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) Colorectal Cancer is Heterogenous disease depending
° Tumor Location, Molecular Profiling, Tumor Burden and The patient

] The Median survival for metastatic CRC is 30-36 months
0 ( GI-ASCO 2020)

) The treatment Paradigm is an evolving process:
o Bi-Chemotherapy , Tri-Chemotherapy with Anti-VEGF or Anti-EGFR
o Targeted Agents and lastly PDL1-Inhibition thru Immunotherapy

) The behavior of Early CRC dictate the duration of systemic
chemotherapy
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KEYNOTE 177 HRQOL

Pembrolizumab: Health-Related Quality of Life (KEYNOTE-177)

SUMMARY

o KEYNOTE-177! is a randomized, open label, phase 3 study of pembrolizumab monotherapy (N=152) versus
standard of care (chemotherapy with or without bevacizumab or cetuximab, N=142) as first-line treatment in
microsatellite-instability high (MSI-H)/mismatch repair deficient (IMMR) metastatic colorectal cancer.
o Andre et al* presented health-related quality of life results (HRQoL) from KEYNOTE-177. Patient-reported
outcomes (PROs) were evaluated as prespecified exploratory endpoints (data cut-off date of February 19, 2020).
o Least squares mean (LSM) change from baseline to week 18 showed improvement in the European
Organisation for Research and Treatment of Cancer (EORTC) Quality of Life Questionnaire Core 30
(QLQ-C30) global health status/quality of life (GHS/QoL) scale with pembrolizumab versus chemotherapy
(LSM difference: 8.96; p=0.0002).

o Pembrolizumab prolonged time to deterioration (TTD) versus chemotherapy in GHS/QoL (Hazard ratio
(HR), 0.61; p=0.0195), physical functioning (HR, 0.50; p=0.0016), social functioning (HR, 0.53;
p=0.0050), and fatigue (HR, 0.48; p<0.0001).
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Phase 3 KEYNOTE-177 Study (NCT02563002)

Pembrolizumab 200 mg Q3W

for up to 35 cycles
Key Eligibility Criteria (n=153)

MSI-H (PCR)/dMMR Until unacceptable
toxicity, disease
(IHC) Stage IV CRC progression, or Safety and

| » il survival
Investigator-Choice Chemotherapy® patue_r:gghysn?an follow-up
ECOG PS 0 or 1 (n = 154) bt e

decision

Treatment naive

Measurable disease
per RECIST v1.1 mFOLFOX6 IV Q2W OR

mFOLFOX6 + bevacizumab® IV Q2W OR
mFOLFOX6 + cetuximabc® IV Q2W OR
FOLFIRI IV Q2W OR 1L pembrolizumab significantly improved

FOLFIRI + bevacizumab IV Q2W OR PFS vs chemotherapy in MSI-H/dMMR mCRC
in KEYNOTE-1771

FOLFIRI + cetuximab IV Q2W

HRQoL Analyses:

Prespecified exploratory PRO end points included
» Mean score change from baseline to week 18 in EORTC QLQ-C30, EORTC QLQ-CR29, and EQ-5D-3L scales/items
»  Time to deterioration (TTD) in EORTC QLQ-C30 scales/items

PRO data were collected at baseline, during treatment, and 30 days after treatment discontinuation

aChosen before randomization; *bevacizumab 5 mg/kg IV; ccetuximab 400 mg/m? over 2 hours then 250 mg/m21V over 1 hour weekly; “week 18 was selected so a high proportion of
patients would have completed PRO nents (completion, 60%; compliance, 280%) and before the majority of patients were expected to have disease progression.

1. Andre T et al. ASCO Annual Meeting; May 29-31, 2020.
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Mean Changes in PRO Scores

EORTC QLQ-C30 EQ-5D Health Utility
GHS/Q(%.. gc-ore an e ¢ Score i
Pembro Chemo Pembro Chemo Pembro Chemo
Baseline
Completed questionnaire, n 141 131 142 133 142 133
Mean score (SD) (gf: (1)3) (gg:% (Zg;é) (Zgﬁg) 0.77(020) | 0.75 0.20)
Week 18
Completed questionnaire, n 102 82 102 82 102 82
9 72.14 62.60 76.86 70.76 0.84
i (20.53) (17.68) 1792 | (1820) ©.18 | %7720
Change from baseline®
Included 1in analysis®. n 151 141 151 141 151 141
- : 333 -5.63 450 -2.88 0.04 -0.01
{;55{‘,2 é';)a“ge frombaselne | 40546 | (93210 | (L16to | (64610 | (000t0 | (0.05t
6.72) -1.94) 7.83) 0.69) 0.08) 0.02)
LSM difference (93% CI) 8.96(4.24 10 13.69) 738(2.821t011.93) 0.05(0.00 t0 0.10)
p-value® p=0.0002 p=0.0016 p=0.031

