinib in the Fed State and Fasted State in Study A7471001

Parameter (units) Dacomitinib (Fed) Dacomitinib (F asted)
N.n 4.4 4.4

AUC,; (ng-h/'mL) 1867 (27) [1915] 1856 (30) [2105]
AUC.: (ng-h/mL) 387.7 (51) [378.0] 455.1 (50) [466.5]
Coax (ng/mL) 22.1 (54) [19.9] 25.6 (63) [24.7]
T () 16.0 (4.0, 24.0) 6.0 (4.0,8.0)
CL/F (L/h) 24.1(28) [24.0] 242 (40) [21.5]

ti; (h) 65.0 (8) [64.4] 59.8 (7) [60.3]
VZF (L) 2243 (32) [2225] 2076 (31) [2050]

Source: Module 5.3.32 Study A7471001 CSR Table 13.5.2.3.3

Parameters are defined in Table 3.

Geometric Mean (anithmetic %CV) [median] presented for all parameters except T, where median (range) is
shown and t.; where arithmetic mean (standard deviation)[median] is shown:

Abbreviations: %oCV=coefficient of variation; N=number of subjects in the treatment group: n=number of
subjects contrbuting to sumMmary statisics.

Table 33. Statistical Summary of Treatment Comparisons for Food Effect:
Dacomitinib Fed Versus Dacomitinib Fasted in Study A7471001 (Paired
Observations Ouly)

Adjusted Geometric Mean

Dacomitinib Dacomitinib Without Ratio

With Food Food (Test/Reference) of
Parameter (units) (Test: N=4) (Reference; N=4) Adjusted Means 90% CI for Ratio
Cpae (ng/ml ) 221 25.6 0.86 (0.54, 1.37)
AUC s (ng-vmL) 1867 1856 101 (0.70, 1.44)

Source: Module 533 2 Study A7471001 CSR Table 37
Parameters are defined in Table 3.
Abbreviations: CI=cenfidence interval; N=number of subjects

(CTD2.7.2 = 243)
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Table §1. Summary of Dacomitinib Pharmacokinetic Parameters in Healthy Subjects and Patients by Study Following a
Single 45 mg Oral Dose of Dacomitinib (Studies A7471001, A7471002, A7471003, A7471005, A7471015,
A7471020, A7471021, A7471022, A7471046, and A7471051)

Study Dacomitinib N.mn Dacomitinib PK Parameter S v Statistics
Number Formulation Comax Tna AUCy AUCq t CLF VF
(East/Fed Condition) (ng/mL) (h) (ng-W/mL) (ngh/mL) (h) (L/h) L)

Healthy Subjects
A7471015  Blue film-coated tablet 24,22 17.8 (50) 8.0 (6.0-24.0) 1234 (36) 793 (36) 67.2(16.3) 36.5 (36) 3432 (30)

(Fasted)

A7471020  Oral suspension 6.6  17.0(50) 12.0(8.0-12.0) 1171(31) 1077 (32) 54.6 (13) 38.4° (31) 2937 (25)
{Fasted)

AT7471021 Non-film coated tablet 14 14 168 (42) 10.0(6.0-24.0) 1415 (26) 1207 (28) 90.1 (24) 31.8 (50) 4005 (33)
(Fasted)

A7471022  Non-film coated 3232 21.7(36) 8.0 (6.0-12.0) 1395 (32) 1147 (28) 58.5(12) 32.3(31) 2669 (28)

tablet. White film-
coated tablet (Fasted)
AT7471046 Blue film-coated tablet 14.13 198 (38) 8.0(6.0-24.0) 1487 (35) 1310 (36) 62.2 (9.0 30.3(35) 2688 (36)

(Fasted)

A7471051 Blue film-coated tablet 14,14  21.5(27) 8.0 (6.0-24.0) 1662 (26) 1554 (25) 62.7(9.4) 27.1 (26) 2415 (19)
(Fasted)

Patients With Solid Tumors

AT471001  Non-film coated tablet 46, 39 23.2.(51) 6.0(4.0-24.0) 1810 (35) 1518 (34)° 70.3 (21) 24.9(36) 2424 (31)
(Fasted)

AT7471002  Non-film coated tablet 62, 62 20.6 (51) 6.1(3.0-25.7) NR 356 (46)b NR NR NR
(Fasted)

AT7471003  Non-film coated 6.6  213(55) 5(2-8) 1348 (45) 1248 (43) 54.0 (14) 33.4 (45) 2537 (36)
tablet. Blue film-
coated tablet (Fasted)

A7471005 Non-film coated tablet 7.7  17.6(70) 6.0(4.0-24.0) 1543 (31) 1329 (33) 80.0 (12) 29.2 (32) NR
(Fasted)

Source: Module 2.7.1 Table 2; Module 2.7.1 Table 3: Module 5.3.3.2 A7471001 CSR Table 13.5.2.1.1; Module 5.3.5.2 A7471002 CSR Table 14.4.4.1;
Module 5.3.5.2 A7471003 CSR Table 14.4.4.1; Module 5.3.3.2 A7471005 CSR Table 14 4.4.1.1;: Module 53.1.2 A7471015 CSR Table 14.4.3.1.1; Module
5.3.2.2 A7471020 CSE Table 13.5.2.1: Module 5.3.2.2 A7471021 CSR Table 14.4.3.1.1; Module 5.3.1.2 A7471022 CSR. Table 14 4 3.1.1;: Module 53.1.1
A7471046 CSR Table 14.4.3.1.1; Module 53.3.1 A7471051 CSR. Table 14 43.1.1.1.

Abbreviations: CV=coefficient of variation. N=number of subjects m the treatment group; n=number of subjects contnbuting to the summary statistics with
reportable AUCqy, t12. Vo/F and CL/F; NR=not reported.

AUC 1 AUCys Cray and VF reported as geometric mean (geometric %CV) for all studies except Studies A7471001, A7471021, A7471022, where they
are reporied as geometnic mean (anthmetic %CV). T, reported as median (range) for all studies. . reported as arithmetic mean (standard deviation) for
all studies, AUC, 15 the AUC up to the last observed concentration i study.

a. Converted from mL/min to L'k by the conversion 38 4=639.2*60/1000.
b. AUCy
€. n=38

(CTD2.7.2 & 23)
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Table 52, Summary of PF-05199265 Pharmacokinetic Parameters in Healthy Subjects and Patients by Study Following a
Single 45 mg Oral Dose of Dacomitinib (Studies A7471015, A7471020, A7471021, A7471022, A7471046, and

AT7471051)
Study Dacomitinib Formulation N.n PF-05199265 PK Parameter Summary Statistics

Number (Fast/Fed Condition) Caux Toa AUC: AUC,4 Iy

{ng/mL) (h}y (ng:h/mL) (ng-h/mL) {h)

AT7471015  Blue film-coated tablet (Fasted) 24,22 9.5 (76} 4.0 (4.0-24.0) 577 (59) 485 (63)° NR
A7471020  Oral suspension (Fasted) 6.6 5.7 (58) 6.0 (4.0-8.0) 403.8 (46) 3884 (47) 72.8 (13.7)
AT7471021  Non-film coated tablet (Fasted) 14. 14 5.0 (48) 4.0 (4.0-12.0) 359.5(40) 3223 (42) 745 (14.4)
A7471022°  Non-film coated tablet (Fasted) 30::32: 4.8 (68) 6.0 (4.0-24.0) 276 (68) 242 (69) 67.9 (10.7)
AT471022° Non-film coated tablet (Fasted) 32,32 4.5 (89) 6.0 (4.0-8.0) 268 (75) 235 (77) 67.4(9.6)
AT471046  Blue film-coated tablet (Fasted) 1411 4.1(51) 4.0 (4.0-24.0) 332(55) 240 (70) 69.5 (12.9)
AT7471051 Blue film coated tablet (Fasted) 14,14 5.5 (79) 4.0 (4.0-8.0) 468.7 (65) 435.2 (85) 68.9 (11.7)

Source: Module 2.7.1 Table 2; Module 5.3.1.2 Study A7471015 CSR Table 14.4.3.1.2; Module 5.3.2.2 Study A7471020 CSR Table 13.5.2.1: Medule 5.3.22
Study A7471021 CSR Table 14.4.3.1.2: Module 5.3.1.2 Study A7471022 CSR Table 14.4.3.1.2; Module 5.3.1.1 Study A7471046 CSR. Table 14.4 3.1 2; Module
5.3.3.1 Study A7471051 CSR Table 144.3.1.1.2.

Parameters are defined i Table 3.

AUC,,, AUC;ys and Cp, reported as geometric mean (geometric %CV) for all studies except Studies A7471021 and A7471022, where they are reported as
geometric mean (anthmetic %CV).

T s reported as median (range) for all studies.

t.. reported as arthmetic mean (standard deviation) for all studies.

Abbreviations: CV=coefficient of variation. N=number of subjects in treatment group: n=number of subjects for whom parameters with reportable AUC, and
ty2; NC=not calculated.

a. AUCe

b. Three 15 mg non-film coated tablets

c. 45 mg whate film-coated tablet

(CTD2.7.2 & &)
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Table 56. AUCiy; Ratio of PF-05199265 to Dacomitinib Following Administration of a
Single 45 mg dose of Dacomitinib to Healthy Subjects

Study N.n Ratio”

AT471015 24 20 0:52 (77
AT7471021 (Dacomitinib alone) 14, 14 0.26 (54)
AT7471021 (Dacomitinib+paroxetine) 14,2 032 (74)
A7471022 (3x15 mg tablet) 32,31 033 (117)
AT471022 (1x45 me tablef) 32,31 0.34 (114)
AT471046 14, 10 0.23(75)
AT471051 14 14 0.29 (81)

Source: Module 2.7.2 Appendix 1 Tables 2. 3 and 4; Module 5.3.1.1 A7471046 CSR Table 14.4.3.1.2; Module
5331 A7471051 CSR Table 144 3.1 3

Abbreviations: %CV=percent coefficient of variation: N=total number of subjects in group; n=number of
subjects contributing to summary statistics.

Ratio=(PF-05199265 Parameter/455 9 as molecular weight of PF-05199265)/(Dacomitinib Parameter/469 4 as
molecular weight of dacomitinib)

a. Geometric Mean (% Geometric CV)

(CTD2.7.2 = &3)
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Table 53. Summary of Dacomitinib Pharmacokinetic Parameters at Steady-state Following Administration of Multiple
45 mg Oral Doses of Dacomitinib to Patients (Studies A7471001, A7471003, A7471005, A7471042, and A7471050),
Dose-Compliant Patients Only

Dacomitinib Parameter Summary Statistics

Study Dacomitinib Formulation [ AR Fias AUC CL/F
Number (Fast/Fed Condition) Cvcle. Dayv N.n (ng/mL) (h) {ng-h/mlL) (L/h)
AT7471001 Non-film coated tablet (Fasted) Cycle 1 Day 14 31.31 108.0 (35) 6.0 (0.0-24.0) 2213 (35) 20.4 (33)

Non-film coated tablet. Blue film
AT471003 coated tablet (Fasted) Cycle 1 Day 14 40.40 B2.7 (44) 6.1 (0.0-24.0) 1621 (40) 27.8 (40)
AT471005 Non-film coated tablet (Fasted) Cycle 1 Day 14 6.6 79.5(23) 8.0 (4.0-8.0) 1768 (23) 25.5(23)
AT7471042° White film-coated tablet (Fasted) Cycle 2 Day 1 71.61 89.3 (49) 5.9(0.0-24.3) 1818 (48)° 27.4(65)
AT471050° Blue film-coated tablet (Fasted) Cycle 2 Day 1 15.19 81.7 (26.0) 4.0 (2.0-24.0) 1669 (23) 27.0(23)

Source: Module 5.3.3.2 Study A7471001 CSR Table 13.5.2.2.1: Module 5.3.5.2 Study A7471003 CSR Table 14.4.4.2: Module 5.3.3.2 Study A7471005 CSR
Table 144 41.2: Module 53 52 Study A7471042 CSE Table 14 44 2 3: Module 53 51 A7471050 CSR Table 144332

Parameters are defined i Table 3.

Cipax AUCyy and CL/F reported as geometric mean (geometric %CV) for all studies except Study A7471001. where they are reported as geometric mean
{arithmetic 25CV). Tux reported as median (range) for all studies.

Abbreviations: %CV=coefficient of variation. N=number of subjects in treatment group: n=number of subjects for whom parameters were estimable; NC=not
calculated.

a. Cohort I only.

b. Subset of Chinese patients; dose-compliant subjects only.

c. N=56

Table 55. Accumulation Ratio of Dacomitinib Following Multiple 45 mg Oral Doses of

Dacomitinib
Mean” (Range) of Mean® (Range) of
Half-Life after a Observed Accumulation
Study N Single Dose (h) Ratio {Ru}h Mean® R (range)
AT471001 38[31)27 703 (33.1, 138) 5.7(3.0,9.7) 1.2(0.89,1.7)
A7471003 66|16 54(412.76.5) 50(19,82) 13(0.53,2.1)
AT471005 7i6]6 80 (60.6.97.4) 6.4(3.9. 10) 12(1.0.14)

Source: Module 5.3.3.2 A7471001 CSR Table 13.5.2.1.1. Table 13.52.2.1. Module 53.5.2 A7471003 CSR
Table 14441, Table 14442, Module 5.3.3.2 A7471005 CSRE Table 144412

Parameters are defined in Table 3.

Abbreviation: N=number of patients contnibuting to summary statistics.

a. Anthmetic mean

b, Observed Accumulation Ratio=multiple dose AUC,,,/single dose ATUC,,

r Geometric mean

(CTD2.7.2 = 23)

0.079%3L, 84 WA 3L <0.018= D}Wlﬂﬁ(o 0192)115} o wokoh whEkA Z“ﬂ
4 8 helAdel thg PF-051992659] Zleies vid slog dddri®E 2.7.2.3.7.3).

A7471042014 & 3tA}bo Al 45mg FAFo® YIUEYS ths Fod & AUCtaud] 7|4
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Table 18. Statistical Summary of Treatment Comparisons of Plasma Dacomitinib
Dose-normalized Pharmacokinetic Parameters Following Administration of
a Single Oral Dose and Intravenous Infusion of Dacomitinib in
Study A7471046

Adjusted Geometric Means

Ratio

Dacomitinib Dacomitinib (Test/Reference) 90% CI
45 mg Oral 20 mg IV of Adjusted Means® for Ratio
Parameter (umnits) (Test) (Reference) L -
AUCqy: (ng-h/ml/mg) 331 413 20.0 (74.9, 85.5)
A-Uc'hs'.
{ng-h'mL/mg) 29.1 353 82.5 (78.3.87.0)

Source: Module 5.3.1.1 A7471046 CSR Table 14

Abbreviations: CI=confidence interval; IV=intravenous; nAUCy=area under the plasma concentration-time
curve from time 0 extrapolated to infinity: AUC = area under the plasma concentration-time curve from time 0
to the ume of last quantifiable concentration.

a. The ratios {and 90% CIs) are expressed as percentages.

(CTD2.7.1 & &3)

— FEo A  gdAmEY 20mg IV Fo] div] 45mg A Fo & dAd BAE AUCInf @< 7o =
80.01%(74.90%, 85.47%)% <.

« (232) 20mge] &3] AWFAHIV) Fol F 10733 Al gavede] el &
Z&A(Vss) 718bd L 1889L e}, Abell A9l Vssi= & AlN=H420)9] ti=f 44u) 2, o= o}
AU EH o] Abgtol A G eld dt 9o 225 A,

S @AD) ThmElE g e s o R FFEEe HE $9e AN daviedel Ash faels A
B P450(CYP) 2D6(HavlEld e O-dl=we thAAIQl PF-051992659 @4) 3 CYP3A
(FhE HEAQ A WA A7k At AF ARt mAS Azl A B

Qg SR 0 f-HE obr = wolotle] TREEE PF WPo] LA

Bl
A W Abs A A D AL ZEAEO A thEeEHe] A gAME R E 4
B2 Aol A}E‘ F m A A 2 A% CYPGrCYP) @42 AN g U Alg
05199265(0-dl2=H ¥ tzuEyd) FAde] =2 CYP2D6 o&l wirs.

