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Estudio fase 3 Poseidon

Durvalumab * Tremelimumab + Chemotherapy as First-line Treatment

for mMNSCLC: Results from the Phase 3 POSEIDON Study

POSEIDON Study Design

Phase 3, global, randomized, open-label, multicenter study

+ Stage IV
NSCLC

« No EGFRor

for metastatic
disease
N=1013
(randomized)

ALK alterations
« ECOGPSOor1
» Treatment-naive

X3

Stratified by:
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Durvalumab 1500 mg +
CT* q3w (4 cycles)

Durvalumab 1500 mg +
tremelimumab 75 mg +
CT* q3w (4 cycles)

Durvalumab 1500 mg q4w

+ pemetrexedt
until PD

Durvalumab 1500 mg q4w
+ tremelimumab 75 mg
(week 16 only)*

+ pemetrexedt
until PD

Primary endpoints
« PFS by BICR (D+CT vs CT)
+ OS (D+CT vs CT)

Key secondary endpoints
* PFS by BICR (D+T+CT vs CT)
+ OS (D+T+CT vs CT)
+ OS in patients with bTMB
220 mut/Mb (D+T+CT vs CT)

« PD-L1 Additional secondary endpoints
expression + ORR, DoR, and BOR by BICR
TC 250% Vs : + PFS at 12 months
(<50%) Platinum-based CT* Pemetrexedt « HRQoL
i 3w (up to 6 cycles until PD .
+ Disease stage q3w (up y ) + Safety and tolerability
(IVAvs IVB)
» Histology
*CT options: gemcitabine + carboplatin/cisplatin (squamous), pemetrexed + carboplatin/cisplatin (non-squamous), or nab-paclitaxel + carboplatin (either histology);
TPatients with non-squamous histology who initially received pemetrexed during first-line treatment only (if eligible); TPatients received an additional dose of tremelimumab post CT (5th dose)

BICR, blinded independent central review; BOR, best objective response; bTMB, blood tumor mutational burden; D, durvalumab;
DoR, duration of response; ECOG, Eastern Cooperative Oncology Group; HRQoL, health-related quality of life; Mb, megabase;
mut, mutations; ORR, objective response rate; OS, overall survival; PD, progressive disease; PFS, progression-free survival;

PS, performance status; q3w, every 3 weeks; q4w, every 4 weeks; T, tremelimumab; TC, tumor cell




Estudio fase 3 Poseidon

Durvalumab * Tremelimumab + Chemotherapy as First-line Treatment
for mMNSCLC: Results from the Phase 3 POSEIDON Study

 Beneficio
estadisticamente
significativo en PFS

Durvalumab + CT vs CT: PFS and OS

~ . PFS oS
de anadir
D+CT €T D+CT CT
Events, n/N (%) 253/338 (74.9) 258/337 (76.6) Events, n/N (%) 264/338 (78.1) 285/337 (84.6)
1.0+ ; ; ; 5 : : ;
durvalumab a- 0 mPFS, months 5.5 48 10 mOS, months 13.3 1.7
. . . (95% Cl) (4.7-6.5) (4.6-5.8) ' (95% Cl) (11.4-14.7) (10.5-13.1)
qU|m|Oterap|a (H R HR (95% Cl) 0.74 (0.62-0.89) HR (95% Cl) 0.86 (0.72-1.02)
0.8+ p-value 0.00093 0.84 p-value 0.07581
0.74) £ 3
. w 0.6+ 5 0.6
Py Ty
5 3
8 0.4+ S 044
" I c 24.4% £
 Tendencia a mejor c g -
: ‘ : ' i
OS (HR 0.86) -> Y R |
0 = o0 0 é ('s sla 12 1‘5 1IB 2’1 211 0'00 3I els sla 1I2 1|5 1I8 2I1 2=4 2|7 3|0 3|3 3|6 319 412 4ls 4I8
33 /O reCI b I e ro n I O Time from randomization (months) Time from randomization (months)
No. at risk No. at risk

en brazo control en o o8 o8 % 03 Y 300 DrET 337 28 23 204 160 132 113 61 72 G2 52 B 21 13 8 0 0
S u CeS IvaS I I,n eaS » Median follow-up in censored patients at DCO: 34.9 months (range 0-44.5)

» Median follow-up in censored patients at DCO: 10.3 months (range 0-23.1)
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Estudio fase 3 Poseidon

Durvalumab * Tremelimumab + Chemotherapy as First-line Treatment

for mMNSCLC: Results from the Phase 3 POSEIDON Study

 Beneficio

estadisticamente Durvalumab + Tremelimumab + CT vs CT: PFS and OS

. . - . PFS oS
significativo en PFS de A— S
~ . Events, n/N (%) 238/338 (70.4) 258/337 (76.6) Events, n/N (%) 251/338 (74.3) 285/337 (84.6)
an ad I r d u rval u m ab + 1.0+ mPFS, months 6.2 438 1.0+ mOS, months 14.0 1.7
(95% Cl) (5.0-6.5) (4.6-5.8) (95% Cl) (11.7-16.1) (10.5-13.1)
» HR (95% Cl) 0.72 (0.60-0.86) HR (95% Cl) 0.77 (0.65-0.92)
tre m e I | m U m ab a 0.8+ p-value 0.00031 0.8 p-value 0.00304

guimioterapia (HR
072) Zg 044 _— g 0.4
0.2 T —, 0.2

13.1%%
* Incremento de OS (HR T Sy e S e A A S A

Time from randomization (months) Time from randomization (months)
O 7 7) No. at risk No. at risk
" D+T+CT 338 243 161 94 56 32 13 0 D+T+CT 338 298 256 217 183 159 137 120 109 95 88 64 41 20 9 0 O
CT 337 219 121 43 23 12 3 2 0 CT 337 284 236 204 160 132 111 91 72 62 52 38 21 13 6 0 O
» Median follow-up in censored patients at DCO: 10.3 months (range 0-23.1) » Median follow-up in censored patients at DCO: 34.9 months (range 0-44.5)
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Estudio fase 3 Poseidon

Durvalumab * Tremelimumab + Chemotherapy as First-line Treatment

for mMNSCLC: Results from the Phase 3 POSEIDON Study

« Beneficio en general en
todos los subgrupos.

