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EGFRTKIs In
pretreated NSCLC patients
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EGFR activating mutations
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AET46-ATS50
AE746-T751
AE746-A750 (ins RP)
AET46-T751 (ins A/1)
AET46-T751 (ins VA)
AET46-5752 (ins A/V)
ALT47-E749 [AT50P)
ALT47-A750 (ins P)
ALT47-TT5]
ALT47-T751 (ins P/S)
ALTA7-ST52
ALT47-752 (E746V)
AL747-752 (P7535)

Autophosphorylation

LBS58R (40—45%)
N826S

ABI9T

K846R
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(40-45%)

Sharma et al, Nat Rev Cancer 2007
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PFS In ITT population
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PFS In EGFR M+ and M-

EGFR mutation positive

Gefitinib (n=132)
Carboplatin / paclitaxel ~ (n=129)

HR (95% Cl) = 0.48 (0.36, 0.64)
p<0.0001

9.5 vs 6.3 months

-free survival

ity of progression

1.0

0.87

0.6"

0.47

EGFR mutation negative

Gefitinib (n=91)
Carboplatin / paclitaxel (n=85)

HR (95% CI) = 2.85 (2.05, 3.98)
p<0.0001



Probability 1.0
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Overall Survival

Gefitinib

Carboplatin /
paclitaxel

18.8 vs 17.4 months
HR 0.90; P=0.109




ORR In EGFR M+ and WT




Quality of life
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Gefitinib In Asian Studies
EGFR M+

Study N Regimen RR (%) | PFS HR

NIERORE et G 73.7 | 10.8

0.30

C/P 30.7 5.4
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OPTIMAL study design
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OPTIMAL- PFS
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Overall Response Rate
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Study profile

1227 patients screened Turn-around time:4.5days

1227 Screened
224 M+ (17.6%)

- - 50 pts not eligible
174 patients randomized by 26 Jan 2011

/\

[ 86 erlotinib 88 chemotherapy ]

[ 52 PFS events 4' '_‘ 59 PFS events ]

94 remain in OS follow -up

Completed enroliment in 4 years




Progression Free Survival

1.0 — Erlotinib (n=86)
- L — Chemotherapy (n=87)
0.6 HR=0.37 (0.2530.54)
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Response Rate

=felilglle] Chemotherapy
(N=86) (n=87)
n (%) n (%)

Complete response 2 (2) 0 (0)




Overall Survival

— Erlotinib
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Afatinib




Afatinib
Irreversible ErbB blockade

EGFR inhibition e

ErbB Family Blockade

S EGFR (ErbB1) S ErbB3
W HER2 (ErbB2) S ErbB4




LUXLUNG 3

p
Stage IlIB/IV Adeno
PS ®1

Chemotherapy -naive

~

Afatinib 40mg OD
(n=230)

N




LUXLUNG 6

p
Stage IlIB/IV

PS ®1

Chemotherapy -naive

Afatinib 40mg OD
(n=242)




LUXLung 3 and 6
Efficacy

LUXLUNG 3 LUXLUNG 6
Afatinib Cis/pem | Afatinib | Cis/gem
n=230 n=115 n=242 n=122
RR (% 56.1 225 | 66.9 - 23




Adverse Events

Afatinib (n=229)

Cis/Pem (n=111)

All Gr (%) Gr 3 (%) Gr 4 (%) All GrA (%) Gr 3 (%) Gr 4 (%)
Diarrhea 218 (95.2) | 33 (14.4) 0 17 (15.3) 0 0
Rash/acne 204 (89.1) 37 (16.2) 0 7 (6.3) 0 0
Stomatitis/mucositis 165 (72.1) 19 (8.3) 1(0.4) 17 (15.3) 1 (0.9) 0)
Paronychia 130 (56.8) | 26 (11.4) 0 0 0 0
Dry skin 67 (29.3) 1 (0.4) 0 2 (1.8) 0 0
Nausea 41 (17.9) 2 (0.9 0 73 (65.8) 4 (3.6) 0)
Decreased appetite 47 (20.5) 7(3.1) 0 59 (53.2) 3(2.7) 0]
Fatigue 40 (17.5) 3 (1.3) 0 52 (46.8) | 14 (12.6) 0
Vomiting 39 (17.0) 7 (3.1) 0 47 (42.3) 3(2.7) 0]
Neutropenia 2 (0.9) 1(0.4) 0 35 (31.5) 17 (15.3) 3 (2.7)
Anemia 7 (3.1) 1 (0.4) 0 31 (27.9) 5(4.5) 2 (1.8)




