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Where we come from in NSCLC?
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Where are we now in NSCLC?
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EGFR-ALK-ROS1,...

e




NSCLC: OS improvements
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2008 2012 Median OS >20 months
Pemetrexed + chemotherapy: NSQ? Nab-paclitaxel with targeted therapies
(b) + chemotherapy for patients with EGFR
(- 2006 mutations or ALK
; Bevacizumab + chemotherapy: NSQ translocation
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o 1996—99 Docetaxel +
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3Adenocarcinoma only. ALK=anaplastic lymphoma kinase; EGFR=epidermal growth factor receptor; NSCLC=non-small cell lung cancer; NSQ=non-squamous; OS=overall survival;
SQ=squamous.

Stinchcombe TE, F1000Prime Rep. 2014;6:117; Giotrif US Prescribing Information; Alimta US Prescribing Information; Avastin US Prescribing Information; Taxotere US Prescribing
Information; Tarveva US Prescribing Information; Socinski MA, et al. J Clin Oncol. 2012;30:2055-2062; Opdivo US Prescribing Information; Cyramza US Prescribing Information; Vargatef
SmPC; Paz-Ares L, et al. Presented at ASCO 2015, Abstract LBA109; Schiller J, et al. New Engl J Med. 2002;346:92-98.



O IN SECOND LINE NSCLC

* NIVOLUMAB
* PEMBROLIZUMAB
* ATEZOLIZUMAB



NIVOLUMAB
5-Year OS in phase 1 CA209-003 trial

has improved long term OS in patients with heavily pretreated
metastatic

100
l Median OS (95% Cl), mo
807 Overall (N = 129) 9.9 (7.8, 12.4)
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> J. Brahmer et al. AACR 2017

aThere were 3 deaths between 3 and 5 years, all due to disease progression; 1 surviving patient was censored for OS prior to 5 years (OS: 58.2+ months) 7



Nivolumab. CheckMate 017 and 057

ALL COMMERS

CheckMate 017 (NCT01642004; N = 272)

~

Key eligibility criteria

» Stage IlIB/IV SQ NSCLC

* ECOG PS 0-1

* 1 prior platinum-based chemotherapy

* Pretreatment (archival or fresh) tumor
samples required for PD-L1 analysis

~

CheckMate 057 (NCT01673867; N = 582)

[

Key eligibility criteria

» Stage IlIB/IV non-SQ NSCLC

* ECOG PS 0-1

* 1 prior platinum-based chemotherapy

* Pretreatment (archival or fresh) tumor
samples required for PD-L1 analysis

* Prior maintenance therapy allowed

* Prior TKI therapy allowed for known ALK
translocation or EGFR mutation

~

=

Randomized 1:1

Randomized 1:1

Nivolumab 3 mg/kg IV Q2W
until progressive disease or
unacceptable toxicity
(n=135)

Docetaxel 75 mg/m? IV Q3W

until progressive disease or
unacceptable toxicity®
(n=137)

Nivolumab 3 mg/kg IV Q2W
until progressive disease or
unacceptable toxicity
(n=292)

Docetaxel 75 mg/m? IV Q3W
until progressive disease or

unacceptable toxicity®
(n =290)

Optional switch to
flat dose nivolumab
480 mg Q4W allowed
after September
20162

Optional switch to
flat dose nivolumab
480 mg Q4W allowed
after September
2016

Endpoints
* Primary
- 0s
* Additional
- PFS
- ORR
— Efficacy by
tumor PD-L1
expression

— Safety
— Quality of life
(LCSS)

aThe protocols of both studies were amended in September 2016, when minimum follow-up was approximately 2.5 years, allowing patients to switch to
nivolumab 480 mg Q4W starting 2 weeks after their last 3-mg/kg Q2W dose; PAfter completion of the primary analyses,>* patients in the docetaxel arms who
ended treatment at any time during the studies were allowed to cross over to nivolumab

ALK = anaplastic lymphoma kinase; ECOG PS = Eastern Cooperative Oncology Group performance status; EGFR = epidermal growth factor receptor; IV =
intravenous; LCSS = Lung Cancer Symptom Scale; ORR = objective response rate; PFS = progression-free survival; Q3W = every 3 weeks; TKI = tyrosine kinase

inhibitor

FELIP E. ESMO 2017




CheckMate 017 and 057. OS (3 years’ minimum
follow-up)

80

60 -

05S (%)

40

20

CheckMate 017 (SQ NSCLC)

—A— Nivolumab (n = 135)
-5~ Docetaxel (n =137)

HR (95% Cl): 0.62 (0.48, 0.80)

mOS mo, 9.2 6.0
(95% Cl) (7.3,13.3) (5.1, 7.3)

1-y 0S = 42%

2-y 0S = 23%

1-y 0S = 24% 3-y 0S = 16%

0 6 12 18 24 30 36 42 48 54

No.

