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PD-1/PD-L1 checkpoint inhbitors

Nivolumab Humanised IgG4
Effector phase
Pembrolizumab Humanised I1gG4 MSD
D ’ T cell i “"‘.jCa_ncgcell PD-1 o o . .
J - | @ Cemiplimab Humanised IgG4 Sanofi
s Sintilimab Humanised IgG4 Lilly
Camrelizumab Humanised I1gG4 Jiangsu Hengrui
Tislelizumab Humanised IgG4  Beigene, Novartis
Toripalimab Humanised IgG4 Coherus
Medl A -
Durvalumab IgG1 edimmune/Astra
PD-L1 Zeneca
Atezolizumab IgG1 Genentech/Roche
Sugemalimab IgG1 Cstone

Ribas. N Engl J Med 2012; 366:2517
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#1 Immunotherapy to replace chemotherapy
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#1 Immunotherapy to replace chemotherapy

Second |ine Atezolizumab Nivolumab Pembrolizumab

OAK CheckMate 017 CheckMate 057 KEYNOTE-010
vs . Phlll alicomer 2/3L atezo Phlll 2L Sq nivo vs. doc Phlll 2/3L NSq nivo vs. doc Phlll PDL1+ 22L pembro vs. doc
vs. doc
D I (n=850) (n=272) (n=582) (n=1034)
o Ceta xe HR 0.73 HR 0.95 HR 0.59 / 0.62 HR 0.63 HR 0.73 HR 0.92 HR 0.71/0.61 HR 0.88/0.79
p=0.0003 p=0.00025 / p=0.0004 p=0.0008 p=0.0015 p=0.3932 p=0.0008/0.0001 p=0.07/0.004
15,0 113.8 f_H f—H f_H f—H f_H Ie 127 \ r A \
m 10,4
= 9.6
£ 10,0 - 9.2 8,5
(o)
= 6,0
g 50 - 3.5 39 40 40
= 28 40 2,8
] I
0,0 . 5
Atezo Doc Atezo Doc Nivo Doc Nivo Doc vao Doc Nivo  Doc Pembro Doc Pembro Doc
(01 oS PFS PFS oS (01 PFS PFS PFS PFS oS oS PFS PFS
OR % Atezo 14% vs doc 13% Nivo 20% vs doc 9% Nivo 19% vs doc 12% Pembro 18% vs doc 9%
Notes G3-4 treatment-related G3—4 treatment-related G3—4 treatment-related G3-5 treatment-related
AEs: 15 vs 43% AEs: 8 vs 56% AEs: 10 vs 54% AEs: 13-16 vs 35%

Reduction from baseline in lung
cancer symptoms with nivolumab

Cross-study comparisons are not intended.

Felip E et al. J Clin Oncol 2017; ALL histologies 2 trials for 2 histologies ALL histologies
Herbst RS et al. ALL PD-L1 ALL PD-L1 PD-L121%
Rittmeyer A et al. Lancet. 2017;389:255




Immune checkpoint inhibitors
Prolonged survival in responders: 5-year OS is reachable

CHECKMATE-017/-057

100 :
Nivolumab Docetaxel
(n=427)  (n=427)
Common eligibility criteria 80 4 Median OS, mo 1.1 8.1
+ Stage llIB/IVNSCLC Nivolumab 0 = i
. Stage iV ) 3 e (95% Cl) (9.2-13.1)  (7.2-9.2)
+ 1 prior platinum-based chemotherapy (n = 427; pooled) 1-year HR (95% ClI) 0.68 (0.59-0.78)
Treat until disease — 0,
heckMate 017 (n = 272) R ; i 48.0
. sQ N(S:CeL((:: ate 017 (n 1:1 progression X 60 /o
or unacceptable b
CheckMate 057 (n = 582) Stratified by: toxicity 8 2.yea r
+ NSQNSCLC * Region and prior Docetaxel
+  Prior TKI therapy allowed for known paclitaxel use (017) 75 mg/m? IV Q3W¢ 40 - 26.9% 3-year 4
ALK translocation or EGFR mutation + Prior maintenance and (n = 427; pooled) =year
+ Prior maintenance therapy allowed 2nd vs 3 line of 1 13.5% 17.1% 4 5-year
therapy (057) 1 = 1 4_2%
: 8.2% .
20 , : Nivolumab
Primary endpoint: OS | A
LMV AR AN
Additional endpoints: PFS, ORR, efficacy by tumor PD-L1 expression, safety, PROs : : o |
! ocetaxe
1 1
0 T T T T T f T T T 1 T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78
s Months
PFS DOR No. at risk
Nivolumab 427 280 205 150 13 84 70 64 55 54 50 30 6 0
100 1 Nivolumab  Docetaxel 1004 Nivolumab Docetaxel Docetaxel 427 264 145 84 57 45 34 26 19 12 9 4 0 0
(n=427)  (n=427) (n=84) (n=45)
Median PFS, mo 3.5 Median DOR, mo 19.9 56
809 (95% CI) (22-35) (3.1-4.2) = 80 (95% Cl) (11.4-308) (4.4-7.0) 5 = "
R o T, s % P \ PF? rate post : K ‘ [ survive at 5 years |
g 80:5% 2ye 3 : 4 ‘ 5 :
3601 8 604 2-year years years years years
- 2 48.6% ‘ ‘
= 1 E ; géyzir 4-year s5.year 2 years progression free  (n = 45)° i
2l -year & ! .6% 5% o L ; b
v 19.7%  2:year , ‘% * i —b % 68% . 82%
Wooon 1345 1o 4T Syear g ‘ 1 Nivolumab I T ), 0%
20 a2 24% g5y, 4 ° 8.0% 20 15.2% R
e N 0 t . iolumab ;5'1% i 3 years progression free  (n = 29)° W///////////////////////// 90% . 0%
e | Dousti 04— L [Tk 777777 ) 5%
0 6 12 18 24 30 36 42 48 54 60 66 72 78 0 6 12 18 24 30 36 42 48 54 60 66 72 2
o, st ek Months Months
Ni:;)launr::h 427 129 71 56 45 33 29 28 25 22 21 10 2 O 84 66 49 40 37 29 25 23 2 21 18 8 0 4 years progression free (n =25)° 8% } 100%
Docetaxel 427 115 30 8 4 3 1 0 0 0 0 0 48 19 6 1 1 1 0 0 0 0 0 0 0

Gettinger et al. WCLC 2019



Immune checkpoint inhibitors
Prolonged survival in responders: 5-year OS is

KEYNOTE-010:

Key Eligibility Criteria®
» Advanced NSCLC

» Confirmed PD after >1 line of
chemotherapy=

* No active brain metastases
+ ECOGPS0-1
» PD-L1 TPS>1%

» No active/history of autoimmune
disease requiring systemic
therapy

* No ILD or pneumonitis requiring
systemic steroids

R (1:1:1)
N =1034

Dual primary efficacy endpoints: OS and PFS

(RECIST version 1.1, independent central review)

Secondary endpoints: Included ORR and DOR

Pembrolizumab
10 mg/kgd IV Q3W =
for 35 cycles (2 years)

Fembrolizamab)
2imglkgeiViQ3Wi =

for3v cycles (2 years),

Docetaxel PD
75 mg/m2 Q3W Lol
per local guideli

Herbst R et al. Abstr FP13.01 WCLC 2020

Pembrolizumab

Progression-Free Survival, %

Overall Survival, %

PD-L1 TPS >50%

Ewvents, n HR
& (36) {95% CI)
Pembrolizumab 290 235 (81.0)

100 Docetaxel 152 141 (92.) 0-57(0.46-0.71)
90

80

70- Median {95% CI)

60 5.3 mo (4.2-6.5mo) 218.2%

42 mo (3.8-5.1 mo) :NR

40-

30

20

104 :

0 I I I I I 1 1 1 I I I 1

0 6 12 18 24 30 36 42 48 [f54 60 66 72
mrrnemnes  AME.months

100-] Docetaxel 152 132(86.8) | 0-55(0.44-0.69)
90

80_

70- Median (95% CI) :

60— 16.9 mo (12.321.4 mo) 1 25.0%

8.2mo(6.4-9.8 mo) 18.2%

w_ ........
40- :

30 :

10- ey g

Y T T T T T T T T T T T 1

0 6 12 18 24 30 36 42 48 |54 60 66 72§

Timma manthe

Progression-Free Survival, %

Overall Survival, %

reachable

PD-L1 TPS >1%

Ewvents, n HR
n {36} {95% CI)
Pembrolizumab 690 617 (89.4)
100 Docetaxel 343 321 (336) 0-84(0.73-036)
90
80
70 Median (95% C1)
60 4.0 mo (3.14.1 mo) 9.4%
41 mo (3.8-4.5mo) 0.7%
40-
30-
20—
10
0 1 1 I 1 I 1 1 1 1 1 1
0 6 12 18 24 30 36 42 4 51 60 6 [z

rEnvIvnaunnian ng' month-g“ o997

Docetaxel 243 209 (1) 0.70 {0.61-0.80)

