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Mever smoked —r— 364
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Prior E/G 1o randomization < B weeks et 382
Prior E/G to randomization > = 8 weeks e 396
Prior chemo: 1 line —— 398
Prior chemo: > 1 line —e— A72
Best response to prior E/G: CR/PR —— 234
Best response 1o prior E/G: 50 A 511
Ll

T T |
1/8 14 172 1 2
«— Favors afatinib Favors placebo =

MedscapeCME

Figure 2. Afatinib and progression-free survival. CR = complete response; ECOG = Eastern
Oncology Group; E/G = erlotinib/gefitinib; PR = partial response; SD = stable disease



461 pts tested for EGFR Mutations
EGFR Mutation (129 pts)

All (N=129)
+ 1%-Line (#61)
Del19+L858R (N=106,82%) Other(N=23, 18%) - 2"._Line (#68)

Inv. Indep. Inv. Indep, Inv. Indep.
CR+PR 69 (65%) 65(61%) 10(44%) 8(35%) 79(61%) 73(57%)
DCR* 93 (38%) 92(87%) 18(78%) 12(57%) 111(86%) 105 (81%)
PD 61(6%) 10(9%) 3(13%) 9(39%) 9(7%) 19 (15%)
NE 7(7%) 4 (4%) 2(9%) 1(4%) 9 (7%) 5 (4%)

*Investigator vs independent assessment
YaneCH, et al, ESMO 2010. Abstract 367°D. MedscapeCME

Figure 3. Afatinib in patients with EGFR mutations. CR = complete response; DCR = disease
control rate; NE = non-evaluable; PD = progressive disease; PR = partial response; Inv =
investigator; Indep. = Independent.
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The ECs, values were determined as described in "Materials and Methods”, confirmed in
independent experiments and reported as nM values.

BIBW2992 (nM) Erlotinib (nM)

L858R 4 16
L858R-T790M 119 >10000
E746_A750delS 0.9 5
E746_A750del5+T790M 64 >10000
S752 1759del8 0.2 33
S752 1759del8+T790M 103 >10000
L747 _A750del4insP 1 5
L747_A750del4insP+T790M 60 >10000
L747 _P753del7insS 2 0.3
L747_P753del7insS+T790M 49 >10000
E746_S752del7insV 0.2 25
E746_S752del7insV+T790M 102 >10000
EGFR variant III deletion 0.9 144




(2) PF-00299804 (dacomitinib)
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EGER ERRE2? ERRB4  Celular EGHRE Cellular EREBZ
(NIH3T3EGFR)  (NIH3T3/ERREZ)

IC,, (NM) IC,, M)  IC,, (nM) IC,, (Nk) IC,, (NM)
PF-00299804 6.0 45.7 73.7 5.8 4
gefitinib 3.1 343 476 14.4 >500
erlotinib 0.56 512 790 19.3 299

PF-00299804 in vitro Activity against EGFR,
HER2 and KRASmut NSCLC Cell Lines

Call Line ELFR magation ERBHI nagation K-ras numation Cafitingy [0 PROOO8IM IC,
ALq0 WT WT 118 = 10 phl = 10 phl
H441 WT WT GITV = 10 phl 4 phl
Cahu-3 WT WT WT L4 ph 0063 phil
HER? +++
HIg1% WT WT WT 0.42 phl 0022 phl
HER? +++
HITEL WT Ins GTTEY, C WT = 10 phl 0275 ph
HCC 827 Del ET46_ATED WT WT 0.008 pi 0002 pi
HCC 4006 DelL7T47_ETH WT WT 0.050 phil 0.004 pi
PC-o Del ET40_ATED WT WT 0.023 pM 0002 pih
HiXxE LESER WT WT 0.075 pil 0.007 pi
HEE GR LEBSERT THIN WT WT = 10 M 0119 pM
HI¥TE LESRRT THM WT WT = 10 phl .44 phl




1 prior CT regimen = 54% PF vs 67% Erl
~  PF-00299804 (N=94)
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gure 2. Progression-free survival in patients receiving PF299804 versus patients receiving erlotinib,

In favor of In favor of

PF299804 Erlotinib PF299804 Erlotinib Hazard ratlo

Population n n * o (95% CI)