Months
of patients at risk

Nivolumab

13 86 57 38 31 26 21 16 8 0

DocetaSel

13 69 33 17 11 10 8 7 3 0
7

Cl = confidence interval; HR = hazard ratio

FELIP E. ESMO 2017

0s (%)

80 -

60

40

20 +

CheckMate 057 (non-SQ, NSCLC)

A Nivolumab (n = 292)
-5 Docetaxel (n =290)
HR (95% Cl): 0.73 (0.62, 0.88)
mOS mo, 12,2 9,5
(95% ClI) (9.7,15.1) (8.1, 10.7)
1-y 0S=51%
1-y0S=39% |
| 2-y 0S = 29%
3-y 0S=18%
2-y0S{16% !
T i T T | f | ] |

Months

No. of patients at risk

Nivolumab

29 19 14 11 82 58 49 39 7 0

DocetaZel 4 8 2

29 19 11 67 46 35 26 16 1 0
0 5 2



LCss ACBI

QoL with Nivolumab

Significantly better safety profile than CT

CheckMate 017. LCSS Average Symptom Burden Index: Figure 5. LCSS ASBI change from baseline means and 95% confidence intervals (on treatment)®
Mean Change From Baseline While on Treatment PEE
30 =&~ Docelaxel
2 /
15 4 —A— Nivolumab  —g— Docetaxel 2 20—4§ s
'2 ﬂ ) -
o T 3 10— o = - .
- Worse § . § P /‘_ . 2 - i
@ 5 4 g ’_-—h::* —
] % 7 wo - } = - - B
EE T T =< | 9 T @ 204
£ =]
% -5 < 30+
&
i B T N Wi TR & % & & % & &
-15 No. of patients a risk Week
Nivoiumab F "2 @ L] “ o » k-] 2 z
20 Docetaxel A % @ F-:] 2 12 1 7 3 1
sHigher scores indicate greater symptom burden; mean (SD) scores at basefine were 24,8 (15.9) for nivolumab and 24.4 (15,8) for docetaxel; only common assessment time points
that had PRO data avallable for >5 patients in either treatment arm are plotted on the graph; MID consists of a change of 210 points
-25 SD = standard deviation

Time (weeks) Lung Cancer Symptom Scale as a Marker of Treatment Benefit With Nivolumab vs Docetaxel in Patients
With Advanced Non-Squamous NSCLC From CheckMate 057

Gralla ASCO 2016

Higher score
is worse




he NEW ENGLAND JOURNAL of MEDIGINE

|| ORIGINAL ARTICLE ”

Pembrolizumab. KEYNOTE-001 Peolznat e s

Edward B. Garon, M.D., Naiyer A. Rizvi, M.D., Rina Hui, M.B., BS.,
Natasha Leighl, M.D., Ani S. Balmanoukian, M.D., Joseph Paul Eder, M.D.,
Amita Patnaik, M.D., Charu Aggarwal, M.D., Matthew Gubens, M.D

. ) Median, mo 18-month 24-month
Median follow-up: 23.1m (95% Cl) rate, %  rate, %

—TPS 250%  15.4(10.6-18.5) 43.4 38.0
—TPS 21% 11.3(8.3-14.0) 37.7 32.8
100 —TPS <1% 8.6(5.5-12.0) 31.7 23.5

90 1
80 -
70 7
60 -
50 1
40 -
30 -+
20
10

0 I I I I I I I 1
0 5 10 15 20 25 30 35 40

No. at risk Time, months

138 100 8l 65 34 13 3
306 212 156 122 67 21 7

Analysis data cut-off: September 18, 2015. 90 57 36 28 21 3 0
Patients with unknown PD-L1 TPS were excluded.

ClI: confidence interval; OS: overall survival; mo: months; PD-L1: programmed cell death ligand 1; TPS: tumour proportion
score; NR: not reached.

Adapted from Hui R et al. Presented at ASCO 2016. Poster 9026.

Overall survival, %

O W
O O o



PD-L1 > 1%

Patients

Advanced NSCLC
Confirmed PD after 21 line of
chemotherapy?

No active brain metastases
ECOG PS 0-1

PD-L1 TPS 21% (22C3 Ab)

No serious autoimmune disease
No ILD or pneumonitis requiring
systemic steroids

Stratification factors:
e ECOGPS(0vs1)

* Region (East Asia vs non-East Asia)
* PD-L1 status® (TPS 250% vs 1%-49%)

ClinicalTrials.gov, NCT01905657.