Median (95% CI)
118 mo(104-13.1 mo)
84 mo (7.6-8.5mo)

$15.6%
:6.5%

T T T T T T T T T T 1
6 12 18 24 30 36 42 72

Tirma manthe
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Immunotherapy to replace chemotherapy
Selection based on PD-L1250%

KEYNOTE-024: design

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

+ ECOG PS 0-1
* No activating EGFR mutation or

ALK translocation
» No untreated brain metastases Platinum-Doublet Pembrolizumab
+ No active autoimmune disease Chemotherapy? 200 mg Q3W
requiring systemic therapy (4-6 cycles) for 2 years

En_d Points _ Pemetrexed + carboplatin®
Primary: PFS (RECIST v1.1, blinded Pemetrexed + cisplatin®
independent central review) [t

) Gemcitabine + carboplatin
Key secondary: OS Gemcitabine + cisplatin

Secondary: ORR, safety
Exploratory: DOR

aOptional pemetrexed maintenance therapy for nonsquamous disease. °Permitted for nons%uamous disease oanTy. ) o )
°Prior to the DMC recommendation and amendment 6, which permitted those in the chemotherapy arm to be offered pembrolizumab (based on interim analysis 2 data), patients

were eligible for crossover when PD was confirmed by blinded, independent central radiology review.

Reck et al. N Engl J Med 2016; 375:1823



Immunotherapy to replace chemotherapy
Selection based on PD-L1250%

KEYNOTE-024: results
Overall Survival?

100 Events, n HR
%o %o
- N (%) (95% CI)
- Pembrolizumab 154 103 (66.9) 0.62
Median (95% Cl) Chemotherapy® 151 123 (81.5) (0.48-0.81)
= 704 26.3 mo (18.3-40.4 mo) g ;
- ] 13.4 mo (9.4-18.3 mo) : :
> 60 : :
2 : 4. : ;
- T I PSPPI T RTTIIRVOPPONS Shae TETTTTTIOCUIPPPIS E24.T% oo T — Fereee
% &
~ 40
S
O 30-
20-
10-
8 S G
0 6 12 18 24 30 36 42 48 54 60 66 72

Time, months

Brahmer et al. ESMO 202(



ESMO 2020: cemiplimab

EMPOWER-Lung-1

EMPGWER

FEESMD©  EMPOWER-Lung 1 Study Design (NCT03088540)

R E

Key Eligibility Criteria Optional

* Treatment-naive advanced NSCLC Arm A continuation of
« PD-L1 250% Cemiplimab monotherapy |V cemiplimab + 4
« No EGFR, ALK or ROS1 mutations 350 mg Q3W

*«ECOGPSOor1 Treat until PD or 108 weeks cycles of

chemotherapy s

» Treated, clinically stable CNS metastases . / %

and controlled hepatitis B or C or HIV o

were allowed e Kk =

Arm B Optional crossover
Stratification Factors: g 46 cycles of investigator’s choice to cen:ihplimab
» Histology (squamous vs non-squamous) chemotherpy s ke
\- Region (Europe, Asia or ROW) /
Endpoints:
N=710 *  Primary: OS and PFS
Five interim analyses were prespecified per protocol . Secondary: ORR (kGY), DOR; HRQoL and safety
Second interim analysis (1 March 2020) presented here

Sezer et al. ESMO 2020



ESMO 2020: cemiplimab

EMPOWER-Lung-1

COoNgress
SSESMD

&-
EMPGWER

Overall Survival

ITT PD-L1250% ITT
No. of Median OS (35% CI) No. of Median OS (95% Cl)
Patients mo Patients mo
10 Cemiplimab 356 22.1(95% Cl, 17.7-NE) 101 Cemiplimab 283 Not reached (95% Cl, 17 9-NE)
094 Chemotherapy 354 14.3 (95% CI, 11.7-19.2) 094 Chemotherapy 280 14.2 (95% ClI, 11.2-17.5)
3 . HR, 0.68 (95% C, 0.53-0.87); P=0.0022 s ' HR, 0.57 (95% CI, 0.42-0.77); P=0.0002
E 0.8 1 - 0.8 1
a 0.7+ a 074
T 061 ' E 061
3 05+ 3 05+ Cemiplimab
. | Cemiplimab s I
S 041 I S 044 I
= 034 | Chemoth = 034 I
5 03 12-m0 OS (95% Cl), % 24-mo 0S (95% CI), % 1 SRR 3 03 12mo0S (95%CI),% | 24mo0S (85% CI), % Chemotherapy
g 0.2 4 703 (64.4-754) 486(39.2-57.3) | -g 0.2 4 724(656-78.1) | 504 (364-629)
o 014 Vs | Vs 1 B 04 vs | Vs |
) 557 (492-617) 207(188-414) ' 539(46.2-61.1) 21.1(137425)
0 L] L] L] L] L] L] L] L] L] L] L) L] L] L} L] L} 0 L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L}
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 3 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 3
No. at risk Month No. at risk Month
Cemiplimab 356 304 254 223 198 147 120 87 71 48 37 27 18 8 3 1 0 Cemiplimab 283 244 203 177 154 108 83 55 42 24 18 15 10 6 3 1 0
Chemotherapy 354 303 254 205 172 126 93 73 52 41 27 12 7 4 3 0 O Chemotherapy 280 239 198 153 125 87 57 25 15 11 6 4 2 1 0 0

Median duration of follow-up:
Cemiplimab = 13.1 months (range: 0.1-31.9)
Chemotherapy = 13.1 months (range: 0.2-32.4)

Cl, confidence interval; HR, hazard ratio; ITT, intention-to-treat; mo, month; NE, not evaluable; OS, overall survival;
PD-L1, programmed cell death-ligand 1.

Median duration of follow-up:
Cemiplimab = 10.8 months (range: 0.1-31.9)
Chemotherapy = 10.2 months (range: 0.2-29.5)

Data cut-off date: 1 March 2020 (interim analygé%r et al. ESMO 2020
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Immunotherapy to replace chemotherapy
Selection based on PD-L121%

KEYNOTE-042 Study Design

Key Eligibility Criteria
» Untreated locally advanced or
metastatic NSCLC of any histology
*PD-L1 TPS 21%?
* No sensitizing EGFR or ALK alterations
*ECOGPSOor1

* No untreated or unstable CNS
metastases

* No history of pneumonitis that required
systemic corticosteroids

Stratification Factors
* Region (east Asia vs rest of the world)
+ECOGPS (0vs 1)

+ Histoloav (sauamous vs nonsauamous)
*PD-L1 TPS (250% vs 1%—49%)

NS, central nervous system.

Pembrolizumab
200 mg Q3W
for up to 35 cycles

Randomize

- Carboplatin AUC 5 or 6 Q3W +

Paclitaxel 200 mg/m2 Q3WP
OR
Carboplatin AUC 5 or 6 Q3W +
Pemetrexed 500 mg/m2 Q3WP

for up to 6 cycles

econdary: an in
and 21%; safety in TPS 21%
Current analysis planned to occur ~45 months after
study start

HORS AMM

Overall Survival: TPS 1%—-49%?

Overall Survival, %

No. at risk
Pembro/
Pem/Plat
Placebo/
Pem/Plat

100

90 9

80 7

707

60 7

X1 EEEEEREEEEEREPRRRRR TR Y

407

307

20 A

10 7

2 e Events, n (%) HR (95% CI)
D27% Pembrolizumab 242 (72) 0.91
(0.77-1.09)

Chemotherapy

261 (77)

Median (95% CI)
134 mo (10.7-16.9)
121 mo (11.0-14.0)

338
337

239

254

12

178

168

T ; T
18 24 30

Time, months

147 84 41

123 67 34

36 42 48
9 0 0
12 0 0

Mok et al. ELCC 2019
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Immunotherapy to replace chemotherapy

Selection based

KEYNOTE-598: pembrolizumab et ipilimumab

Kev Eligibility Criteri
» Stage IV NSCLC

* No prior systemic therapy

« ECOGPSOor1
* PD-L1 TPS 250%32

* No targetable EGFR mutations or ALK
translocations®

* No known untreated CNS metastases

» 21 lesion measurable per RECIST v1.1

Stratification Factors End

on PD-L1250%

Pembrolizumab 200 mg Q3W
for up to 35 doses

+
Ipilimumab 1 mg/kg Q6W
for up to 18 doses

Pembrolizumab 200 mg Q3W
for up to 35 doses

+
Saline Placebo Q6W
for up to 18 doses
- Bounaa Jaseqd v

survival time (RMST)¢ of
Points = <0.2 at the maximum observation timt

- ECOGPS (0vs1)
- Region (East Asia vs not East Asia)
- Histology (squamous VS nonsquamous)

Boyer M et al. Abstr PS01.09 WCLC 2020

I primary: GS&enddt B% pontts@iSbiwiupy BICR

ey\secondary: ORR and DOR per RECIST v1.1 by E
afe

Pts w/
100 Event  Median (95% Cl)
90 Pembro-Ipi 66.2% 8.2 mo (6.0-10.5)
12-mo rate Pembro-Pbo  64.8% 8.4 mo (6.3-10.5)
80+ 41.3%
70- 42.1%
o 60- HR, 1.06 (95% CI, 0.86-1.30); P=0.72
o 50
a
404
30+
VT 1"1 J
204
104
Tt rr-r——Tr1T—T1T"—TTTT"
0 3 6 9 12 15 18 21 24 27 30 33
Overall Survival Ptsw  Median  RMSTat RMSTat
Event (95% CI) 24mo  Max Time
100~ Pembro-Ipi 48.2% 21.4mo(16.6-NR) 16.09mo 18.76 mo
i Pembro-Pbo  47.5% 21.9mo (18.0-NR) 16.61mo 19.32mo
12-mo rate
80+ 63.6%
70 67.9%
. 60
x
o 504
o
40+
30 HR, 1.08 (95% CI, 0.85-1.37); P = 0.74
204 RMST difference at 24 mo, -0.522
O RMST difference at max observation time, —0.562
c 1 1 1 I 1 1 I 1 1 1
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Selection based on tumor mutation burden?