CI. confidence interval; EORTC QLQ-C30, European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire core 30
items; EQ-5D, EuroQoL 5 Dimensions; LSM, least-squares mean: SD. standard deviation; VAS, visual analogue scale. *Based on a constrained
longitudinal data analysis model with PRO scores as the response variable. and treatment by study visit interaction as covariates. *Analysis using
constrained longitudinal data analysis model involved patients with at least one baseline or post-baseline assessment.“p values are 2-sided and

nominal.
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Progression-Free Survival -/ «. —
" Median StUdy 'O“OWUD 32.4 months (range, 240 - 48.3] Overall Survival and Duration of Response
Events HR(95%CI) P Pembrolizumab  Chemotherapy
90 J N =153 N =154
Pembro 54% 060  0.0002 g:,';" Response Rate a5 n%
80 0 R5panse
' Chemo 73% (0.45-0.80) Complate rasponse 111% 3%
7. H2morate Partal resparse 2% 202%
B [ - Stable disease 209% Q22%
60 . i b7y Progressive disease 204% 12.3%
" Not evaluable or no assessment 59% 12.3%
¢ 04 4 W—— 100 1 éN‘-mo daraiion
Y ! ; Median (95% CI) 29 g
40, i ! 16.5 mo (5.4-32.4) . 80 :
. ; 8.2mo (6.4102) ¢ s
3, H : £
: : ':‘ 50 Median DOR,
2 5 ! € 5 Al
H . £ 0 Pembro  NR (2.3¢ to 41.4+)
10 i 5 £ % : Chemo  10.6 (2.8 to 37.5¢)
5 | i |
0 T T ¥ T T T T T | PR 1 10 :
0 4 8 12 16 20 24 2 2 ¥% & IT] ; |
Time, months 0 4 8 12 1% 20 ' N ¥ 0 4 @
No. at Risk No. at Risk Time, months
;.’-4 : [1%] ) : ) 1 " | 1 0 l v | X " 14 '1 " \, ’: ]

niad disease progression or death) assessad per RECIST v1 1 by BICR
Jy In PFS was damonsirated al the pre-speched one-sided a = 0.0117

André T ot al: ASCO 2020. Chn Oncol. 2020:38(supp

by B

'
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Time to Deterioration
EORTC QLQ-C30 GHS/QoL and Physical Functioning

GHS/QolL® Physical Functioning®
Events. n _Median {35% Ci). mo HR (95% CI) P Value® Events. n _Median (35% CI). mo HR (95% C1) P Value®
Paombro ED) NR (NR, NR) 0.61 (0.38-0.98) 0.0195 Pembro 29 NR (NR, NR) 0.50 (0.32-0.81) 0.0016
o Chemo 39 NR (NR, NR) = Chemo 45 NR (5.2, NR)
§ 09 § oo
3 0.5 ? 0.8
g 0.7+ i 0.7 -
&S 0.5 S o6
g 0.5 § 0.5 =
S 0.4 S 0.4
= o034 = 02
= =
2 024 | o024
2 0.1 = Pembrolizumab k-] o1 —™ Pembrolizumab
& = ] — chemotherapy & —— Chemotherapy
.0 T T T T T T 1 0.0 v T T L T T L]
o 2 4 & 8 10 1z 12 o 2 4 & El 10 12 12
Time, months Time, months
No. at risk No. at risk
Pembrolizumab 141 104 82 71 58 42 o o Pembeolizumab 141 101 84 T4 S0 3 o o
Chemotherapy 131 85 s7 az 25 10 o o Chemotherapy 131 83 54 3 23 10 o o
“Time 1o deteroration was defined as first cnset of a =10-point change In score from baseline. *F values are 1-sided and with no for me y.
Data cutoff- February 19, 2020
Time to Deterioration
EORTC QLQ-C30 Social Functioning and Fatigue
Social Functioning® Fatigue®
Events. n Median (35% Cl). mo MR (96% CI) P Value® Events, n Median (35% Cl). mo  HR (96% CI) P Value®
Pombro 27 NR (NR, NR) 0.53 (0.32-0.87) 0.0050 Pembro 50 NR (8.5, NR) 0.48 (0.33-0.63) <0.0001
ey Chemo as NR (NR, NR) " Chemo 72 2.1 (16 4.4)
§ o9 8§ os-
E o= o
2
g 0.7 4 AL LR i BIlILE SAN_§ 0.7+
S 0.54 S 0.6
2 o054 £ os-
S 0.4 S 0.4
2 o034 = o3
= -
2 024 | o0z
2 A - Pembrolizamab k-] 0.1 — Pembroizumab
& ] = cChemotherapy &5 — Chemotherapy
0.0 T T T T T T 1 o.0 v ¥ T L T T L]
o 2 4 & 8 10 12 12 o 2 4 & 8 10 12 12
Time, months Time, months
No. at risk No. at risk
Pembrofizumab 141 108 =6 74 s8 45 o o Pembrolizumab 141 85 &5 57 a8 31 o o
Chemotherapy 131 83 52 0 24 10 o o Chemotherapy 131 58 as 18 13 7 o o
“Time 1o detercration was defined as first onset of a =10-point change In score from baseline. *# values are 1-sided and with no ady for