« () gErEY B e T2 el tiAbx 1 sjd gk [MCltamEde] b8 A T
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Clearance (L/h)
Median (Range)
19.20 (5.73-93.99)

21.63 (7.27) 21.13(10.38-57.21)
21.14(8.79-43.44)
3440(13.00-42.17)
25.07
15.43 (11.97-39.34)

22.25 (7.59)
3137 (11.54)

Table 64. Dacomitinib Clearances by Hepatic Function (NCI-ODWG Criteria)
AMean (5td Dev)
2046 (8.11)

oA AEE

.

age Hoplobel

Hepatic Function N

Normal (A) 1202

Mild (B1) 120

Mild (B2) 38
Moderate (C) 3 ;
Severe (D) 1 2507
Unknown 13 20.16 (9.81)
Source: Module 5.3.3.5 PMAR-EQDD-AT747{-DP4-635 Table 17
Abbreviations: N=number of subjects: NCI-ODWG=National Cancer Institute- Organ Dysfunction
Working Group: Std Dev=standard deviation: ULN=Upper Limit of Normal; A=Total Biliubin<ULN and
AST = ULN; Bl=Total Bilwrubin=ULN and AST=ULN; B2=Total Bilirubin=1-1 5xULN and any AST
C=Total Bilirubin=>1 5-3xULN and any AST; D=Total Bilimubin=3xULN and any AST
(CTD2.7.2 & &)
- HEH - Tk el AR danEy =F2 A 3 Ve ARl s
AUC ¥ Cmax7} 2t7} 15% 2 20% A (Mg A7471018). A& o= fofsk art ofyrz 74
Z(Child-Pugh 53 A) T+ % X(Child-Pugh 55 B) 7Hgo] SxlolAl tdzulelgel Al&&3S
2% Bat 9.
<A} &>
c A ofss BA0AM BT B TeE AFdE gAavEde] mEd dFE MAA &= Aew
ERSETE wlo] ekl A otEld A A& (creatinine clearance, CrCDE A g 217]52 thay]
Elge] Hxago dFS WA %%9}4 73‘% = F5E AFeN(CrCl 30mL/min) Aol AlE
A2 2ol st &k T35 Al eN(CrCl <30mL/min) A} = FAFA o] Hgg 3
Aol e Azt SR ek
Table 65. Dacomitinib Clearances by Renal Function (K/DOQI)
Renal Function N CL (L/h)
Median (Range)
Normal 567 20.23 (6.56-86.60)
Mild 590 19.66 (8.20-115.25)
Moderate 218 18.13 (8.79-81.22)
Severe 4 17.02 (15.63-23.26)
Source: Module 53 3 5 PMAR-EQDD-AT47{-DP4-635 Table 16
Abbreviations: CL=clearance; CrCl=creatinine clearance; K'DOQI=Kidney Disease Outcome Quality
Initiative; mild=60 mL/min = CrCl <90 mL/min; moderate=30 mL/min = CrCl <60 mL/min; normal=CrC1
90 mL/min;: severe=CrCl <30 mL/min.
a. Individual values of clearance without allometric baseline body weight correction
(CTD2.7.2 & £3)
oA 8 s ARUER F7h A7) WEAHR 63%, 29 5%, chAlo}al
opro}el i wlopAlolel BRwo R AH sl
QB 7IEPell A HR7] Aol= wEE A Fskth Hd oFs )
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A3 6.6.5).

AlE 1005 2 Sl AP AR E 105DS £33 3719
& 4 g3k gEvEd AUCInE 3 Cmax 7183 & 4
AFTTAAME FAFRL olE AnE FEHoZ Q1Fo| o

]

_?L

A

0,

o

=

>

%

—

11 o
o

' »
©

i re
r'O

opp it
%

Table 63. Plasma Pharmacokinetic Parameters of Dacomitinib Following a Single
45 mg Dose of Dacomitinib to Patients with Solid Tumeors in
Studies A7471001, A7471003, A7471005, and A7471051

Study N.n Race [ 5 AUC, ¢ CL/F
(ng/mL) (ng'h/mL) (L/h)
AT7471001 46,46  White® 23.2(51) 1810 (3 S]n‘J 249 (36}"
AT7471003 6.6 Korean 213 (55) 1348 (45) 334 (45)
AT4TI005 7.7 Japanese 17.6 (T0) 1543 (31) 292 (32)
AT471051 14,14  Chinese 21.5(27) 1662 (26) 27.1 (26)

Source: Table 7, Table 9. Takle 26, Table 34, Table 36

Parameters are defined in Table 3.

Geometric mean (geometric %CV) for all values. Study A7471001 reported geometric mean (arithmetic %CV).
Abbreviations: “%CV=coefficient of varation; N=number of subjects in treatment group; n=number of subjects
for whom parameters were estimable.

a. Approximately 90% of patients who contributed to pharmacokinetic data were White (Table 7).
b. n=38

(CTD2.7.2 = &£4)

6.4.3. 94 AAC 3 PK (AT 2
<CYP2D6 AAA7} ©t=uE]ld PKel| "X +=
*PF-05199265% 9] thain|Eld WeS 7o 3] oA
&3 oFE AT AE AlFelA tamEldel gk =
zqﬂ}xqo] z%/\goﬂ q]a} CYPZDG«] 7]041,:_}
A7471021). wEkA W& CYP2D6 JAAE F
=

YP2D6 A A F=AEE A}
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A E(electrocardiogram, ECG) Atm ko] oFEdl/oke st A= A3 104704 FHE Az 7]t
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65 %54 3 AN
65.1. r&A - FARANE Ha
o FAAFEAY DAY ALE
] AEEIN;
cy| SAERE o | Nmnan | sz [TY | miss 27}
- (M52 - o TS 01 RS =
Ze
Cohort A: advanced NSCLC
adenocarcinoma; non—/light
smoker or known EGFR
mutation, no prior treatment
Cohort B: advanced NSCLC,|Cohort A:
any histology with either|Primary  endpoint:
Cohort A:|HER2 gene amplification or|PFS at 4 months
Phase 2|HER2 mutation; prior|Proof of concept:
oL, treatment allowed first-line NSCLC
single—arm with activating
study Total: 119/119 mutations AlE D
24 |A7471017 Cohort A: 89/89 —-3SE ARt
_ mPFS 18.2 months
Cohort B:| Cohort B: 30/30 2EE
Phase 2| Cohort A EGFRactivating
oL, mutation: 48/48 Cohort B:
single—arm| Cohort B: 30/30 refractory NSCLC
study HER2 gene amplification: |with HER2
4 amplifications or
HER2 mutation: 26 HER2 mutations
Cohort A:
dacomitinib 45 mg QD
Cohort B:
dacomitinib 45 mg QD
First-Line NSCLC with
EGFRactivating mutations |Primary  endpoint:
PFS per IRC
Phase .3, Total: 4.5.2/.451 R.eweW AR vs LEROITIEL)
randomize| Dacomitinib: 227/227 Pivotal study for
34 |A7471050 o . . mPFS  14.7 months vs 9.2
d, OL| Gefitinib: 225/224 first-line NSCLC _
} . _|months(IRC EDJ})
study with EGFRactivating
Dacomitinib 45 mg QD/ mutations
Gefitinib 250 mg QD
34 |A7471009 Phase 3|Advanced NSCLC; at least 1|Primary  endpoint:




prior chemotherapy

Total: 878/872°
Dacomitinib: 439/436

double—Dbli o

Erlotinib: 439/436
n d , PFS per IRC
controlled, o . Review

~ |EGFRactivating mutation:— .

randomize o Supportive study

Dacomitinib: 39/38
d study

Erlotinib: 39/39

Dacomitinib 45 mg QD/
Erlotinib 150 mg QD

Advanced NSCLC; 1-2 prior
chemotherapy and prior
EGFR TKI

Phase 3|Total: 720/716

double—bli| Dacomitinib: 480/477 ] )
Primary  endpoint:

n d ,| Placebo: 240/239

34 |A7471011 0Ss

controlled, )

. L . Supportive study

randomize|EGFRactivating— mutation:

d study Dacomitinib: 83/83

Placebo: 52/52

Dacomitinib 45 mg QD/
Placebo QD

— FE9F : ‘EGFR Wt =dAWo] NSCLC #xfe] X5’ o digh pivotal 7dAE2 A7171050%.
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(HEM dFIIE)

3. In all countries except China: The presence of an EGFR-activating mutation (exon 19 deletion or
the L858R mutation in exon 21) in tumor specimens was determined by the local laboratory
using the Qiagen therascreen EGFR Mutation Detection Kit RGQ (Scorpions ARMS), or 1 of the
following standardized and commercially—available test assays: Amoy Dx EGFR Mutations
Detection Kit, Cobas EGFR mutation test or Panagene PNA Clamp EGFR mutation detection
assay. Use of any other technology required approval by the Sponsor. In China, the presence
of an EGFR-activating mutation (exon 19 deletion or the L858R mutation in exon 21) was
determined in tumor specimens by the central laboratory based on either the Qiagen
therascreen EGFR assay or the AmoyDx EGFR Mutations Detection Kit. Tumor specimens
obtained by smear preparations were not allowed. It was acceptable for patients with the
presence of the T790M mutation in exon 20 together with either EGFR-activating mutation
(exon 19 deletion or the L858R mutation in exon 21) to be included in this study.

- FARRM Y F3kadl - JAF(AERQ] O T EES 9 7]EF Folrlolql o H]EolA]elRl), EGFR
A2+ Ae(del exon 19 ] L858R)

o Folut Bl Fol g
- Al 1Y 13 ZA54(PO) th=rEld 45mg
- iz 1Y 13] Z54PO) A9 Ed 250mg

o NENEA 232 0 F 45279 AP GATE A el e A 1D F Ak

i i AlET N =z N N
T2 AJATT) 227 225 452
LA BT 227 224 451

- 452 9] 7 FALuAITT 2 hE AL o5 F dzZvEda g2 2279100%)2 A 7] €
Hat 32} 22478(99.6%)0] A X BE 13 Folzk o)A} Wit
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o
).



Table 11. Patient Evaluation Groups

Dacomitinib Gefitinib Total
MNumber (%) of patients
Randomized 227 (100) 225 (100) 452 (100)
Treated 227 (100) 224 (99.6) 451 (99.8)
Discontinued from treatment 161 (70.9) 186 (82.7) 347 (76.8)
Ongoing on treatment 66 (29.1) 38 (16.9) 104 (23.0)
Discontinued from study 21 (40.1) 105 (46.7) 196 (43 .4)
Ongoing on study® 136 (59.9) 120 (53.3) 256 (56.6)
Analyzed for safery” 227 (100) 274 (99.6) 451 (99.8)
TEAES 227 (100) 220 (97.8) 447 (98.9)
Laboratory data® 221 (97 4) 222 (98.7) 443 (95.0)

Source: Table 14.1.1.1.1.

Database cutoff date was 29 July 2016.

CEF=case report form; TEAE=treatment-emergent adverse event.

a. Ongomg on study are patients etther still recerving treatment or being followed up for progression, TEAEs,

or survival status.
b.  Total number of patients in the as-treated population in each arm.
c. Total number of patients in the as-treated population in each arm who had =1 TEAE recorded on the

adverse event CRF page.
d. Total number of patients in the as-treated population i each arm who had a baseline and postbaseline

result.

(A7471050 SAAEZUHEDMN(CSR) )

o et B & }gEOL} AR 3 ARG o @A) WE
& o BE AR E T A B 35.7% vs. ATEHT FA B8R 44.4%).
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Table 18. Stratification Summary — ITT Population

Number (%) of Patients Dacomitinib Gefitinib
N=217 N=2115

n (%) n (%) n (%) n (%)




EGFR Mutation (Randomization)

Exon 19 deletion 134 (59.0) 133 (59.1)
With T790M mutation 1] 2(0.9)
Without T790M mutation 134 (59.0) 131 (58.2)
L&58E mutation mn exon 21 93 (41.0) 92 (40.9)
With T790M mutation 2{(0.9) 0
Without T790M mutation 91(40.1) 92 (40.9)

848 23> (4 dolE v 2016.7.29.)

12} H7tHE< - IRCol| 9% PRS- & &)
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Table 21. Summary of Progression-EFree Survival per Independent Review (Strartified
by Race [Merging Mainland Chinese and Other East Asian] and
EGIR-Activarng Mutations at Randomization) — ITT Population

Dracomitinib Cefitimily
{N=11T) N=115)
n (%) o (%)
Panents with event 136 (39.9) 179 (79.6)
Tvpe of event
Obective progression 124 (34.6) 173 (76.9)
Death without objective progression 12 (3.3) 6(2.7)
Patenis censared 91 {40.1) 46 (20.4)
Feazon for censorship
Mo adequate baseline assessments 1404} 20
No on-study disease aszessments 4(1.8) (1%
GTven new ant-cancer treatment prior to mor 23(10.1) 18 (8.0
progression
Withdrew consent for follow-up 5020 o
Lost to follow-up L] ]
Unacceptable zap (=16 weeks) between PD or death fo the 2009 1{04)
most recent prior adequate assessment
Dhscontinued without PD/death and no longer iz follow-up 0 ¥
for progression
In follow-up for progreszion 56124.7) 22 (9.8}
Probability of being event-free at Month 12° (95%CTH" 55.7(48.5,62.3) 35.9{293 42 4
Probability of being event-free at Month 24* (95%CT)" 306238 37.5) 9.6(5.6,150)
Kaplan-meler estimates of tume fo event (months) quartles
{95% CI)¥
5% 73(56,01) 56055, 74)
0% 14.7(11.1, 166 92091, 11.00
T5% 31.2 219, 35.1) 14.7(13.0, 18.3)
Vs gefitimb
Stratified hazard ratio (95% T 0.589 (0469, 0.739%
Stratified Iog-rank test p-value (1-sided)” =0.0001
Unstratified hazard ratic (35% CI) 05382 (0464, 0.7293
Unswratified log-rank test p-value {1-sidad)” ={.0001

Souwrce: Table 14 253.1.1.

CI=confidence mterval; EGFR=epidermal growth factor receptor; HE=hazard ratio; IT T=intent-to-treat;

IWE S=Interactrve Web Besponse System; N=number of pattents; n=smmber of patients meeting prespecified
entena; PD=progrezsive dizease.

a. Estmoated from the Kaplan-Meter Method.

b. Caleculated based on Greenwood methods.

e. Based on the Brookmever-Crowley Method.

d.  HFE and its CTs5 are obtained from the stratified Cox Fegression and other p-values are based on the
strafified Log-rank test with race (Japanese vs mainland Chinese and other East Asian v= non-Asian) and EGFR
mutation status at randommzation a3 the stranficanon factors per TWES.

e. HE and itz CTs are obtained from the unstratified Cox Regression and other p-values ars baszed on the
unstatfied Log-rank test

(A7471050 SAASZUEZ DN (CSR) )




Figure 1. Kaplan-Meier Plot of Progression-Free Survival Based on Independent Review — ITT Population
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Source: Figure 142.53.1.

Stratified HE. and its CI were obtained from the stratified Cox Regression and stratified p-value was based on the stratified Log-rank test with race {Japanese vs
mainland Chinese and other East Asian vs non-Asian) and EGFR mutation status at randomizafion as the siratification factors per IWERS.
Cl=ronfidence mnterval; EGFR=epidermal growth factor receptor; HR=harard ratio; IT T=intent-to-treat; IWRS=Interactive Web Responzs System: N=number of

patients; PFS=progression-free suaval
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Figure 2. Forest Plot of Progression-Free Survival Based on Independent Review — ITT Population
Events/N (&) Median (month) HR and 35% oI HR (958 CI) p-value
Dacemitinib Gefitinikh  Daco. Gefit, (Log Scale) {(Unstratified) (1-sided)
overall 13€/227 (59.9)  179/225 (73.6) 14.7 9.3 o) 0.582 [0.464, 0.729]  <0.0001
Gender
Male 54/ 81 (65.7) 77/100 (77.0) 12.3 3.2 Fed 0.718 [0.505, 1.021] 0.0311
Female 82/146 (56.2)  102/125 (81.5) 14.8 5.2 Fed 0.499 [D.371, 0.671] <0.0001
Age group
<65 83/133 (62.4)  114/140 (81.4) 16.0 9.2 e 0.514 [0.385, 0.6B8]  <0.0001
>=65 53/ 94 (56.4) 65/ BS (76.5) 11.3 9.2 Fo- 0.686 [0.477, 0.387] 0.0202
<75 118/19% (59.3)  161/204 (78.3) 14.8 5.2 tof 0.527 [0.414, 0.672] <0.0001
>aT5 18/ 28 (64.3) 18/ 21 (85.7) 7.4 5.4 ey 1.137 [0.586, 2.207] 0.6481
>=65 to < 75 35/ 66 (53.0) 47/ 64 (72.4) 14.7 9.2 o 0.551 [0.355, 0.857] 0.0035
Bageline ECOG PS
0 40/ 75 (53.3) 46/ 62 (74.2) 14.6 11.1 e 0.650 [0.425, 0.995] 0.0225
3 96/152 (63.2)  133/163 (81.5) 14.7 3.2 e 0.559 [0.428, 0.730]  <0.0001
Eace per CRF
Japanese 22/ 40 (55.0) 31/ 41 (75.8) 18.2 9.3 o 0.540 [0.208, 0.946] 0.0141
Mainland Chinese 67/114 (58.8) 93/117 (79.5) 16.0 3.2 el 0.507 [0.369, 0.698]  <0.0001
Other East asian 8/ 16 (50.0) 16/ 18 (B8.9) 16.5 10.1| |—s— 0.500 [0.213, 1.176] 0.0528
Non-East Asian 39/ 57 (68.4) 39/ 49 (79.6) 9.3 5.2 [ 0.889 [0.563, 1.391] 0.3024
Asian 97/170 (57.1)  140/176 (79.5) 16.5 5.3 b 0.509 [0.391, 0.662] <0.0001
sSmoking status
Never-smoker 87/147 (59.2) 117/144 (81.3) 14.7 2.2 [ 0.510 [0.385, 0.677]  <0.0001
Ever-smoker 49/ 80 (61.3) 62/ 81 (76.5) 14.7 9.4 e 0.717 [0.491, 1.048] 0.0410
EGFR at randemization
Exon 19 +/- 75/134 (56.0)  103/133 (77.4) 16.5 9.2 b 0.551 [0.408, 0.745]  <0.0001
Exon 19 - 75/134 (56.0)  101/131 (77.1) 16.5 3.2 Fed 0.560 [0.414, 0.756] <0.0001
L85BR mutation +/-| 61/ 93 (85.6) 76/ 32 (82.6) 12.3 3.8 e 0.626 [0.444, 0.8B3] 0.0034
LB5ER mutation - 59/ 91 (64.8) 76/ 92 (82.6) 12.8 9.8 [ 0.603 [0.427, 0.853] 0.0018
EGFR as per Qiagen
Bxon 19 +/- 45/ 81 (55.6) 69/ 89 (77.5) 16.6 9.3 . 0.571 [0.391, 0.835] 00016
Exon 19 - 44/ 80 (55.0) €7/ 87 (77.0) 16.8 5.3 o 0.581 [0.395, 0.853] 0.0024
L85BR mutation +/=| 37/ 62 (59.7) 48/ 57 (84.2) 12.% 3.2 [ 0.489 [0.315, 0.759] 0.0005
L85ER mutation - 35/ 60 (58.3) 47/ 56 (82.9) 12.% 9.2 b 0.462 [0.235, 0.724] 0.0003
Unknown 54/ 84 (64.3) 62/ 79 (78.5) 12.9 9.2 e 0.637 [0.439, 0.924] 0.0081
0.1 1 10
(A7471050 LAAEZNEDM(CSR) 5)
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Table 23. Summary of Progression-Free Survival per Investigator Assessment
(stratified by Eace [Merging Mainland Chinese and Other East Asian] and
EGIR Mutation Status ar Randomization) — ITT Population