CHECKMATE-227 and MYSTIC

CHECMATE-227 : nivolumab + ipilimumab

(PD-L1>1%/TMB210mut/Mb)

Key Eligibility Criteria

= No prior systemic therapy

= No known sensitizing
EGFRIALK alterations

- ECOGPS0-1

Stratified by SQ vs NSQ

- Stage IV or recurrent NSCLC

OS (%)?

Ly Histology-based chemotherapy®
expression E | n=397

BN <1% PD-L1 R Histology-based chemotherapy®
expression | E | n=186

1-y OS =58%

Nivolumab 3 mg/kg Q2W
Ipilimumab 1 mg/kg Q6W
n =396

N =1189
21% PD-L1 R

~
n =396

Patients for TMB co-primary analysis®

Nivolumab + ipilimumab
n=139

Chemotherapy®
n=160

Nivolumab 3 mg/kg Q2W

K |pmmm:b=11gykg QEW

Co-primary endpoints: Nivolumab +
ipilimumab vs chemotherapy

' Nivolumab 360 mg Q3W + 7 ) !
histology-based chemotherapy® « PFS in TMB-selected populations

n=177
Nivo +ipi Chemo
(n=139) (n=160)
Median OS,* mo 23.0 16.4
HR 0.79
95% CI 0.56, 1.10

B Nivolumab + ipilimumab

sA—A Chemotherapy

No. at risk
Nivo+ipi 139

Chemo 160

120

6 15 18 21 24 27 30
Months
» w = Hellman et al. NEJM 2018; 378:2093

W0
-t
N

MYSTIC : durvalumab + tremelimumab

(PD-L1>25%)

« Stage IV NSCLC

« All-comers population
(i.e. irespective of
PD-L1 status)

* No sensitising EGFR 1:1:1

Durvalumab (n=374)

20 mg/kg q4w until disease progression

Durvalumab + tremelimumab (n=372)

mutation or ALK _e_ D 20 mg/kg q4w until disease progression +
rearrangement Straified by T 1 mg/kg q4w for up to 4 doses
« ECOGPS 0/1 PDL1TC
(<25% vs 225%")
 Immunotherapy- and  and histology Platinum-based chemotherapy (n=372)

CT-naive » Paditaxel + carboplain OR

N=1118 randomised

» Gemcitabine + cisplatin/carboplatin (squamous) OR
+ Pemetrexed + cisplatin/carboplatin (non-squamous)t
for up to 6 cycles

B. Durvalumab + tremelimumab vs chemotherapy
bTMB bTMB

Primary endpoints (PD-L1 TC 225%"):
» PFS*(D+TvsCT)

*« OS(DvsCT)

» OS (D+TvsCT)

Key secondary endpoints:

» PFS#(Dvs CT; PD-L1 TC 225%*)
* OS (D+Tvs CT; PD-L1TC 21%")
» ORR#

* DoR

« Safety and tolerability

Key exploratory endpoints:
* OS by additional PD-L1 TC cutoffs
» OS by blood TMB

(mut'Mb)  n (%) HR (35% C1) (mutMb)  n (%) HR (35% CI)

24 487(93) —e— 0.87 {0.72-1.07) <4 36 (7) —— 2.72(1.25-5.86)

28 400 (76) —e— 0.79 (0.63-0.98) <8 123 (24) ———1.71(1.15-2.54)

=12 290 (S5) e 0.65 (0.50-0.84) <12 233 (45) —e—  1.49(1.11-1.99)

=16 208 (40) — 0.62 (0.45-0.86) <16 315 (60) —— 1.23 (0.96-1.58)

220 134(28) r—e— 0.49 (0.32-0.74) <20 339 (74) —— 1.16 (0.93-1.45)
025 05 10 25 025 05 10 25

" Favors durvalumab Favors chemotherapy
+ tremelimumab
ETME eveluatie populaton

Favors durvalumab Favors chemotherapy

+ tremelimumab

ASCO 2019



ESMO 2021: B-FAST

( Key eligibility criteria
« Unresectable, stage IIIB or IV NSCLC
« Untreated
« ECOGPSOor1
* bTMB+ (bTMB 2102 cutoff)
» Absence of EGFR/ALK genetic alteration

N
Atezo 1200 mg q3w
‘ until PD or loss of clinical benefit

Platinum-based chemo q3w

n=472°

X 4 or 6 cycles (maintenance pemetrexed
allowed for nsq NSCLC)

~
Stratification factors Primary endpoints _ , i
+ ECOGPS (0vs 1) * Investigator-assessed PFS (RECIST 1.1) in bTMB 216 - =
ool e Key secondary endpoints PFS and OS in the bTMB 216 population
« Tissue availability© (yes vs no) *+ OSin bTMB 21082 (ITT) and bTMB >16¢
. bTMB cutoff status (moderate [10-15] « Investigator-assessed PFS (RECIST 1.1) in ITT®
\__Vs high [216]) ) + Confirmed investigator-assessed ORR and DOR

PFS events, n (%)

119 (82)
Stratified HR (95% CI) | 0.77 (0.59, 1.00); P=0.053 |

124 (85) OS events, n (%) 88 (60)

Stratified HR (95% CI) | 0.87 (0.64, 1.17); P=0.35" |

82 (57)

& 1007 1004
E 80 ) :
$ ) ® Median OS (95% Cl), 13.3 mo (6.6, 18.4)
? Median PFS (95% Cl), 4.5 mo (3.9, 5.6) 3 Median OS (95% CI),10.3 mo (8.5, 13.8)
9 Median PFS (95% Cl), 4.3 mo (4.2, 5.5) £ o A
— >
E 40- : 40- == Chemo
] —t— Atezo ©
@ —+— Chemo S
o 204 5 20
o
e
o 01 0
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Time (months) Time (months)
No. at risk No. at risk
Atezo 145 101 83 54 46 32 25 18 10 9 5 4 3 2 1 Atezo 145 131 109 93 81 67 55 44 33 29 20 14 7 4 1
Chemo 146 113 81 38 1% 11 6 3 3 1 0 0 0 0 O Chemo 146 129 115 93 76 62 43 35 29 22 17 12 11 2 0

» Although progression rates were initially higher in
the atezo vs chemo arm, PFS benefit was seen

with atezo after 4 months

Data cutoff, 21 May 2020. Median follow-up, 18.2 mo.
2 Not formally tested; for descriptive purposes only.

Confirmed ORR for bTMB 216 was 25.5% (95% CI:

18.7, 33.4) for atezo vs 17.8% (12.0, 25.0) for chemo

Dziadziuszko et al. BFAST Cohort C.
https://bit.ly/3s4HedG 6

Dziadziuszko et al. ESMO 2021
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Immunotherapy in addition to chemotherapy
Non-squamous cell carcinomas

KEYNOTE-189: design

Key Eligibility Criteria
* Untreated stage IV
nonsquamous NSCLC

* No sensitizing EGFR or
ALK alteration

* ECOGPSOor1

* Provision of a sample for
PD-L1 assessment

* No symptomatic brain
metastases

* No pneumonitis requiring
systemic steroids

Stratification Factors

* PD-L1 expression
(TPS2<1% vs 21%)

* Platinum
(cisplatin vs carboplatin)

» Smoking history
(never vs former/current)

Pembrolizumab 200 mg +
Pemetrexed 500 mg/m? +
Carboplatin AUC 5 OR
Cisplatin 75 mg/m?