Data cutoff- February 19, 2020
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v
e\/EORTC QLa-c30 B = Physical Functioning
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204 - Chemotherapy 204 === Chemotherapy
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Social Functioning as Fatigue
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10+
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Error bars indicate 95% CIs around the mean. Higher GHS/QoL and functioning scores represent befter health status or functioning and higher
scores for fatigue indicates an increased severity of the symptom.
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Conclusions

* Pembrolizumab monotherapy provided clinically meaningful
improvements in HRQoL compared with chemotherapy + bevacizumab
or cetuximab in patients with previously untreated MSI-H/dMMR mCRC

- Limitations include open label trial and PROs as exploratory end points
- Results are mostly limited to treatment period

* HRQoL results complement the superior PFS and lower treatment-
related adverse event rate with pembrolizumab versus chemotherapy +
bevacizumab or cetuximab

* These findings further support use of pembrolizumab as a standard of
care for first-line treatment of patients with MSI-H/dMMR mCRC
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OXALIPLATIN PLUS FLUOROPYRIMIDINES AS ADJUVANT
THERAPY FOR COLON CANCER IN ELDERLY PATIENTS:
A SUBGROUP ANALYSIS FROM TOSCA TRIAL

G. ROSATI, FA. GALLI, S. LONARDI, K.F. DOTTI, M. RONZONI, M.G. ZAMPINO, M. BANZI, V. PUSCEDDU,
F. PASINI, S. BOZZARELLI, N. PELLA, C. CODECA, V. MONTESARCHIO, A. MAMBRINI, A. DE STEFANO,
L. CIUFFREDA, S.E. REBUZZI, FR. GALLI, D. BILANCIA, R. LABIANCA

ON BEHALF OF ALL TOSCA (THREE OR SIX COLON ADJUVANT) INVESTIGATORS




TOSCA TRIAL subgroup Analysis
ESMO 2020

v TOSCA! is a phase lll non-inferiority trial randomizing 3759 patients within the IDEA?
collaboration investigating adjuvant treatment duration in colon cancer.

v The study failed to show noninferiority of 3 vs 6 months of treatment to the
predefined margin of 20% relative increase.

v However, a qualitative, non statistically significant interaction between regimen and
treatment duration was observed: for CAPOX, 3 months were as good as 6 months; for
FOLFOX, 6 months added extra benefit.

v The results of TOSCA Trial were consistent with those of the pooled analysis IDEA on
more than 12.800 patients enrolled in 6 studies.