Diacomitinib Cefitinil
{(N=22T) N=115)
n (%) o %)
Patents with event 140 (61.7) 177{T8.T)
Type of event
Objective progression 127 (359 171 {76.00
Death without ohjective progression 13 (53.7) 6(2-T)
Patents censored 87 (38.3) 48 (21.3)
Feaszon for censorship
Mo adequate bazeline asseszments L {0.4) 313}
Mo on-stdy disease assessments 3{1.3} 313
Grven new anti-cancer treatment prier to fumer 16(7.0) 940y
Progresson
Withdrew coansent for follow-up 6 (2.8) (0%
Lost to follow-up o 0
Unacceptable gap (=16 weeks) between FD or 313} 2{0.%)
death to the most recent pnior adequate
assessment
Dhseontnued without PDVdeath and ne longer m 4] 0
follow-up for progreszion
In follow-up for progression 58 (25.6) 28129}

Probability of being event-free 2t Month 12° (95% CT)"
Probabulity of bamg event-free 2t Month 24° (95% CT)"
Kaplan-meier estimates of time fo event (months}

63.8 (56.8. 69.9)
5.4 (18.7. 32.6)

43.7 (369, 50.3)
105 (6.3.16.1)

quartiles (95% CI*
35% 7.6(6.2.9.3) 73 (6.4, 7.4)
50% 16.6(12.9. 18.4) 11.0¢9.4,12.1)
759 33,0 (211, NR) 18.4 (14.8, 22.0)
Vs gefitimb

Stratified bazard ratio (95% CI°

(622 (0497, 0.T79)

Stranfied log-rank test p-value {l-sld.ed}d 00001
Unstratified hazard ratio (95% CI)° (625 (0500, 0.7TB2)
Unstratified log-rank test p-value (1 -sided)’ 00001

Source: Table 142532 1.

Cl=confidence mnterval; EGFR=epidermal growth factor receptor: HE=hazard rafio; ITT=mtent-to-treat;
IWES=Interactrve Web Rezponse Svstem: N=mumber of patieniz; n=rumber of patients mestmg prespecified
cntena; MB=not reached; PD=progressive dizeass.

a. Estimated from the KEaplan-Meier Method.

b. Caleulated bazed on Greenwood methods.

c. Based on the Brookmever-Crowlay Method.

d. HE and itz CIs are obtamed from the stratified Cox Regression and other p-values are bazed on the
strafified Log-rank test with race (Japanesze v: mainland Chinese and other East Asian vs non-Asian) and EGFE
mutation status at randomizaton as the stratification factors per IWES.

e. HE and itz Cls are obtained from the unstranfied Cox Regvession and other p-values are baszed oo the
unstratified Log-rank test.

(A7471050 SAHAIEZUEDKN(CSR) &)
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Table 25. Summary of Best Overall Response Based on Independent Eeview —ITT

Population
Dacomitinib Gefitinih
(X=12T}) (N=11%)
o (%) o (%)
Complete response 12:(5:3) 4{1.3)
Partial response 158 (69.6) 157 (69.8)
Stable 0 (13:2) {1200
Progreszive disease 12:65.3) 15(6.T)
Indetermmate 15 (6.6) 22 (9.8
Objective response rate (CR plus PR) 170(74.9) 161 (71.6)
95% exact CI" (6E.T, 80.4) (652774
V= pefitinth
1-sided p-value (stratified)" 01942
1-sided p-value (unstratified)” 02117

Source: Table 14221

}"I—:]:u -zquare; Cl=confidence wmterval; CMH=Cochran-Mantel-Haenszel: CR=complete response;
EGFR=epidermal growth factor receptor; IT T=intent-to-traat; [WERS=Interactive Web Easponse System:
LE53R=EGFR-activating mutation with an amine acid substirution at posthon 838 from a lewcme (L) to an
argmune (B); M=pumber of pattents; n=number of patents meeting prespecified cntena; PR=partial response.
i. Usmg exact method based on binomual distnbution.

b, p-value 15 from the CMH test stratified by EGFR mutation status (exon 19 deletion v= the LE 38R mutation
in exon 21) based on their values at randomuzaton and by race (Japanese v mainland Chinese and other East
Asian vz non-Asian) per IWES.

2. p-value 15 from a Pearson x: test. When the number in at leazt one call 15 too small (<5}, an exact test 1s

used.

(A7471050 LAAIEZ IS DA (CSR) &)
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Table 28. Duration of Response in Responders per Independent Review (Stratified by
Race [Merging Mainland Chinese and Other East Asian] and EGFR
Mutation Status at Randomization) - ITT Population

Dacomitinib Crefitinil
(N=11T) N=11%)
o (%) n (%)

Number with a rezponze (CR or PR) 170 (74.9) 161 (71.6)
Type of response

Patients with a response (CR or PR) and subsequent 97 (421 137 (60.2)
progression or death due to any cause while on study

Patents with a response (CE or PR) who have not T3 (320) 240107
progressed or died due to anv canse while on study
HNumber censored 73032 24.(10:7)
Feazon for censorship

Mo progression or death after response (CR or PR T332 24(10.7)
Eaplan-meisr estimates of responsze durabon (months)
quartiles (95% CI3*
0% 1381240, 174) B3(7T4.9.2)

Desenphve summary of response duranion (months}
n 170 161
Mean {ztzndard deviation} 12.78 (7:681) 9.17 (5.549)
Median 12 G g.11
Fange 0.0-34.3 0.0-32.2
Vs gefifimb
Stratified hazard ratio (95% 'CI} 0,403 (0,307, 0.529)
Stratified log-rank test p-value (1-sided)” =0.0001
Unstratified hazard ratio (95% CI° 0.433 (0332, 0.365)
Unztratified log-rank tezt p-value (1-sided)” <0.0001

Source: Table 14.2.7.1.1.

CI=confidence interval; CR=complate response; EGFR=epidermal growth factor receptor; HR =hazard ratio;
ITT=mtent-to-treat; IWE S=Interactive Web Response System: N=number of patients; n=number of patients
meetng prespecified criterta; PR=partiz] recponsa.

a. Hased on the Brookmever-Crowley Method.

b. HE and its CTs are chtained from the strattfied Cox Regression and other p-values are based on the
strafified Log-rank test with race (Japanese v3 mainland Chineze and other Easzt Asian vs pon-Asian) and EGTER
mutation status at randonuzaton as the stratification factors per IWES

¢, HE znd its CIs are obtained fom the unstratfied Cox Regression and other p-values are based on the
unsiratified Log-rank test.

(A7471050 LAAIEZBHEDAM(CSR) &)
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Table 3. Summary of Overall Survival (Stratified by Race [Merging Mainland
Chinese and Other East Asian] and EGFR Mutation Status at
Randomization) — ITT Population

Dacomitinib Gefitinib
N=227 N=2115
n (%) n (%)
Number of patients 227 (100) 225 (100)
Number of deaths 103 (45.4) 117 (52.0)
Cause of death
Disease under study 93 (41.0) 108 (48.0)
Study treatment toxicity 2(0.9) 1(04)
Unknown 3(1.3) 5(2.2)
Other 5(2.2) 3(13)
Number of censored 124 (54.6) 108 (48.0)
Reason for censorship
Alive 102 (44.9) 85 (37.8)
Patient no longer willing to participate 17(7.3) 12(5.3)
Lost to follow-up 4(1.8) 6(2.7)
Discontinued study for not meeting eligibility criteria 1] 3(1.3)
Other 1(04) 2(0.9)
Number of patients with last contact date =1 year prior to 158 (69.6) 137 (60.9)
data cutoff date
Survival probability at month 12° (95% CI)° 85.6 (80.2. 89.6) 85.8 (80.5, 89.8)
Survival probability at month 18° (95% CI)° 7.7 (71.6,82.7) 67.3 (60.6, 73.1)
Survival probability at month 24° (95% CI)" 66.9 (602, 72.8) 56.4 (49.5.62.8)
Survival probability at month 30° (95% CI)° 56.2 (49.0.62.8) 46.3 (39.3.53.1)
Survival probability at month 36 (95% CI)® 43.0(32.9.52.7) 41.7(343.489)
Survival probability at month 42° (95% CI)° 36.3(24.5.48.1) 41.7 (343, 48.9)
Survival probability at month 48° (95% CI)° 363 (245,48 1) 417 (343.48.9)
Kaplan-Meier estimates of time to event (months)
quartiles (95% CT)°
25% 19.1(159.22.5) 16.0 (13.6. 17.0)
50% 34.1(29.5,37.7) 26.8 (23.7.32.1)
75% NE (37.7.NE) NE (NE. NE)
Versus gefitinib
Stratified hazard ratio (95% CI)° 0.760 (0.582. 0.993)
Stratified log-rank test p-value (1-sided)® 0.0219
Unstratified hazard ratio (95% ('I)f 0.802 (0.615. 1.045)
Unstratified log-rank test p-value (1-sided)® 0.0510

Source: Table 14.2.6.1.1.1.

Note: “Cause of death™ as per CRF. Patient may be reported under more than 1 reason of death. The patients
censored for “Other” reason discontinued study due to completion of protocol-specified survival follow-up
period.

CI=confidence interval; CRF=case report form: EGFR=epidermal growth factor receptor: N=number of
patients in treatment group: n=number of patients in specified group: NE=not estimable; ITT=Intent-to-Treat.
Estimated from the Kaplan-Meier method.

Calculated based on Greenwood methods.

Based on the Brookmeyer-Crowley method.

Hazard ratio and its CIs are obtained from the stratified Cox Regression.

p-values are based on the stratified log-rank text with race (merging mainland Chinese and other East
Asian) and EGFR muiation at randomzation as the stratification factors.

Hazard ratio and its CIs are obtained from the unstratified Cox Regression.

g. p-values are based on the unstratified log-rank test.
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Figure 3. Kaplan-Meier Plot of Overall Survival - Study A7471050 Final Analysis
(Intent-to-Treat Population)
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Source: Module 5.3.5.1. A7471050 sCSE. Figure 1 and Table 14.2.6.1.1.1.
Abbrewviations: Cl=confidence interval: HR=hazard ratio; N=number of patients.
HEs and their CTs were obtained from the stratified Cox Regression, and other p-values are based on the
stratified log-rank and Wilcoxon test with race [mergmg mainland Chinese and other East Asian] and EGFR
mutation status at randomization as the stratification factors.
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Table 30. Summary of TTD in Pain, Dvspuea, Fatizue, or Cough — PRO Analvsis Set

(QLQ-C30 and QLQ-LC13)

Dacomitinib Cefitinih
N=11 N=111
o (%) o (%)
Number with Event 146 (64.6) 135 (60.8)
Tvpe of Event
Deterioration of syvmpiom 146 (64.6) 135 (60.8)
Humber censored B0 (354} 87 (392)
Reazon for censorship
Mo Baseline or Follow-up Assessment 0 0
Ma Detencoration 80 (354) 87 (392)

Probability of being event-free af Month 6* (95% CI)"
Eaplan-Meter estimates of Time to Event (Months) Quarttles
(95% CIF

5%

50%

T5%
Wi Gefibmb

Hazard Ratio (95% CT)°

p-value®

40.7 (34.0.47.3)

0.5(0.3, 1.0)
38(23.48)
NR.{13.1, NE)

1.173 (0.928. 1.483)

01641

3140445 575)

0.9(0.5.1.8)
6.6(3.8,9.3)
NR (18.7.NR)

Source: Table 14.5.22.1.

CI=confidence mterval, H=number of patents; n=nwmber of patents meehng prespecified cniterza; NE=not
reached; PR CO=patient-reported outcome; QLO-C30=FEurcpean Orgamsation for Research and Treatment of
Cancer Cruahity of Life Questionnaire — Core 30 (items); QLQ-LC I 3=Eurcpean Orgamsation for Rezearch and
Treatment of Cancer Lunz Cancer Module of the Cuality of Life Queshonnare-13 (items); TTD=tme to

detenioration
a. Eztimated from the Kaplan-Meier Method.

ZUE IM(CSR) &)

b.  Caleulated based on Greenwood Methed

c. Based on the Brookmeyer and Crowley Method

d: Based on the Cox Proporhonal hazards model

g. 2-nided p-value from the unstratified Log-rank test.
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Table 35. Summary of Exposure by Treatment Arm — AT Population

Dracomitinib Cefitinih
Exposure Category
Total number of patients (24) 227 234
MNumber of cycles 3642 3211
Mumber of cycles per patient
Median (range) 17.0(141) 130 (1-38)
Dhuration of treatment (weaks)"
Median (range) 666 52.1
(03-162.T) (0.5-148 3%
O-=34 n %) Ti3.1) 4(1.8}
4-=8, o (%a) 14 (6.2} 13 (5.8
B-=12.n (%) ERC X 627}
12-=16, n (%) 10 (4.4 4 (1.8}
16-=20. n (%} 522 5{2.2
2024 n (%) 104y (1.8}
24-=52 n (%) 47 (20.T) T6(33.9)
52-<104_ n (%) 93 (41.0) 24 (37.5)
2104, n (%) 41 (181} 28(12.3)
Eelative doze intensity (%)"
Mean (standard devizton) T33IELES 960 (9.5)
Median {range) T25 998
(10.0-100.0% (55.3-100.0%
-123%. n (%) 0 0
=100%-125%_ o (%) 0 0
B0%-100%, = (%) 67 (29.5) 201 (897}
2 75%-20%, n (%) 38 (16.T) 8 (3.6}
Z75%. m (Fho) 122 {53.7) 15 (6T

Source: Table 1441111, Table 144121, Table 144.1.3.1, and Table 14 4.1 41,

Mote: Cweles were determmined by dosmg data captured on Dosing Record CRF page.

AT=as-treated: CRF=case report form: N=total mumber of patients; p=number of panent: meetng prespecifiad
critenia.

a. Dumation of treatment 15 defined as the tme from the first to and inchiding last dosing date of treatment.

b. Eelaove dose for a cycle 15 defined a3 actual recerved total dose i 2 cycle drnded by

{45 mg dacomitinb = number days m cvele) or (250 mg pefitmb * number days m evele) = 100, Relatve dose
15 therefore identical to relative dose intensity for continuous dozing such a= dacomitinek dosing; therefore.
relatrve dose intensity rather than relative dose 15 shown.

(A7471050 LAAIEZ U2 DAN(CSR) =)
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Table 38. Overview of TEAFs (All Causality and Treatment Related) — AT Population

Category Dacomitinib Cofidnib
(N=11T) (N=Il4}
All- Treatment- All- Treatment-

Cansality Related Cauzalicy Related
Number of TEAEs" 2933 2043 2212 1212
Pabents with TEAEs, n (%) 226 (99.6) 220 (96.9) 220 (982} 213 {95.1)
Patients with SAE:", n (%) 62(27.3) 21 (9.3} 50.22.3) 10 {4.5)
Patients with Grade 3 or 4 TEAEs, n (%) 140 (61.7) 111 {4589 87 (38.8) 44(19.6)
Pabients with Grade 5 TEAEs, n (%) 2097 2 (0.9 20089 2{09
Fatients permanently disconfinued 40 (17.6) 22(9.7) 27021 15(6.7)
treatment due to TEAE: n (%)
Panents permanently discontinued 43 (15.8) 2097 BT 15 (6.7)
treatment/study due to TEAE= n (%)
Panent: writh dose reduced due to 150 (66.1) 147 {(64.8) I8 (5.0 1B (E.00
TEAEs, n (%)
Pattent= temporarnily discontinued 130 {573} 118 (52.0% 60 {26.8) 47{21.09

treatment due to TEAE: n (%5}

Source: Table 14.3.1.2.1 and Table 14.3.1.3.1.

Motes: (1) Includes all data from AE CRF page collected since the first dose of study diuz.

{2} Patients are counted once per treamment amm 1n each row.