Overall Survival: Subgroup Analysis
e Beneficio en PD-L1 patiaman BTV CT HR patnieaN ETETVaCr

All patients 549/675 —e— 0.86 536/675 —e— 0.77
0 Sex Male 423/501 —— 0.81 422/517 —— 0.70
< O e O e Female 126/174 et 0.91 114/158 E—1 0.96
Age <65 years 273/345 a1 0.86 280/367 ——] 0.79
265 years 276/330 ——— 0.81 256/308 | S | 0.74
O . 7 7) Tumor PD-L1  TC 250% 144/191 — 0.63 149/198 — = 0.65
expression TC <50% 405/483 e 0.94 387/477 T 0.82
TC 21% 335/431 —— 0.79 321/420 —e— 0.76
TC <1% 214/243 i 0.99 215/255 | 0.77
Histology Squamous 220/250 = | 0.84 217/246 r——i 0.88
Non-squamous 327/423 =y 0.82 318/428 == 0.70
. . 1 Planned CT Nab-paclitaxel doublet 40/49 I 4 0.64 33/42 I { 0.55
® C e n O r e n e I C I O e n Pemetrexed doublet 311/407 e 0.81 304/411 F—e— 0.72
Gemcitabine doublet 198/219 ——t— 0.93 199/222 et 0.90
] Smoking Current 107/130 et 0.77 115/150 ——i 0.54
aclen te S tr at ad 0S CcONn history Former 314/381 i 0.83 306/386 i 0.75
Never 127/163 == — 0.92 114/138 —m e 1.15
. . Race Asian 195/251 —— 0.92 1751227 e 0.97
t b Non-Asian 354/424 P 0.78 361/448 —e— 0.65
g e I I I CI a I n a. CO I I l O ECOG PS 0 168/228 | m—| 0.76 166/229 - = 0.80
1 381/447 —e—H 0.86 370/446 —e— 0.72
f? AJCC disease IVA 259/336 e 0.71 259/337 ———q 0.72
e S q u e I I I a e K stage IVB 288/337 [Re] 1.00 276/335 P 0.84

0.25 05 1 2 0.25 0.5 1 2

Favors D+CT Favors CT Favors D+T+CT Favors CT

IASLC 2021 World Conference on Lung Cancer ITT analysis stratified, subgroup analysis unstratified

Size of circle is proportional to the number of events across both treatment groups
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Estudio fase 3 Poseidon

« Mayor tasa de
respuestas en
brazos
experimentales

« Mayor duracion de
respuesta en brazos
experimentales

Durvalumab * Tremelimumab + Chemotherapy as First-line Treatment

for mMNSCLC: Results from the Phase 3 POSEIDON Study

Confirmed Objective Response Rate and Duration of Response

& = ORR* Duration of Response

Odds ratio 2.26
(95% CI 1.61-3.19)
il Odds ratio 2.00 | D+CT D+T+CT CcT

(95% Cl 1.43-2.81)

Responders*, n 137 130 81
i
g’ Median DoR, 7.0 9.5 5.1
o} months (95% Cl) (5.7-9.9) (7.2-NE)  (4.4-6.0)

Remaining in
response at 38.9 49.7 214
12 months, %

D+CT D+T+CT eT
(n=330) (n=335) (n=332)

*Confirmed objective response by BICR assessed in patients with measurable disease at baseline;
confirmation was not required per protocol (post-hoc analysis)

IASLC | 2021 World Conference on Lung Cancer
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La toxicidad fue
similar en los 3
grupos, aungue
hubo mas toxicidad
Inmunomediada en
grupo D+T

Estudio fase 3 Poseidon

Durvalumab * Tremelimumab + Chemotherapy as First-line Treatment

for mMNSCLC: Results from the Phase 3 POSEIDON Study

D+CT

(n=334)

Any grade

Grade 3/4

Immune-Mediated Adverse Events (Grouped Terms)

D+T+CT
(n=330)

Any grade

Grade 3/4

CT
(n=333)

Grade 3/4

Any grade

Any imAE*, n (%) 64 (19.2) 23 (6.9) 111 (33.6) 33 (10.0) 17:(5.1) 5(1.5)
Hypothyroid events 20 (6.0) 0 27 (8.2) 0 3(0.9) 0
Pneumonitis 10 (3.0) 4(1.2) 12 (3.6) 3(0.9) 2 (0.6) 2 (0.6)
Rash 5(1:56) 2(0.6) 13 (3.9) 3(0.9) 6 (1.8) 2(0.6)
Hepatic events 11 (3.3) 8(2.4) 12 (3.6) 7(21) 0 0
Dermatitis 4(1.2) 1(0.3) 14 (4.2) 1(0.3) 1(0.3) 0
Colitis 4(1.2) 1(0.3) 13 (3.9) 5(1.5) 0 0
Hyperthyroid events 4(1.2) 1(0.3) 9(2.7) 0 1(0.3) 0
Adrenal insufficiency 4(1.2) 1(0.3) 8(2.4) 2 (0.6) 0 0
Rare/miscellaneous 1(0.3) 1(0.3) 11 (3.3) 3(0.9) 2 (0.6) 1(0.3)

imAEs leading to death occurred in 1 patient receiving D+CT (myocarditis) and in 2 patients receiving D+T+CT (pneumonitis in 1 patient; and hepatic, renal, and pancreatic events and myocarditis in 1 patient)




Estudio fase 3 CHOICE-1: toripalimab (anti-Pd1)

CHOICE-01: A Phase 3 Study of Toripalimab Versus Placebo
in Combination With First-Line Chemotherapy for Advanced NSCLC