1 Sobrero A et al, J Clin Oncol 2018
2Grothey A et al, N Engl J Med 2018



TOSCA TRIAL subgroup Analysis
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Objectives and endpoint

v" To evaluate the impact of patients’ age (< 70 vs > 70 years old) on efficacy of OXA-
based adjuvant chemotherapy in stage Il colon cancer patients enrolled in TOSCA
Trial, irrespective of randomization arm.

v To evaluate the compliance to the treatment

Primary End-Point: Relapse-Free Interval
defined as time from randomization to relapse or last disease evaluation



TOSCA TRIAL subgroup Analysis

ESMO 2020

3614
TOSCA Per-Protocol Population

» 1254 high-risk st. Il patients

2360 stage Il patients
included in the present post-hoc analysis




TOSCA TRIAL subgroup Analysis
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Events Primary End-Point: Relapse-Free Interval

s A: Under 70 years

o = = B:Over 70 years

Chi-square M e ——
p-value o
Follow-up (months) E 06
Median 625 606 £ os
Inter-quartile Range (1°-3) 181788 168758 £ o
Relapse -n (%) 338(203) 168(24.2) 0.033 03 | AgeGroup | Relapses HR (95% CI) ctvm:el
Relapse site-n (%) 02 | <70y 338/1667 ref
0.011
Local 25(15) 13(7.7) o1 | 270y 168/693 | 1.27(95% Cl 1.06-1.53)
Distant 293(87.5) 142 (84.5) 00
0 12 24 36 48 60 72 84 96 108
Both i/ (51) 13 (77) patents o Risk : " " TITae to Event (m:onm) = " ” =
A 1667 1496 1343 1203 998 718 439 27 47
Missing 3 0 B 693 593 5N 454 362 247 148 59 9 0




TOSCA TRIAL subgroup Analysis
ESMO 2020

) The TOSCA Trial was a large trial including all age groups (> 70)
randomized to 3 months Vs 6 months of adjuvant Chemotherapy

J A higher proportion of Relapse rate seen in Patients older than 70 as
compared <70(24.2 % Vs 20.3 %) with P=0.033

) The Multivariate analysis of the Relapse Free Interval did not
indicate statistically significant effect of Age

) The small difference in relapse rate could be possibly attributed to
compliance



CONCLUSION ESMO 2020 CRC

Take Home Message :

1. first-line therapy for MSI-H Metastatic colorectal cancer
immunotherapy should be in new standard of care
] 2. Keynote 177:

o Median PFS 16.5 Vs 8.2 months (P= 0.002) Pembrozlimab Vs Chemotherapy with
Bevacizumab/ Anti-EGFR Rx

> Response rate 43.8% Vs 33.1 % (P= 0.0275) In favor Pembro
o Lower Incidence of Grade 3 Rx related adverse events 22% Vs 66%
3. TOSCA trial subgroup analysis patients > 70:

o Multivariate analysis of the Relapse Free Interval did not indicate statistically significant
effect of Age

> Adjuvant Therapy Should be recommended to ALL Pts ( including > 70) 3 months Vs 6 months
based stratification T4 Vs Tand N2 Vs N and chemoregimen FOLFOX Vs XELOX
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) Resectable & Adjuvant Rx
o CHECKMATE 577 : Neoadjuvant chemo-XRT, surgery then adjuvant Nivo

] Metastatic Heur 2 (-)
o CHECKMATE 649 : Nivo + chemo Vs Chemo in 15t L met . GE adenoca
o ATTRACTION 4 Trial : in ASIA
o KEYNOTE 590 : Pembro + chemo Vs Chemo




Gastroesophageal Cancers

CIN
¢ Intestinal histology
* TP53 mutation EBV
* RTK-RAS activation « PIK3CA mutation
*PD-L1/2 overexpression
* EBV-CIMP
¥ * CDKN2A silencing
\_Jitdats N « Immune cell signalling
\\ Antrum
-
' MSI
* Hypermutation
P * Gastric-CIMP
ﬂ *MLHT1 silencing
* Mitotic pathways
GS
« Diffuse histology
*CDH1, RHOA mutations
* CLDN18-ARHGAP fusion

* Cell adhesion
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Adjuvant nivolumab in resected esophageal
or gastroesophageal junction cancer following
neoadjuvant chemoradiation therapy:

first results of the CheckMate 577 study

Ronan J. Kelly," Jaffer A. Ajani,? Jaroslaw Kuzdzal,® Thomas Zander, Eric Van Cutsem,’

Guillaume Piessen,® Guillermo Mendez,” Josephine Feliciano,? Satoru Motoyama,’ Astrid Lievre,
Hope Uronis,"" Elena Elimova, ' Cecile Grootscholten,' Karen Geboes, " Jenny Zhang," Lili Zhu,"
Ming Lei, "> Kaoru Kondo,'> James M. Cleary,'® Markus Moehler!’