{3} Minor meonsistencies mn grading of TEAE datz were observed dunng CSE developmant. Although these
observatons do not affect the concluzions stated m thiz CSE., Table 37 provides the TEAE grades that were
subsequently comected affer the database snapshot (see Emanl

AF=adverse event; AT=az-treated; CRF=case report form; C5R=clinical study report; N=sumber of patient=:
p=mumber of patients meeting prespecifisd criteria; SAF=zeriou: adverze event; TEAE=treatmeni-emergent
adverse event

o

Number of TEAE= 1= 2 sum of wmque TEAE caleulated for each patient.

b.  According to the investigator's assessment
(A7471050 LA AISZ UL DA (CSR) B)
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Table 39. Treatment Emergent Adverse Evenrs Reported for at Least 10% of Pacients in Any Treatment Arm, by MedDRA
SOC and PT Sorted by Descending Frequency Within Each SOC in the Dacomitinib Arm (All Causality and
Treatment Related, All Cycles) — AT Population

MedDEA 50C and PT Dacomitinih (N=11T) CGefitinib (N=214)
All-Causality Treatment-Eelated All-Causality Treatment-Related
u (%) n (%) n (%) n (%)
Any TEAE® 226 {99.6) 220 (96.9) 220(98.2) 213 (95.1)
Gastrointestinal disordsrs 212(93.4) 206 (90.7) 175 (78.1) 146 (65.2)
Diarthoea 198 (87.2) 193 (83.0) 125 (55.8) 115(51.3)
Stomatifis 99 (43.6) 93 (410 40(179) 415
MNausea 43 (18.9) 29(12.8) 49(21.9) 27(1.1)
Constipation 29.(12.8) 14 (6.2) 31(138) 17 (7.6)
Mouth ulceration 28(12.3) 28(12.3) 13 (5.8) 13 (5.8)
Vomiting 20(8.8) 11 (4.8) 29(129) 11(49)
Skin and subcutanecus tizsus 208 (91.6) 207 (91.2) 167 (74.8) 161 (71.9)
dizorders
Dermanitis acneiform 111 (48.9) 111 (48.9) 64 (28.6) 64 (28.6)
Dry skin 63 (27.8) 62 (27.3) 38170 36(16.1)
Alopecia 33 (23.3) 46 (20.3) 28(12.5) 19(8.5)
Prurtus 45 (19.8) 4194 31(13.8) 29129
Rash 40(17.6) kR ] 24 (10.7) 23(10.3)
Palmar-plantar 33(14.5) 33(14.5 T(3.1) 7(3.1)
ervthrodysaesthena syndrome
Rash maculo-papular 28(12.3) 28(12.3) 271y 27125
Denmatitiz 25 (11.0) 24 (10.6) 9{4.0) B(3.8)
Infections and mmfestanions 180 (79.3) 166 (73.1) 115 (51.3) 71317
Parenychia 140 (61.7) 140 (61.7) 4501 45201
Conjunctivitis 43 (18.9) 3B (16.T) 9{4.0) 6 (2.7}
Upper resprratory tract 28(12.3) 4(1.8) IR (12.5) 2{09)
infection
Investigations 134 (59.0) 99 (43.8) 140 {62.5) 109 (48.7)
Weight decraazed 38 (25.6) 24 (10.8) 37(16.5) 5(3)
Alanine aminotransferaze 44(19.4) 42 (18.5) B8 (39.3) Bl (36.2)
inereasaed

Table 39. Treatment Emergent Adverse Events Reported for at Least 10% of Patients in Anv Treatment Arm, by MedDEA
SOC and PT Sorted by Descending Frequency Within Each SOC in the Dacomirtinib Arm (All Causality and
Treatment Related, All Cvcles)— AT Population

MedDEA $0C and PT' Dacomitinib (N=11T) Gefitnib (N=114)
All-Causzality Treatment-Related All-Caunsality Treatment-Relatad
o (%) o (%) o (%) o (%)
Aczpartate amunotransferase 42 (18.5) Q17 81{362) 77{34.4)
mcreased
Respiratory, thoracie, and 124 (54.6) T2(31.7 98 (43.8) 32(14.3)
mediastinal disorders
Cough 45211 8 (3.5) 42(18.8) 5022
Dyspooea 30(13.2) 2(4.00 30134 627
General disorders and 118 (52.0) T4 (32.6) 104 (46.4) 41(18.3)
admimstration site conditions
Asthenia 29 (12.8) 17 (7.5) 2E(12.5) 15(6.7
Chest pam 22 (9.T) 3(1.3) 32 (14.3) 1(04)
Metabolism and nuirition 106 (46.7) T2(3LTH 79(33.3) 43(19.2)
dizorders
Decreazed zppetite 70 (30.8) 37251 55(24.6) 34(15.2)
Mnusculoskeletal and connective 84 (37.0) 35154 86 (38.4) 23{10.3)
tizsue disorders
Pain in extremity 31137 13 (3.7} 26 (11.6) &(2.7)
Musculoskeletal pain 26(11.5) 7{3.1) 28(12.5) 4(1.8)
Back pain 18(7.9) 3(1.3) 35(15.6) 3(13)
Psychiatric disorders 33(14.3) B (3.5) 45 20.1) B (3.6)
Inzomma 24(10.6) 7{3.1) 33({14.7) 6(2.7)

Source: Table 14.3.1.2.9.]1 and Table 14.3.1.3.9.1.

Motes: (1) Patients are counted only once, at the mammum CTCAE zrade reported. for each PT.

(2) TEAE seventy was assessed using NCI CTCAE Version 4.03.

{3) S0C: and PT= amanged by decreasing frequency zccording to the dacomitinib arm.

{4) 10 AE= (5 Patients) had massing severity and were not reported in this table (dacomatimb: 3 TEAEs, Patients 03405002, 03414002, and 03902001 ; gefiinab:
5 TEAEs, Patients 03406003, 03418001, and 08612009).

{3) Patient 04802003 had a TEAE {Acne of skin of arms) that was not coded as per MedDRA and therefore was not reporfed 1n this table.

(6) Minor inconsistencies in grading of TEAE datza were cbserved duning CSE development. Although these observations do not affect the conclusions stated in
thiz CSR, Table 37 provides the TEAE grades that wers subsequently comected after the databasze mmapshot (see Emrata).

(A7471050 LAAIEZ B2 DAM(CSR) &)




Table 40. Treatment Emergent Adverse Events of Grades 3 and 4 Eeported for at Least 2% of Patients in Any Treatment
Arm, by MedDEA PT Sorted by Descending Frequency of Grade 3 Events in the Dacomitinib Arm (All
Causality and Treatment Related) — AT Population

MedDEA PT Dacomitinib Gefitinib
N=11T) N=114)
All-Cauzality Treatment-Related All-Cauzality Treatment-Related
o (%) n (%) n (%) n (%)
Grade 3 Grade 4 Grade 3 Grade 4 Grade 3 Grade 4 Grade 3 Grade 4

Any TEAES* 116 (51.1) 5(232) 107 (47.1) 2(0.9) 67 (29.9) 5Cn 41 (18.3) 2{0.9)
Dermatitis acneiform 31(13.7) ] 31{13.7) o 0 o 0 ]
Diarrhosa 19(8.4) ] 18 (7.9} 1] (0% o 10(0.4) 0
Paronychia 17 (7.5) 0 17(7.5) 0 315 o I(L3) 0
Rash 10{4.4) ] 9{4.00 & 0 ] o 0
Rash macule-papular 10(44) 0 10 (4.4} o 1{0.4) 0 10(0.4) 0
Hypokalaemia 9(4.00 2{0.9) 4(1.8) 1(0.4) 4(1.5) o 0 0
Rash pustular B (3.3} ] 5 (3.5 B 0 1] 0 0
Stomatitis B(3.5) 0 8 (3.5 0 104 0 0 0
Decreased appetite 7 (3.1} 0 5(2.2) 0 1{0.4) o 0 0
Asthema 5(2.2) ] 3(1.3) B 3(1.3) 1] 0 0
Lymphocyte count decreazed 5(2.2) o 3(1.3) H] 0 o 0 0
Pleural effusion 5(22) 0 0 0 1(0.4) o 0 0
Weight decreased 5(22) ] 1 (0.4 B 104 1] 0 0
Alanine aminotrznsferase mereased 2(0.9) 0 2(0.9) o 19 (8.5) ] 18 (8.0) 0
Anzemua 2(0.%) i} 1{0.4) ] 32y 0 2{(0.9) i}
Aspartate aminotransferase increased 1] 1] 0 4] 9{4.00 i] B (3.6) 0

Source: Table 14312112 and Table 14313112

Notes: (1) Patients are counted only once, at the maximum CTCAE zrade reported, for each PT.

(23 MedDEA Version 19.1 coding dictionary applied.

(3) TEAE seventy was assessed using NCI CTCAE Verzien 4.03.

(4} Minor inconsistencies in grading of TEAE data were observed during CSE development. Although these observations do not affect the conclusions stated
m this CSE, Table 37 provides the TEAE grades that were subsequently comected after the databaze snapshot (see Errata).

AT=as-treated; CSE=climeal study report; CTCAE=Commeon Terminology Cntena for Adverse Events: MedDBE A=Medical Dictionary for Regulatory
Activities; N=mumber of patients; n=oumber of patient: meeting prezpecified criteria; NCI=National Cancer Institate; PT=prefarred te1m;
TEAE=treatmeni-emergent adverse event.

a. Any TEAE without consideration for the minymum 2% frequency cutoff used in this table.

(A7471050 L& AIEZUEDM(CSR) B)
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Table 61. Treatment Emergent SAEs Reported for at Least 2 Patients in Any Treatinent Arm, by MedDRA SOC and PT
Sorted by Descending Frequency Within Each SOC in the Dacomitinib Arm (All Causality and Treannent Related)

— AT Population
MedDREA" Dacomitinib Gefitinib
SOC and PT N=22T) (N=124)
All-Canzality Treatment-Related AllLCansality Treatment-Related
n{%0) o (%) n (%) o (%)
Any TEAES 82(27.3) 21(9.3) 0(223) 10 (3.5
Infections and infestations 16 (7.0% 2{0.9) 5(2.2) 1(0.4)
Preumonia 522 1{0.4) 2{0.9) 104y
Fespiratory tract infection 2009 0 104 0
Uninary tract infection 2{0.9) 0 ] 0
Fespiratory, thoracic and 16 (7.0% 2{0.9) 10 (4.5) 313
mediastinal diserder:
Pleural effusion 5{2.2) 0 2{0.9 0
Haemeptysis 2 00.9) 1] a 0
Pneumonitis 1009 1(0.4) 104 1(0.4)
Preumothorax 200.%) 0 a 0
Respuztory failure 2(0.9) 0 0 1]
Dyspnoea 1004 0 4(1.B) 0
Gastrointestinal disordars 13 (5.7} 10¢4.4) 3(L3) 0
Dianhoea 5D 5(2.2) a 1]
Abdominal pam 2(0.9) 2(0.9) 1] 0
General disorders and 11 (4.8} 1(0.4) 13 (5:8) 1{0.4)
admimsiration site
conditions
Diseasze progression 835 il 1149 0
Metabolizm and nutrition 4(L.8) 2{0.9) 3(L.3) 1]
disorders
Dacreased appetite 2005 1¢0.4) ] 0
Hyponatrasmia a L] 2{0.9) o
Injury, poizoning, and 4 (1.8} i} 4(1.8) 0
procedural complications
Subdural haematoma a 4] 2{0.9) 0
Hepatobiliary diserders 3(L.9) 3{1.3) 4(1.8) 2{0.9)
Liver mpary 2005 240.9) 1(0.4) I (0.4)
Nervous system disorders 3(13) (i) 6127 ]
Cerebral mfaretion 1(0.4) 0 2(09) o
Investigations 0 0 (1.3 3(L.3)
Hepatic enzyme increased 0 0 2{0.9) 2{.9
Source: Takle 14.3.2.3 and Table 143.2.4.

Motes: {1) Patients are counted only once, for each PT.

(2) TEAE seventy was assessed using NCI CTCAE Version 4.03.

(3) Incormrect CTCAE gradmg for 1 SAE of Grads 2 Leukocytoszis was identified for Patient 04802001 mn the dacomitinib arm and removed after the data
snapshot date, as 1t did not meet leukocvtosis prading cntena; see Errata

AT=as-treated; CSE=climral study report; CTCAF=Common Termmology Crteria for Adverse Events; MedDR A=Medical Dictionary for Rezulatory
Activities; N=number of patients; n=number of patients meeting prespecified enitenia; NCI=MNational Cancer Institute; PT=preferred term; SAE=senous adverse
event; 30C=system organ class; TEAE=treatment-emerzent adverse event

a, MedDEA Version 191

b.  Any SAE wathout considerafion for the munimum 2 patient frequency cutoff used in this table.
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Table 58. Summary of Deaths (Padent Status) — AT Populaton
Dacomitinib Cefitinib
=217 N=124
o (%1) n (%)
Dieaths from all causes T6(33.5) 91 (40.6)
Cauze of dezth
Dhiseaze under study 68 {30.0) B5{37.%)
Study treatment toxierty 2{0.9) 1 (0.4
Unknown 2{0.9 4 (1.8
Cither® 4¢1.8) 1043
Deaths from all causes prior to or on 28 days after last dose 21.(9.3) 19 (8.5
Cause of death
Dizeaze under study 15 (6.6) 16(7.1)
Study reztment toxicity 2{0.9 1004
Unknown o 1¢0.4)
Chther® 4 (1.8} 104
Deaths from all causes post 28 days after last dose 55 (24.2) T2 XED
Causze of death
Dhseaze under study 53(23.3) 69 (30.8)
Study trestment toxicity 0 ]
Unknown 2{0.9 3(1.3)
Other B 1]
Source: Table 14.32.1.2,
Notes: (1) Data source 15 from the Notice of Death CRF page.
{2} Patients who died mav have more than 1 "Canse of Death’ recorded on CEF.
{3} Percentages are bazed on the totz] number of patients in the AT Population.
AT=as-treated: CRF=case report form; N=number of patients; r=number of pahents meeting prespecified
critsna.
a. Other=bronchopulmeonary aspergillosis (Patient 03409004}, prevmomia {Panent 08204009), diazepam
overdose (Fatent 08601009), and hung wwfection (Patent 08615023) m the dacomatimb army; malnutntion
{Patient 08608001} m the gefitmb arm.

55w EE IH#AS TEAE: thaveldw 32k 22%9.7%)3% A9 EH 22 20788.9%)1 o
d RaEdch 7 AsdolA 7 WIAEA BHad 555 TEAEE #H Ad(havEda gt
88 (3.5%) B AVEIHT A 118@A9I%)IAeh. dham g #4F 278(0.9%)°] 555 A=
TEAE(2AReL A, Z2E 19)7F sl Aow BuHda AV da 32 2980.9%)°] 555
& TEAEGAHE 3} A", 2h2F gk 19)7) sl Ao Hasdoh
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Table 59, Grade 5 Treatment Emergent Adverse Events by MedDEA Preferred
Term Sorted by Descending Frequency in the Dacomirinib Arm (All
Cansality and Treatment Related) - AT Population

Dacomitinib Gefitinib
MN=11T) =114
Al-Causality Treatment- Al-Canszality Treatment-

o i{%) Eelated n (%) Related
MedDEA PT® o (%) o {%a)
Any Grade 5 TEAE" 22097} 2{0.9) 20 (89, 24{0.9)
Dhzeaze progression 5(3.5) 4] 1149} 0
Prnenmoma 2(0:% [ 1¢0.4) {04
Respiratory failure 2{0.9 0 0 0
Bronchopulmonary 104 0 [£] 0
aspergiilosiz
Cerebrz]l mfarction 104y 4 1{0.4) 4
Dreath 1004y 1(0.4) L{04) I¢0.4)
Dharrhosa 1(0.4) 1(0.4) 4] i
Lung mfection 1{0.4) &) ¥] i}
Metastzzes to menmpes 1 (04 0 i) 0
Mulople crgan dvsfunction 1(0.4) [} 4] 4]
syndrome
Poenmonits 1(04) 0 t] 0
Orverdosze 1{0.4) 0 h] 0
Urmary tract mfaction 1004 0 0 0
Drvspnoea 0 0 2{0.9) 0
General phy=mical bealth 0 0 1{0.4) 0
detenoration
Mazliznant neoplasm a 0 1{04) 0
pProgresslon
Mzlnutntion a 0 1{0.4) 0
Pleurz! effusion 0 0 1 (0.4} 0

Sowrce: Table 14.3 2.3 and Table 14.3.2 4,

Motes: {17 Pattents were counted only once. at the maxmum CTCAE grade repomed. for each PT.

(2) TEAE seventy was assessed nsing WCI CTCAE Version 4.03,

{3) Minor mconsistencies in grading of TEAE data were observed dunns CSE development. Table 37
provides the TEAE grades that were subsequently corrected after the database snapshot; no comrected
TEAE= were Grade 5 TEAEs (ses Errata).

AT=as-weated; CSR=climeal study report; CTCAE=Common Termunology Criterta for Adverse Events:
MedDE A=Mediezl Dictionary for Repulatory Activities; N=number of pahents; n=number of patients
meenng prespecified critenia; NCI=Matonal Cancer Institute; PT=preferred term.

2. MedDEA Version 191

b. Includes 1 dacomitimb Patent 08616005 and 1 gefitimub Patient 08604019 with Grade 5 events which
oocwred 28 days after thew last doze.