All patients 94 9% R 0.68 (0.49-0.95)
EGFR wt 57 65 et 0.78(0.53-1.14)
EGFR mutant 19 1 b ; ! 0.69 (0.24-2.00)
EGFR wt or unknown 75 83 e 0.74(0.52-1.05)
KRAS wt 56 61 ———i— 0.52 (0.34-0.80)
KRAS wt and EGFR wt 37 49 —at 0,62 (0.39-1.00)
Histology: adenocarcinoma 62 61 —_— 0.67 (0.44-1.02)
Histology: nonadenocarcinoma 32 33 p——~¢~—:—+ 0.70 (0.41-1.19)
Gender: male 55 56 —t— 0.74(0.49-1.12)
Gender: female 39 38 T 0,60 (0.35-1.04)
Smoking status: ever-smoker 75 7 —i— 0.72(0.50-1.03)
Smoking status: non-smoker 19 20 ' = 0,64 (0.27-150)
Ethnicity: East Asian 23 24 , : i 062 (0.31-1.23)
Ethnicity: non-East Aslan 7 70 ,_,.__4 0.71 (0.49-1.04)
Age: <65 66 60 i 0.56 (0.37-0.85)
Age: 265 28 3 e —s 101 (0.58-1.77)

012 0.25 050 1.00 2.00 4,00
Hazard ratio (log scale)

(1 = confidence Interval; EGFR = epidermal growth factor receptor; wt = wild type.
— = overall population hazard ratio.
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PFS
(mos)

pre=——

PFS HR (95%
ci)

OPTIMAL (erlotinib) n=154; 82
SLCG (erlotinib) n=217; 217 E

CALGB30406 (erlot

inib) n=33; 33 E

IPASS (gefitinib) n=261; 132 G
First-SIGNAL (gefitinib) n=42; 26 G
WITOG3405** (gefitinib) n=172; 86 G
NEJSGO002 (gefitinib) n=228; 114 G

*48% pts overall recelved erlotinib 2L

**data for stage 11IB/IV pts (for overall population: median PF5=9.2 mos; HR .45 [.34-.71])

1 Zhou et al. ESMO 2010. Abstract LBA13; 2. Rosell et al. N Eng/ f Med. 2005,361-558-367; 3. Janne et al. f Clin Oncol.
2010;28{155):7503; 4. Mok st al. & Engl J Med. 4 2009.361-947-957; 5. Les et al. WCLC ZDE'E Abstract PRS; 6. Mstsudcnm et al,
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EGFR=TRI Reference
(stiecdy rcnne)
Erlotinib All studies

Herbst ef al., 2005
(TRIRLITE)

Shepherd e al., 2005
(Br.21)

Cho et af., 20073

Gatzemeier ef al,, 2007 %
{TALENT)

Jackman et al., 2007

Felip et al., 2008 '*
Lilenbaum ef af., 2008 *
Mok ef al., 2009
(FAST=ACT)

Bennouna et af., 2010%

Groen ef al., 20007

Kelly er af., 2010%

Deseription

Dose: 150 mg

Phase ni; erlotinib 150 mg vs. placebo; first-line
combination therapy with paclitaxel and

Patients
fn}

Total: 1079
:clotinib: 539

chemotherapy-naive

Phase w3 erlotinib 150 mg vs. placebo; second- or
third-line monotherapy after failure with standard
first- or second-line chemotherapy

Phase n; second-line erlotinib 150 mg after failure
with gefitinib
Phase m; erlotinib 150 mg vs. placebo; first-line
combination therapy with gemeitabine and cisplating
chemotherapy-naive

Phase u; first-line erlotinib 150 mg; chemotherapy-naive

Phase n; second-line erlotinib 150 mg after failure
with platinum-based chemotherapy

Phase i; first-line erlotinib 150 mg vs, chcmnliwap)

Placebo: 540
Total: 731
Erlotinib; 483
Placebo: 243
Total: 21
Total: 1172

Erlotinib: 586
Placebo: 586

Total: 80
Total: 83

TMG] IUJ

in and paclitaxel); ch

Phase n; first-line sequential ctlmmuh 150 mg and
i based doublet ct b bine and
cisplatin {tc) or carboplatin vs. dn.nmlhn.mpv alone

Phase u; everolimus plus erotinib 150 mg ()
vs. erlotinib 150 mg monotherapy (ea);
previously-treated patients

Phase u; sunitinib plus erlotinib 150 mg (i) vs.
placebo plus Q.I']Olll‘ll'! 150 ' mg (re); 2 2 o fewer
previous cl lor
more platinum-| -based regimens

Phase us; pralatrexate vs. erlotinib 150 mg; previously
treated with platinum-based chemotherapy

b 52
Chemotherapy: 51

Total: 154
aeterlotinib: 76
ae+placebo: T8

Total: 133

EE: b
B 67

Total: 132

Total: 201

Girades of rash (%)
All =3
3319 3-10
61.7 7.2
76 9@
333 43
NR i

788 &
6l 7
63 8
65 3
Hk NR
MR NR
R Erlotinib:
=10

Grades of diarrhea (%)