Q3W for 4 cycles

Placebo (normal saline) +
Pemetrexed 500 mg/m? +
Carboplatin AUC 5 OR

Cisplatin 75 mg/m?
Q3W for 4 cycles

Pembrolizumab
200 mg Q3W

Placebo

Stratification on PD-L1
Exclusion of EGFR/ALK

Pembrolizumab
200 mg Q3W for
up to 31 cycles
+
Pemetrexed
500 mg/m? Q3W

Placebo (normal saline)
for up to 31 cycles
2
Pemetrexed
500 mg/mZ Q3W

for up to 35 cycles

*Percentage oftumor cells with membranous PD-L1 staining assessed using the PD-L1 IHC 22C3 pharmDx assay.®Patients could crossover during the induction or maintenance phases.
To be eligible for crossover, PD must have been verified by blinded, independent central radiologic review and all safety criteria had to be met.

Gandhi et al. NEJM 2018;378:2078



Immunotherapy in addition to chemotherapy
Non-squamous cell carcinomas

KEYNOTE-189: results

PFS, ITT (RECIST v1.1, BICR) Events  HR (95% CI)
100 Pembro/Pem/Plat  74.1% 0.48 100 -
90+ Placebo/Pem/Plat  92.2%  (0-40-0-58) 90 -
38.8%
80 168% 80 1) A28-5
] 20.5% ooy P < 0.0001
70 1.5% S 70 -
= X 60 -
2 50 Median (95% Cl) o 47.6%
o 9.0 mo (8.1-9.9) = B0 -
407 4.9 mo (4.7-5.5) 52
301 %ﬁ 40 i
?Z: o 30 1 18.9%
20 -
0
0 10 -
. Months
No. at Risk O 3|
boe e mL e Pembro/Pem/Plat Placebo/Pem/Plat

BICR, blinded, independent central review. Data cutoff date: Sep 21, 2018.

Gadgeel et al. ASCO 2019



Immunothérapie en combinaison avec la chimiothérapie
Non-épidermoides

Pembro + chemo 87.8 9.0 mo (8.1-10.4)

_Placebo + chemo 96.6 4.9 mo (4.7-5.5)

100
KEYN OTE-189: résu Itats HR, 0.50 (95% CI, 0.41-0.59)
i
a
100+
HR, 0.60 ®5% CI, 0.50-0.72)
2N mm e L
o

Gray JE et al. Abstr FP13.02 WCLC 2020 0 G 12 18 30 42 48



Immunothérapie en combinaison avec la chimiothérapie
Non-épidermoides

KEYNOTE-189: résultats

Gray MK-3475 KN183 WCLC 2020

PFS2 by PD-L1 TPS

PD-L1 TPS =50% PD-L1 TPS 1-49% PD-L1 TPS <1%
Events, Median, mo Events, Median, mo Events, Median, mo
%o (95% CI) % (95% CI) % (95% CI)
Pembro + chemo 80.3 11.1 (9.1-16.4) Pembro + chemo 89.8 9.4 (8.1-13.8) Pembro + chemo 93.7 6.2 (4.9-8.3)
Placebo + chemo 95.7 4.8 (3.1-6.2) Placebo + chemo 94.8 4.9 (4.7-8.6) Placebo + chemo 98.4 5.1 (4.5-6.8)
100 < 100 . 100

90 =~ HR (95% Cl), 0.36 50.26-0.49) 90 - HR (95% CI), 0.54 .(0.39—0.76) 90 = HR (95% CI), 0.68 ‘(0.49-0.93)
80= . 80 : 80 :
70~ 70~ . 70 :
=2 60 = = 60— . 2 60— . 4.8%
v3 50- w50 . v 50 .
w w 5 T e
Q. 40+ o 40+ . o 40+ .
30 30— 30+ .
20= 20 . 20— .
10~ 10— O 10— x
o LU N | o I RN el Fmes D o T rrraarare—
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54
No. at risk: Time, months Time, months Time, months
Pembro + 132 47 22 0 128 39 12 0 127 23 4 0
chemo
Placebo + 70 6 1 0 58 5 0 0 63 4 0 0
chemo

*Based on blinded independent central review per RECIST v1.1.
Data cutoff: August 28, 2020.

Gray JE et al. Abstr FP13.02 WCLC 2020
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Immunotherapy in addition to chemotherapy
Squamous cell carcinomas Placebo

Stratification on PD-L1

KEYNOTE-407: design

Key Eligibility Criteria. Pembrolizumab 200 mg Q3W® +

* Untreated stage IV NSCLC with Carboplatin AUC 6 Q3W + Pembrolizumab
squamous histology Paclitaxel 200 mg/m2 Q3W OR 200 mg Q3W
«ECOGPSO0or1 nab-paclitaxel 100 mg/m? Q1W¢ for up to 31 cycles®

* Provision of a sample for PDL-1 SO VRS (eSS

assessment

* No symptomatic brain metastases

Placebo (normal saline) Q3W +
Carboplatin AUC 6 Q3W + Placebo
Paclitaxel 200 mg/m? Q3W OR (normal saline) Q3W
nab-paclitaxel 100 mg/m? Q1W¢ for up to 31 cycles®
for 4 cycles (each 3 wks)

* No pneumonitis requiring systemic
steroids

Stratification Factors

* PD-L1 expression: TPS? <1% vs
TPS 21%

* Choice of taxane: paclitaxel vs EHCEONES op;::g:-g::::gt,)erb
nab-paclitaxel * Primary: PFS (RECIST v1.1, BICR) and OS 200 mg Q3W
* Geographic region: East Asia vs * Secondary: ORR and DOR (RECIST v1.1, BICR), safety for up to 35 cycles

rest of world

AUC, area under the curve; BICR, blinded independent central review; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group
performance status; PD, progressive disease; Q1W, every week; Q3W, every 3 weeks; R, randomization; TPS, tumor proportion score.

2Percentage of tumor cells with membranous PD-L1 staining assessed using the PD-L1 IHC 22C3 pharmDx assay (Agilent Technologies, Carpinteria, CA, USA).
bPatients with documented disease progression who were benefiting clinically could continue open-label pembrolizumab monotherapy to complete a total
of 35 cycles.

Paz-Ares et al. ESMO 2019



Immunotherapy in addition to chemotherapy
Squamous cell carcinomas

events, HK
n n (%) (95% ClI)
Pembro+chemo 278  231(83.1) 0.59

(0.49-0.71)

KEYNOTE-407: results

ashchemo 28

; ; ; Median (95% Cl)
.......... e 8.0 (6.3-8.5) Mo
: : 5.1 (4.3-6.0) mo

Progression-free survival

Progression-Free Survival, %

48
HR

45

1007 (95% Cl)
e 0.71
80- (0.59-0.86)
2 704
T eo-
% ®0 : : Median (95% CI)
. = [ DO RSB e TN b PRI ot S s s sy 17.2 (14.4-19.7) mo
Overall Survival @ : e : ot bt s
S 40-
S
O 30-
20-
10-
o T L) L) ; L]
Robinson et al. ELCC 2021 o 3 6 9 12 48

TRy Time. months
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Immunotherapy in addition to chemotherapy
EMPOWER LUNG 3

Background: Cemiplimab (a high-affinity, fully human anti-PD-1) is approved as first-line monotherapy for advanced NSCLC with
PD-L1 250% (EMPOWER-Lung 1 Study")

\

Key eligibility criteria Arm A
« Treatment-naive advanced NSCLC (non-squamous Cemiplimab 350 mg Q3W + PD or 108 weeks
and squamous histology; Stage IlIb/c’, IV) investigator's choice platinum-
* Any PD-L1 expression doublet chemo Q3W for 4 cycles$
* No EGFR, ALK, or ROS1 mutations
« ECOGPSOor1
» Treated, clinically stable CNS metastases !
Stratification factors
« PD-L1 expression: <1% vs 1-49% vs 250% Placebo Q3W + investigator's
* Histology: non-squamous vs squamous choice platinum-doublet chemo PD or 108 weeks
N J/ Q3W for 4 cycles
~N
Endpoints
*  Primary: OS
» Key secondary: PFS and ORR
» Additional secondary: DOR, BOR, safety, and PRO

Goguishvili et al. ESMO 2021

Follow-up



Immunotherapy in addition to chemotherapy
EMPOWER LUNG 3

P rog ress i o n - F ree S u rv iva I Median duration of follow-up (range): 16.4 (8.5-24.0) months

No. of No. of events, PFS, median (95% Cl),

12-month PFS (95% Cl), % patients n (%) months
1o 38.1 (33 :‘43 6) Cemiplimab + chemo 312 204 (65.4) 8.2 (6.4-9.3)
@ 16.4 (10.5-23.4) Placebo + chemo 154 122 (79.2) 5.0 (4.3-6.2) |
5 0.8 : HR (95% Cl) = 0.56 (0.44-0.70); P<0.0001
(@]
73 |
n |
[(b] I
o © 0.6 1 I
o 2 ! :
A E PR | — VR ——— ot = - -t - Medlan
‘s @ 0.4 :
> :
= !
o I
@© I
8 0.2
Q— l ——
| 1
O | | | | I i | I I | | | |
0 2 4 6 8 10 12 14 16 18 20 22 24 2
No. at risk: Month