Other Endpoints

Better tolerated

Afatinib arm




LUXLung 3 and 6:

Updated OS

LUX-Lung 3 (n=345)

LUX-Lung 6 (n=364)

Recruitment period

Aug 09 0 Feb 11

Apr 10 d Nov 11

Primary PES analysis

Feb 12 (221 events)

Oct 12 (221 events)

Required maturity of OS

At least 209 events

At least 237 events

OS analysis

Dec 13 (213 events;
61.7%)

Jan 14 (246 events;
67.6%)

Median OS follow -up

41 months

33 months

OS result, overall
population

28.2 vs 28.2 months
HR=0.88, p=0.3850

23.1 vs 23.5 months
HR=0.93, p=0.6137

Yang, et al, Lancet Oncol 2015




Trials of EGFRTKIs vs CT In M+

Study N Median PFS (mos) Median OS (mos)
TKI | Chemo HR (95 % CI) TKI Chemo
IPASS 261 | 9.5 6.3 [0.48 (0.36-0.64) | 21.6 21.9

First Signal | 42 | 8.0 6.3 0.54 (0.26-1.10) | 27.2 PASHS

NEJO02 194 1104 5.5 0.35 (0.25-0.50) | 27.7 26.6

WJTOG |172|92| 6.3 [048(0.33-0.71)| 36 39
OPTIMAL |154[13.7] 4.6 |0.16(0.10-0.26) | 22.6 28.8

EURTAC |174(10.4| 5.1 [0.34(0.2580.54)| 19.3 19.5
LUXLUNG 3 | 345 |11.1| 6.9 |0.58(0.43-0.78)| 28.2 28.2
LUXLUNG 6 | 364 |11.1| 5.6 0.28 (0.20-0.39 ACH PACHS)




Lux-Lung 7/
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EGFRmutation
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No prior treatment

1:1

Afatinib
40 mg OD

Stratified by
Mutation type (Del19/L858R)
Brain metastases (present/absent)

Treatment
beyond
progression



Progression-free Survival

1.0

Afatinib Gefitinib
(n=160) (n=159)

2 0.8- Median PFS (months) 11.0 10.9
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Time to treatment failure
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ORR and DOR

p=0.002
Afatinib Gefitinib
(n=112) (n=89)
Median
DOR (Mos) 10 .1 8.3
95% CI (8.2011.1) | (7.3010.2)
Afatinib
Afatinib Gefitinib

n=112/160 n=89/159




Overall Survival

1.0
Afatinib Gefitinib

0.8 (n=160) (n=159)
b -
g 0.6
o HR (95% CI) 0.86 (0.6601.12)
7] p-value 0.2580
O 0.4




Efficacy iIn Del 19 and L858R

Del 19

Afatinib |Gefitinib
Median PFS 12.7 11.0
(months)
HR (95% CI) | 0.76 (0.5501.06)
p value 0.1071
Median OS, 30.7 26.4
(months)

HR (95% CI)
p-value

0.83 (0.5851.17)

0.2841

L858R

Afatinib | Gefitinib
Median PFS 10.9 10.8
(months)
HR (95% CI) | 0.71 (0.47061.06)
p value 0.0856
Median OS, 25.0 21.2
(months)
HR (95% CI) | 0.91 (0.62081.36)
p-value 0.6585




Adverse Events

Afatinib Gefitinib
Events, % (n=160) (n=159)
Any AE 98.8 100.0
Drug -related AEs 97.5 96.2
AEs leading to dose reduction* 41.9 1.9*
D_rug -r(_elat_e(_j AEs leading to' | 6 | 6.2




Mechanisms of resistance

Small cell, Small cell +
1% ~TT90M, 2%
Small cell + :
5 MET +
= MET, 1% | T790M,
amplification _
, 3%

T790M, 60%

HER2+
T790M, 4%

Blakely et al, Cancer Discovery 2012



Tackling T790M
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Osirmetinib

TAGRISSO

Inhibition of EGFRm ‘ Continue targeting sensitizing mutations

Cross DAE, et al. Cancer Discovery 2014