KEYNOTE-010

THE LANCET

P i versus d. | for previs
PD-L1 it

P , ad d ll-cell lung canc
(KEYNOTE-010): a randomised controlled trial

Pembrolizumab
2 mg/kg IV Q3W
for 24 months

Pembrolizumab
10 mg/kg IV Q3W
for 24 months

Docetaxel

75 mg/m? Q3W
per local guidelines®

and TPS 21% population
e Primary: PFS and OS
e Secondary: ORR, duration of

\_  response, safety

"End points in the TPS 250% stratum )

J

aPrior therapy must have included 22 cycles of platinum-doublet chemotherapy. An appropriate tyrosine kinase inhibitor was required for patients whose tumors had an

EGFR sensitizing mutation or an ALK translocation.

bAdded after 441 patients enrolled based on results from KEYNOTE-001 (Garon EB et al. N Engl J Med. 2015;372:2018-28).
‘Patients received the maximum number of cycles permitted by the local regulatory authority.



KEYNOTE-010. OS

OS, PD-L1 TPS 250% Stratum

OS, PD-L1 TPS 21% (Total Population)

Median HR? Median Rate at HR?

Treatment Arm (95% Cl), mo (95% Cl) P Treatment Arm (95% Cl), mo ly (95% ClI) P
Pembro 2 mg/kg 14.9 (10.4-NR) 0.54 (0.38-0.77) 0.0002 Pembro 2 mg/kg 10.4 (9.4-11.9) 43.2% 0.71(0.58-0.88) 0.0008
Pembro 10 mg/kg 17.3 (11.8-NR) ~ 0.50(0.36-0.70)  <0.0001 Pembro 10 mg/kg 12.7 (10.0-17.3) 52.3% 0.61(0.49-0.75) <0.0001
Docetaxel 8.2 (6.4-10.7) — —

Pembro 2 vs 10 mg/kg: HR 1.12, 95% ClI 0.77-1.62

Docetaxel 8.5 (7.5-9.8) 34.6%

Pembro 2 vs 10 mg/kg: HR 1.17, 95% Cl 0.94-1.45

1001 1007
907 907
o 801 . 801
X o~
= 707 = 70"
s S
g 601 S 601
B 50 501
§ 40 § 407
S 301 S 307
201 201
101 107
G T T T 1 0
0 5 10 15 20 25 0 5
Time, months
139 110 51 20 3 0 344 259
151 115 60 25 1 0 346 255
152 90 38 19 1 0 343 212

10 15
Time, months
115 49
124 56

79 33




Atezolizumab. OAK trial

ALL COMMERS
Stratification factors
« Locally advanced or * PD-L1 expression Atezolizumab PD or loss of
metastatic NSCLC * Histolo . clinical
gy 1200mg i.v. q3w benefit

* 1-2 prior lines of * Prior chermotherapy
chemo including at regimens

least 1 platinum based

* Treated, asymptomatic
CNS metastases
permitted

I
PD

Docetaxel

75mg/m? i.v. q3w

Primary Endpoints OS in the ITT population
* OS in patients with PD-L1 expression on 21% TC or IC

Secondary Endpoints: ORR, PFS, DoR, safety

*A prespecified analysis of the first 850 patients provided sufficient power to test the co-primary NCT02008227; GO28915
endpoints of OS in the ITT and TC1/2/3 or IC1/2/3 subgroup (21% PD-L1 expression) Barlesi, et al. ESMO 2016 (Abs LBA44); Rittmeyer, et al. Lancet 2017



OAK trial. OS (ITT population)

100 4+, HR=0.73*
90.- * (95% Cl: 0.62—0.87)
p=0.0003
80+
— ini foll =19 h
S 70_ " Minimum follow up = 19 months
S 60-
) 8 S
@ | :
T 40 | |
o Atezolizumab : |
> 1 ——
O 30 —+— Docetaxel i i
20' : : ]
10 A Median 9.6 mo i i Median 13.8 mo
) (95% Cl: 8.6-11.2) ! ' (95% Cl: 11.8-15.7)
0 3 6 9 12 15 18 21 24 27
Months
No. at Risk

Atezolizumab 425 407 382 363 342 326 305 279 260 248 234 223 218 205 198 188 175 163 157 141 116 74 54 41 28 15 4 1
Docetaxel 425 390 365 336 311 286 263 236 219 195 179 168 151 140 132 123 116 104 98 90 70 51 37 28 16 6 3

*Stratified HR Barlesi, et al. ESMO 2016 (Abs LBA44); Rittmeyer, et al. Lancet 2017



100+
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1 1

70+

D
o
1

Overall Survival (%)
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o O O O O

o
1

OAK trial. OS in PD-L1 21%

—— Atezolizumab

—— Docetaxel

Median 10.3 mo
(95% CI: 8.8—12.0)

HR=0.74*
(95% Cl: 0.58-0.93)
p=0.0102

Minimum follow up = 19 months

Median 15.7 mo
(95% CI: 12.6-18.0)

| +—+

No. at Risk
Atezolizumab
Docetaxel

*Stratified HR

6 9 12 15 18 21 24 27
Months

241 230 215 207 199 190 176 163 150 145139 133 131 124 119 115 111 104 98 88 71 47 37 28 19 10 3 1
222200185172 161 148136124 116 105 96 89 81 74 72 65 62 59 55 51 41 28 18 15 8 3 1

Barlesi, et al. ESMO 2016 (Abs LBA44); Rittmeyer, et al. Lancet 2017



OAK trial. OS in PD-L1 <1%

100 . HR=0.75*
90 (95% Cl: 0.59-0.96)
™ p=0.0215%
80 - .

