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E1HLUX-LUNG 7 STUDY DESIGN

Patients(N=319) Co-praimary endpoints:
Afatinib 40mg QD - PFES(Independent review)
« TTF

» 0S

L8S8R) in the tumor tissue® 1 : 1 - Mutation type(Del 19/L858R) Secondary endpoints:

| » Brain m resen nt) BiSiala
s No brior treatmant: for Brain metastases(present/absent) il PR

. ECOG PS0O/] Gefitinib 250mg QO + Tumor shrinkage
‘HHRQOL

- Stage lIB/IV adenocarcinoma
of the lung

- EGFR mutation(Del 19 and/or Stratified by

- Treatment beyond progression allowed if deemed beneficial by investigator

- RECIST assessment performed at Week4, 8 and every 8 weeks thereafter until Week 64, and every 12
weeks thereafter

- Primary PFS analysis conducted after ~ 250 events . primary OS analysis conducted after ~ 213 events
and 2 32-mo follow-up

- All statistical testing at two-sided S%alpha level with no adjustment for multiplicity

*Central or local test ; "Dose modification to S50, 30 or 20mg was permitted in line with prescribing
information
ECOG PS, Eastern Cooperative Oncology Group performance status . HRQolL, health-related quality of life .
QD, once daily . RECIST, Response Evaluation Criteria in Solid Tumors .

(Luis Paz-Ares, et al. ESM0O2016 Abstract No. LBA43)
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Primary Endpoint: PFS, TTF, OS

Secondary Endpoint: ORR, DCR, safety, QOL

Phase |lIb
Adeno mPFS 0S ORR TTF
EERERCE .
e/ \BR S B afatinib (40mg/day) 115 E 27.94 F 73% 13.74 E
StagelllB/IV n=160
VY AYAN
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Exon21 L858R
- Asymptomatic n=] >9
Gefitinib (250mg/day) 1091 F 24.55 H 56% 11.55F

- No Brain meta

n=319



E2BMUPDATED PFS (INDEPENDENT REVIEW)

1.0 Afatinib(n=160)  Gefitinib(n=159)
=R Median, mo 11.0 10.8
e HR(95%CI) 0.74(0.57-0.95)
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Time(months)
No. at risk

Afatinib 160 142 113 84 67 47 34 26 20 13 10 8 4 3 O O O O
Gefitinib 1859 132 105 82 51 21 18 0 7 5 6§ 8 83 3 O O 0O O

*‘unadjusted
(Luis Paz-Ares, et al. ESM0O2016 Abstract No. LBA43)



EISMUPDATED TTF

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

- Median, mo 13.7 11.5

08 HR(85%CI) 0.75(0.60-0.94)
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time(months)
NoO. at risk

Afatinib 160 148 133 113 91 68 56 48 40 29 25 19 16 7 6 1 O O
Gefitinib 159 144 120 103 74 598 43 30 21 14 10 9 6 S 4 2 0 O

*unadjusted (Luis Paz-Ares, et al. ESMO2016 Abstract No. LBA43)



E4MOS (OVERALL POPULATION)

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

S - Median, months __ 27.9 24.5
e HR(95%CI) 0.86(0.66-1.12)
g 98 \ p-value 0.2580
B —_—
3 ‘Median follow-up:42.6months
€ 08 (as of 08 April 2016)
7)) ‘Median treatment duration
O (afatinib vs gefitinib):
g 0.4 13.7 vs 11.5 months
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Time(months)
No. at risk

Afatinib 1680 156 153 148 139 125 111 104 84 81 74 61 50 36 30 12 2 O
Gefitinib 159 153 148 142 133 119 105 80 80 71 62 56 48 44 27 7 0 O

(Luis Paz-Ares, et al. ESM02016 Abstract No. LBA43)



ESHOS BY EGFR MUTATION SUBTYPE

Del 19 L858R
Afatinib Gefitinib Afatinib Gefitinib
N=93 N=93 N=6/ N=66
Median, mo 30.7 26.4 Median, mo 25.0 2.2
HR(95%CI1)0.83(0.58-1.17) HR(95%CI)0.891(0.62-1.36)
» 1.0 p-value 0.2841 > 1.0 Bt p-value 0.6585
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Time(months) Time(months)
No. at risk No. at risk