Cemiplimab +chemo 312 280 248 194 145 113 90 57 27 15 2 0 0 0
Placebo + chemo 154 133 106 64 34 24 16 1 6 1 1 0 0 0

Goguishvili et al. ESMO 2021



Immunotherapy in addition to chemotherapy
EMPOWER LUNG 3

Ove ra I I S u rv iva I Median duration of follow-up (range): 16.4 (8.5-24.0) months

No. of No. of events, 08, median (95% Cl),

12-month OS (95% CI), % patients n (%) months

1.0+ 65.7 (5389“70 9 Cemiplimab + chemo 312 132 (42.3) 21.9 (15.5-NE)
—g? 56.1 (47.5-63.8) Placebo + chemo 154 82 (53.2) 13.0 (11.9-16.1)
S 08- HR (95% CI) = 0.71 (0.53-0.93); P=0.014
== |
w
g 0.6-
O .......................................... - Median
“6 I
> 04+ :
= :
= I
o 02- !
a :

|
0 | | | | i | | | I | | |

|
0 2 4 6 8 10 12 14 16 18 20 22 24 2
No. at risk: Ll

Cemiplimab +chemo 312 289 269 25 233 199 162 131 8 52 18 8 0 0
Placebo + chemo 194 141 126 112 98 85 65 46 26 14 5 2 0 0

Goguishvili et al. ESMO 2021
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ASCO 2021: CheckMate-9LA

CheckMate 9LA study design?

CheckMate 9LA: NIVO + IPI + 2 cycles of chemo in 1L NSCLC

Key Eligibility Criteria 5 = i NIVO 360 mg Q3w + IPl 1 mg/kg Q6w
» Stage IV or recurrent NSCLC > =+
* No prior systemic therapy N = 719 Chemod Q3w (2 ccles) Until disgase
« No sensitizing EGFR mutations progression,
or known ALK alterations 9— unacceptable
toxicity
« ECOG PS 0-1 )
or for 2 years
- L1Sbtrat:f;ed by - Chemod Q3W (4 ccles) for immunotherapy
- < c > —
sex, and h,-gtolo;yvisa v: )ﬁsQ) LR With optional pemetrexed maintenance (NSQ)

Primary endpoint Secondary endpoints
+ 0OS » PFS by BICR®
* ORR by BICR®
+ Efficacy by tumor PD-L1 expression

Interim database lock: October 3, 2019; minimum follow-up: 8.1 months for OS and 6.5 months for all other endpoints.

Updated database lock: March 9, 2020; minimum follow-up: 12.7 months for OS and 12.2 months for all other endpoints.
aNCT03215706; "Determined by the PD-L1 IHC 28-8 pharmDx assay (Dako); <Patients unevaluable for PD-L1 were stratified to PD-L1 < 1% and capped to 10% of all randomized patients;
dNSQ: pemetrexed + cisplatin or carboplatin; SQ: paclitaxel + carboplatin; Hierarchically statistically tested.

Reck, et al. ASCO 2021



ASCO 2021: CheckMate-9LA

2-Year update: PFS and DOR

CheckMate 9LA (NIVO + IPI + chemo vs chemo in 1L NSCLC): 2-year update

PFS2
100 NIVO + IPl + chemo  Chemo
(n =361) (n = 358)
Median PFS,> mo 6.7 5.3

0.67 (0.56-0.79)

1 HR(95% Q)

. 60
o\:
%)
iy
8- 40
204 oy NIVO + IPI + chemo
19%i
! 8% o Chemo
0 T T T 1 T T T t T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months
No. at risk
361 252 170 134 103 8 77 66 54 29 12 6 1 0

358 232 107 72 49 44 26 22 17 12 3 0 0 0

Minimum follow-up: 23.3 months.
2Per BICR; P95% Cl = 5.6-7.8 (NIVO + IPI + chemo) and 4.4-5.6 (chemo); cIncludes 3.3% CR and 34.6% PR; 4 patients
improved to CRs; 9Includes 1.1% CR and 24.3% PR; €95% Cl = 8.7-20.2 (NIVO + IPI + chemo) and 4.4-7.2 (chemo).

DOR?

CheckMate 9LA (NIVO + IPI + chemo vs chemo in 1L NSCLC): 2-year update

2-Year update: OS in all randomized patients

100

NIVO + IPl + chemo Chemo
(n =361) (n = 358)
80 - Median 0S,2 mo 15.8 11.0
HR (95% CI) 0.72 (0.61-0.86)
63%
—~ 60 :
& :
w : o
S 4 i A
| e . NIVO + IPI + chemo
1 o/,
20~ 26% ! Chemo
0 T T T : T T T i T T | | 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months
No. at risk
NIVO + IPl + chemo 361 326 292 250 227 191 170 150 137 95 50 23 7 0
Chemo 358 319 260 208 168 139 115 102 93 69 40 18 8 0

Minimum follow-up: 24.4 months.
295% Cl = 13.9-19.7 (NIVO + IPI + chemo) and 9.5-12.7 (chemo).

Reck, et al. ASCO 2021
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PD-L1250%
Question: pembrolizumab alone or with chemotherapy or
nivolumab plus ipilimumab?

Pembrolizumab alone Pembrolizumab plus chemo Nivolumab + ipilimumab
All histologies Squamous Non-Squamous All histologies
Events, Median, mo
% (95%Cl)

Pembro + chemo  80.3  11.1(9.1-16.4)
95.7 4.8 (3.1-6.2)

o =l

1 65.6% 100 P

L a49% Events, NN HR (95% CI)
Pembrolizumab combination 247278 0,57 0.47-069)

Median duration of pr
NIVO + IPI: 6.7 mo
NIVO: 5.6 mo
Chemo: 5.6 mo

HR (95% CI), 0.36 (0.26-0.49)

9
| T
' 2
: Placebo combination 2521281 g 80
3 ' @
- | Median (454 C) morts g 70
= 80384 . T L
.,S, 51 (43-60) 2 60 . 19.9% o .5 €0 1-year progression-free survival
g - * 1.™% e e 50 - 41%
= s T e ot e Yo n 50+ . o 34%
E t {;L-, g 40 - - 2-year progre
g 40+ a 31%
o = | S
g 30 £ & !
o H 1
20 H
20= 2 :
-y :
| 10= E .
0 1
% 3 6 9 2 5 18 N S S S N A A 0 P BT o 0 3 6 9 12 15 18 21 24 27
0 3 b 9 2 KB B 2 AU U X 0 6 12 18 24 30 36 42 48 54
Month lo.at ik Time, months . Months
. . N ﬁs'T Time, months .
30% early PD 10% early PD 30% early PD

Reck et al. WCLC 2019; Gfadgeel et al. ASCO 2019; Reck et al. NEJM 2016;375:1823; Paz-Ares et al. ESMO 2019; Peters et al. ESMO 2019



PD-L1250%

Question: pembrolizumab alone or with chemotherapy or

nivolumab plus ipilimumab?

Pembrolizumab alone
All histologies

N

Pembrolizumab® 154

Chemotherapy 151

Yo
oo
S

N

el B%
P 341.0/0

Ovwverall Survival,
<
—3

107

0- : ; :

003 6 9 121518 21 24 271 30 33 36 30 4 45 4
Time, months

n at riek

Pembrolizumab plus chemo

Squamous

| B35t
[ T56%

Median (95% CI), months

111 (th4-409)
15 (i04-437)

Events, N~ HR (85% )

Pembrolizumab combination 1681278 071 (058-088)
Placebo combinafion 1971281

No. atrisk

Time, months

Non-Squamous
" ‘30 Ay Vl’
Pembro + chemo 63.6 27.7 (20.4-38.2)
Placebo + chemo 72.9

100
90 =
80+
70+
60+
50-
40=
30+
20+
10=

10.1 (7.5-22.0)

HR (95% Cl), 0.71 (0.50-1.00)

0
0

\o. at Risk

T
6

T T T T T T
12 18 24 30 36 42 48 54

Months

Patients Who Survived (%)

Nivolumab + ipilimumab
All histologies

1-year overall survival

Median duration of overall survival

NIVO + P 21.2mo (95% Cl, 15.5-38.
NIVO: 18.1mo (95% Cl, 14.4-22.