Minimum follow up = 19 months

(o> B |
o O
L L

~
o
1

Overall Survival (%)
(&)
<>

:
304 —+ Atezolizumab | :
N I I
—+— Docetaxel ! !
20- | '
I I
10 - Median 8.9 mo | ' Median 12.6 mo
0 (95% CI: 7.7-11.5) : 1 (95% CI: 9.6-15.2)
- I I
I | | lI | l | | I | I
0 3 6 9 12 15 18 21 24 27
Months
No. at Risk
Atezolizumab 180 173 163 152 139 132 125 112 106 100 93 88 86 81 79 73 64 59 59 53 45 27 17 13 9 5 1
Docetaxel 199 187 177 161 147 135124 110 101 89 82 79 70 66 60 58 54 45 43 39 29 23 19 13 8 3 2

*Unstratified HR
*P value for descriptive purpose only Barlesi, et al. ESMO 2016 (Abs LBA44); Rittmeyer, et al. Lancet 2017



What‘s the impact of PD-L1 expression?



Nivolumab. 3-year OS, overall and by PD-L1

CheckMate 017 (SQ NSCLC) CheckMate 057 (non-SQ NSCLC)

H Nivolumab B Docetaxel H Nivolumab M Docetaxel
60 -

1
1
1
1
1
1
|
1
40 - !
1
= ! =
£ | g
[7) ! [7)
o ! o
1
20 A |
|
1
1
1
|
0 -
3-y survivors, n 21 8b : 7 2¢ 9 5¢ 5 2¢ 49 26° : 11 8d 29 12d 23 4d
1
All patients, n 135 137 i 54 52 63 56 17 10 292 290 ' 108 101 123 123 66 46
1 1
1 1
PD-L1 Overall® i <1% 21% 250% Overall® E <1% 21% 250%
expression®d ! !
I 1
I 1
Hazard ratio 0.62 ' 0.60 0.72 0.68 0.73 . 0.90 0.56 0.34
(95% ClI) (0.48,0.80) | (0.40, 0.90) (0.49, 1.06) (0.27, 1.66) (0.62,0.88) . (0.68, 1.20) (0.42, 0.74) (0.22, 0.53)
1 1
' !

aKaplan-Meier estimates, with error bars indicating 95% Cls; YOf the 3-year survivors treated with docetaxel (n = 34) in CheckMate 017 and CheckMate 057, 25 (74%) received subsequent immunotherapy, either
during crossover to nivolumab or as post-study treatment; Of the 3-year survivors treated with docetaxel in CheckMate 017 who had <1%, >1%, or 250% PD-L1 expression levels, 2, 4, and 2 patients, respectively,
received subsequent immunotherapy; 90f the 3-year survivors treated with docetaxel in CheckMate 057 who had <1%, >1%, or 250% PD-L1 expression levels, 5, 8, and 4 patients, respectively, received
subsequent immunotherapy; ¢Overall population includes those with no quantifiable PD-L1 expression (CheckMate 017: nivolumab, n = 18 [3-y OS, 28%] and docetaxel, n = 29 [3-y OS, 3%]; CheckMate 057:
nivolumab, n =61 [3-y OS, 15%] and docetaxel, n = 66 [3-y OS, 10%])

19
FELIP E. ESMO 2017



OAK trial. OS by PD-L1 expression

Median OS, mo

On-study prevalence Atezolizumab Docetaxel

Subgroup 0.41 n=425 n=425
- TC30rIC3 n * : 20.5 8.9
0.67
TC2/3 or IC2/3 — e 16.3 10.8
0.74
TC1/2/3 or IC1/2/3* e 15.7 10.3
0.75

TCO and ICO ;‘% 12.6 8.9

0% 20%  40%  60%  80%  100%
100% ITT* 13.8 9.6

0.2 1 2

Hazard Ratio*

v

<
<

PD-L1 enrichment factor for response In favour of In favour of
. atezolizumab docetaxel
Be careful to exclude PD-L1 negative

*Stratified HR for ITT and TC1/2/3 or IC1/2/3. Unstratified HR for subgroups Barlesi, et al. ESMO 2016 (Abs LBA44); Rittmeyer, et al. Lancet 2017



How long to treat?