'The Charles A. Sammons Cancer Center at Baylor University Medical Center, Dallas, TX, USA; 2The University of Texas MD
Anderson Cancer Center, Houston, TX, USA; 3Jagiellonian University, John Paul Il Hospital, Cracow, Poland; “University
Hospital of Cologne, Cologne, Germany; *University Hospitals Gasthuisberg, Leuven and KULeuven, Leuven, Belgium;
SUniversity of Lille, Claude Huriez University Hospital, Lille, France; Fundacion Favaloro, Buenos Aires, Argentina; Johns
Hopkins Sidney Kimmel Comprehensive Cancer Center, Baltimore, MD, USA; %Akita University Hospital, Akita, Japan; '°CHU
Pontchaillou, Rennes 1 University, Rennes, France; '"Duke Cancer Institute, Durham, NC, USA; "Princess Margaret Cancer
Centre, Toronto, ON, Canada; "*Netherlands Cancer Institute-Antoni van Leeuwenhoek Hospital, Amsterdam, Netherlands;
'4UZ Gent, Gent, Belgium; "Bristol Myers Squibb, Princeton, NJ, USA; '®Dana Farber Cancer Institute, Boston, MA, USA;
'7Johannes-Gutenberg University Clinic, Mainz, Germany

Presentation number LBA9



CheckMate 577 study design

CheckMate 577

* CheckMate 577 is a global, phase 3, randomized, double-blind, placebo-controlled trial®

Key eligibility criteria

Stage I1/1Il EC/GEJC
Adenocarcinoma or squamous cell
carcinoma

Neoadjuvant CRT + surgical resection
(RO,® performed within 4-16 weeks
prior to randomization)

Residual pathologic disease

- 2ypT1orz ypN1

ECOG PS 0-1

Stratification factors

.

+ Pathologic lymph node status (z ypN1 vs ypNO)

Histology (squamous vs adenocarcinoma)

Tumor cell PD-L1 expression (2 1% vs < 1%¢)

N =794

n =532

A

n =262

* Median follow-up was 24.4 months (range, 6.2-44.9)s
* Geographical regions: Europe (38%), US and Canada (32%), Asia (13%), rest of the world (16%)

Nivolumab
240 mg Q2W x 16 weeks P e
then 480 mg Q4W . DFSe
Secondary endpoints:
. OSf
Placebo ¢ ?S rate at 1, 2, and
years

Q2W x 16 weeks

then Q4W

Total treatment duration

of up to 1 yeard

ClinicalTrials.gov number, NCT02743494; "Patients must have been surgically rendered free of disease with negative margins on resected specimens defined as no vital tumeor present within 1 mm of the
proximal, distal, or circumferential resaction margins; “< 1% includes indeterminate/nonevaluable tumor cell PD-L1 expression; “Until disease recurrence, unacceptable toxicity, or withdrawal of consent;
"Assessed by investigator, the study required at least 440 DFS events to achieve 91% power to detect an average HR of 0.72 at a 2-sided a of 0.05, accounting for a pre-specified interim analysis; The study

will continue as planned to allow for future analysis of OS; Time from randomization date to clinical data cutoff (May 12, 2020). 5
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CheckMate 577

Baseline characteristics

‘ Nivolumab ’ Placebo
(n=532) (n =262)

Median age (range), years 62.0 (26-82) 61.0 (26-86)
Male, % 84 85
Race,* %

White 81 82

Asian 16 13
ECOG PS, %

0 58 60

1 42 40
Disease stage at initial diagnosis, %

Il 34 38

Il 66 62
Tumor location, %

EC 60 59

GEJC 40 41
Histology, %

Squamous cell carcinoma 29 29

Adenocarcinoma 71 71
Pathologic lymph node status > ypN1, % 57 58
Tumor cell PD-L1 expression,® %