Al
1069
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=3
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EM: 5

ser17.2
re: 1.6
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EGFR=TKS Reference Description Patients Grades of vash (%3)  Grades of diarrhea (%)
(stiecdy neime) i Al X All =3
Scagliotti e al, 200077 Phase m; sunitinib plus erlotinib 150 mg (s¢) vs. placcho Total: 960 NR NR =k 10.4
plus erlotinib 150 mg (e); 2 or fewer previous e 1.7
chemotherapy regimens
Zhao er al., 2000% Phase ; erlotinib 150 mg plus capecitabine; first-line in Total: 62 NR R N it
(ML 22206) elderly patients with advanced discase
Gefitinib All studies Doses: 250 mg and 500 mg 34-75 0-13 27-75 0-25
Fukuoka ef al, 2003%  Phase u; second-line gefitinib 250 mg or 500 mg after Total: 210 250mg:  50mg: 250mg: 250 mg:
(IpEAL 1) failure with | or 2 chematherapy regimens, at least 250-mg Arm: 104 46.6; I 39.8; 0;
1 platinum-based 500-mg Arm: 106 500 mg: 300 mg: SO0 mg: 500 mg:
68.9 6.6 51.5 b
Kris et al,. 2003% Phase u; gefitinib 250 mg vs. gefitinib 500 mg after Total: 221 250 mg: 150 mg: 250mg: 250 mg:
{1oEaL 2) Failure with 2 or more chemotherapy regimens Gefitinib 230 mg: 106 62; 1 5T 1;
ining cisplatin or carboplatin and d 1 Gefitinib 500 mg: 115 500 mg: 300 mg: S00mg: 500 mg:
75 4 75 5
Giaccone ef al,, 2004 4 Phase w; gefitinib 250 mg or 500 mg vs. placebo; Total: 1093 250 mg: 250 mg: 250 mg: 250 mg:
(mracT 1) first-line bination therapy with itabine and Gefitinib 250 mg: 365 44.5; 36 287 3.6;
cisplatin; chemotherapy-naive Gefitinib 500 mg: 365 500 mg: 300 mg: SO0 mg: 500 mg:
Piaccba: 363 56.7 126 50.8 120
Herbst et al., 20049 Phase w; gefitinib 250 mg or 500 mg vs. placebo; Total: 1037 250 mg: 150 mg: 250 mg: 250 mg:
(TacT 2) first-line combination therapy with paclitaxel and Gefitinib 250 mg: 345 54.4; e 13 582 9.9;
carboplatin; chemotherapy-naive Gefitinib 500 mg: 347 500 my; 00 mg: S00mg: 500 mg:
Hlacebo: 345 613 TE; 69.3 254
Thatcher ef af., 2005 1% Phase ur; second- or third-line gefitinib 250 mg vs. Total: 1692 37 2 27 3
{1SEL) placebo after failure of | ar 2 previous chemaotherapy Gefitinib: 1129
regimens Placebo: 563
Kim et al,, 200814 Phase 1i; second-line gefitinb 230 mg vs, docetaxel afier 494 2.1 350 25
(INTEREST) failure with up to 2 chemetherapy regimens, at least
1 platinum-based
Goss ev al., 20094 Phase 1 first-line gefitinib 250 mg vs, placebo; Total: 201 34 0 51 3
{msTER) chemuotheapy-naive Gefitinib: 100
Placebo: 101
R Refercrce Dresecelphion Paticrss Girwdes af vali () Grvande: af darea (26
ferdy nenz) m Al 3 Al 25
Mok ef e, 200997 Phase w; first-line gefilinib 250 mg v carboplatin plus Totak 1217 66.2 3l 46.6 38
(imass) paclitazel (c*); chenotherapy-na’ve Geftinib: 609
e GIR
Surmoent et al, 2010+ Phase ni; mantenanee gefitinib 250 mg vs. placebo; Tetal: 173 +) R 29 R
(FoRTe UED21-Lee) patients non-progressi 4 cyeles of plai based Gefitinib: 6
chemoherapy Plicebor 87
Afbatinib Al siudies Dioses: 20 mg, 40 mg, 50 mg 33100 025 0-100 0-33
{BIBW 2902)
Miller o al., 200013 Phasz m/in; afativib 50 mg vs, placebe nftes filure 75 14 87 17
{ux-Lurg 1) with chemcileziagy (inchading platinumt and eotiniy
or gefitinb Flazeba: 193
Yamamoto ef of,, 200017 Phase 1; afatinib 20 me. 40 mg. or 50 g afier Total: 12 Wmg i) Wm0 0mz0  0mgd
(=L 1) Tniluere with smy combinator of chemothernwy A0 mg: 100 4D mg 0 40 mg: 66,7 4 mg: 0
erlotinib, and gefitinib Mmoo Somg o 50 mg: 100 50w 333
Yang of af, 201016 Phase 13 afstinib 40 mg or 50 my in patienis with Total: 120 40 mg: 90.0 40 mg: 6.7 40 mg: 96.7 40 mg: 6.7
(ux-Lung 2) sctivating EGFR mutations after failune with | 50 g 919 50y 233 5000 939 50 ug-21.2
chemethzrepy regimen and no previous BTkl
Orgoing study 18 Phase i efatinb 10 mg plus preltaxel vs. nvestigator’s Total: 900 m wh wn e
(um-Lurg 5) choice of single-agent chenotherapy after progression
with afalinib menetherapy
Ongoing study Phase m; afftinih va. sisplatin plus gemeitabing Total: 330 e i ke sk
(wa=Lurg ) fisst-ling in padients with reer aciviling mutativn
PE-00295304 All sudics Doses: 15 g, 30 mg. and 45 ma 63-100 0-13 m-n 0-15
Janne et al,, 20093 Phase; PF- 45 mgi i lotal: 34 849 151 £11 3.2
(ATATIO0Z) and nen-adenacarcinema patiens aftar failure with . Adenocarzinona: 30
least 1 chemotherapy regimen and erotiniy Non-adenocarcinoma 4
Mok ef af,, 2001077 Fhase i; first-line PE2Y9804 30 mg or 45 mg Total: 74 Mmz 69 30mg 0 3mgT7 F0mgd
in advanzed sscue wilh gcre mutalion Aimz 68 4Smg: 1 AHSmE 97 HSmels
EGFR=TRT Reference BDlescriprion Pettenis Grades of rash (%) Grades of diarvhea (%)
(stuedy mame) i} Al =3 Al =3
Ramalingam ef af,, 2010"  Phase u; PF-00299804 45 mg vs. erlatinib 150 mg n Total: 188 Tolerable in both agents  Tolerable in both agents
advanced vscLe patients who were erlotinib-naive and Erlatinib: 94
had failed at least | chemotherapy regimen PF-00299804: 94
Takahashi ef al., 2010 Phase 1; PF-00299804 15 mg, 30 mg, or 45 mg in Total: 13 106 45 mg: 154 o NR
advanced solid-tumour patients whe had failed all
standards of care
Ongoing study * Phase wi; FF-00299804 45 mg vs. placebo in advanced Total: 720 MR NR NR NR
(Br.26) wseLe patients after failure with at least | chemotherspy
regimen and erlotinib or gefitinib (or both)
Ongoing study ** Phase ir; FF-00299804 43 myg vs, erlainib 1350 mg n Totul: 160 nr nK N Nr
(AT471028) advanced wscic patients after failure with at least