CheckMate 153: Continuous vs 1-Year
Nivolumab

Key eligibility
criteria

* Advanced/ Continuous

metastatic . nivolumab
NSCLC Nivolumab

_ 3 mg/kg IV
e 2] prior Q2W
systemic
therapya Treatment for 1
e ECOG PS 0-2 year® . Nivolumab
Stop nivolumab retreatment
‘ Tre?tefl CNS allowed at PD
metastases

allowed

Exploratory endpoints: safety/efficacy® with continuous vs 1-year treatment, efficacy, other (eg,
biomarkers, PK)

* At database lock (May 15, 2017), minimum/median follow-up time post-randomization was 10.0/14.9 months

aConventional systemic therapies, excluding immuno-oncology therapies; "Treatment until PD, unacceptable toxicity, or withdrawal of consent; treatment beyond
investigator-assessed PD permitted; All patients on treatment at 1 year were randomized regardless of response status; ¢Primary endpoint was incidence of high-
grade select treatment-related AEs2; ®Responses were investigator-assessed every 8 weeks + 5 days from week 9

1. Hussein M, et al. Oral presentation at IASLC 16th World Conference on Lung Cancer; September 6-9, 2015; Denver, CO, USA. 22
SPIG EL ESM O 2017 Abstract ORAL02.02. 2. Waterhouse D, et al. Poster presentation at ASCO Annual Meeting; June 3-7, 2016; Chicago, IL, USA. Abstract 3059.
Y]



CheckMate 153: PFS from Randomization

100

80

60

PFS (%)

40

20

PFS rate, %

Median, months 6-

No. at risk
Continuous tx 76

l-yeartx 87

SPIGEL, ESMO 2017

60
50

| | 1 1 1
6 9 12 15 18

Time post-randomization (months)

53 49 35 22 10
43 33 21 16 5

(95%Cl)  month LVear
Continuous tx NR (NR) 80 65
1-year txP 10.3(6.4,15.2) 69 40
HR: 0.42 (95% Cl: 0.25, 0.71)
* ImprovementinPFS
irrespective of response
(CR/PR or SD)
* Trendin OS (HR 0.63)
* Some stabilizations by
. . reexposure
21 24
3 0
1 0

apatients who did not have PD at randomization; minimum/median follow-up time post-randomization, 10.0/14.9 months

bWith optional retreatment allowed at PD
NR = not reached; tx = treatment

23



Treatment beyond progression



Treatment beyond progression

Oak - Exploratory Analysis

Key patient inclusion Atezolizumab PD/loss Non-protocol
criteria mg 1200mg IV gdw gg ofclinical gg therapy/Survival

+ Locally advanced or (n=425) benefit follow-up

metastatic NSCLC
+ 1-2 prior lines of ; '
chemotherapy including [
> i o
1 platinum-based Docetaxel Non-protocol

* Any PD-L1 status 75 mg/m? |V g3w therapy / Survival
(n=850) (n=425) follow-up

No
Treatment
Post PD

Atezo Other
Post-PD Post PD

Number 168 (51%) 94 (28%) 70 (21%)

Median 12.7 m 8.8m 2.2 m
0S (9.3:14.9) (6.0:12.1) (1.9:3.4) NEED FOR RANDOMIZED CLINICAL TRIAL
18 m OS 37% 20% 9%

Gandara D et al, ASCO 2017; abstract 9001



PS-2 & elderly



CheckMate 1

71

e Advanced/meta
static SCC

e 21 prior
platinum-
containing CT

* No untreated
CNS metastases

Treatment until PD?
or unacceptable toxicity

All patients 270 years ECOG PS 2
(N =809) (n=279) (n =98)
Any grade, Grade 34, Any grade, Grade 3-4, Any grade, Grade 34,
n (%) n (%) n (%) n (%) n (%) n (%)
TRAEs 403 (50) 95 (12) 155 (56) 38 (14) 45 (46) 6 (6)
Serious TRAEs 60 (7) 41 (5) 19 (7) 13 (5) 4 (4) 2(2)
TRAEs leading to
discontinuation 45 (6) 31 (4) 16 (6) 12 (4) 5 (5) 4 (4)
All patients 270 years ECOG PS 2
Median OS, months (95% Cl) 9.9 (8.7, 13.1) 11.2 (7.6, NA) 5.4 (3.9, 8.3)
3-month OS rate, % (95% Cl) 81 (78, 83) 78 (73, 83) 65 (54, 74)
6-month OS rate, % (95% Cl) 67 (63, 70) 66 (59, 71) 46 (34, 57)
RESPONSE RATE 14% 14% 11%