(A7471050 SAASEZUEDN(CSR) F)




Table 60. Grade 5 Trearment Emergent Adverse Events With Associated
Causalities — AT Population

Patent Number Preferred Term Cauze of Death Day of Death Cauzality From
From TEAE From Notice of From Start of AF CRF"
Table: Death CRF* Treatment
Dacomitinih
03414002 Dharrhoea Felated to 325 Related to
treatment treatment
0601013 Death Felated to 387 Relatad to
treament treziment
Crefitinib
03903013 Death Unkpown 414 Related to
treatment
08816002 Posumoma Felated to 50 Felated to
reament reamuent

Source: Table 14.32.2 1 Listnp 1627, and Listng 16.2 6.4

Hotes: {1) Dav of death from last doze was calculated as the date of death munus the date of last dose + 1,
where | day mdicates death occurred on the date of last dos=.

{2} Minor meonsistencies in grading of TEAE data were observed dunng CSE development. Table 37
provides the TEAE grades that were subseguently corrected after the database spapshet: no comected
TEAEs were Grade 5 TEAEs (see Emata).

AF=adverse event; AT=as-treated; CEF=case report form; CSR=chmical study report:
TEAE=treamment-emergent adverse event.

a. Data from "Wobtce of Death’ CRF page (Listung 156.2:6.4).

b. Datz from AE CRF page (Listing 16.2.7).
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Table S2. Subject Evaluation Groups

30 mg 45 mg Total
Number (%) of subjects
Assigned to study treatment 30 59 89
Treated 30 59 89
Discontinued from treatment 24 (80.0) 55(93.2) 79 (88.8)
Ongoing on treatment 6 (20.0) 4(6.8) 10(11.2)
Discontinued from study 12 (40.0) 36 (61.0) 48 (53.9)
Ongoing on study” 18 (60.0) 23 (39.0) 41 (46.1)
Analyzed for safety:
AFs 30 (100.0) 59 (100.0) 89 (100.0)
Laboratory data 30 (100.0) 59 (100.0) 89 (100.0)

AE = adverse event.
* Ongoing on study are subjects either still receiving treatment or being followed up for AE resolution or

survival status.

(YHAEZUZDA(CSR) A7471017 &)
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Table S3. Summary of Progression-Free Survival (Method 1-Variation) — As Enrolled

Pagelof2
Any EGFR EGER Sensitizing EGFR EGFR Total
Mutation Mutant WI Unknown
n (%) n (%) n (%) n (%) n (%)
Number of subjects 53 (100.0) 45 (100.0) 14 (100.0) 22 (100.0) 89 (100.0)
Number with event 34(64.2) 28 (62.2) 12 (85.7) 20 (90.9) 66 (74.2)
Type of event
Objective progression 32 (60.4) 26 (57.8) 12 (85.7) 19 (86.4) 63 (70.8)
Death without objective progression 2(38) 2(44) 0 1{4.5) 3(34)
Number censored 19.(358) 17(37.8) 2(143) 2(9.1) 23 (25.8)
Reason for censorship
No adequate baseline assessments 0 0 0 0 V]
No on-study disease assessments 0 ] 0 0 1]
Given new anti-cancer treatment prior to fumor 5(9.4) 3(6.7) 1(7.1) 2(9.1) 8(9.0)
progression
Withdrew consent for follow-up 0 0 ] ] 0
Lost to follow-up 0 0 0 0 0
Unacceptable gap (=16 weeks) between PD or death to 1{19) 1(2.2) 0 0 1(1.1)
the most recent prior adequate assessment
In follow-up for progression 13(24.5) 13 (28.9) 1(7.1) a 14 (15.7)
Probability of being event free at Month 4% [95% CT?] 92.1[80.3.97.0] 95.5[83.2.989] 333[109 580] 682[446.834] 76.8[664.844
Probability of being event free at Month 6* [95% CI’] 79.5[65.3.884] 83.6[68.6.918] 333[10.9,580] 682[44.6.834] 69.4[584. 781
Probability of being event free at Month 9° [95% CI° 774[62.9,86.8] 83.6 [68.6, 91.8] N/A 58.4[35.2.75.8] 61.6[50.2.71.2
Probability of being event free at Month 12° [95% CI 663 [51.0.77.9] 73.4[57.1. 84.4] N/A 39.0[18.9.58.6] 49.8[38.5,60.2
Kaplan-Meier estimates of time to event (month)
Quartiles [95% CI]°
25% 9.2[4.7.12.7] 11.5[54.12.9] 09[0.7.1.7] 3.7[0.8.9.2] 47[2.5.74]
50% 164 [12.4.202] 18.2[12.8.23.8]  2.1[0.9,74] 96[3.7.127]  11.5[9.0.129
75% 248[20.1.NR] N/A[20.2,NR] 74[1.7.80] 128[106.31.2] 20.1[16.2.31.2
P-value? <0.0001
Footnotes on following page.
(SYAHZ U2 DA (CSR) A7471017 F)
o 22 F7PE
EGFR ®iZd =47t A= AUz 458 = CRS AR Alddidas Noew, 344
(75.6%)°] PR, 109(22.2%)°] SD/M|¥k-g, 198 (2.2%)°] A4 M-S B3, B34 vbgS Bl A
Ao A= S th. ORRL 75.6%(95% Cl: 60.5%, 87.1%), DCR- 97.8%(95% CI: 88.2%, 99.9%)31t}.




Table 25. Summary of Best Overall Response and Clinical Benefit Response —
Response Analysis Set

EGFR
Any EGFR  Sensitizing EGEFR EGFR
Mutation Mutant WT Unknown Total
n (%) n (%) n (%) n (%) n (%)
Number of subjects 53 (100.0)  45(100.0) 14 (100.0) 22 (100.0) 89 (100.0)
Complete response 0 ] 0 1(4.5) 1(1.1)
Partial response 37(69.8)  34(756) 1(7.1) 9 (40.9) 47 (52.8)
Stable/no response 13 (24.5) 10(22.2) 5(35.7) 9 (40.9) 27 (30.3)
Objective progression 2(3.8) 1(2.2 8 (57.1) 3(13.6) 13 (14.6)
Indeterminate 1(1.9) 0 0 0 1(1.1)
Objective response rate (CR+PR) 37 (69.8) 34(75.6) 1(7.1) 10 (45.5) 48 (53.9)
95% exact CI° [557.81.7] [60.5.87.1] [0.2.339] [244. 678] [43.0.646]
Disease control rate (CR+PR+SD) 50(943)  44(97.8) 6(42.9) 19 (86.4)  75(84.3)
95% exact CT° [843.988] [88.2.999] [17.7.71.1] [65.1.97.1] [75.0.91.1]
Chinical benefit response rate 43 (81.1) 39 (86.7) 3(21.4) 15 (68.2) 61 (68.5)
95% exact CI° [68.0.90.6] [73.2.949] [47.508] [45.1.86.1] [57.8.78.0]

Source: Table 14211, Table 14212 Table 14213 Table 1422 1 Table 1422 2 and Table 142 2 3.
Chinical benefit response (CBR) is defined as those with best overall response as CR, PR, or SD 2168 days (1e,
24 weeks).

CI = confidence mterval; CR = complete response; EGFE = epidermal growth factor receptor; PR = partial
response; SD = stable disease; WT = wild-type.

* Using exact method based on binomial distribution.
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Table S1. Patient Evaluation Groups (Data Cut-Off 31 July 2014): All Patients
A-Dacomitinib 45 mg QD B-Erlotinib 150 mg QD Total
438 (100.9) 39 (100.0) 1
438 ( 59.3) 436 ( 99.3) 872 ( 55.3)
420 { 85.7) 425 ( 96.8) 645 | 86.2}
16 | 3.8) 11 | .2.5) 29 ¢ F3)
&3 % 16 { 169

a3 { sa.1) 415 ( 5435 28 ( 54.3)

5T receiving treatment or being followed up for AE or survival status

(A7471009 L& AIEZE DM (CSR) )

o B A EITHGIVEET of AREHTANA #2¥ HR2 0.941095% Cl: 0.802, 1104 &= p
#k 0.229)¢] Atk PFSe] Fotgke thamvlElgare] 2.670€[95% Cl: 1.9, 2.81011a, AREH2 2.6
ANQ95% CI: 1.9, 2.8]e] At}

KRAS-WT F<% sap(crzvleld of AZEldMolA #2d HRES 1.022(95% CI: 0.834, 1.253; &
= pak 0587t} PFSe] F4ate vrmulEld o] 2.67014[95% CL 1.9, 2.9]0] a1, AREHGF+S

2.67H%[95% CL: 1.9, 3.0]o] %t}
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g 19 i & 219 €43} EGFR =Rl skl welA IRC H7be] wE PFSe 4 HR
0.707(95% CI: 0.380, 1.315)%1 o™, ttar]Elde] PFS T a2 14.67019(95% Cl: 7.4, -)ola, A= E
H2 9.6701€(95% CL: 7.3, 16.6)°1Att. 594 HEd wE PFSE d&%A ¢kt

A @Ate] ool w2 PFSe] 54 HR-2 0.749(95% CI: 0.440, 1.275)%1em, th=vEld 9] PFS 43k
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Table S5. Progression-Free Survival Based on Independent Review by EGFR Status (EGFR Mutant and Activating
Mutation in exon 19 or 21), As Randomized
EGER Activating EGFR Mutant Activating EGFR Activating EGFR Mutant
Autant in exon 19 or 21 AMutant in exon 19 in exon 21
Arm A Arm B Arm A ArmB Arm A Arm B Arm A Arm B
(N=4T) (N=44) (N=3T) (N=39) (N=24) (N=18) (N=13) (N=11)
Number with event 28 (59.6) 27 (61.4) 20 (54.1) 24(61.5) 12(50.0)  15(53.6) 8 (61.5) 9 (81.8)
Objective progression 25(53.2) 26 (59.1) 19 (51.4) 23(59.0) 11(45.8)  15(53.6) 8 (61.5) 8 (72.7)
Death without objective 3(64) 1(2:3) 1(2.7) 1(2.6) 1(42) 0 0 1{9.1)
progression
Number censored 19 (40.4) 17 (38.6) 17 (45.9) 15(38.5)  12(50.0) 13 (46.4) 5(38.5) 2(182)
Reason for censorship
No adequate baseline 3(64) 5(11.4) 3(81) 4(103) 2(83) 3(10.7) 1L(7.7) 1(9.1)
assessments
No on-study disease 2(4.3) 2(4.5) 2(5.4) 2(5.1) 1(4.2) 2(7.1) L(1.7) 0
assessments
Given new anti cancer 9 (19.1) 7 (15.9) 8 (21.6) 7(17.9) 6 (25.0) 6(21.4) 2(15.4) 1(9.1)
treatment prior to tumor
progression
Unacceptable gap (~16 weeks) 0 3(6.8) 0 2(5.1) (1] 2(7.1) 0 0
between PD or death to the
most recent prior adequate
assessment
Discontinued without 1(2.1) 0 1(2.7) 0 1(4.2) 0 0 0
PD/death and no longer i1
follow-up for progression
In follow-up for progression 4(8.3) 0 3(8.1) 0 2(8.3) (1] 1(7.7) 0
50% Kaplan-Meier estimates of 111 10.0 14.6 9.6 16.4 10.0 74 8.8
time to event (months) quartiles [5.6.219] [74. 166] [7:4.348] [73.166] [10.8. -] [7.2,16.6] [3.7.349] [1.0,239]
(95% CI?
Versus erlotinib 150 mg QD
Unstratified analysis
HR (95% C'I]b 0.891 0.670 0.654 0.725
[0.521. [0.367. [0.304. [0.267,
1.524] 1.227] 1.409] 1.966]
p-value (2-sided)” 0.676 0.189 0277 0.526
p-value (1-sided)” 0.338 0.095 0.139 0.263
(A7471009 Supplemental Clinical Study Report =)
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Table S2. Patient Evaluation Groups
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Table 29, Summary of Overall Survival by EGFR Mutation Status (Unstratified); As Randomized (continued)

EGFR Status: Mutants with Activating Mutations

Dacomitinib Placebo

o
Fa 1 e
[Tt

(LA ZUEDN(CSR) A7471011 )

EGFR 43} WHol(717+4)ZS 7% NSCLC x| PFS Fokzk2 3.37§€(95% CI: 1.8, 3.7)0]%l o,

91kt (n=52)2 1.0714(95% CL: 0.9, 1.7)°] 1 tk¥]Z3}F HR 0.536 2 = pak <0.00D).
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Pivotal A|& 10502 EGFR-&4 EdWol7l & =44 AdPA =& HolA NSCLC e 13
X zoll A traEmElgato]l AFEdTtd B3] PEFS Y3o]l 41.1% ol TtHHR=0.589[95% CI:
0.469, 0.739], ©+= =3} &1 <9 pak<0.0001). ttxnEldo] AFE]dH Tt} PFSe] thal -4

A& Y5tk PES 4 S4# @ e dare] 49 14.770€4(95% CI 11.1, 16.6)°]3L
YEIY e A9 9.2701€(95% CI: 9.1, 11.0)°]13)t}.
7FaE IRC AEC wE Az #43 d3a=A AgA 7o w2 PFSe HRS T3 +
ZIte g P& o vzuyg o AFEdY A4S 0.622([95% CI: 0.497, 0.779], @5
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<0.000D)%H.  PFS 4 T¢#2 vhzvEdare] 45 16.67H4(95% CI: 12.9, 18.4)°]U L
ASEI e 4$ 11.070€(95% CI: 9.4, 12.D)o]JtHEE 2.7.3.2.1).

- HHEL A1g 1017 FEE AolA EGFR-Z4 EaWel7t & 13 & <91 NSCLC 24} 457
o] st¢jtol ek PFS F9ak2 18.2709(95% CI: 12.8, 23.8)] 2t}

Table 3. Progression-Free Survival for Patients with Non-Small Cell Lung Cancer
with Epidermal Growth Factor Receptor-Activating Mutations in
Studies A7471050, A7471017 Cohort A, A7471009, A7471028, and
A7471011 (Intent-to-Treat Population)

Study Dacomitinib vs Comparator
Assessment Hazard Ratio (95% CI) Median PES (months)
Treatment n/N* p—‘r.':lhu-tl (95% CI)°
AT471050 (Pivotal Study)
IRC Review
Dacomitimib 1361227 0.589 (0.469. 0.739) 147(11.1. 16.6)
Gefitimib 179 /225 =0.0001 9.2(9.1,11.0)
Investigator Assessment
Dacomitimib 140 /227 0.622 (0.497, 0.779) 16.6(12.9 18.4)
Gefitiib 177 /225 <0.0001 11.0(94.12.1)

AT7471017 Cohort A (Key Supportive Study)
Investigator Assessment
Dacomitinib 36/45 Not applicable 18.2(12.8, 23.8)

Supportive Studies in Later Lines of Therapy
AT471009 (Supportive Study — Second- or Third-Line)

IRC Review
Dacomitinib 20/37 0.670(0.367. 1.222) 146(74 348)
Erlotinib 24 /3% 0.095 9.6(7.3.16.6)
Investigator Assessment
Dacomitinib 27137 0.780 (0.465. 1.308) 13.4(9.0.19.5)
Erlotinib 31/39 0.172 10.0 (7.4.12.8)

AT471028 (Supportive Study — Second- or Third-Line)
Investigator Assessment
Dacomitinib 15/16 0.414(0.156. 1.099) 16.1 (3.9.20.9)
Erlotinib 8/9 0.034 74(2.6.16.8)

A7471011 (Supportive Study —Third-Line or Greater)
Investigator Assessment
Dacomitinib 78 /83 0.536 (0.372. 0.770) 3.3(1.8.3.7)
Placebo 51452 =0.001 1.0(0.9.1.7)

Source: Module 2.7.3.3.2.1, Table 7.

Abbreviations: CI=confidence mnterval: EGFR=epidermal growth factor receptor; HR=hazard ratio:

IR C=independent radiologic central; n=number of events: N=number of patients; NSCLC=non-small cell
lung cancer; PFS=progression-free survival: vs=versus.

a. n=number of events; N=number of patients.

b.  HRs and their CIs in Study A7471050 were estimated from the analysis stratified by race (Japanese vs
mainland Chinese and other East Asian vs non-East Asian) and EGFR mutation status (del exon 19 vs
L858R) at randomuzation as the stratification factors, and p-values were based on the stratified log-rank test.
HRs and their CIs for analyses of PFS in the subgroups of patients with NSCLC with EGFR-activating
mutations in Studies AT471009. A7471028. and A7471011 were estimated from the unstratified Cox
Regression, and p-values were based on the unstratified log-rank test. All p-values were based on 1-sided
tests.

c. Based on the Brookmever-Crowley method.