2021 World Conference

on Lung Cancer

CHOICE-01: A Phase 3 Study of Toripalimab versus Placebo In

Combination with First-Line CI";emotherapy for Advanced NSCLC

Jie Wang
MD, PhD

Jie Wang, MD, PhD

National Cancer Center/Cancer Hospital, Chinese Academy of Medical Sciences
& Peking Union Medical College

Beijing, China
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Estudio fase 3 CHOICE-1: toripalimab (anti-Pd1)

CHOICE-01: A Phase 3 Study of Toripalimab Versus Placebo

in Combination With First-Line Chemotherapy for Advanced NSCLC

- Histologia escamosa
Yy N0 escamosa

CHOICE-01 Study Design

° C CHOICE-01 is a randomized, double-blind, placebo-controlled, multicenter, phase 3 trial comparing the efficacy and safety
rOSS_Over e n g ru po of toripalimab versus placebo in combination with first-line standard chemotherapy for treatment-naive, advanced non-

small cell lung cancer (NSCLC)

Toripalimab 240 mg, IV, day 1 Q3W (up to 2 years)

Key Eligibility Criteria + Pemetre..2d +cisplatin/carboplatin (4-6 cycles)
+ Advanced NSCLC (SQ & NSQ) followed by pemetrexed for NSQ
. + Stage IlIB-IV il + Nab-paclitaxel + carboplatin (4-6 cycles) for SQ
» Treatment-naive for locally advanced -
* PFS endpoint .
» No known sensitizing EGFR mutation Placebo, IV, day 1 Q3W (up to 2 years)
- - I or ALK fusion P -+ lediainicathoniatin (4.6 cvdl
+ + -
p rl n CI p a. * Measurable disease per RECIST v1.1 e foﬁ?vs;r::)ey pe::::::::dc:)r ﬁggﬂn (9:0 cycies)

« ECOG PS score 0-1
» Tumor tissue available for PD-L1

expression testing’ Pemetrexed 500mgm? IV day 1
Nab-paclitaxel 100mg/m? IV d1,8,15
Carboplatin AUC 5 IV day 1
Cisplatin 75ma/m? IV day 1

+ Nab-paclitaxel + carboplatin (4-6 cycles) for SQ

Active cross-over

<« Meet the criteria for
crossover treatment

i
]
I
I
i
I
i

¥

Stratification factors: %’y;_n&:%i#t 1.1byi tiaat
+ PD-L1 expression (TC21% vs TC<1%)? per v1.1 by investigator Toripalimab
+ Smoking status (often® vs never/occasional ) Secondary end points PD
. H's‘°'°§§ (squamous vs non-squamous) OS, PFS by BIRC, ORR, DoR, DCR, TTR, and safety 240 mg
1 Based on JS311 IUO Assay

2 Patients with tumor unevaluable for PD-L1 included in TC<1% group
3 defined as 2400 pack years

SQ=Squamous; NSQ=Non-Squamous;

BIRC= Blinded Independent Review Committee

ASLC | 2021 World Conference on Lung Cancer
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Estudio fase 3 CHOICE-1: toripalimab (anti-Pd1)

CHOICE-01: A Phase 3 Study of Toripalimab Versus Placebo

in Combination With First-Line Chemotherapy for Advanced NSCLC

Toripalimab +chemo Placebo

* |ncremento Efficacy
significativo de PFS PFS per RECIST v1.1 by Investigator  ‘terety A

Median PFS, months (95% Cl) 8.3 (6.9-8.7) 5.6 (5.4-6.4)
H R O 58 1.0 : HR (95%Cl) 0.58 (0.442-0.769)
. X A P-value 0.0001
S 08 - ! ORR 63.4% 41.7%
& | -
8 | 62.3% DoR, months (95%Cl) 8.3(6.8,8.7) 42(40,57)
g 0.6 4 :
L‘lé ------------------------- o e e N e e e
-% 0.4 4 41.5% : | 32.6%
(o | 7
8’ ! | 0/
a 0.2 1 ! 1 13.1%
= Toripalimab 240mg (n:30?]) .
— Placebo (n=156) : |
0.0 1 T T T T T T T T T T T T ’ T T T T T T T
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19

0
Subject at risk Months
Toripalimab 240mg 309 296 276 244 227 165 110 82 69 55 36 28 20 8 7 2 2 1 1 0
Placebo 156 153 141 115 102 69 34 29 23 18 9 8 4 2 2 0

PFS in squamous subgroup HR=0.55 (95% CI: 0.38-0.83); non-squamous subgroup HR=0.59 (95% CI: 0.40-0.87)
IRC-assessed PFS for squamous and non-squamous patients was consistent with Investigator's assessed PFS

Data cut-off date: November 17, 202C

IASLC | 2021 World Conference on Lung Cancer
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Estudio fase 3 GEMSTONE-302: Sugemalimab (anti-PDL1)

GEMSTONE-302: A Phase 3 Study of Platinum-Based Chemotherapy
with Placebo or Sugemalimab, a PD-L1 mAb, for metastatic NSCLC

GEMSTONE-302: Randomized, Double-Blind,
Phase 3 Study of Sugemalimab or Placebo

Plus Platinum-Based Chemotherapy as First-
Line Treatment for Metastatic NSCLC

Caicun Zhou
Shanghai Pulmonary Hospital, Tongji University, Shanghai/China

Caicun Zhou?, Ziping Wang?, Yuping Sun?, Lejie Cao?, Zhiyong Ma?®, Rong Wu®, Yan Yu’, Wenxiu Yao®, Jianhua Chang?, Jianhua Chen'®, Wu
Zhuang?, Jiuwei Cui?, Xueqin Chen?3, You Lu*4, Hong Shen', Jingru Wang!®, Rumei Chen®, Mengmeng Qin'®, Hao Wang?®, Jason Yang!®