POPAT, ESMO 2017



O IN FIRST LINE NSCLC

* MONOTHERAPY: Pembro, Nivo
e COMBINATIONS

—10-10

—10-CT



KEYNOTE-024. PD-L1> 50%

Key Eligibility Criteria Pembrolizumab
+ Untreated stage IV NSCLC 200mg IV Q3W
» PD-L1 TPS 250% (2 years)

» ECOG PS0-1

* No activating EGFR mutation or
ALK translocation

» No untreated brain metastases Platinum-Doublet Sl Pembrolizumab

» No active autoimmune disease Chemotherapy ol 200 mg Q3W
requiring systemic therapy | (4-6 cycles) (I PACEE

Key End Points NSCLC — wild type
No EGFR, no ALK

Primary: PFS (RECIST v1.1 per blinded, independent central review)

Appr. 30% PD-L1
Secondary: OS, ORR, safety Expression =/> 50%
Exploratory: DOR
*To be eligible for crossover, progressive disease (PD) had to be confirmed by blinded, independentcentral radiology review

and all safety criteria had to bemet.

M. Reck et al. ESMO 2016



KEYNOTE-024. PFS

MReck. ESMO 2016.

Prog.r eSSIOh-Free Events, Median, HR P
Survival " mo  (95%C)

Pembro 73 10.3 0.50
<0.001
Chemo 116 60 (0.37-0.68)

RR: 45% (P) vs 28% (CT)
148Y%,
115%

PFS, %
o
=

9 12 15 18
No. at risk Time, months

154 104 89 25 22 3 1
151 99 70 18 9 1

0
CONgress
AssessedperRECIST v1.1 by blinded, independent central review. '” o m
Data cut-off: May 9, 2016.



MReck ESMO 2016.

KEYNOTE-024. OS Events, Median,  HR P

n mo (95% CI)
Pembro 44 NR 0.60

0.005
100 1ony,  Chemo 64 NR  (0.41-0.89)
180%
90 170%
80+
70‘ |
X 601 :
¢ 907 | |
0 401 : Median OS, minimum Follow uo 25 months
30- . Pembro: 30m
201 | CT: 14,2m
[ 0S 24m: 51% P vs 34,5% CT
101 ! HR: 0,63 (0,47-0,86), p=0.002
0 - - ™ 62% effective crossover rate
0 3 6 0 IASCL 2017, Brahmer J.
No. at risk Time, months
:g‘: DMC recommended stopping the trial because of f g
superior efficacy observed with pembrolizumab el | .

Data cut-off: May 9, 2016.



MReck ESMO 2016.

Exposure and AE Summary

Pembrolizumab  Chemotherapy

N = 154 N =130
Exposure, median (range) A9 wv e
(1d-18.7 mo) (1d-16.8 mo)

Treatment-related AEs, n (%) 113 (73) 135 (90)

Grade 3-4 40 (26) 77 (51)

Serious 33 (21) 31 (21)

Led to discontinuation 1 (7) 16 (11)
Led to death 1(<1) 3 (2)

,UIIQ,I'ESS
2%

Data cut-off: May 9, 2016.



CheckMate 026
PD-L1> 1%

Key eligibility criteria:

« Stage IV or recurrent NSCLC

+ No prior systemic therapy for
advanced disease

+ No EGFR/ALK mutations sensitive to
available targeted inhibitor therapy
+21%PD-L1 expression?

+ CNS metastases pemitted if
adequately treated at least 2 weeks
prior to randomization

|Randomize 1:1

Nivolumab
3mohkg v Q2W

n=2M

Disease progression or

unacceptable toxicity

Tumor scans Q6W until

Chemotherapy
(histology dependent)
Maximum of 6 cycles

n=210

Wk 48 then Q12W

Crossover
nivolumab®
(optional)

Disease
progression

Stratification factors at randomization:
+ PD-L1 expression (<5% vs 25%)?
+ Histology (squamous vs non-squamous)

Primary endpoint: PFS (26% PD-L1+)"
Secondary endpoints:

+ PFS (21% PD-L1+)

+08

* ORR¢

Nivolumab Chemotherapy
n=211 n=212
Median OS, months 14.4 13.2
(95% Cl) (11.7,17.4) (10.7,17.1)
1-year OS rate, % 56.3 53.6

HR =1.02 (95% CI: 0.80, 1.30)

CheckMate 026: A Phase 3 Trial of Nivolumab vs

Investigator's Choice of Platinum-Based Doublet

Chemotherapy as First-line Therapy for Stage IV/
Recurrent Programmed Death Ligand 1-Positive NSCLC

Mark A. Socinski,” Benjamin Creelan,? Leora Horn,® Martin Reck,* Luis Paz-Ares,5 Martin Steins,® Enriqueta Felip,”
Michel van den Heuvel,® Tudor Eliade Ciuleanu,® Firas Badin,'® Neal Ready,'" T. Jeroen N. Hiltermann,'? Suresh
Nair,'? Rosalyn Juergens,' Solange Peters,'s Elisa Minenza,'® William J. Geese,'7 Prabhu Bhagavatheeswaran,'?