Afatinb 93 88 82 68 61 50 35 20 1 Afatinb 67 65 57 43 33 24 15 10 1
Gefitinib 83 86 79 €66 52 39 29 17 0 Cefitinib 66 62 54 39 28 23 189 10 O

(Luis Paz-Ares, et al. ESM0O2016 Abstract No. LBA43)



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

Sex
Men
Women
Age
Ethnicorigin
Asian
Black/African American
White
Missing*
Smoking status
Never smoked
Light ex-smokert
Other current or ex-smokers
Baseline ECOGPS
0
1
Histological classification
Adenocarcinoma
Mixed
Clinical stage at screening
b
v
EGFR mutation category
Leu858Arg
Leu858Arg alone
Leu858Arg+exon 19 deletion
Exon 19 deletiont
Metastases at screening
Adrenal glands
Bone
Brain
Liver
Lung ipsilateral
Lung contralateral
Other

69 (43%)
91 (57%)
63 (30-86)

94 (59%)
1(1%)
48 (30%)
17 (11%)

106 (66%)

21 (13%)
33 (21%)

51(32%)

109 (68%)

159 (99%)

1(1%)

8 (5%)

152 (95%)

67 (42%)

67 (42%)
0

93 (58%)

12 (8%)

80 (50%)
26 (16%)
16 (10%)
86 (54%)
65 (41%)

100 (63%)

53 (33%)
106 (67%)

63 (32-89)

88 (55%)
0

54 (34%)

17 (11%)

106 (67%)
19 (12%)
34 (21%)

47 (30%)
112 (70%)

158 (99%)
1(1%)

3 (2%)
156 (98%)

66 (42%)
65 (41%)
1(1%)
93 (58%)

16 (10%)
73 (46%)
24 (15%)
24 (15%)
88 (55%)
73 (46%)
104 (65%)

Dataare n (%) or median (range). ECOG PS=Eastern Cooperative Oncology Group
performance status. *Patients recruited in French sites did not have their ethnic
origin recorded. tLess than 15 pack-years and stopped more than 1 year before
diagnosis. $One patient in the afatinib group with wild-type EGFR was
erroneously included in the trial and was reported as exon 19 deletion at the time

of randomisation by the investigator.

Table 1: Baseline demographics and disease characteristics

Progression-free survival (%)

Number at risk

Afatinib
Gefitinib

100

80 -

60 -

40 -

20 -

—— Afatinib
—— Gefitinib

HR 0-73 (95% Cl 0-57-0-95); p=0-017

+

+

4

0 | | 1 | 1 1 1 | 1 || 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time (months)
160 142 112 94 67 47 34 27 21 13 6 3 1 0 0
159 132 106 83 52 22 14 9 7 5 3 3 1 1 0

Lancet Oncol 2016; 17: 577—89



A Afatinib
40 -
20 —
g
.qé 0 - 1-. - .l-l, - - - - -
3 |
L0
S -20 -
e
v
S
& 40 -
5 4
Z
=
g -60 :
>§< 7 Number at risk
< —— 220% increase n=1(2%)
804 ~— 20-<20%increase n=3 (5%)
—— >0-<30% decrease n=12 (20%)
—— 230%-<50% decrease n=21(34%)
-100 4 —— 250% decrease n=24 (39%)
Patients sorted by maximum percentage decrease in descending order
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s —— 220% increase n=0 (0%)
-804 — 20-<20% increase n=3 (3%)
—— >0-<30% decrease n=15 (17%)
—— 230%-<50% decrease n=29 (33%)
100 -4 —— 250% decrease n=41(47%)

Patients sorted by maximum percentage decrease in descending order

Gefitinib
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Number at risk

—— 220% increase n=4 (6%)

—— 20-<20% increase n=4 (6%)

—— >0-<30% decrease n=23 (37%)
—— 230%-<50% decrease n=19 (30%)

—— 250% decrease n=13 (21%)
Patients sorted by maximum percentage decrease in descending order

Gefitinib
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Number at risk

~— 220% increase n=0 (0%)

—— 20-<20% increase n=2 (2%)

—— >0-<30% decrease n=18 (20%)

—— 230%-<50% decrease n=27 (31%)

—— 250% decrease n=41 (47%)

Patients sorted by maximum percentage decrease in descending order
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