(CTD2.5 & &3)

. AE7IZE

A8 1050004 45299 FAR widEY RE Skxpo] thd FHAF A7 Fdge 31.370€
(95% CI: 30.9, 31.9)¢1%ct.  #FE HREEEY o ATEY)S 0.760(95% CI: 0.582,
0.993)°]A 3 &= pite 0.0219°1At. 0S Szt vz el gdte 2% 34.171€(95% CI:



29.5, 37.7)°1Aa AFE YT A9 26.878€4(95% CI: 23.7, 32.1)o| At}
ORR ¥4 SAHoz §o)4o] %*9;1 l &0 ORR #HAAMEF71E ¥ IRC AE] weh) A] AolE
715 AHAA 25425 FHEJoRE HE OS B4 AxE BAHOoRE foj4do] rta 7h

= >~
‘T%_]' N H/\M

Fo Bz Aw 1017 ZZE AdA #FHE 0S kS 42.37ML(95% CI: 29.0, 46.6)°]<l ).
12704 =ke] AE 7FsA LS 95.6%(95% CL: 83.4, 98.9)FtH =% 2.7.3.3.2.2.1.2).

o NFA S5
Pivotal A3 1050914 thzmulEldte] 2279 3hato] thdk w7 d IRC HEES 7|vto g &

uf, 12%4(5.3%)2] A7} &4A vk-g-(complete response, CR)S @431 158%‘(69.6%)9] 32;
7} F-E& ¥k-S-(partial response, PR)S Bt AFEHTe] A} 2257 F 4H(1.8%)2] A7}
RS 2A3a 1579 (69.8%)2] FA7F PRS Rtk tzmvEl gt Ao} ASEl I 3
ORRE Z}7} 74.9%(95% CI: 68.7, 80.4) & 71.6%(95% CI: 65.2, 77.4)9 1, CMH &3} ¥
718k @& pghe 0.194290H(2E 2.7.3.3.2.3.1.1).

T8 Hx AY 1017 Z3E A9 AdE AlE 10509 AFet FAFATHGE 5). o AlgolA
EGFR-&4 EdWol7l 9= 459 NSCLC 4 & CRES Sl 3xk= §loluh. o] ZF, 3449
(75.6%)2] $A+= PRES EML 109 (22.2%)2] A= oA Aoz WS Holx| koo
o, 19(2.2%)° A= AAA 9EES Btk ORR(75.6%[95% CI: 60.5, 87.1D A&
10509 = el el ek Algdx} FHrke] w2 ORR(75.3%[95% CI: 69.2, 80.81)3} At}

O

« WA &7 3F

AlE 10500014 DoRe AT E el Bl thamnedatel A frejd Al o Advk §hgAtel A
7 E IRC HES W& DoRe HR 0.403(95% CI: 0.307, 0529)01ML =3t Ao 7w
& o3 pghe <0.000101t} ¥71EE IRC HEC wWE DoR F4ae vanedae] A$
14.8704(95% CI: 12.0, 17.4)°103 AE LS 4% 83704 (95% CI: 7.4, 9.2)°olATH(E =
2.7.3.3.2.3.1.1).

AlE 1017 ZIE AoA EGFR-84 =A% ol7} 2l NSCLC Aol tidk DoR F4akel 17.2
7H H95% CI 11.8, 22.)2 Al 10509 thzuleld &xlo] gk A]gx H7be w2 DoR

S (15.97M24[95% CI: 13.8, 17.61)3} FAFATHEE 2.7.3.3.2.3.1.2).



Table 5. Objective Response Rate and Duration of Response for Patients with
Non-Small Cell Lung Cancer with Epidermal Growth Factor
Receptor-Activating Mutations in Studies A7471050, A7471017 Cohort A,
AT7471009, A7471028, and A7471011 (Intent-to-Treat Population)

Study Dacomitinib vs Median DoR
Assessment ORR (CR + PR) Comparator ORR (months)
Treatment n/N° (95% CI)° p-value™® (959% CI)®
AT471050 (Pivotal Study)
IRC Review
Daconutinib 170 /227 74.9% (68.7. 80.4) 0.1942 14.8 (12.0, 17.4)
Gefitiub 161/225 71.6% (65.2. 77.4) (1-s1ided) 83(74.9.2)
Investigator Assessment
Dacomitinib 171/ 227 75.3% (69.2, 80.8) 0.0924 15.9 (13.8, 17.6)
Gefitinb 158 /225 70.2% (63.8. 76.1) (1-s1ded) 9.2(8.2.11.0)

A7471017 Cohort A (Kev Supportive Study)
Investigator Assessment
Daconutib 34/45 75.6% (60.5. 87.1) Not applicable 17.2 (11.8.22.1)

Supportive Studies in Later Lines of Therapy
AT471009 (Supportive Study — Second- or Third-Line)

IRC Review
Daconutinib 25/37 67.6% (50.2. 82.0) 0.750 9.3(5.6.32.2)
Erlotinib 25/39 64.1% (47.2. 78.8) (2-sided) 10.1 (5.6, 16.6)
Investigator Assessment
Daconutinib 26 /37 70.3% (53.0, 84.1) 0.710 14.0(7.2,19.0)
Erlotinib 27/39 69.2% (52.4. 83.0) (2-s1ided) 9.5(5.7.149)

AT471028 (Supportive Study — Second- or Third-Line)
Investigator Assessment
Dacomutimb 10/ 16 62.5% (354, 84.8) 0.434 Not calculated®
Erlotinib 4/9 44 4%, (13.7. 78.8) (2-sided) Not calculated®
AT7471011 (Supportive Studv —Third-Line or Greater)
Investigator Assessment
Dacomitinib 10/ 83 12.0% (5.9, 21.0) 0.127 Not calculated”
Placebo 1/52 1.9% (0.0, 10.3) (2-sided) Not calculate’

Source: Module 2.7.3.3.2.3, Table 10.

Abbreviations: CI=confidence interval; CR=complete response; DoR=duration of response;
ITT=1nteni-to-treat; IRC=independent radiologic central; n=number of events; N=number of patients;
ORR=objective response rate; PR=partial response; vs=versus.

a. n=number of events; N=number of patients.

b Using exact method based on binomal distnibution.

c.  pvalue for Study A7471050 is from the CMH test stratified by EGFR mutation status (del exon 19 vs the
L3858R mutation in exon 21) based on their values at randomization and by race (Japanese vs mainland Chinese
and other East Asian vs Non-East Asian).

d  Unstratified p values from a Pearson chi-squared test for Study A7471009 and A7471011 and from an
exact test for Study A7471028. When the number in at least 1 cell 15 too small (<5). an exact test is used.

e. Based on the Brookmevyer-Crowley method.

f  Not calculated due to small number of patients with a CR or PR

(CTD2.5 & 23)
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6.63. 7tAA 297}

1) obAlolel e T3 ke

PK At5&= gl A1 1003), Wl B2H(AlE 1001), 91 (A1E 1005), T3 743 »

U*ZH/\W 1055 288t Ao Ao

o obAlobel Al gAte] ekl ARH(chaulEl PK)

X 25. AlE AT7471001, A7471003, A7471005 ¢ ¥t A 2L AFs
SHAHAE  AT471051)°0 A SREUIEY 45mg OFF Fo O F
t=nElde] 8F e AT

Study N.n Race i AUC CL'F
(ng/mL) (ng-h/mL) (L/h)
AT471001 46. 46 White® 23.2(51) 1810 (35)h 2439 {36]]’
AT7471003 6.6 Korean 213 (55) 1348 (45) 334 (45)
AT471005 1.7 Japanese 17.6 (70) 1543 (31) 29.2(32)
AT471051 14, 14 Chinese 215 (27) 1662 (26) 27.1(26)

Sources: 2.7.2 SCP Table 7. Table 9. Table 25, Table 34, Table 36. Table 63.

Parameters are defined in 2.7.2 SCP Table 3

Geometric mean (geometric %CV) for all values: Study A7471001 reported geometric mean (arithmetic %
V).

Abbreviations: %oCV=coefficient of variation as a percentage, N=number of subjects in treatment group,
n=number of subjects for whom parameters were estimable.

a. Approximately 90% of patients who contributed to pharmacokinetic data were Whate (2.7.2 SCP Table
7).

b n=38
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& 2. AE A7471050 ) EFAT 8- A8 ¥ AT

Number of Patients Enrolled or Randomized
Korean Patient Asian Patient” Total Patient Population
Dacomitinib Gefitinib Dacomitinib Gefitinib Dacomitinib Gefitinib Total
14 (6.2%) 13 (5.8%) 170 (74.9%) 176 (78.2%) 227 (100%) | 225(100%) 452

Sources: Module 5.3 5.1 Study A7471050 CSR Table 14.1.1.1.1, Module 5.3 53 NASER Table 1411115
Abbreviations: CRF=case report form. EGFR=epidermal growth factor receptor; NASER=Non-Asian
Supplemental Evaluation Report.

a. Race is per CRF and was self-reported.

(CTD2.7.R & &3)

@ AFEAT R Hol 2Tkl By

¥ 3. Al A7471050 A AF S8 Q784 R 4 34 9 FH 53 -
A& FEAG

Dacomitinib Gefitinib
N=227 N=115
Korean Asian Total Patient | Korean Asian Total Patient
Category Subgroup | Subgroup | Population | Subgroup Subgroup Population
n (%) n (%) n (%) n (%) n (%a) n (%)

Sex, n (%) 14 170 227 13 176 225

Women 8(57.1) 108 (63.5) 146 (64.3) 8(61.5) 93 (52.8) 125 (55.8)

Men 6(42.6) 62(36.5) 81 (35.7) 5(38.5) 83 (47.2) 100 (44.4)

Age (vears)
Median (range) 57.5(40-74) | 60(28-83) | 62.0(28-87) |58.0(35-81)| 60.5(33-86) | 61.0(33-86)

<65, n (%) 9 (64.3) 112 (65.9) 133 (58.6) 11 (84.6) 116 (65.9) 140 (62.2
265, n (%) 5(35.7) 58(34.1) 94 (41.4) 2(15.4) 60 (34.1) 85 (37.8)
<75, n (%) 14 (100.0) | 158 (92.9) 199 (87.7) 12 (92.3) 162 (92.0) 204 (90.7)
275, n (%) 0(0.0) 12 (7.1) 28 (12.3) 1(7.7) 14 (8.0) 21(9.3)
65-74. 1 (%) 5(35.7) 46 (27.1) 66 (29.1) 1(7.7) 46 (26.1) 64 (28.4)
Smoking status. n (%)
Never smoker 7(50.0) 109 (64.1) 147 (64.8) 8 61.5) 115 (65.3) 144 (64.0)
Smoker 0(0.0) NR NR 0 (0.0) NR NR
Current smoker NR 11 (6.5) 15 (6.6) NR 15(8.5) 19 (8.4)
Ex-smoker 7 (50.0) 50(29.4) 65 (28.6) 5(385) 46 (26.1) 62 (27.6)
Unknown 0 ] 0 0 0 0

Sources: Module 5.3.5.1 Study A7471050 CSE. Table 14.1.2.1, Table 14.1.2.1.15 (Korean Data), Module
5353 NASER Table 14 1.2.1.5.

Abbreviations: N=number of patients. n=number of patients in each category. NASER=Non-Asian
Supplemental Evaluation Report, NR=not reported.

(CTD2.7.R = Z3)
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xS Al% A7471050 o] 4] Independent Radiologic Central Review ¢ 7153 218 AE7|7F 8% - A8 9|5k

=23
Korean .‘jubgrclupz Asian Subgroup1 Total Patient Popu]at'iunl
Dacomitinib Gefitinib Dacomitinib Gefitinib Dacomitinib Gefitinib
Response Parameter N=14 N=13 N=170 N=170 N=2117 N=225
Kaplan-Meier estimates of time to event (months) Quartiles (95% CT)
25% 7.1(54.18.2) 74(0.9.10.8) 7.5(5.6.9.2) 5.6(55.7.4) 73(5.6.9.1) 5.6(5.5.74)
50% 182 10.8 16.5 9.3 147 9.2
(6.4. NE) (3.5.183) (12.9,18.4) (9.2, 11.0) (11.1, 16.6) (9.1.11.0)
75% NE (12.8.NE) 183 13 157 313 147
(9.4. NE) (31.2,35.1) (13.0. 18.4) (21.9.35.1) (13.0. 18.3)
Versus Gefitinib
Stratified hazard ratio® [95% CI] 0.609 [0.225, 1.649] 0.510 [0.392. 0.664] 0.589 [0.469. 0.739]
Stratified log-rank test p-value, 1- 01624 <0.0001 <0.0001
sided”
Unstratified hazard ratio® [95% CI] 0.558 [0.215. 1.448] 0.509 [0.391. 0.662] 0.582 [0.464. 0.729]
Unstratified log-rank test p-value. 01122 <0.0001 <0.0001
1-sided®

Sources: Study A7471050 CSR Table 21. Study A7471050 Table 14.2.5.3.1.19.15 (Korean and Asian Data).

Abbreviations: CI=confidence mterval; EGFR=epidermal growth factor receptor: HR=hazard ratio: TWRS=Interactive Web Response System,
N=number of patients: n=number of patients meeting prespecified criteria; NE=not estimable, PD=progressive disease

. Total population was stratified by EGFR-activating mutation and race status agsigned per TWRS at randonuzation.

_ Astan and Korean population were stratified by EGFR-activating mutation status assigned per IWRS at randomization.

. Estimated from the Kaplan-Meter Method.

. Calculated based on Greenwood Method.

. Based on the Brookmeyer and Crowley Method.

. HRs and their CIs were obtained from the stratified Cox regression model. and other p-values were based on the stratified log-rank test e HRs and
thetr CTs were obtained from the unstratified Cox regression model. and other p-values were based on the unstratified log-rank test.
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(CTD2.7.R & Z3)

o 27 Bt ARH WEE

g E e el 84 149 T 19 CRE Bl 1182 PRE Btk AEHIolA= &
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ORRE 7H7} 85.7%(95% Cl: 57.2, 98.2)¢} 76.9%(95% CL 46.2, 95.00%12m, @ pgha 0.2696°] At

(3% 6).
H 6. AlE A7471050 o] A Independent Radiologic Central Review °] 7]5H8l 3 & o] HutZ Q] vh-§- 8 ok X & o]
234
Korean Subgroup Asian Subgroup Total Patient Population
Dacomitinib Gefitinib Dacomitinib Gefitinib Dacomitinib Gefitinib
N=14 N=12 N=170 N=176 N=227 N=225
Objective response rate (CR plus PR), n (%) 12 (85.7) 10(76.9) 131 (77.1) 128 (72.7) 170 (74.9) 161 (71.6)
95% exact CT° [57.2.982] | [462,95.0] [70.0.83.1] [65.5.9.2] (68.7.804) | (652.77.4)
vs gefitinib
1-sided p-value (stratified)® 0.2696 0.1771 0.1942°
1-sided p-value (unstratified) 0.8601 0.1766 02117
Best overall response. n (%)
Complete response 1(7.1) 0(0.0) 9 (5.3) 4(23) 12 (5.3) 4(1.8)
Partial response 11 (78.6) 10 (76.9) 122 (71.8) 124 (70.5) 158 (69.6) 157 (69.8)
Stable disease 2(14.3) 0(0.0) 21(12.4) 21(11.9) 30(13.2) 27 (12.0)
Progressive disease 0(0.0) 2(154) B(4.7) 14 (8.0) 12 (3.3) 15(6.7)
Indeterminate 0(0.0) 1(7.7) 10 (5.9) 13 (1.4) 15 (6.6) 22 (9.8)
Sources: Study A7471050 CSR Table 14.2 2.1 (Total Patient Population). Table 14.2.2.1.15 (Korean and Asian Subgroups).
Abbreviations: CI=confidence imnterval. CMH=Cochran-Mantel-Haenszel. CR=complete response. Del=deletion. EGFR=epidermal growth factor receptor.
N=number of patients, n=number of patients meeting prespecified criteria, PR=partial response.
a. Using exact method based on binomial distnibution.
b. p-value 15 from the CMH test stratified by EGFR mutation status (del exon 19 vs. the LE58R mutation in exon 21) based on their values at
randonuzation.
c. p-value 1s from the CMH test stratified by EGFR mutation status (del exon 19 ws the L858R mutation mn exon 21) based on their values at
randomization and by race (Japanese vs mainland Chinese and other East Asian vs non-East Asian).
d. p-value 1s from a Pearson chi-squared test. When the number 1n at least 1 cell is too small (<5). an exact test 1s used.
(CTD2.7.R & Z3)
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Dacomitinib Gefitinib
N=217 N=215
Korean Asian Total Patient | Korean Asian Total Patient
Subgroup | Subgroup Population Subgroup | Subgroup | Population
n (%) n (%) n (%) n (%) n (%) n (%)
Patients
Randomized 14 (100) 170 (100) 227 (100) 13 (100) 176 (100) 225 (100)

Received at least 1| 14(100) | 170(100) | 227(100) 13 (100) | 176(100) | 224 (99.6)
dose of study drug

Permanently 8(57.1) | 115(67.6) | 161(709) | 11(84.6) | 145(824) | 186(82.7)
discontinued from

treatment’

Ongoing on| 6(429) | 55(324) | 66(29.1) 2(154) | 31(17.6) | 38(169)
treatment’

Sources: Module 5.3.5.1 Study A7471050 CSR Table 14.1.1.1.1, Table 14.1.1.1.1.15 (Korean Data). Module
5.3.53 NASER Table 141.1.1.1.5.