Allen C. Chen,'” David P. Carbone'®

Primary Endpoint (PFS per IRRC in 25% PD-L1+)
CheckMate 026: Nivolumab vs Chemotherapy in First-line NSCLC

Nivolumab  Chemotherapy
n=211 n=212
Median PFS, months 4.2 5.9
(95% Cl) (3.0,556) (54,6.9)
1-year PFS rate, % 23.6 23.2

HR = 1.15 (95% CI: 0.91, 1.45), P = 0.2511

|

§
)]
w
o
20 =
0 1
0 3
No. of patients at risk:
Nivolumab 1 104
Chemotherapy 212 144

Chemotherapy
| | | I | I | I
6 9 12 15 18 21 24 21
Months
4 49 ki) 24 6 3 1 0
74 47 28 2 8 1 0 0

All randomized patients (21% PD-L1+): HR = 1.17 (95% CI: 0.95, 1.43)



ORR by TMB Subgroup and PD-L1 Expression
CheckMate 026 TMB Analysis: Nivolumab in First-line NSCLC

100 -
Chemotherapy Arm

Nivolumab Arm

90 A

ORR (%)

16 23

32 28 41 53

O -
n= 16 31 41 70

High TMB Low/medium TMB High TMB Low/medium TMB

PD-L1 250% PD-L1 1-49% PD-L1 250% PD-L1 1-49% PD-L1 250% PD-L1 1-49% PD-L1 250% PD-L1 1-49%

S. PETERS. AACR2017

20RR was 45.6% in patients with 250% PD-L1 expression in the nivolumab arm of the TMB-evaluable population



10-10 Combinations

Phase 1 CheckMate 012: first-line Nivolumab + Ipilimumab
Hellmann M, ASCO 2016

e Response Rate: 23-43%
e Substantial Toxicity
*After dose modification: 34-36%
Key patient inclusion critera Grade 3/4 TRAES
+ Stage IBIV NSCLC t of PD-L1 expression:

v No prior chemotherapy for
advanced disease

v ECOGPS (-1 |

(1) ONGOING 92

Primary endpoint Secondary endpoints

v Safetyltolerabilty v ORR, PFS, 08, eficacy by PO-Lf — — = =
expressmn PD-L1 expression Getinoere1a, 2075,




|O-CT Combinations
KEYNOTE-021 phase 2 trial

Pembrolizumab 200 mg

Key Eliqibility Criteria AL
» Untreated stage llIB or IV Carboplatin AUC 5 mg/mL/min
nonsquamous NSCLC + Pemetrexed 500 mg/m?
* No activating EGFR mutation or Q3W for 4 cycles®
ALKtranslocation

* Provision of a sample for
PD-L1 assessment?

» ECOG PS0-1

* No untreated brain metastases Carboplatin AUC 5 mg/mLimin
* No ILD or pneumonitis requiring + Pemetrexed 500 mg/m?
systemic steroids __ QAW for 4 cycles®

Pembrolizumab
200 mg Q3W

for 2 years

End Points

Primary: ORR (RECIST v1.1 per blinded, independent central review)

Key secondary: PFS

Other secondary: OS, safety, relationship between antitumor activity and PD-L1 TPS

PD=progressive disease. CONOTesS
*Randomizationwas stratified by PD-L1 TPS <1% vs 21%, M ¢
®Indefinite maintenance therapy with pemetrexed 500 mg/m? Q3W permitted.




CJ Langer.ESMO 2016.

Progression-Free Survival
(RECIST v1.1 by Blinded, Independent Central Review)

Events,n HR (95% Cl)

: 7% Pembro + chemo 23 0.53
639 (0.31-0.91)

33 P=0.0102

Chemo alone

PFS, %
on
=

20
AN.
PFS 12m: 57% vs 37%
PFS 18m: 52% vs 29% 10 15 20
Med PFS: 19m vs 8m
RR: 57% vs 32% Time, months

0S: NR vs 20,9m HR 0,59 p:0,03 (NS) 20 1 0
13 1

0
CONGIess
Conwn v
IASCL 2017, LANGER C. m




Cancer immunotherapy-based combination
Studies underway in 2016. Chen et al, Nature 18:2017