1.Shanghai Pulmonary Hospital, Tongji University, Shanghai/China, 2.Beijing Cancer Hospital, Beijing/China, 3.Jinan Central Hospital, Jinan/China, 4.Anhui Provincial Hospital, Hefei/China, 5.The Affiliated Cancer
Hospital of Zhengzhou University, Henan Cancer Hospital, Zhengzhou/China, 6.Shengjing Hospital of China Medical University, HuaXiang Branch Hospital, Shenyang/China, 7.Harbin Medical University Cancer Hospital,
Harbin/China, 8.Sichuan Cancer Hospital & Institute, Chengdu/China, 9.Fudan University Shanghai Cancer Center, Shanghai/China, 10.Hunan Cancer Hospital, Changsha/China, 11.Fujian Provincial Cancer Hospital,
Fuzhou/China, 12.The First Hospital of Jilin University, Changchun/China, 13.The Affiliated Hangzhou First People's Hospital, Zhejiang University School of Medicine, Hangzhou/China, 14.West China Hospital, Sichuan
University, Chengdu/China, 15.The Second Affiliated Hospital of Zhejiang University School of Medicine, Zhejiang/China, 16.CStone Pharmaceuticals (Su Zhou) Co., Ltd., Suzhou/China
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Estudio fase 3 GEMSTONE-302: Sugemalimab (anti-PDL1))

« Histologia escamosa
Yy N0 escamosa

 PFS como endpoint
principal.

* Permite cross-over
en brazo control

GEMSTONE-302: A Phase 3 Study of Platinum-Based Chemotherapy

with Placebo or Sugemalimab, a PD-L1 mAb, for metastatic NSCLC

GEMSTONE-302 Study Design

Sugemalimab 1200 mg, IV, day 1
+ Carboplatin/Paclitaxel (SQ)
+ Carboplatin/Pemetrexed (NSQ)

Maintenance (up to 35 cycles)

Sugemalimab (SQ)
Sugemalimab+Pemetrexed (NSQ)

Key Eligibility Criteria

= Chemotherapy naive stage IV
NSCLC (SQ & NSQ)

» Measurable disease per
RECIST v1.1

«ECOG PS 01

* No known sensitizing EGFR,
ALK, ROS or RET genetic
alteration

= Tumor tissue available for PD-
L1 expression testing

Placebo, IV, day 1
+ Carboplatin/Paclitaxel (SQ)
+ Carboplatin/Pemetrexed (NSQ)

Placebo (SQ)
Placebo+Pemetrexed (NSQ)

Pemetrexed 500 mg/m?, IV, day 1
Paclitaxel 175 mg/m?2, IV, day 1
Carboplatin AUC 5§ mg/mL/min, IV, day 1

Stratification Factors Primary Endpoint

= Pathology (SQ vs NSQ) PFS per RECIST v1.1 by investigator Crossover to receive Sugemalimab

« PD-L1 expression Key Secondary Endpoints 1200 mg for up to 36 cycles
(TPS*21% vs TPS<1%) OS, PFS per RECIST v1.1 by BICR, PFS per

*ECOG (0vs 1) RECIST v1.1 by investigator in patients with PD-

L1 expression 2 1%, ORR, DoR

Abbrevistions. BICR=blinded independent central radiologic review; [V=intravenous injection. NSQ=non-squamous. PD=progression of disease; ORR=cbjective response rate: OS=overall survival. PFS=progression-free survival Q3W=once every three weeks. SO=squamous
*Percentage of tumor cells with membranous PD-L1 staining assessed using VENTANA PD-L 1 (SP263) immunohistochemistry

IASLC | 2021 World Conference on Lung Cancer
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Estudio fase 3 GEMSTONE-302: Sugemalimab (anti-PDL1))

GEMSTONE-302: A Phase 3 Study of Platinum-Based Chemotherapy

with Placebo or Sugemalimab, a PD-L1 mAb, for metastatic NSCLC

 Beneficio en PFS

Investigator-Assessed PFS (RECIST v1.1,ITT
con HR 0.48 J ( )

Sugemalimab+Chemo Placebo+Chemo

100 4
. Event (%) 223 (69.7%) 135 (84.9%)
HR (95% CI)* 0.48 (0.39, 0.60)
80 4
g P-value? P<0.0001
% 01 \L‘ *stratified cox model, *stratified log-rank test
5 . L
a \ Median (95% Cl)
- B e B o T
‘é [‘_ 12-mo rate 9.0 mo (7.4, 10.8)
A Sy, 4.9 mo (4.8, 5.1)
? 7 - =9 24-mo rate
& 2 \
B 19.9%
10 e ol o
14.8% R .
04
o 2 4 & 8 1 12 14 18 18 20 2 24 2

Data cutoff date: 15 Mar 2021

IASLC | 2021 World Conference on Lung Cancer
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Estudio fase 3 GEMSTONE-302: Sugemalimab (anti-PDL1))

GEMSTONE-302: A Phase 3 Study of Platinum-Based Chemotherapy

with Placebo or Sugemalimab, a PD-L1 mADb, for metastatic NSCLC

_ Overall Survival
« Datos inmaduros

para OS, pero HR :
0.67 "] "

Sugemalimab+Chemo Placebo+Chemo
Event (%)* 121 (37.8%) 77 (48.4%)

12-mo rate HR (95% CI) 0.67 (0.50, 0.90)
72.4%

* 198 OS events in total, accounted for 55% of the inal OS events

-;; | " 24-mo rate

62.0% 47.1%

a | g Median (95% CI)

3 o« . O 22.8 mo (19.7, NR)
3 17.7 mo (12.8, 20.8)

[
|
|
1
|
|
|
|

Note: OS data has not reached the pre-defined interim analysis time, so no statistical conclusion can be made

NR not reached

IASLC | 2021 World Conference on Lung Cancer
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Estudio fase 3 9LA (Brain Metastases)

First-line Nivolumab + Ipilimumab + Chemotherapy in Patients with
Advanced NSCLC and Brain Metastases: Results From CheckMate 9LA

First-line nivolumab + ipilimumab + chemotherapy
in patients with advanced NSCLC and
brain metastases: results from CheckMate 9LA

David Paul Carbone,' Tudor-Eliade Ciuleanu,? Manuel Cobo,? Michael Schenker,* Bogdan Zurawski,? David Carbone
Juliana Menezes,® Eduardo Richardet,’ Jaafar Bennouna,® Enriqueta Felip,? Oscar Juan-Vidal,'" : MD, PhD
Aurelia Alexandru,'" Hiroshi Sakai,'? Emmanuel de la Mora Jimenez, "3 Luis Paz-Ares'4, Martin Reck,'?