Abbreviations: N=number of patients. p=onumber of patients i each category; NASER=Non-Asian
Supplemental Evaluation Report.

a. Percentages are calculated using total numbers of patients who received at least 1 dose of study drug as
denominators.
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E 10. A A7471050 91 A 1F SHAITE trRUEHYE B AYEYE =& - &
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Exposure Dacomitinib Gefitinib
Category N=2127 N=224
Korean Asian Total Patient | Korean Asian Total Patient
Subgroup Subgroup | Population | Subgroup Subgroup Population
N=14 N=170 N=227 N=13 N=176 N=224
MNumber of cyeles 203 172 16.0 155 144 143
per patient
Median (range} | 19.0(3-41) | 200(1-41) | 170(1-41) | 140(2-32) | 13.0(1-38) 13.0 (1-38)
Duration of treatment (weeks)
Median (range) 74.50 77.93 (0.3- 66.57 5543 52.71 52.14
(9.0-162.7) 162.7) (0.3-162.7) | (4.1-128.3) | (0.3-148.3) {0.3-1483)
Relative dose intensity (%0)”
Mean (SD) 7270 712.86 73.25 95.99 9588 (10.163) 96.00
(17.954) (22.208) (21.508) (8.752) (9.445)
Median (range) 7140 73.20 72.50 99.60 99.90 99.80 (55.3-
(39.7-100.0) |(10.0-100.0) | (10.0-100.0) |(68.7-100.0) | (55.3-100.0) 100.0)

Sources: Module 5.3.5.1 Study A7471050 CSR Tables 1441.1.1.1; 144121, 144141, 1441.1.1.1.15
(Korean Data). 14412115 (Korean Data). 14414115 (Korean Data). Module 5353 NASER
Tables 144.1.11.1.15,144.1.2.1.5, 1441415, 144171,

Abbreviations: N=number of patients, n=number of patiemts in each category. NASER=Non-Asian
Supplemental Evaluation Report, SD=standard deviation.

Note: Duration of treatment was defined as the time from the first dose to and including the date of the last
dose.

a. Relative dose for a cycle was defined as actual received total dose in a cycle divided by
(45 mg dacomitinib * nmumber days i cycle) or (250 mg gefitinib x number of davs in cycle) Therefore,
relative dose was identical to relative dose intensity for continuous daily dosing such as dacomitinib dosing.

(CTD2.7.R = 23)
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F12. AE AT471050 o A AA B2 2D BAE F 15% o)) A rad
Fo F AT EE dAwAe ol ddree AX R EAG F
IR E oA Bl w2 SANE BT 29 - 44 A5 82}
Number (%a) of Patients
Dacomitinib (N=227) Gefitinib (N=224)
Korean Asian Total Patient | Korean Asian Total Patient
Subgroup Subgroup | Population Subgroup Subgroup Population
n (%) n (%) n (%) n (%) n (%) n (%)
MedDRA PT N=14 N=170 N=13 N=176
Any AE" 14 (100) 169 (99 .4) 226 (99.6) 13(92.3) 172 (97.7) 220 (98.2)
Dharrhoea 14 (100) 154 (90.6) 198 (87.2) 4(308) 100 (56.8) 125 (55.8)
Paronyclua 10 (71.4) 110 (64.7) 140 (61.7) 2(154) 36 (20.5) 45(20.1)
i::it:f 8(57.1) 96 (56.3) 111 (48.9) 6 (46.2) 57(32.4) 64 (28.6)
Stomaritis 10 (71.4) 87(51.2) 29 (43.6) 3(23.1) 36 (20.5) 40 (17.9)
Decreased appetite 7(50.0) 57 (33.5) 70 (30.8) 6(46.2) 47 (26.7) 55 (24.6)
Dry sk 3(214) 42 (24.7) 63 (27.8) 1L.(70) 33(18.8) 38(17.0)
Weight decreased 4 (28.6) 58(34.1) 58 (25.6) 2(154) 35(19.9) 37 (16.5)
Alopecia 4 (28.6) 40 (23.5) 53 (25.3) 0 22 (12.5) 28 (12.5)
Cough 1(7.1) 38(22.4) 48 (21.1) 6(46.2) 36 (20.5) 42 (18.8)
Pruritus 6(42.9) 31(18.2) 45 (19.8) 5(38.5) 25(14.2) 31(13.8)
Alanine
aminotransferase 2(14.3) 41(24.1) 44 (19.4) 5(38.5) 81 (456.0) 88 (39.3)
increased
Conjunctvitis 2(14.3) 29 (17.1) 43 (18.9) 0(0.0) 6(34) 9(4.0)
Nausea 3(214) 31(18.2) 43 (18.9) 3(23.1) 40 (22.7) 49 (21.9)
Aspartate
aminotransferase 2(143) 40 (23 .5) 42 (18.5) 4(30.8) 75 (42.6) 81(36.2)
increased
Rash 4 (28.6) 11(6.5) 40 (17.6) 2(154) 9(5.1) 24 (10.7)
Back pam 1] 14 (8.2) 18(7.9) 117 25(14.2) 35 (15.6)

(CTD2.7.R & 23¥)




H 13, AE A7471050 2] A A B2 LA BAE F 4% o)A BAH 3 TF ol EE 31 oM ERadH 45
ol/utg-E AA 84 2D F AU EHTAA 355 e NET & SANE ERF 27 - 44 A=
3
Number (%0) of Patients
Dacomitinib Gefitinib
N=227 N=224
Korean Subgroup Asian Subgroup Total Patient Korean Subgroup Asian Subgroup Total Patient
n (%) n (%) Population n (%) n (%) Paopulation
N=14 N=170 n (%a) N=13 N=176 n (%)
MedDRA PT" Grade3 | Graded | Grade3 Graded | Grade3 Grade 4 Grade 3 Grade 4 Grade 3 Grade 4 Grade 3 Grade 4
Any AE® 6(429) | 0(00) | 84(494) | 1(06) |116(51.1)] 5(2.2) 6 (46.2) 0 (0.0) 53(30.1) | 4(23) 67(299) [ 5(2.2)
Dermatiftis 1(7.1) 0(00) [27(159) | 0(0.0) |31(13.7)| 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 01(0.0)
acneiform
Diarrhoea 1(7.1) 0(0.0 12(7.1) 0(0.0) 19 (8.4) 0 (0.0) 0(0.0) 0 (0.0 2(1.1) 0(0.0) 2(0.9) 0(0.0)
Paronychia 0(0.0) 0(0.0) 15(8.8) 000 17 (7.5) 0(0.0 0(00 0 (0.0) 3(17) 0 (0.0 3(1.3) 000
Rash 1(7.1) 0 (0.0) 2(1.2) 0(0.0) 10 (4.4) 0 (0.0) 0(0.0) 0(0.0) 0 (0.0) 0(0.0) 0(0.0) 0(0.0)
Rash 0(0.0) 0(0.0) 9(5.3) 0(0.0) 10 (4.4) 0 (0.0) 0(0.0) 0(0.0) 1(0.6) 0(0.0) 1(04) 0(0.0)
maculo-papular
Hypokalaemia 0(0.0) 0(0.0 6(3.5) 1(0.6) 9(4.0) 2(0.9) 0(0.0) 0 (0.0 3(1.7) 0(0.0) 4(1.8) 0(0.0)
Alanine 0.0 0(0.0 1(0.6) 0(0.0) 2(09) 0(0.0) 1(7.7) 0(0.0 18 (10.2) | 0(0.0) 19 (8.5) 0(0.0)
aminotransferase
increased
Aspartate 0(0.0) 0(0.0) 0(0.0) 0(0.0) 000 0(0.0) 2(15.4) 0(0.0) 9(5.1) 0(0.0) 9(4.0) 0(0.0)
aminotransferase
increased
(CTD2.7.R = Z3)
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£ 16. AlE A7471050 °] AA 82 EAD 82} 2 3 o] Rud FAE
olikg2 AA A 2D F AV EHTNA HE7 & AR
E58 23 - 44 A& 84
Dacomitinib Gefitinib
N=227 N=124
Korean Asian Total Patient | Korean Asian Total Patient
Subgroup | Subgroup | Population | Subgroup | Subgroup | Population
MedDRA PT? n (%) n (%) n (%) n (%) n (%) n (%)
Any SAE’ 4 (28.6) 37(21.8) 62 (27.3) 4(30.8) 35(19.9) 50 (22.3)
Disease progression 0(0.0) 4(2.4) 8(3.3) 0(0.0) 8 (4.5) 11{4.9)
Diarrhoea 1(7.1) 424 5(2.2) 0(0.0) 0(0.0) 0 (0.0}
Pleural effusion 1(7.1) 2(1.2) 5(2.2) 0(0.0) 0(0.0) 2(09)
Pneumorma 1(7.1) 3(1.8) 5(2.2) 0(0.0) 2(1.1) 2(0.9)
Liver injury 0(0.0) 2(1.2) 2(0.9) 0(0.0) 1(0.6) 1{04)
Respiratory tract infection 01(0.0) 0(0.0) 2(0.9) 0(0.0) 0(0.0) 1(04)
Pneumonitis 1(7.1) 1(0.6) 2(0.9) 0(0.0) 1(0.6) 1(0.4)
Abdominal pain 0(0.0) 0(0.0) 2(0.9) 0(0.0) 0(0.0) 0 (0.0}
Urinary tract infection 0(0.0) 01(0.0) 2(0.9) 0(0.0) 0(0.0) 0 (0.0}
Decreased appetite 0(0.0) 2(1.2) 2(0.9) 0 (0.0) 0 (0.0) 0 (0.0}
Haemoptysis 0(0.0) 1(0.6) 2(0.9) 0(0.0) 0(0.0) 0 (0.0}
Pneumothorax 0(0.0) 1(0.6) 2(0.9) 0(0.0) 0(0.0) 0 (0.0}
Respiratory fatlure 0(0.0) 2(1.2) 2(0.9) 0(0.0) 0(0.0) 0 (0.0}
Dyspnoea 1(7.1) 1 (0.6} 1(0.4) 2(154) 4(2.3) 4(1.8)
Cerebral infarction 0 (0.0} 1(0.6) 1(04) 0(0.0) 2(1.1) 2(0.9)
Subdural hasmatoma 0(0.0) 0 (0.0) 0(0.0) 0(0.0) 1{0.6) 2{0.9)
Hepatic enzyme increased 0(0.0) 0 (0.0} 0{0.0) 0(0.0) 2(1.1) 2 (0.9)
Hyponatraemia 01(0.0) 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 2{0.9)
(CTD2.7.R = £35)
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]
Korean Subgroup | Asian Subgroup Total Patients
N=13 N=15 Population
n (%) n (%o) N=45
n (%)
Number (%) of patients
Treated 13 (100) 25 (100) 45 (100)
Discontinued from treatment 13 (100) 25 (100) 45 (100)
Ongoing on treatment 0 0 Q
Dizcontinued from study 13 (100) 25 (100) 45 (100)
Ongoing on study 0 0 ]
Analyzed for safety: adverse events 13 (100) 25 (100) 45 (100)
Laboratory data 13 (100) 25 (100) 45 (100)

Source: Study A7471017 CSE Table 14.1.1.1.1.1. Listing 16.2.1.1.1.
Abbreviation: EGFR= epidermal growth factor receptor. CRF=case report form.
Korean patients refer to the patients enrolled in Korea.

Asian patients are based on the demographic information in the CRF.

Korean patients are included in Asian patients.

(CTD2.7.R = Z3)

@ #&4 A%
o 14 Wrhas PRS(ERA AE)
PFS T #ke sh=rQl sk wtol A 16.4704(95% CI: 12.4, 49.4), o}A]o}A]
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X 21. AE A7471017 A3 E A o] EGFR &4 Hio] BH

1-93h 8.°F 44 §5

A8 AN

Asian Subgroup
N=15

Korean Subgroup
N=13

Total Patient
Population
N=45

Kaplan-Meier estimates of time to event
(Month) Quartiles (95% CI)°

25% 12.7[5.4. 16.4] 115[1.8.12.8] 11.5[54.129]

50% 16.4[124,494] | 162[124.22.1] | 18.2[1258.23.8]

75% 49.4[16.2. ] 23.8[16.4.494] | 25.7[221.42.8]
(CTD2.7.R & 23l
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Korean Asian Total Patient
Subgroup Subgroup Population
x=13 N=25 N=45
n (%) n (%) n (%)
Complete response 0 0 0
Partial response 10 (76.9) 20 (80.0) 34 (75.6)
Stable/No response 3(23.1) 4(16.0) 10(22.2)
Stable/No response and time to failure 2168 days 2 (66.7) 3(75.0) 5(50.0)
Stable/No response and time to failure <168 days 1(33.3) 1(25.0) 5(50.0)
Objective progression 0 1(4.0) 1(2.2)
Indeterminate 0 0 0
Objective response rate (CR+PR) 10 (76.9) 20 (80.0) 34 (75.6)
95% Exact CT [46.2.95.0] [59.3.93.2] [60.5.87.1]
Diasease control rate (CR+PR+5SD) 13 (100) 24 (96.0) 44 (97 8)
95% Exact CT° [75.3, 100.0] [79.6,99.9] [88.2.99.9]

Source: Study A7471017 CSE Table 14.

2.1.2.1.1, Listing 16.2.6.4.

Abbreviations: CI=confidence interval, CR=complete response. CRF=case report form. EGFR= epidermal
growth factor receptor, n=number of patients in each category. PR=partial response, SD=standard deviation.

Korean patients refer to the patients enrolled in Korea.

Asian patients are based on the demographic information in the CRF.

Korean patients are included in Asian patients.

a.  Using exact method based on binomal distribution.
(CTD2.7.R &

23)

2l ol Ao A BT AA A R T A=
(71~725F). A Folgk e Al 2golA FABHAl e (

i

3#10 ).

A& 71F Tkl FAE




Table 10. Exposure to Dacomitinib by Race Subgroup for Activating EGFR
Mutation in Cohort A in Study A7471017

Exposure Category Korean Asian All Patients
N=13 N=25 N=45
Number of cycles per patient 24.6 20.6 21.5
Median (range) 18 (6-74) 17 (2-74) 18 (2-74)
Duration of treatment (weeks)
Median (range) 72.0 (23.9-296.3) 71.0 (8.4-296.3) 71.9 (4.1-296.3)
Relative dose intensity (%0)?
Mean (SD) 73.8 (22.60) 78.7 (24.74) 80.5(23.90)
Median (range) 76.7 (36.1. 100.0) 76.7 (36.1. 144.5) 79.0 (31.7. 144.5)

Source: Dacomitinib Protocol A7471017 Table 14.4.1.1.1.2. Table 14.4.1.2.2, and Table 14.4.1.3.2.

Note: Duration of treatment was defined as the time from the first dose to and including the date of the last
dose,

Abbreviations: N=number of patients. SD=standard deviation.

a. Relative Dose for a cycle is defined as actal total dose received in a cycle divided by intended total

dose for the cycle. where Intended Total Dose =(prescribed dose at the beginning of the study)*(actual
dose duration).
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Table 12. All-Causality Treatment-Emergent Adverse Events Reported for at
Least 15% of Patients in the Total Patient Population Sorted by
Descending Frequency in the Dacomitinib Arm of the Total Patient
Population for Activating EGFR Mutation in Cohort A in Study
A7471017 - As-Treated Patients

Preferred Term Dacomitinib
Korean Asian All Patients
(N=13) (N=25) (N=45)
n (%) n (%) n (%)
Any AFs 13 (100.0) 25(100.0) 45 (100.0)
Diarrhoea 13 (100.0) 24 (96.0) 44 (97.8)
Dermatitis acneiform 5 (38.5) 16 (64.0) 32(71.1)
Dry skin § (61.5) 17 (68.0) 27 (60.0)
Paronychia 2(154) 12 (48.0) 24 (53.3)
Fatigue 4(30.8) 11 (44.0) 21 (46.7)
Stomatitis 11 (84.6) 16 (64.0) 21 (46.7)
Cough 6 (46.2) 9 (36.0) 18 (40.0)
Mucosal inflammation 0 (0.0) 5 (20.0) 18 (40.0)
Nail disorder 5 (38.5) 11 (44.0) 18 (40.0)
Pruritus 9 (69.2) 12 (48.0) 17 (37.8)
uy vy CRWL)) 1y cuy
Palmar-plantar 12(92.3) 13 (52.0) 15(33.3)
erythrodysaesthesia
syndrome
Skin fissures 5(38.5) g (32.0) 15(33.3)
Decreased appetite 4 (30.8) 7 (28.0) 14 (31.1)
Dry eye 3(23.1 6 (24.0) 13 (28.9)
Muscle spasms 1(7.7) 4(16.0) 13 (28.9)
Acne 11 (84.6) 12 (48.0) 12 (26.7)
Nausea 5(38.5) 8(32.0) 12 (26.7)
Epistaxis 1(7.7) 6 (24.0) 11 (24.4)
Headache 3(23.1) 5(20.0) 11 (24.4)
Rhinorrhoea 3(23.1) 3(12.0) 11(24.4)
Alopecia 1(7.7) 4(16.0) 10 (22.2
Dysgeusia 0 (0.0) 2(8.0) 10 (22.2)
Vomiting 2(15.4) 6 (24.0) 10 (22.2
Arthralgia 3(23.1) 5 (20.0) 9 (20.0)
Dyspnoea 4 (30.8) 5(20.0) 9(20.0)
Back pain 3(23.1) 6 (24.0) 8(17.8)
Constipation 5(38.5) 7 (28.0) 8(17.8)
Dry mouth 2(154) 3(12.0) 7(15.6)
Exfoliative rash 3(23.1) 3(12.0) 7(15.6)
Myalgia 4(30.8) 6 (24.0) 7 (15.6)
Oropharyngeal pain 0 (0.0) 3(12.0) 7(15.6)
Urinary tract infection 1(7.7) 3(12.0) 7(15.6)
Xerosis 0(0.0) 2(8.0) 7(15.6)

Source: Protocol A7471017, Table 14.3.1.2913

MedDRA (v18.0) coding dictionary apphied.