2 1% 17 15

< 1% 70 75

Indeterminate/nonevaluable 13 10

“Other races not shown; “Tumor cell PD-L1 expression determined from surgical specimen by the PD-L1 INC 28-8 pharmDx assay (Dako). 6
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CheckMate 577
Disease-free survival
100 -« Nivolumab  Placebo
(n=532)  (n=262)
Median DFS, mo 22.4 11.0
80 - (95% CI) (16.6-34.0)  (8.3-14.3)
ek HR (96.4% C1) 0.69 (0.56-0.86)
32 P value 0.0003¢
< 60 -
©
v Nivolumab
'y 1voiu
A 40 -
20 - Placebo
0 1 1 1 | I 1 I ] 1 I I I 1 ] 1
0 3 6° 9 12 15 18 21 24 A7 3 23 36 39 42 45
Months
No. at risk
Nivolumab 532 430 364 306 249 212 181 147 92 68 41 22 H 4 3
Placebo 262 214 163 126 96 80 65 53 38 28 17 12 5 2 1 0

* Nivolumab provided superior DFS with a 31% reduction in the risk of recurrence or death and a doubling in median DFS
versus placebo

*Per investigator assessment; *6-month DFS rates were 72% (95% Cl, 68-76) in the nivolumab arm and 63% (95% ClI, 57-69) in the placebo arm; “The boundary for statistical
significance at the pre-specified interim analysis required the P value to be less than 0.036. 8
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CheckMate 577

Disease-free survival by subgroups

Median DFS, months Unstratified HR

Unstratified HR

Subgroup

Nivolumab | Placebo (95% Cl)
Overall (N = 794) 22.4 11.0 0.70 9
Age, years < 65 (n =507) 24.4 10.8 0.65 ——
=65 (n =287) 17.0 13.9 0.80 ——
Sex Male (n = 671) 21.4 141 0.73 -
Female (n = 123) Not reached 11.0 0.59 —
Race White (n = 648) 213 10.9 0.71 -
Asian (n = 117) 24.0 10.2 0.70 —0—-—
ECOG PS 0 (n = 464) 29.4 11.1 0.73 ——;
1(n =330) 17.0 10.9 0.66 ——:
Disease stage Il (n =278) 34.0 13.9 0.72 ——
at initial diagnosis Il (n = 514) 19.4 8.5 0.68 ——
Tumor location EC (n = 462) 24.0 8.3 0.61 —
GEJC (n=332) 22.4 20.6 0.87 R
Histology Adenocarcinonma (n = 563) 19.4 1.1 0.75 —0~:
Squamous cell carcinoma (n = 230) 29.7 11.0 0.61 —0—
Pathologic lymph ypNO (n = 336) Not reached 27.0 0.74 ——
node status = ypN1 (n = 457) 14.8 7.6 0.67 -
Tumor cell PD-L1 =1% (n=129) 19.7 14.1 0.75 —
expression < 1% (n=570) 21.3 1.1 0.73 -
Indeterminate/nonevaluable (n = 95) Not reached 9.5 0.54 —t

T

0.25 0.5 1 2 -
Nivolumab better <——» Placebo better

* DFS favored nivolumab versus placebo across these pre-specified subgroups

9
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Overall health status using the EQ-5D-3L

CheckMate 577

Visual Analogue Scale
214 —e— Nivolumab
g -0~ Placebo T"
6§ : -
=P : ‘
-&g ; DV, S | Impravement
§5 ko R g
‘5 3 2 ) p 4
o
S £
L &S
'g Deterioration
‘14 L L L T LS T T T L L T 1
5 94439 .85 2 33 37.41-45 4:53
Week
No. at risk
Nivolumab
(n =532) 446 420 383 323 312 299 280 283 268 256 241 221 48
Placebo
(n=262) 220 219 202 172 169 155 136 131 124 108 100 96 21

Mean change” from
baseline (standard error)

No. at risk
Nivolumab
(n=532)
Placebo

(n=262)

Utility Index

= —&— Nivolumab
-0~ Placebo

Deterioration

Ll ) T Ll L I T L\l L)

21 25 29 33 37 41 45 49 5
Week

L}
13 17

445 419 386 322 310 300 279 282 265 256 241 221 48

217 214 198 170 167 154 137 129 123 109 97 95 20

* Patient-reported outcome analyses revealed similar overall health status between nivolumab and placebo

*Descriptive analyses were conducted in all randomized patients who had an EQ-50-3L visual analogue scale and utility index assessment at baseline and 2 1 postbaseline
assessment. Changes from baseline of 7 and 0.08 points for the visual analogue scale and utility index, respectively, were considered clinically meaningful.’