Thomas John, ' Nan Hu,'” Xiaoqing Zhang,'” Phuong Tran,'” Diederik Grootendorst,'” Shun Lu'®

'"The Ohio State University Comprehensive Cancer Center, Columbus, OH, USA; #Institutul Oncologic Prof Dr lon Chiricuta and UMF luliu Hatieganu,
Cluj-Napoca, Romania; ‘Unidad de Gestion Clinica Intercentros de Oncologia Médica, Hospitales Universitarios Regional y Virgen de la Victoria, IBIMA,
Malaga, Spain; “SF Nectarie Oncology Center, Craiova, Romania; *Ambulatorium Chemioterapii, Bydgoszcz, Poland; *Hospital Nossa Senhora da Conceicao,
Porto Alegre, Brazil; 7Instituto Oncologico de Cordoba, Cordoba, Argentina; *University Hospital of Nantes and INSERM, CRCINA, Nantes, France; *Vall
d'Hebron University Hospital, Vall d'Hebron Institute of Oncology, Barcelona, Spain; '"Hospital Universitario La Fe, Valencia, Spain; ''Institute of Oncology
Prof Dr Alexandru Trestioreanu Bucha, Bucharest, Romania; '*Saitama Cancer Center, Saitama, Japan; "Instituto Jalisciense de Cancerologia, Guadalajara,
Mexico; ""Hospital Universitario 12 de Octubre, CNIO-H120 Lung Cancer Clinical Research Unit, Universidad Complutense & CiberOnc, Madrid, Spain;
SAirway Research Center North, German Center for Lung Research, LungClinic, Grosshansdorf, Germany; 'Austin Hospital, Heidelberg, VIC, Australia;
""Bristol Myers Squibb, Princeton, NJ, USA; '"Shanghai Lung Cancer Center, Shanghai Chest Hospital, Shanghai JiaoTong University, Shanghai, China




Estudio fase 3 9LA (Brain Metastases)

First-line Nivolumab + Ipilimumab + Chemotherapy in Patients with

Advanced NSCLC and Brain Metastases: Results From CheckMate 9LA

CheckMate 9LA: 1L NSCLC N+l+«chemo in brain mets

‘ 9Diseﬁo del estudio CheckMate 9LA2b study design and analysis population
LA.

Key eligibility criteria Analysis population (per BICR)
+ Stage IV or recurrent NSCLC '
. + No prior systemic therapy . NIVO 360 m IPI With Without
. g Q3W + 1 mg/kg Q6W sl imekactatas Braln matastata
o U NoS 50 acle ntes * No sensitizing EGFR mutations or known brain metastases brain metastases
* at baseline at baseline
ALK alterations e hermad o (2 cvcles at baseline ‘ >

por brazo te n I’an M 1 ;lc'fl)l? P:;I?C1T performed at baseline

* For patients with brain metastases:

Ce re b ral eS y t rat ad aS Adequately treated and asymptomatic for

2 2 weeks prior to first treatment dose*

y a.S I n tO m é.tl Ca.S Stratified by PD-L1 (< 1% vs = 1%), sex, n =358

and histology (5Q vs NSQ)

NIVO + IPI + NIVO + IPI +
chemo chemo
n=51 n=310

(G ; . . R
Primary endpoint Secondary endpoints Post hoc analysis

» Systemic® efficacy and safety in patients with or without brain metastases at baseline

* Intracranial' efficacy in patients with brain metastases at baseline

.

Database lock: February 18, 2021; minimum / median follow-up for 0S: 24.4 months / 30.7 months
fents were treated ur r for 2 years for imn . f

NCT03215706; "Pa 3 7 ) wotherapy; ‘Off corticosteroids, or on a stable or decreasing dose of s 10 mg daily prednisone (or equivaler
for » 2 weeks before first treatr 15Q; pemetrexed + cisplatin rboplating SQ: paclitaxel « carboplating *Systemic efficacy was assessed by BICR per RECIST v1.1 criteria based on all lesions; Intracranial efficacy

I 1t disease progression, unacceptable toxicity, ol
ent; ‘NS ¢ oplat|
was assessed by BICR per modified RECIST v1.1 (adapted for brain metastases) based on brain lesior
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Estudio fase 3 9LA (Brain Metastases)

First-line Nivolumab + Ipilimumab + Chemotherapy in Patients with

Advanced NSCLC and Brain Metastases: Results From CheckMate 9LA

* Los pacientes con
M1 cerebrales 0S: NIVO + IPI + chemo vs chemo?