AFE = adverse event: N = total number of patients in each category: n = number of patienis i each category.




Table 13. Grade 3 Adverse Events Reported for at Least 4% of Patients or Grade
4 Adverse Events Reported for at Least 3 Patients in the Total Patient
Population Sorted by Descending Frequency of Grade 3 Events in the
Dacomitinib Arm of the Total Patient Population for Activating EGFR
Mutation in Cohort A in Study A7471017 — As -Treated Patients

Preferred Term Dacomitinib

Korean Asian All Patients
(N=13) (N=25) (N=45)
Grade 3 Grade 4 Grade 3 Grade 4 Grade 3 Grade 4
n (%) n (%) n (%) n (%) n (%) n (%)

Any AEs 5(38.5) 0 (0.0} B3 (52.0) 1(4.0) 231{51.1) 3(6.7)

Dermatitis acneiform 0 (0.0) 0 (0.0) 3(12.0) 0 (0.0) 8(17.8) 0 (0.0)

Diarrhoea 0 (0.0) 0(0.0) 1 (4.0) 0 (0.0) 5(11.1) 0 (0.0)

Paronychia 1(7.7) 0(0.0) 3(12.0) 0 (0.0) 4(8.9) 0 (0.0)

Palmar-plantar 2(154) 0 (0.0) 2 (8.0) 0(0.0) 2(4.4) 0(0.0)

erythrodysaesthesia

syndrome

Acne 2(154) 0(0.0) 2 (8.0) 0 (0.0) 2(4.4) 0 (0.0)

Vomiting 0 (0.0) 0 (0.0} 1(4.0) 0 (0.0) 2 (4.4) 0 (0.0)

Exfoliative rash 1(7.7) 0 (0.0) 1(4.0) 0 (0.0) 2(4.4) 0(0.0)

Haemoptysis LT 0 (0.0) 1(4.0) 0 (0.0) 2(4.4) 0(0.0)

Hypokalaemia 0 (0.0) 0(0.0) 1(4.0) 0 (0.0) 2(4.4) 1022

Asthenia 0 (0.0} 0(0.0) 0 (0.0) 0 (0.0) 2(4.4) 0 (0.0)

Rash 1L{7.7) 0(0.0) 2(8.0) 0 (0.0) 2(4.4) 0 (0.0)

Source: Protocol A7471017, Table 143131123

MedDRA (v18.0) coding dictionary applied.

AE = adverse event: N = Total number of patients m each category: n = number of patients with advrse event in each

category.
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Table 16. Serious Adverse Events Reported for at Least 2 Patients in the Total
Patient Population Sorted by Descending Frequency in the Dacomitinib
Arm of the Total Patient Population for Activating EGFR Mutation in

Cohort A in Study A7471017 — As-Treated Patients

Preferred Term Dacomitinib
Korean Asian All Patients
(N=13) (N=15) (IN=45)
n (%) n (%) n (%)
Anv AFs 3(23.1) 7(28.0) 15(33.3)
Asthenia 0 (0.0} 0{0.0) 2(44)

Source: Protocol A7471017, Table 1432413
MedDEA (v18.0) coding dictionary applied.
AF = Adverse event: N = Total mumber of patients in each category; o= number of patients in each category.

Table 17. Treatment-Related Serious Adverse Events Reported for at Least 2
Patients in the Total Patient Population and Sorted by Descending
Frequency in the Dacomitinib Arm of the Total Patient Population for
Activating EGFR Mutation in Cohort A in Study A7471017 - As-
Treated Patients

Preferred Term Dacomitinib
Korean Asian All Patients
(N=13) (N=13) (N=45)
n (%) n (%) n (%)
Any AFs 0 (0.0) 3(12.0) 5(11.1)
Asthenia 0(0.0) 0 (0.0) 2(44)

Source: Protocol A7471017. Table 1432423
MedDEA (v18.0) coding dictionary applied.
AFE = adverse event; N = total number of patients in each category; n = number of patients in each category.
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7. 2|2 ALE3Eo et
e FDA VIZIMPRO®(dacomitinib) tablets, 2018.09.

Az

« EMA EMA Vizimpro, 2019.04.02. — EMA &7} A= 2133
1= - Ol=
=i S Eeak EMA VIZIMPRO® (dacomitinib) tablets, for oral use
AMIMELAEITLEZ2M(EGFR) A& 19 A& L= | 4.1 Therapeutic indications 1 INDICATIONS AND USAGE
olz= 21 L858R Xl B0t U= =4 &#HH = | Vizimpro, as monotherapy, is indicated for the | VIZIMPRO is indicated for the first-line treatment
2 | 80ld HIAMNIZHQ(NSCLC) X0l 1X XISHMZ | first-line treatment of adult patients with locally of patients with metastatic non—-small cell lung
s | &0 advanced or metastatic non-small cell lung | cancer (NSCLC) with epidermal growth factor
= cancer (NSCLC) with epidermal growth factor | receptor (EGFR) exon 19 deletion or exon 21
1t receptor (EGFR)—-activating mutations. L858R substitution mutations as detected by an
FDA-approved test [see Dosage and
Administration (2.1)].
(BR9%) 4.2 Posology and method of administration 2 DOSAGE AND ADMINISTRATION
o] ko] B grolA A}&AFH o] 9= oA} | Treatment with Vizimpro should be initiated and | 2.1 Patient Selection
o3 A|ZE 3 7Exolol sk}, supervised by a physician experienced in the use | Select patients for the first-line treatment of
of anticancer medicinal products. metastatic NSCLC with VIZIMPRO based on the
o] oF Bol= AlZal7] Ao EGFR 9ol EGF‘R‘ ‘mgtation status .sho.uld be established prior presence of an EG.FR. exon 19 Qeletio.n or exon
Solgojo} bt} (3. Aukd Ho] Hz). to initiation of dacomitinib therapy (see section | 21 .L858R subst|t.ut|on mutation in  tumor
< | " = b 4.4). specimens. Information on FDA-approved tests
; for the detection of EGFR mutations in NSCLC is
= 1. &% Posology available at:
; The recommended dose of Vizimpro is 45 mg | http://www.fda.gov/CompanionDiagnostics.
- o] <oko Ho z]3Y o] 8 E7}3 Al | taken orally once daily, until disease progression
(unacceptable toxicity)o] ¥rAl&}7] #7}=], 4@ | or unacceptable toxicity occurs. 2.2 Recommended Dosage
Agekow 19 13] 45 mgS 72 T2} Patients should be encouraged to take their dose | The recommended dosage of VIZIMPRO is 45 mg
at approximately the same time each day. If the taken orally once daily, until disease progression
Wl e Al7be] BasmE saelA A patient vomits or misses a dose, an additional | or unacceptable toxicity occurs. VIZIMPRO can be
B B dose should not be taken and the next prescribed | taken with or without food [see Dosage and
of Atk AVt TEAAY $88 A4 B A4



http://www.fda.gov/CompanionDiagnostics

EMA

o=

VIZIMPRO® (dacomitinib) tablets, for oral use

Q9] Wepdat kgl ZAs] &
28% F Aok §F Pavt Bew
2 FAE o] 42 gFuch §I3=
ol urge] melA el & 20 7%

£F (1g 13)
ZFa-2F | 45 mg
12 85734 30 mg
22 &7~ 15 mg

[£ 2] o]gwtEl

e

]
ILD)/3+4 A oF Eo

ol&wt +F =4
R o HAA HAL/ZEA
A o] g7t Foll= o
(Interstitial oF EolZ AAEalt),

4

dose should be taken at the usual time the next

day.

Dose modifications

Dose modifications may be required based on
individual safety and tolerability. If dose reduction
is necessary, then the dose of Vizimpro should
be reduced as described in Table 1. Dose

modification and management

specific adverse reactions are provided in Table 2

(see sections 4.4 and 4.8).

Tablel, Recommended dose modifications for Vizimpro adverse reactions
. Dose level Dose (once dailv)

Rec ded starting dose 45 mg
| Farst dose reduction 0 mg
[ Secend dose reduction 1S mg

guidelines  for

Administration(2.4) and Clinical Pharmacology
(12.3)].

Take VIZIMPRO the same time each day. If the
patient vomits or misses a dose, do not take an
additional dose or make up a missed dose but
continue with the next scheduled dose.

2.3 Dosage Modifications for Adverse Reactions
the VIZIMPRO for
reactions as Table 1. Dosage
reactions are

Reduce dose of adverse
described in
modifications for specific adverse

provided in Table 2.

Table 1. VIZIMPRO Recommended Dose Reductions for Adverse Reactions

Diose Level Dose (Once Daily)
First dose reduction 30 mg
Second dose reduction I5mg

Table 2. VIZIMPRO Dosage Modifications for Adverse Reactions

Adverse Severity® Dosage Modification

Reaction

Interstitial lung Any Grade *  Permanently discontinue VIZIMPRO.

disease (ILD) fsze

Warnings and

Precautions {3.1)]

Duiarthea [see Grade 2 +  Withhold VIZIMPRO until recovery to less than or equal to Grade

Warnings and 1: then resume VIZIMPRO at the same dose level

Precautions (3.2)] + For recurrent Grade 2 diamhea. withhold until recovery to less than
or equal to Grade 1: then resume VIZIMPRO at a reduced dose

Grade3or4 | o Withhold VIZIMPRO unfil recovery to less than or equal to Grade

1, then resume VIZIMPRO at a reduced dose.

Dermatelogic Grade 2 «  Withhold VIZIMPRO for persistent dermatologic adverse

Adverse reactions; upon fecovery to less than or equal to Grade 1. resume

Reactions [see VIZIMPRO at the same dose level.

Warnings and «  For recurrent persistent Grade 2 dermatologic adverse reactions.

Precautions (3.3)] ‘withhold until recovery to less than or equal to Grade 1: then
resume VIZIMPRO at a reduced dose.

Grade 3 or 4 *  Withhold VIZIMPRO until recovery to less than or equal to Grade

1; then resume VIZIMPRO at a reduced dose.

Other Grade 3014 | « Withhold VIZIMPRO until recovery ta less than or equal to Grade
2: then resume VIZIMPRO at a reduced dose.

*Mational Cancer Institute Common Terminology Criteria for Adverse Events Version 4.03
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Table 2, Dose modification and management for Vizimpro adverse reactions
Adverse reactions Dose modification
Interstifial himg disease | « Withhold & b during 11D/ Pn diag evaluation.
(ILDPn itis) « P Ty dis 1e dacomutimb if [LD/Preumonitis 15
confirmed
Dharthoea » For Grade 1 diarrhoea. no dose modification is required. Imtiate

rearment with anti-diartheeal medicinal products (e.g.. loperamide) at
first onset of diarrhoea. Encourage adequate oral finid intake diring
diarrhoea.

+ For Grade 2 diarrhoea, if not improved to Grade = 1 wathin 24 hours
while using anti-diarthoeal medicinal products (e g _ loperamide} and
adequate oral fluid mntake, withhold dacomitinib. Upon recovery to
Grade = 1, resume dacomitinib at the same dose level or consider a
reduction of 1 dose level.

s  For Grade = 3 diarthoea, withhold dacomutingb. Treat with
anti-diarrhoeal medicinal products (e.g.. loperamide), and adequate
oral fluid mtake or intravenous fluids or electrolytes as appropriate.
Upon recovery to Grade < 1. resume dacomitindd with a reduction of
1 dose level.

Skm-telated adverse » For Grade 1 rash or erythematous skin conditions, no dose
Teactions modification is required. Initiate reatment (e.g . antibiotics, topical

steroids. and emollients).

+ For Grade 1 exfoliative skin condittons, no dose modification is
required Imifiate treatment {e.g.. oral anfibiotics and topical steroids)

+  For Grade 2 rash, erythematous or exfoliative sk conditions. no dose
modification is required. Initiate treatment or provide additional
treatment (e.g.. oral antibiotics and topical steroids)

» If Grade 2 rash, erythematous or exfoliative skin conditions persist for
72 hours despite treatment. withhold dacomitinib. Upon recovery to
Grade = 1. resume dacomitinib at the same dose level or consider a
reduction of 1 dose level.

» For Grade = 3 rash, erythematous or exfoliative skin conditions,
withhold dacomitinib. Inifiate or continue treatment and/or provide
additional treatment (e g.. broad spectrum oral or infravenous
antibiotics and topical steroids). Upon recovery to Grade = 1. resume
dacomitinib with a reduetion of 1 dose level

Other + For Grade 1 or 2 toxicity. no dose modification 15 required.

+ For Grade == 3 toxcity, withheld dacomitimb im#il symptoms resolve
to Grade = 2. Upon recovery. resums dacomitimb with a reduchon of
1 dose level.

2.4 Dosage Modifications for Acid—Reducing
Agents

Avoid the concomitant use of proton pump
inhibitors  (PPIs) while taking VIZIMPRO. As an
alternative to PPIs, use locally—acting antacids or
if using an histamine 2 (H2)-receptor antagonist,
administer VIZIMPRO at least 6 hours before or
10 hours after taking an H2-receptor antagonist
[see Drug Interactions (7.1) and Clinical
Pharmacology (12.3)].
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Special populations

Hepatic impairment

No starting dose adjustments are required when
administering Vizimpro to patients with mild
(Child—Pugh class A) or moderate (Child—Pugh
class B) hepatic impairment. Dacomitinib has not
been studied in patients with severe (Child—Pugh
class C) hepatic impairment. Treatment in this
population is not recommended (see section 5.2).

Renal impairment
No starting dose adjustments are required when

8 USE IN SPECIFIC POPULATIONS

8.6 Renal Impairment

No dose adjustment is recommended for patients
with mild or moderate renal impairment (creatinine
clearance [ClLcr] 30 to 89 mL/min estimated by
Cockcroft-Gault). The recommended dose of
VIZIMPRO has not been established for patients
with severe renal impairment (CLcr <30 mL/min)
[see Clinical Pharmacology (12.3)].
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administering Vizimpro to patients with mild or

moderate renal impairment (creatinine clearance
[CrCI] = 30 mlL/min). Limited data are available
in patients with severe renal impairment (CrCl <
30 mL/min). No data are available in patients
requiring haemodialysis. dosing
recommendations can be made for either patient

Thus no

population (see section 5.2).

Elderly population
No starting dose adjustment of Vizimpro in elderly
(= 65 years of age) patients is required (see

section 5.2).

Paediatric population

The safety and efficacy of Vizimpro in the
paediatric population (< 18 years of age) have
not been established. No data are available.
Method of administration

Vizimpro is for oral use. The tablets should be
swallowed with water and can be taken with or

without meals.

8.7 Hepatic Impairment

No dose adjustment is recommended in patients
with mild (total bilirubin < upper limit of normal
[ULN] with AST > ULN or total bilirubin > 1 to
1.5 x ULN with any AST) or moderate (total
bilirubin > 1.5 to 3 x ULN and any AST) hepatic
impairment. The recommended dose of VIZIMPRO
has not been established for patients with severe
hepatic impairment (total bilirubin > 3 to 10 X
ULN and any AST) [see Clinical Pharmacology
(12.3)1.
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=U AIF AL = EMA
( VIZIMPRO® (dacomitinib) tablets, for oral use
8. FUFAAF 3] vl Y ekETY EA #A3 AR
= NEES (B2F) JIBJIE =1 JIBIJIES2 JIB1JIE=3 JI51JIE24
Ha=Z2&15Y
_ _ EtMIBEE 100mg, 150mg, NLEEA 20mg, 30mg, Et2lA3& 40mg, 80m
A= HIAZ2E302 Ol AFE (I TIEILI ) ¢ ¢ o £, =TI e
o _ _ 25mg(LZEIY S AH) 40mg(OHIHEl & 2Bl &t H) (LAIHEIE 0 & At )
H HEZZ2F45Y St2OLAERHHIUIDHEE) _ _ . _
(F)st==24 S22 H oI 25 () B2 OLAEHHIUIZHEE)
(Ct20IEl
ol It 2005.07.29., 2005.10.24.,
ol - 2003.06.14. 2014.01.29. 2016.05.19.
! Xt 2006.07.21.
AT M E A E O b 1. BIAMNIZH
(EGFR) 24z 19 Z o O O1F BiEtQWo Ams = EGFR & 19 Za& £t
&= 21 L858R xl& A 2 S L= H0lA HIAA 21(L858R) xl& ©iole
= =4 sy |8 ZHY EGFR &4 B0[Jt /U= = MY = MOIH HIAA
HIA A ZH 2 (NSCLC)  &HAHO O EGFR &4 HOlJt /Y= = A XS = HMOIME HI HY &tXe 1x X&
— 11X XMz &3 EGFR TK &4 H0|J} U= | 28 L= HOIH HIAA ANEHSC 11X X =
;E HY = HMOIM HIA | ZHES 1X XZ =z JIEt sty &0 | 0/™0 EGFR-TKIZ XI&
o X& = = E0 Ol Ay MOl U= EGFR T790M
2. Az S 24 WM = MO | B0l UM BA WMH F=
O HAIEtEIL HE20H =24 A HEIA HIAMZH MOl HIAMEEHEY EXH2
S, ==8Jls = &0 =
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