1. Pickard AS, et al. Health Qual Life Outcomes 2007,5:70.

12
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CheckMate 577

Summary

» Nivolumab is the first adjuvant therapy to provide a statistically significant and clinically
meaningful improvement in DFS versus placebo in resected EC/GEJC following
neoadjuvant CRT

-~ 31% reduction in the risk of recurrence or death and a doubling in median DFS

— DFS benefit across multiple pre-specified subgroups

» Nivolumab was well tolerated with an acceptable safety profile

- Incidence of serious TRAEs and TRAEs leading to discontinuation were < 9% with nivolumab
and 3% with placebo

» These results represent the first advance in years for this group of patients, potentially
establishing adjuvant nivolumab as a new standard of care

13
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Nivolumab plus chemotherapy versus
chemotherapy as first-line treatment for
advanced gastric cancer/gastroesophageal
junction cancer/esophageal adenocarcinoma:
first results of the CheckMate 649 study
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Tianshu Liu,'® Michael Schenker," Patricio Yanez,'? Mustapha Tehfe,'® Valerie Poulart,
Dana Cullen,™ Ming Lei,' Kaoru Kondo,'* Mingshun Li,™ Jaffer A. Ajani, "

Yelena Y. Janjigian'®

!Johannes-Gutenberg University Clinic, Mainz, Germany; “National Cancer Center Hospital East, Kashiwa, Japan; Clinica San Carlos de Apoquindo, Pontificia
Universidad Catolica, Chile; “Fundacion Arturo Lopez Pérez, Providencia, Chile; *Beijing Cancer Hospital, Beijing, China; ®Klinika Onkologii i Radioterapii,
Narodowy Instytut Onkologii, Warszawa, Poland; Cancer Institute Hospital of JFCR, Tokyo, Japan; ®II Klinika Chirurgii Ogolnej, Gastroenterologicznej i
Nowotworow Ukladu Pokarmowego, Medical University of Lublin, Lublin, Poland; *Fundacao Pio Xii Hosp Cancer De Barretos, Barretos, Brazil; “Zhongshan
Hospital Fudan University, Shanghai, China; ''SF Nectarie Oncology Center, Craiova, Romania; 2Universidad de La Frontera, Temuco, Chile; *Oncology
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CheckMate 649

CheckMate 649 study design

* CheckMate 649 is a randomized, open-label, phase 3 study?

Key eligibility criteria

* Previously untreated, NIVO1 + IPI3 :
unresectable, advanced or Q3W x 4 then NIVO 240 mg Qzw¢ Dual primary endpoints:
metastatic gastric/GEJ/ S MR (FIELECES 2 9)

esophageal adenocarcinoma n= 789: NIVO 360 mg + XELOX® Q3W or Secondary endpoints:

* No known HER2-positive status NIVO 240 mg + FOLFOX' Q2W¢ 0S (PD-L1 CPS 2 1 or all
« ECOG PS 0-1 randomized)
s * 0S (PD-L1CPS 2 10)
ORI L L5 XELOXe Q3W¢ « PFS8(PD-L1CPS 2 10, 1, or
e or FOLFOX' Q2w all randomized)
+ Tumor cell PD-L1 expression (= 1% vs < 1%¥) + ORR¢

+ Region (Asia vs United States/Canada vs ROW)
+ ECOGPS(0vs1)
+ Chemo (XELOX vs FOLFOX)

N = 1581, including 955 patients (60%) with PD-L1 CPS 2 5

+ At data cutoff (May 27, 2020), the minimum follow-up was 12.1 months"

*ClinicalTrials.gov number, NCT02872116; "< 1% includes indeterminate tumor cell PD-L1 expression; determined by PD-L1 IHC 28-8 pharmDx assay (Dako); ‘After NIVO + chemo
arm was added and before new patient enrollment in the NIVO1+IP13 group was closed; “Until documented disease progression (unless consented to treatment beyond progression
for NIVO + chemo), discontinuation due to toxicity, withdrawal of consent, or study end. NIVO is given for a maximum of 2 years; “Oxaliplatin 130 mg/m? IV (day 1) and
capecitabine 1000 ma/m? orally twice daily (days 1-14); ‘Oxaliplatin 85 mg/m?, lzucovorin 400 ma/m?, and FU 400 mg/m? |V (day 1) and FU 1200 mg/m? IV daily (days 1-2); 'BICR
assessed; "Time from concurrent randomization of the last patient to NIVO + chemo vs chemo to data cutoff.
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CheckMate 649
Statistical considerations
NIVO + chemo * Overall a is split between the 2 primary
vs chemo: PFS 05 endpoints
PD-L1CPS25 : >
s ol « If 0S in the PD-L1 CPS > 5 population is
e (o &t inberka: 0.016) statistically significant, OS in PD-L1 CPS = 1,

followed by OS in all randomized patients, is
tested hierarchically

» Final PFS and pre-specified interim OS analyses:
after a minimum follow-up of 12 months