Chemo: 14.0mo (95% Cl, 10.0-18.¢
2-year o\grall survival
48%

o Nivolum

'36%
|

|

| ]

! Chemot
|

|

I

|

T
3

6

9

12 15

T T T T T T I T T

18 21 24 27 30 33 36 39 42
Months

Reck et al. WCLC 2019; Gfadgeel et al. ASCO 2019; Reck et al. NEJM 2016;375:1823; Paz-Ares et al. ESMO 2019; Peters et al. ESMO 2019
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Prediction of efficacy: PD-L1 expression
Exploratory analyses in PD-L1 negative

KEYNOTE—407, -21G, -189

PFS, (%)

Events, n HR (95% CI)
HR,R:67brolizumab + 172
(95% [@iIn0clilke0 BTY 0.67
(0.54-0.84)
Chemotherapy 145

0 1
0o 3

No. at risk

brolizumab + 243 187
1emotherapy
herapy alone 185 129

Borghaei et al. WCLC 2019 OA14.01

131
74

75
36

Time, months

47

20

38
9

27
7

12
4

Median (95% CI) PFS

6.5 (6.2-8.5) mo
5.4 (4.7-6.2) mo

100+
90
80+
70+
60
50
40+
30+
20
10-

0S, %

Events, n HR (95% Cl)
Pembrolizumab + 112
Chemotherapy 0.56
(0.43-0.73)
Chemotherapy 110

lo. at risk

mab +
erapy
apy alone 185 165

243 221

186 153

127

83

Time, months

24 27 30 33

29 13 2 0

7 5 4 1

Median (95% CI) OS
19.0 (15.2-24.0) mo
11.0 (9.2-13.5) mo



ASCO 2021: CheckMate-9LA
PD-L1 négatifs

Survie sans progression

KEYNOTE-189

PD-L1 TPS <1%

Events, Median, mo
% (95% CI)
Pembro + chemo 93.7 6.2 (4.9-8.3)
Placebo + chemo 98.4 5.1 (4.5-6.8)
100 =
90 - HR (95% CI), 0.68 (0.49-0.93)
80~ .
70+ .
2 60+ 4.8%
v 50= .
(T 5
. 40—
30—
20+
10—
0 T T T T T T T T
0 6 12 18 24 30 36 42 48 54

Time, months

CheckMate-9LA

PFS2
NIVO + IPl + chemo Chemo
(n =135) (n=129)
Median PFS,c mo 5.8 4.9

100 ¢, HR (95% CI)

0.68 (0.51-0.89)

D 20%  Nivo + IPI

20 ! + chemo
0 | — : — T Tt T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39

Months

Survie globale

KEYNOTE-189

PD-L1 TPS <1%
Events, Median, mo
% (95% Cl)

Pembro + chemo 81.1 17.2 (13.8-22.8)
Placebo + chemo 92.1 10.2 (7.0-13.5)

100 -
90 HR (95% Cl), 0.52 20.37-0.72)
80+ .
70-
60~
50=
40+
30+
20~
10~

0S, %

orT—TTrTTTTT
0 6

Time, months

12 18 24 30 36 42 48 54

CheckMate-9LA

0S
NIVO + IPl + chemo Chemo
(n = 135) (n =129)
Median 0S,> mo 17.7 9.8
100 & HR (95% Cl) 0.67 (0.51-0.88)
80
— 60 1
9 |
é E 37%
40 7 | ’ NIVO + IPI
' ! + chemo
20 A | i
0 T 1 : 7T
0 3 6 9 12 15 18 21 24 27 30 33 36 39
No. at risk Months

Gray et al. WCLC 2020
Reck et al. ASCO 2021
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GOOD SCIENCE
BETTER MEDICINE
acaLERATICE Updated version published 15 September 2020 by the ESMO Guidelines Committee

CLINICAL PRACTICE GUIDELINES

Metastatic non-small cell lung canc
Guidelines for diagnosis, treatment

Originally published in 2018 — Ann Oncol (2018) 29(:
D. Planchard!, S. Popat?, K. Kerr3, S. Novello?, E. F.
Reck8, P. E. Van Schil®, M. D. Hellmann'? & S. Petel
Committee*

Stage IV NSCC: Molecular tests negative (ALK/BRAF/EGFR/ROST)

PD-L1 exprassion®
1

]
PD-L1=50%

| |
Any expression of PD-L1

PS 0-2° I

Pembrolizumab
+ platinum/
pemetrexed

ChT (4 cycles),

PD-L1-pesitive

followed by
| pembrolizumab/
pemetrexed

PD-L1-negative 01, A: MCBS 4F

!

Atezolizumab/
bevacizumab
+ carboplatin/
paclitaxel
(4-6 cycles),
followed by
atezolizumab
/bevacizumab
[I. A; MCBS 3]°

Nivolumab/ipilimumab +

platinum/pemetrexed
(2 cycles) followed by
nivolumab/ipilimumab [I, A]

1
Disease progression
1

Nivolumab [I. A, MCBS 5]°
Atezolizumab [I, A MCBS 5
Pembrolizumab if PD-L1 > 1% [I, A; MCBS 5]

Docetaxel [l, B]
Pemetrexed [1, B]
Ramucirumab/docetaxel [I, B; MCBS 1)°
Nintedanib/docetaxel [Il, B]
Erlotinib [Il, C)

PS3-4



GOOD SCIENCE
BETTER MEDICINE
acaLERATICE Updated version published 15 September 2020 by the ESMO Guidelines Committee

CLINICAL PRACTICE GUIDELINES

Metastatic non-small cell lung cancer: ESIM™ 7'ininal Menntisae
Guidelines for diagnosis, treatment and fo

Originally published in 2018 — Ann Oncol (2018) 29(Suppl 4): iy

D. Planchard!, S. Popat?, K. Kerr3, S. Novello?, E. F. Smit?, C. | [
Reck®, P. E. Van Schil®, M. D. Hellmann' & S. Peters'!, on bel Never or former light
Committee* smoker (< 15 pack-years)*

l

5.0 o
Molecular test

(ALK/EGFR/ROST/BRAR
|

Positive Negative

l

Follow recommended
treatment in

function of PD-L1
expression level

|
PD-L1 expression®

I
PD-L1 2 50% Any expression of PD-L1

PS 0-2¢ PS3-4

| I Pembrolizumab + carboplatin/
PD-L1-positive PD-L1-negative paciitaxel or carboplatin/ BSC[Il, B]

nab-P (4 cycles), followed by
l l pembrolizumab
[l A: MCBS 4]
Nivolumab/ipilimumab ‘ Nivolumabyi \ Nivolumab + ipilimumab + ChT
(2 qdes) [I’A].
Disease progression
|
! 1

Atezolizumab [1, A: MCBS 5)¢

Pembrolizumab if PD-L1 > 1% [I, A; MCBS 5]
Docetaxel [1, B]
Ramucirumab/docetaxel [I, B; MCBS 1]
Erlotinib [Il, C]

Afatinib [I, C; MCBS 2J




Post-10 stratégies?

Targeted
KRAS, BRAF, HER2...

Docetaxel

Single agent chemos New targets for non
oncogene addicted tumors

Rechallenge TNF, CEACAM, TROP-2,

HLA-A2, MET




ESMO 2021: TEDOPI

- Advanced/metastatic NSCLC

- EGFRwt, ALK-negative, all
PD-L1 status

- HLA-A2+ (blood)

- Failure to platinum-based CT
and 10, combined or
sequenced

- 10 last line with primary or
secondary resistance*

- Brain metastases allowed if
asymptomatic & treated

- ECOGPSOto1

* Stratification: |
- Histology |
- Best response to 1st line |

e B

+ Step-1 primary endpoint was achieved (cut off February 2020; 103 patients)':
1-year OS rate 46% versus 36% in SoC (Fleming design); HR for 0S=0.71

Arm A: OSE2101
Q3W for 6 subcutaneous injections, then Q8W

toxicity

toxicity

*  Due to the risk of COVID-19 on data integrity, the study was prematurely stopped in April 2020 upon the

Independent Data Monitoring Committee recommendation:

219 pts instead of initial =400 pts were enrolled

* Population of Interest (Pol) was identified from Step-1:
patients with 10 secondary resistance after sequential 10; HR for 0S=0.65

* Pol and revision of statistical plan were discussed with FDA in July 2021 before database lock

* The final primary analysis was done in the Pol:
the initial hypothesis of 278 events for HR 0.7 was not reachable
revised statistical hypothesis in Pol: 90 events for HR=0.55; power 80%, 2-sided level of 5%

Arm B: SoC (docetaxel or
- pemetrexed) Q3W until progression or

Overall Survival in Pol

up to Year 1, then Q12W until progression or

Primary
endpoint:
0S

1.0
Arm A OSE 2101 | Arm B SoC
0.9 4 (N=80) (N=38)
> 084 Events N (%) 61(76) 34(90) | HR (95%Cl): 0.59
= 7. : 1.1 75 (0.38,0.91)
5 i 1 Median (95% Cl) OS (month
g 07 - fan (95% CI) OS (months)| 0 ¢ 135) | 47.103) | p stratifed =0.017
g 3
£ 0.6
£ 05
2
2 0.4
E 034
[
8 02
TR -
0.1 4 [ e B
004 ——AmAOSE2101 -~ -AmB SoC ey
S 1 1 1 T 1 I T 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33
Months
#at Risk
Arm A 80 70 59 4 32 20 12 9 6 4 1
ArmB 38 29 24 15 9 5 3 1

(il AR IAMANY. mnndian

XTI

N

Besse et al. ESMO 2021




ESMO 2021: canakimumab

CANOPY-2: A Phase lll RCT of 2/3L canakinumab in
combination with docetaxel in advanced/metastatic NSCLC

Key eligibility criteria:

Adults with stage I1IB or IV NSCLC?