With baseline brain metastases Without baseline brain metastases
tratad aS Se NIVO + IPI + chemo Chemo NIVO + IPI + chemo Chemo
- (n=51) (n = 50) - (n=310) (n = 308)
Tal il Median 0S,"mo . 19.3 6.8 ™, Median 05, mo 15.6 12.1
benefICIan del brazo \1,1 . HR (95% Cl) 0.43 (0.27-0.67) L\\ HR (95% Cl) 0.79 (0.65-0.95)
. 80 " 80 My
experimental (HR . 67% N o
kl e o
~ 60 e ~ 60 \“\1
0,43) R
17 v | i 1 o v T 39%
o 135% o s
VoA

40 i NIVO + IPI + chemo 40 " NIVO + IPI + chemo
[ : AAAAAA— A A—Ad—h MM
' H P A4

20 O% | E 20
0 1 ! | 1 | I ! | 0 | 1 1 } 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
No. at risk Months No. at risk Months

b A i 42 37 34 i .7 24 18 12 5 3 1 4] 310 28( 250 213 93 161 14 26 119 4

Minimum follow-up; 24.4 months,

Patients with brain metastases at baseline: subsequent radiotherapy was received by 18% (NIVO + IPI hen ind 20% (chemo); subsequent systemic t I | ] nm { I |

subsequent chemo by 29% and 14X, respectively, Patients without brain metastases at baseline: subsequent radiotherapy was received 1% (NIVO « | emo) and 14 mo); st Juent syst therapy by 3

7%, subsequent immunotheragy by 8% and 37%; subsequent chemo by 32X and 25%, respectively; "95% CI = 12.3-23.9 (NIVO « 1P + chemo) and 4.7-9.7 (chemo); “95% ( 1L,B-19.4 (NIVO + IPI iemao) and 10,2-13.7 (chemo)

IASLC | 2021 World Conference on Lung Cancer

"“LX]J“ SEPTEMBER 8 - 14, 2021 | WORLDWIDE VIRTUAL EVENT




Estudio fase 3 9LA (Brain Metastases)

First-line Nivolumab + Ipilimumab + Chemotherapy in Patients with

Advanced NSCLC and Brain Metastases: Results From CheckMate 9LA

« Hay beneficio a
favor del brazo Systemic PFS and response?: NIVO + IPl + chemo vs chemo

. With baseline brain metastases Without baseline brain metastases
100 < 100
eX er” I lental e n P FS L, NIVO + IPI + chemo Chemo NIVO + IP| + chemo Chemo
‘ b (n = 51) (n = 50) ‘ (n = 310) (n = 308)
Z 80 f - T 8 d
C \M Median PFS," mo 10.6 4.1 [ Median PFS,“ mo 5.8 5.4
res u esta £ 0 iz HR (95% CI) 0,40 (0,25-0.64) £ 6 ‘]‘ HR (95% CI) 0.74 (0.62-0,89)
[ u ‘ N W . u \“
E 40 \36% E 40 - 33
3 N 19% \ & A 20
B \ . ' NIVO + IPI + chemo v B P NIVO + IPI + chemo
@ 20 : et A 20 ' A A A —AA
0 | [ } I 0 T T T T T
0 6 12 18 24 30 36 0 6 12 18 24 30 36
No. at risk Months No. at risk Months
1 L 190 14 L 6t
. NIVO + IPl + chemo Chemo - NIVO « IPI + chemo Chemo
2 100 A (n=51) (n = 50) 2 100 ")A (n=310) (n = 308)
P 1 ORR,% n (%) . 22 (43) 12 (24) P . ORR," n (%) 115 (37) 79 (26)
@ Y N [T —
3 80 Median DOR,* mo 15.5 4.4 e 80 "\._l Median DOR,* mo 13.0 - % 4
% o i AL & 60 Ay, 52
(4 “‘ 1 A 3189 Ve 4 S R S A
iy J04 NIVO + IPI + chemo S 34%
£ 40 Laa—a—a ol £ 40 iy : NIVO + IP| + chemo
o | o -_— oAt 4
Q Q
o 20 e 2
2 8
E i E
8 0+ 1 t T 1 J T g 0 I I ! I
g 0 6 12 18 24 30 36 g 0 6 12 18 24 30 36
Yo, at risk Months ' No. at risk Months
. 9 8 | 1 3] bl 14
Minimum follow-up: 23.3 months,
PrS, ORR, and DOR assessed per BICR; “95% Cl « 6,7-12.6 (NIVO + IPI + chemo) and 2,8-5.4 (chemo); “95% CI 2:7.3 (NIVO « IP1 + ¢k and 4.55.6 ( no) ides 43X PR (NIVO « IPI + chemao) 24% PR m
95% ( 5.6:NR INIVO « IP1 + chemo) and 2.8 7 Vichemo: fIncludes 4% CR and 33% PR (NIVO « IP1 + chemol, and 1% CR and 24 R ichemo): M5% ( 8.6:20.2 INIVO | ¢« chemol and 4. 4.8 0 (chemo)
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Estudio fase 3 9LA (Brain Metastases)

First-line Nivolumab + Ipilimumab + Chemotherapy in Patients with

Advanced NSCLC and Brain Metastases: Results From CheckMate 9LA

* La PFSintracraneal Intracranial PFS2in patients with baseline brain metastases
es claramente

NIVO + IPl + chemo Chemo
100 H—a _ _
. \ (n =51) (n = 50)
Su perlor en el brazo : 'g"ll Median intracranial PFS,* mo 13.5 4.6
. % 80 Moy HR (95% Cl) 0.36 (0.22-0.60)
experimental (HR . -
O 36 8- 60 — » v 51%
) L
b} ) ‘e 1_,,,«,11
S Ay l
g 40 e
- i  18%
20 Loy l NIVO + IPl + chemo
0 T 1 T t | I 1 f | |
0 3 6 ) 12 15 18 21 24 27 30 33 36
) Months
No. at risk
40 32 26 19 15 13 9 6 2 1 | 0
Minimum follow-up: 23.3 months,
or BICR: "95% ( B.418.7 INWWO 1Pl + cher yand 3.2 7 ichemo
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Estudio fase 3 9LA (Brain Metastases)

First-line Nivolumab + Ipilimumab + Chemotherapy in Patients with

Advanced NSCLC and Brain Metastases: Results From CheckMate 9LA

o CaSI dObIe de tasa CheckMate 9LA: 1L NSCLC N+l«chemo in brain mets
de respuesta Intracranial response? in patients with baseline brain metastases
1 100 7 NIVO + IPI + chemo
Intracraneal en los — o