1 chemotherapy regimen

o Adverse events by dose subgroup not gven,
p , FE

NR = nol

fior R h and Ti

P EORTC =

of Cancer.
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EGFR=TKI Description Grades (%)
All =3
Erlotinib 150 mg All studies 33-79  3-10
Phase 1 studies 62-76  3-10
Gefitinib 250 mg All studies 34-75 0-13
and 500 mg 250 mg 34-66 04
500 mg 57-715 4-13
Phase i studies 37-67 2-13
250 mg 37-66  2-4
500 mg 57-67 12-13
Afatinib 40 mg All studies 67-100 0-25
and 50 mg 40 mg 90-100  0-7
50 mg 67-92  0-25
Phase i studies 78 14
50 mg
PF-00299804 30 mg All studies (phase u®  68-100 0-15
and 45 mg 30 mg 69 0
45 mg 68-85 15

4 No phase 11 study results using PF-00299804 are available to date.
5

EGFR-TKI Description Grade (%)
Al =3
Erlotinib All studies 10-69 0-17
150 mg Phase m studies 40-68 2-12
Gefitinib All studies 27-75 0-25
250 mg and 500 mg 250 mg 27-58 0-10
500 mg 51-75 5-25

Phase m studies 27-69 3-25

250 mg 27-58 3-10

500 mg 51-69 12-25

Afatinib All studies 67-100 0-33
40 mg and 50 mg 40 mg 6797 0-7

50 mg 87-100 17-33

Phase m studies
50 mg 87 17
PF-00299504 All studies (phase n)* 77-97 0-15
15 mg, 30 mg, 30 mg 77 0

and 45 mg
45 mg 81-97 13-15

# No phase i study results using PF-00299804 are available to date.



(5) Erb (HER) i

EGF

TGFo

Amphiregulin MREG2
fcellulin MRGS
HB-EGF Heregulinz
Epiregulin Heregulins f-cellulin

Eutracellular

Cell mermbrane

Cytoplasm

ErhB1 ErbB2 ErbB3 ErbB4

HER1 HER2 HER3 HER4
EGFR Nen