SQ or NSQ histology

No EGFR mutation or ALK N=237
rearrangement R1:1
ECOG PS =1

Previously treated with 1 platinum-based
chemotherapy and 1 PD-(L)1 inhibitor
either in combination or sequentially

Primary endpoint:
Canakinumab 200 mg SC e QOSb
Q3W + s d et
docetaxel 75 mg/m? Q3W econaary endpoints:
n=120 * PFS
* ORR
Placebo + * DCR
docetaxel 75 mg/m? Q3W e DOR

Efficacy outcomes

Primary endpoint: Overall survival
1.00 + —+— Canakinumab + docetaxel (n=120)
-+ Placebo + docetaxel (n=117)
2 OS at 6 months
3 0.75 71% vs 72%
8
s OS at 12 months
¢ 0.50 | 41% vs 42%
& Median OS :
£ 10.5 vs 11.2 months |
> —
@ 9257 4R 1.06 E
95% Cl, 0.76-1.48 |
One-sided P=0.63 :
0.00 - i

o 2 4 6 8 10

No. at risk (no. of events) Months
Canakinumab + docetaxel 120 (0) 109(9) 95(23) 83(34) 70(47) 49 (55)
Placebo + dc 17(0) 104(7) 91(200 80(31)  66(43) 50 (51)

12 14 16

32 (85)
32 (60)

18 (69)
17 (62)

6(72)
9(67)

18

0(68)

No. at risk (no. of events)
0(73) Canakinumab + docetaxel 120 (0)
Placebo + docetaxel

Event-free probability

1.00 A

0.75 -

Secondary endpoint: Progression-free survival

=+ Canakinumab + docetaxel (n=120)
-+ Placebo + docetaxel (n=117)

PFS at 6 months
27% vs 34%

0.50

0.25

0.00

]
Median PFS i
42vs 4.2 months; PFS at 12 months
HR 1.12 8% vs 12%

1
1
1
95% Cl, 0.85-1.50 |
1
]

T
0 2 4

8 10 12 14 16
Months
87(27)  62(51) 28(81)  13(95)  7(98) 4(99)  1(100)  0(100)
1700 7731 60(47)  35(1)  20(83)  12(88)  8(91) 2(94) 1(94)

Paz-Ares et al. ESMO 2021



ESMO 2021: CEACAM-5

Table 1. CEACAMS5 expression in whole membrane versus polarized membrane
in high and moderate CEACAMS5 expressors with NSCLC

High CEACAMS expressors |Moderate CEACAMS expressors
(N = 64)° | (N =28)
Whole Polarized Whole Polarized
membrane membrane | membrane membrane

Percentage of positive
cells with CEACAM5 =2+ 51.95+37.43 25.08 +£31.69

intensity (mean + SD)

aN = A3 for nolarized memhrane.

6.96 + 9.02 6.89 + 12.04

Scoazec al. ESMO 2021



WCLC 2021: datopotamab deruxtecan

TROPION-PanTumor01 Study Design

Key Inclusion Criteria Dose Escalation Dose Expansion®
NSCLC cohort
- Relapsed/refractory advanced/metastatic NSCLC At e ] Pg:ags:b:;r c;vesf ty, tolerability
- Unselected for TROP2 expression® ato- - BN 5 ients at 6 mg/kg - % SEON ORI
- Age 218 (US) or 220 (Japan) years to 10 mg/kg Q3we Secondary objectives®

. ECOG PS 0-1 — 80 patients at 8 mg/kg - Efficacy PK, ADAs

= Measurable disease per RECIST version 1.1 8 nsktzblg;v%d : TNBC, HR+/HER2-,
- Stable, treated brain metastases allowed and other tumor types 6-mg/kg dose chosen for
further development®.’

Antitumor Activity of Dato-DXd

Best Overall Response (BICR) Best Change in Sum of Diameters (per BICR)
o
6 mg/kg 8 mg/kg R 60
Patients? (n=50) (n=80) [N |
ORR, n (%)° 12 (24) 14 (28) 19 (24) Qe |llu ™
CR, n (%) 0 0 1(1) = °g 0
PR, n (%)® 12 (24) 14 (28) 18 (23) g § 20
SD, n (%) 25 (50) 20 (40) 42 (53) E S g || "ll "”
o
Non-CR/PD, n (%) 1(2) 2(4) 2(3) B 509 poselevel
PD, n (%) 7 (14) 10 (20) g(10) @ 0 .gmg
NE, n (%) 5(10) 5(10) 9(1) -100 m 8 mg/kg
] NE 105 94
DOR, median (35% Cl), mo (2.8-NE) (5.6-NE) (58NE) o Change in Sum of Diameters of Target Lesion (per BICR) Over Time
. = 4mglkg o0 6 mg/kg L 8 mg/kg
- oo [ S L = Ongong ™ Ongoing
« Antitumor activity was observed at 4-, 6-, and 8-mg/kg doses e g‘ a0 Discontrued ® Cexontimcd
of Dato-DXd SE =
5 b 5 2 T %‘W
* Most responses were durable over time mcludlnla a median T2 «lhs
duration of response of 10.5 months in the 6-mg/kg cohort 2 © o \:1\ B QW
- = - RO.o- | "2
246802 REIENDZH25 24 6 BWI214161820 2224 25 234 681012 14%618202242% Garon al. WCLC 2021

Data cutoff: Apri 8, 2021
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Cancers bronchiques a petites cellules métastatiques
Chimiothérapie et immunothérapie

~ 2
Induction Maintenance
* Measurable ES-SCLC + carboplatin o
(RECIST version 1.1) + etoposide Atezolizumab ;
« ECOGPSOor1 Treat until o
« No prior systemic > Four 21-day cycles PD or [oss S
treatment for ES-SCLC Bikedbo OLc""'t?tal T
» Patients With treat.ed + carboplatin enetl 2
asymptomatic brain + etoposide Placebo @
metastases were eligible
e - Four 21-day cycles /
Stratification
e | ( ey secondary end points ){ O pdated 08 in T and by
. VS : . ey secondary end points pdate in and by
Co-primary end points i
« Brain metastases \/ gverallZurvivaFl) v Objective response rate PD-L1 subgroups
(yes vs no)? L0 ot d PES v Duration of response O Updated DOR/ORR N ITT
nvestigator-assesse v Safety Q Updated Safety
3 \_ P L E,

Reck et al. ESMO 2019



Cancers bronchiques a petites cellules métastatiques
Chimiothérapie et immunothérapie

IMPOWER-133

Atezolizumab Placebo
100 <o + CP/ET + CP/ET
9 j ST N = 201 N = 202
—_ - 41
§ 0 1. PFS events, n (%) 171 (85.1) 189 (93.6)
© a Median PFS, 5.2 4.3
% 20 = | months (95% Cl) (4.4, 5.6) (4.2, 4.5)
0.77 (0.62, 0.96)
=
» 60 16-month PFS AR (e ) p=0.017
Q
f,__’ 50 = Median follow-up, monthsa 13.9
< 40 =
9 112-month PFS _
3 30 = I Atezolizumab
0 : + CP/ET
S 20— 112.6% Placebo
& L + CP/ET
10 = : o W : ] +  Censored
15.4%
0 | | | | | | | | | | | | | | | | | | | | | | |
0o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
No. at risk Months

Atezolizumab 201 190 178 158 147 98 58 48 41 32 29 26 21 15 12 11 3 3 2 2 1 1

-~ Ann anna 4Ana aAn= 4 4= Aan Ar LYY an a ~ ~ ~

Paz-Ares et al. WCLC 2018



Cancers bronchiques a petites cellules métastatiques
Chimiothérapie et immunothérapie

IMPOWER-133

Updated OS in ITT

100 T, Atezo + CP/ET |Placebo + CP/ET

90 1, (n =201) (n=202)

i . Median OS, mo 12.3 10.3
_ (95% ClI) (10.8, 15.8) (9.3,11.3)
< 70
E 0.76 (0.60, 0.95)
S o HR (95% CI) b = 0.01543
" 2-month OS
03, 50 h
= 40 51.9% Median follow-up, 22.9 months
e 18-month OS
> 1
e 139.0% P,

20 : gkl

1 °
0 " 121.0% "
1 1
0
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
No. atrisk Time (months)

Atezo + CP/ET 201 187 180 159 130 109 93 86 75 61 51 28
Placebo +CP/ET 202 189 183 160 131 97 74 58 49 39 33 20

ap-value is provided for descriptive purpose.
CCOD 24 January 2019

21 8 1
2

2

Reck et al. ESMO 2019



Cancers bronchiques a petites cellules métastatiques
Chimiothérapie et immunothérapie

IMPOWER-133

:

HR » D.566 {0,321 -~ 0.998)

-

(]
L]

Ovarddl Surevd (%)
PN

i

0 3 & % 2NN NN

Time since reatmren! startl (maonths)
NuThar ol risk
NIt IS4 T 41 DB B 1092 7T 4 0 0O