. h ES 5.
paC|enteS en el Intracranial response (; :'2% 5: U -8
] ORR, n (%) 20 (39) 1020 | £ § 38
brazo experimental, BOR,? n (¥ | £ o1 |
. CR 5(10) 4 (8) . - Median change: -41%®
y con un incremento PR 15 29) 6 (12) 58
. SD 18 (35) 18 (36) SE . i_h_e;;pé%
en el porcentaje PO 1@ 3.6) 5 "
DCR, n (%) 38 (74) 28 (56) R
. = 7 L E
Median time t ol |
medlo de redUCCIOn - reip]::sel,mrgo(()range) 2.8 (1.3-11.4) 2.2 (1.3-5.8) ‘g -
Median DOR, mo (95% Cl) | 22.3 (9.7-NR) | 18.9 (1.8-NR)

Minimum follow-up: 23.3 months.

Per BICR; "Unable to be determined or not reported in 4% and 20% of the NIVO « IPI + chemo arm, and 10% and 28% of the chemo arm, respectively; ‘Patients with measurable intracranial lesion(s) at baseline and at least
one on-treatment brain lesion assessment per BICR (modified RECIST v1,1 [adapted for brain metastases)); “Best reduction is based 15 Up to progressi f
subsequent anticancer therapy: *Range of best reduction from baseline: —100% to 9% (NIVO + IPI « chemo) and - 100X to 7% (chemo)
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Estudio fase 3 9LA (Brain Metastases)

First-line Nivolumab + Ipilimumab + Chemotherapy in Patients with

Advanced NSCLC and Brain Metastases: Results From CheckMate 9LA

* Menos aparicion de
nuevas lesiones Development of new brain lesions?

cerebrales en el

. 40
brazo experimental.
o With baseline Without baseline
&% 4 30 ®NIVO + IPI + chemo brain metastases brain metastases
T Chemo NIVO + IPI NIVO + IPI
3.9 + chemo + chemo
* Mayor tiempo de gew — ——
€ £ Median time to
3 o : n
I 1A ‘2 - :jees\i’c?rl\(:pr:"limr:rf\ neew e 2.39.109.6 1.3.8.5) (1.467198.8 12)236/
aparicion ae nuevas £310 LI SR : & A% ’
5 c 2 Tumor burden in patients
- ho d | d brai
lesiones en el O . teront; m o rarge " | 19 | t0m | am | ew
n/N 8/ 51 15 / 50 7/310  11/308
Cerebro en brazo With baseline Without baseline
brain metastases brain metastases

experimental.
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Estudio fase 2 ATEZO-BRAIN

Atezo-Brain: Single Arm Phase |l Study of Atezolizumab [ASLC | /#%

4 (1T

Plus Chemotherapy in Stage IV NSCLC With Untreated Brain Metastases () — *'@E i3

2021 World Conference
onLung Cancer

ATEZO-BRAIN (GECP 17/05): NON-RANDOMIZED PHASE II
CLINICAL TRIAL OF ATEZOLIZUMAB COMBINED WITH
CARBOPLATIN PLUS PEMETREXED IN CHEMOTHERAPY-
NAIVE PATIENTS WITH ADVANCED NON-SQUAMOUS
NSCLC WITH UNTREATED BRAIN METASTASES

Ernest Nadal
Ernest Nadal (1), Delvys Rodriguez-Abreu (2), Bartomeu Massuti (3), Oscar Juan (4), Gerardo Huidobro (5), MD, PhD
Rafael Lopez (6), Javier De Castro (7), Anna Estival (8), Rosario Garcia-Campelo (9), Ivana Sullivan (10),
Enriqueta Felip (11), Ana Blasco (12), Maria Guirado (13), Marta Simoé (14), Eva Pereira (15), Valentin
Navarro (1), Jordi Bruna (14)
(1) Institut Catala d'Oncologia — L'Hospitalet, Spain; (2) Hospital Insular de Gran Canaria, Spain; (3) Hospital General de
Alicante, Spain; (4) Hospital Universitari La Fe, Spain; (5) Complejo Hospitalario Universitario de Vigo, Spain; (6) Hospital
Clinico de Valladolid, Spain; (7) Hospital Universitario La Paz, Spain; (8) Institut Catala d'Oncologia - Badalona, Spain; (9)
Hospital Universitario A Coruia, Spain; (10) Hospital Sant Pau, Spain; (11) Hospital Universitario Vall d'Hebron, Spain; (12)
Hospital General de Valencia, Spain; (13) Hospital Universitario de Elche, Spain; (14) Hospital Universitari de Bellvitge, Spain;
(15) Spanish Lung Cancer Group, Spain
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Estudio fase 2 ATEZO-BRAIN

Atezo-Brain: Single Arm Phase |l Study of Atezolizumab

Plus Chemotherapy in Stage IV NSCLC With Untreated Brain Metastases

e M1 cerebrales no ATEZO-BRAIN Trial DeSign

Single arm phase Il clinical trial
trat ad as ’, ] Key Elegibility Criteria: Carboplatin (5 AUCs) + Pemetrexed 500mg/m2 +
asintomaticas Stage IV non-squamous NSCLC Pemetrexed 500mg/m? + £ Atezolizumab 1200mg Q3W
.. Untreated brain metastases Atezolizumab 1200mg until tumor progression (*),
(m axXimo 4 mg de Treatment naive Q3W for 4-6 cycles unacceptable toxicity or 2 years
EGFR/ALK negative, any PD-L1
dexam etasona) ECOG PS 0-1 Tumor evaluation by body CT scan and brain MRI Q6W
Anticonvulsivants and dexamethasone until the 12th week and thereafter QO9W until PD
<4 mg qd allowed
- . . Measurable systemic and brain lesion/s (*) If exclusive CNS PD, patients could continue on study after brain RT
» Anadir atezolizumab
a Carb0p|a’[i NO- Co-primary endpoints: Secondary endpoints: Exploratory endpoints:
+ Safety * Response rate, DoR + To identify neuroimaging
pemetrexed de 12 L. + Investigator-based PFS by « Overall Survival (MRI) and blood biomarkers
RECIST v1.1 & RANO-BM * Qol, neurocognitive function predicting response or
« Time to brain radiotherapy resistance
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Estudio fase 2 ATEZO-BRAIN