SCLC

|
Pembro+crizotinib ." ’. Atezo+cobimetinib Melanoma
Phase Il . Pembro+epacadostat \ @ Atezo+CPl444

ab
Phase Il @ Atezo+GDC-091 @ Nivosurelumab g Pembro+LV305
Atezo+IFNa-2b @ Nivosvariiumab @ Pembro+envatinio
ONGOING CLINICAL TRIALS: sl
Ave+PF-04518600 @ Pembro+AMO0I0 g Pembro+SD-101
Ave+utomilumab ® Pembro+CAVATAK @ Pembro+X4P-001

Atezo first line PA—— I e

Durva+epacadostat @ Pembro+CMP-001
Nivo+BMS-986016 @ Pembro+darbafenio+trametinid

10 (old/new antiPD1) + CT |esshiqussssrs

® Ni acadostat ® Pembro+entinostat

Marketed

g ® Nivo+friumab
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@ Nivo+irilumab ®
S Nith-NKTR-ZM
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Early stage



Pacific trial. Loc advanced NSCLC

Patients with stage lll, locally

advanced, unresectable NSCLC ’ oDurvalumabfo Co-primary endpoints
who have not progressed following - Tog{:(zg:i: th; + PFS by BICR using RECIST v1.1*
definitive platinum-based cCRT P
N=476 + 0S
(22 cycles)
1-42 da g2
18 years or older post-cCI)R,'?' 2:1 randomization,
~ stratified by age, sex,
WHO PS score 0 or 1 and smr;)_lﬂ(i?n“g.;3 history Key secondary endpoints
Estimated life expectancy of * ORR (per BICR)
212 weeks Placebo * DoR (per BICR)
10 mg/kg q2w for « Safety and tolerability
Archived tissue was collected up to 12 months . PROs

N=237

All-comers population

Paz-Ares. ESMO 2017



% patients (95% CI)

Pacific trial

Objective Response ) )
Stratified hazard ratio, 0.52 (95% Cl, 0.42-0.65)
35 - Two-sided P<0.0001
P<0.001 .l
30 4 0.9 - Durvalumab Placebo
(N=476) (N=237)
081 Median PFS (95% CI), months 168 (13.0-18.1) 5.6 (4.6-7.8)
25 1 5071 12-month PFS rate (9% CI)  55.9% (51.0-60.4)  35.3% (29.0-41.7)
20 S-S % 064 18-month PFS rate (95% C)  44.2% (37.7-505)  27.0% (19.9-34.5)
i 5 0.
£ 0s-
15 - " 04 - : + Durvalumab
: 03 :
10 (11.31-21.59) '
5 0.2 7 Placebo
14 :
X ;
0 - 0.0 4 i
I I I I 1 I 1 1
Durvalumab Placebo 0o 3 6 9 122 15 18 An 24 2
(N= 443 )t (N=21 3)* No. at risk Time from randomization (months)

Durvalumab 476 377 301 264 159 86 44 21 4 1
Placebo 237 163 106 8 52 28 15 4 3 0

BICR, blinded independent central review; CI, confidence interval, ITT, intention-to-real; PFS, prog free survival

Durvalumab did not negatively affect QoL

IASLC 2017

Paz-Ares. ESMO 2017



CheckMate 159

Pathologic Response
Key patient inclusion criteria 201
. ' 101
Newly diagnosed NSCLC Nivolumab - .
+ Stage! p2.m) I, A 3mghg v < § . "
' ReseClable D14’28 g .20
(122) iy
& -401
0 Emmgmmj.
§
. 10% PR, 85% SD s 0 #Unkaour
« Major Pathological Response (<10% viable g 701 Negative
tumor cells): 43% (9/21) e g0 B Positive
» No impact of PD-L1 expression 904 f
* No delay of surgery 100°

Cnaft otal, 2017, ASCO



Current trials in early stage

Early Disease

Unresectable
RTOG 3505 (phase 3)
Neoadjuvant Adjuvant

CRT = piyo.vs placebo
Checkmate 816 (phase 3) ANVIL (phase 3) NICOLAS (phase 2)
Nivo + ipi vs CT Nivo vs observation

Nivo + CRT (conc. vs seq.)

NCT02818920 (phase 2) PEARLS (phase 3) NCT03102242 (phase 2)
Pembro, Atezg + CRT
IMpower010 (phase 3) PACIFIC (phase 3)
. = Nivolumab # ipilimumab trial Atezo vs BSC (Prior CRT) durya vs placebo

= : : ¥ Met primary endpoint of improved
. Pembrolizumab trial IFCT-1401 (phase 3) puecs i i
. = Atezolizumab trial

- = Durvalumab trial

Durva vs placebo



Final comments

e Confirmed objective and symptomatic efficacy in
pretreated patients = long term survivors for the fist time!

e Superior efficacy in selected untreated patients

e Upfront combinations to be determined: 10-10, IO-CT

e Several remaining questions: biomarkers, special
population, early stage, SCLC,...



Immunotherapy in the clinic.
Lung Cancer
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20 octubre 2017
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