SCLC-I{2Y 201 M MM W 9 T & & 3 2 2

O 3 & 5 121518 21 23 27 % 32 % W

All bamors

SCLC-A

SCLC-N

SCLC-P

SCLC4

EFP+a20 EP+placebo
| o | 16 10.1
{ P—— 10.9 106
b —e— 106 9.4 ‘
1 L 4 96 6.0
| S — , 4 182 10.4

Q002040808012 74081820
- —— .

favers EP+alezo lévors EP<placebo
Hazaed Ratio (HR)

Horn et al. NEJM 20218



Small cell lung cancer

Immunotherapy with chemotherapy

CASPIAN Study Design
CASPIAN Study Design

Phase 3, global, randomised, open-label, active-controlled, multicentre study

Treatment-naive ES-SCLC
WHO PS O or 1

Asymptomatic or treated
and stable brain metastases
permitted

Life expectancy 212 weeks

Measurable disease per
RECIST v1.1

N=805 (randomised)

111

_®_

Stratified by
planned

platinum
(carboplatin vs
cisplatin)

Durvalumab + EP*
q3w for 4 cycles

Durvalumab +

tremelimumab + EP*
q3w for 4 cycles

EP*

q3w for up to 6 cycles'

Durvalumab
gdw until PD

Durvalumab#
q4w until PD

Optional PCIt

Primary endpoint

« OS

Secondary endpoints
PFSS
ORRS
Safety & tolerability
PROs

Updated analysis of OS after median follow-up of approximately 3 years was a planned exploratory analysis

— PFS and ORR data were not collected since the previous data cutoff
— Serious AEs (including deaths) were analysed, but other safety data were not collected

Paz-Ares et al. ESMO 2021



Cancers bronchiques a petites cellules métastatiques
Chimiothérapie et immunothérapie

CASPIAN
Updated Progression-free Survival: D+EP vs EP

D+EP EP
Events, n/N (%) 234/268 (87.3) 236/269 (87.7)
1.0 mPFS*, months (95% Cl) 5.1 (4.7-6.2) 5.4 (4.8-6.2)

HR (95% Cl) 0.80 (0.66-0.96) Landr;nark D+EP EP
" 0.8 1 » PFS was not formally tested for statistical significance PFS, % (n=268) (n=269)
L + 56.8% of patients in the control arm received 6 cycles of EP
o s d 6 months 45.4 45.8
5 0.6
2
= 12 months 17.9 53
o 0.4+
0
ct 0 11.0% 18 months 13.9 3.4

02 17.9%
1 9.3% . 24 months 11.0 2.9
0 T T T f T T T — T 1 1
0 3 6 9 12 15 18 21 24 27 30 33
Time from randomization (months)
No. at risk
D+EP 268 220 119 55 45 40 35 24 18 8 5 0 Paz-Ares et al. ASCO 2020

EP 269 195 110 33 12 9 7 7 6 1 0 0



Cancers bronchiques a petites cellules métastatiques

Chimiothérapie et immunothérapie

CASPIAN

3-year Overall Survival Update: D+EP vs EP
10 D+EP EP
Events, n/N (%) 221/268 (82.5)  248/269 (92.2)
08 mOS, months (95% Cl) 129(11.3-147)  105(9.3-11.2)
" HR (95% Cl) 0.71 (0.60-0.86)
06 = Nominal p-value 0.0003
5 06 52 8% ominal p-valu
% : Median follow-up in censored patients: 39.4 months (range 0.1-47.5)
e 4s 32.0%
- 22 9%
7 0
: . ! 58%
i i 113.9% — -—
0 T T T f T i T f | | T l T T | |
0 2 6 9 12 15 18 21 24 271 30 33 36 39 42 45 48 51
Time from randomisation (months)
No. at risk
D+EP 268 244 214 177 140 109 85 70 60 54 50 46 39 25 13 3 0 0
EP 269 243 212 156 104 82 64 51 36 24 19 17 13 10 3 0 0 0

Paz-Ares et al. ESMO 2021
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driving innovation in oncology

Small-cell lung cancer: ESMO Clinical Practice Guidelines for diagnosis,

treatment and foIIow-up*

A.-M. C. Dingemansl'z, M. Friih®*, A. Ardizzoni®, B. Besse®’, C. Faivre-Finn®, L. E. Heni
N. Reguart™, C. M. Rudin’?, D. De Ruysscher®?, P. E. Van Schil'®, J. Vansteenkiste™ &
Guidelines Committee”

Table 1. Diagnostic and staging work-up of SCLC

History and clinical examination
Medical history (including smoking history and comorbidities)
PS
Physical examination
Assessment of paraneoplastic syndromes (especially when initiating
immunotherapy)
Laboratory analysis
CBC, liver enzymes, sodium, potassium, calcium, glucose, LDH and renal
functions tests should be carried out
Imaging
CT of the thorax and abdomen should be carried out in all patients; an
FDG—PET—CT is optional
In case of a suspicion of bone metastasis and no other metastasis, a bone
scintigraphy should be carried out unless FDG—PET is available
Imaging of the brain (preferably MRI) is mandated in patients with stage
HII disease
MRI of the brain is recommended for patients with stage IV disease who
are eligible for PCI but who choose not to undergo PCI
Tumour biopsy
A diagnosis of SCLC is preferably assessed based on histological
examination of a biopsy
In case of planned surgery, invasive mediastinal staging is required
Functional assessment
Pulmonary function testing (FEV1, VC, DLCO) is required for patients with
stage I-lIl SCLC who are candidates for surgery or RT
VO2 max assessment by cycle ergometry should be carried out if surgery
is planned when pulmonary function tests are limited

Extensive-stage SCLC (i.e. stage IV or stage Il SCLC not eligible for treatment of curative intent)

PS 0-1 PS 01 PS >2
No contraindication for 10 In case of contraindications for 10 due to SCLC

! ! !

Carboplatin—etoposide—

Carboplatin—etoposide Carboplatin-etoposide 4-6

atezolizumab (4 cycles) and
maintenance atezolizumab
[I, A; MCBS 3}

Platinum—etoposide—
durvalumab (4 cycles) and
maintenance durvalumab
[1, A; MCBS 3}

4-6 cycles [I, A]*

2 cycles [I, Al
Carboplatin—oral topotecan

Carboplatin—gemcitabine

[I.c]

_ | 4-6 cycles [II, CJ¢
Cisplatin—irinotecan [ll, C]

Response PS 0-2

|

Response PS 0-2

[ Age <75 years J

PCI [I1, B] or MRI surveillance
[, BJ*

PS =2
due to comorbidities
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Mésothelioma: First-line immunotherapy as a standard
CheckMate-743

NIVO 3 mg/kg Q2w +

Key eligibility criteria

+ Unresectable MPM IP1 1 mg/kg Qew Until disease
* No prior systemic therapy (for up to 2 years) progression,
« ECOG PS0-1 unacceptable toxicity,
or for 2 years for
Stratified by Cisplatin or carboplatin - immunotherapy
Histology (epithelioid vs non-epithelioid) and pemetrexed QWP (6 cycles)
gender
Primary endpoint Secondary endpoints Exploratory endpoints
* OS * ORR, DCR, and PFS by BICR » Safety and tolerability

 Efficacy by PD-L1¢ expression » Biomarkers

Peters et al. ESMO 2021



Mésothelioma: First-line immunotherapy as a standard
CheckMate-743

100 9o NIVO + IPI Chemo
Ny (n = 303) (n =302)
20 o, Median OS,2mo 18.1 14.1
e, 68% HR (95% Cl) 0.73 (0.61-0.87)
— 60 — : b 5
X 58%:
4] : S 41%
° 404 i .
: : o
i 270" 23% NIVO + IPI
20 N : 0: ) T oo-anm OO SaHD—O0O
| | 15%§ Chemo
O | | | : | | | i | | | : | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Months
No. at risk
NIVO + IPI 303 273 251 226 200 173 145 126 116 97 80 73 62 49 35 18 7 2 0
Chemo 302 269 234 192 164 138 114 97 76 69 54 46 43 33 20 11 6 0 0

Peters et al. ESMO 2021



Mésothelioma: First-line immunotherapy as a standard
CheckMate-743

Epithelioid Non-epithelioid
NIVO + IPI  Chemo NIVO + IPI  Chemo
100 - (n=229) (n=226) 100 — (n=74) (n=76)
Median 0S,>mo  18.2 16.7 Median 05,mo  18.1 8.8
80 — ‘ HR (95% Cl) 0.85 (0.69-1.04) 30 - HR (95% Cl) 0.48 (0.34-0.69)
_ 60 - 60~
= S
S S
40 40 —
20 20
0 I 0
0 6 0
No. at risk Months No. at risk Months
NIVO +IPI 229 192 154 111 90 63 48 29 4 0 NIVO + IPI 74 59 46 34 26 17 14 6 3 0

Peters et al. ESMO 2021
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