Atezo-Brain: Single Arm Phase Il Study of Atezolizumab

Plus Chemotherapy in Stage IV NSCLC With Untreated Brain Metastases

« Se pudo completar Clinical Trial Completion
el eStUd iO con lOS 40 The study was completed as the boundaries for futility or unacceptable toxicity were not reached
pacientes
planificados, dado 1 | 1 | i
A o S b o - L Lo 12-week PFS rate = 60%
gque no se detecto R=1 R=5 R=9 = = T = B =T ‘ R=24 \ (xpacied mte 50%)

nl fUtI I |dad . (unacceptable if > 35%)

o Yox M Tox LAGH " lox Mlox o Tox " lox
>3 >4 »7 > »<10 »12 >13

toxicidad inaceptable d q ﬂ d ﬂ q
T=2 T=4 T=4 1=5 T=6 | T=8 T=10 M Grade 3-4 toxicity rate = 27.5%

| | | ]

®
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Estudio fase 2 ATEZO-BRAIN

Atezo-Brain: Single Arm Phase |l Study of Atezolizumab

Plus Chemotherapy in Stage IV NSCLC With Untreated Brain Metastases

* Perfil de seguridad Primary Endpoint: Safety
aceptable.

Adverse Events Any Grade Grade 3

Drugs Median occurring in >56% n=40 n=40
number of Fatigue 24 (60%) 0
gyvies (IQk) il ol iad e Selected irAEs Any Grade Grade
Carboplatin 4(2.2) Cyapines 10 beam) L 139%) n=40 3
Pemetrexed 8.5 (13) Nausea 11 (28%) 0 n=40
_ Back pain 9 (23%) 4 (10%) Skin rash 8 (20%) 0
SIRECEN Sm1e) Cough 9 (23%) 0 ALT increase 5(13%)  1(3%)
. Most TRAEs were grade 10r2 Anorexia 8 (20%) 0 AST increase 5 (13%) 0
« No fatal TRAEs occurred Headache 8 (20%) 0 Hypothyroidism 2 (5%) 0
s Three patients had grade 4 Mucositis 8 (20%) 0 Hyperthyroidism 1(3%) 0
TRAEs (thrombocytopenia, Thrombocytopenia 8 (20%) 2 (5%) Pneumonitis 2 (5%) 1(3%)
neutropenia and hallucinations) = Vomiting 8 (20%) 0 Anorexia 8 (20%) 0
Diarrhea 7 (18%) 0
Constipation 6 (15%) 0
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Estudio fase 2 ATEZO-BRAIN

Atezo-Brain: Single Arm Phase |l Study of Atezolizumab

Plus Chemotherapy in Stage IV NSCLC With Untreated Brain Metastases

* La PFS sistémica : . : .
: Primary Endpoint: Systemic and Intracranial PFS
fue de 8,9 meses, |
. Median follow-up . .
|a PFS |ntracranea| 7 L Systemic PFS by RECIST v1.1 - Intracranial PFS by RANO-BM
de 6.9 meses. T A NEL}
-% © | 1 ;; © | \‘
\ S 7
p= 3 28 23 16 13 10 2 S (37 28 19 14 11 9 :Iz 11
0 3 6 9 12 15 18 0 3 6 9 12 15 18 21 24
Time(Months) Time(Months)
Median systemic PFS = 8.9 months (95% CI1 6.7- 13.8) Median icPFS = 6.9 months (95% Cl1 4.7 - 12.1)
18 month PFS rate = 24.9% 18 month icPFS rate = 10.4%
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Estudio fase 2 ATEZO-BRAIN

Atezo-Brain: Single Arm Phase |l Study of Atezolizumab

Plus Chemotherapy in Stage IV NSCLC With Untreated Brain Metastases

. Latasa de respuesta Secondary Endpoints: Response Rate and Overall Survival

Intracraneal fue del

Overall Survival

10

0 Best Intracranial Best Systemic Response

40 /O’ y una OS de Response (RANO-BM) (RECIST v1.1) &

13.6 meses, con un i 4 (19%) -
PR 12 (30%) 19 (47.5%) g2 8

329% de tasa sD 19 (47.5%) 16 (40%) g ‘

. . PD 4 (10%) 3 (7.5%) g « L

supervivencia a 2 = e ) ?

an OS ] ORR 16 (40%) 19 (47.5%) ) .
Only 4 patients had discordance among systemic s B ¥ N B 0V L 2 2
and CNS response: 0 3 6 9 12 15 18 21 24
« 2 with PD in body and SD in brain Time (Months)

* 2 with PD in brain and PR in body Median OS = 13.6 months (95% CI 9.7 — NR)

2y OS rate = 32%
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Principales conclusiones

Estudio Poseidon: beneficio de anadir durvalumab + tremelimumab a la
quimioterapia de 12 linea en PFS y OS, un nuevo combo activo de quimio-
Inmunoterapia. Menor actividad en pacientes con gemcitabina.

Sugemalimab (antiPDL1) y Toripalimab (anti-PD1) activos en 12 linea al combinar-
se con doblete de platino en PFS.

Subanalisis del estudio 9LA muestra clara actividad de quimio + nivo +
Ipilumumab en pacientes con metastasis cerebrales tratadas y asintomaticas.

Estudio atezobrain muestra que en pacientes con ml cerebrales asintomaticas sin
tratamiento local pueden beneficiarse de carbo-alimta-atezolizumab.