0s
PD-L1CPS=2 1
(a at interim: 0.007)

|
0s . Primary endpoint

All randomized [ ] secongary engpoint
(e at interim: 0.007)

IZI Fraction of a transmitted to next endpoint

NIVO + IPI
vs chemo:

bl 0s* -

*Hierarchical testing of OS in the PD-L1 CPS 2 5 population, followed by all randomized patients, is planned for the final analysis. ¢
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CheckMate 649

Overall survival

Primary endpoint (PD-L1 CPS 2 5)

NIVO + chemo  Chemo

100 12-mo (n = 473) (n = 482)
rate Median 0S, mo 14.4 1.1
80 - ' (95% C1) (13.1-16.2)  (10.0-12.1)
' HR (98.4% Cl) 0.71 (0.59-0.86)
o 60 ' 57 P value < 0.0001
v :
o 40 -+ :
' NIVO + chemo
20 -
; Chamo
0 1 I I ; I 1 1 1 1 I I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months
No. at risk
NIVO + chemo 473 438 377 313 261 198 149 9 3 33 2 9 1 0
Chemo 482 421 350 g 211 138 98 56 34 19 8 2 0 0

» Superior 0S, 29% reduction in the risk of death, and a 3.3-month improvement in median OS with NIVO + chemo versus
chemo in patients whose tumors expressed PD-L1 CPS 2 5

Minimum follow-up 12.1 months.
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CheckMate 649
PD-L1CPS 2 1 All randomized
NIVO + NIVO +
chemo Chemo chemo Chemo
(n = 641) (n = 653) (n = 789) {n = 792)
12-mo Median 05, mo 14.0 1.3 100+ > Median OS, mo 138 11.6
100 4 rate 955 €1y (12.615.0)  (10.612.3) rate 955 Q1) (12.6-14.6) (10.9-12.5)
0 HR(99.3% CI) 0.77 (0.64-0.92) 804 ' MR (99.3% CI) 0.80 (0.68-0.94)
P value 0.0001 P value 0.0002
= 604

5 404 s

£ @

2 o 404 s

NIVO + chemo : NIVO + chemo
20 4 201 H \w&"
0 v v T + ” ’ . - - - = v v . 0 T T v ‘v Y T v v T v T == Y 2 ]
0 3 6 9 12 1% 18 2 24 27 £ 13 % 9 0 3 9 12 15 18 2 24 27 30 i3 36 39
Months Months
No. st rk
% L] S © = 4

NVO « chamo 841
Chero

* Superior OS benefit in PD-L1 CPS = 1 and all randomized patients with NIVO + chemo versus chemo

*Minimum follow-up 12.1 months.
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CheckMate 649
Primary endpoint (PD-L1 CPS = 5) PD-L1CPS 21 All randomized
NVO « chame Chemo
100 100 + . 100 4 NIVO « ¢hy Chem
1 in = 473) fn - &2 M\:g. ::,mo (:’:-:S‘;) n=- ;I:)'m n= 7’:)
Median PFS, mo 7.7 &0
Nedian PFS, mo 7.5 6.9 Nodian PFS, mo 7.7 6.9
80+ (5% Q) 7.09.2) 1566.9) 801 p s . A 80 panil S T
= HR (8% O ool g HR (95% CI) 0.74 (0.65.0.85) i HR (95% Q) 477 @i040T)
3 601 P vahe « 0.0001 < 601 4 604
£ £ £
i 404 0 40 g 40
o o a
201 201 NVO ¢ chemo 20 NIVO + chemo
by 2 ey e S, s
0 T T T T T T T T T T " .l 0 T T T T T T T T T T T - 1 0 T T T T T T T T T T —
0 3 6 9 12 15 18 21 24 27 30 33 36 Rk 8§ TR M2 0 3 6 9 12 15 18 21 24 27 30 33 36
Months Months Months
No. a rink
THQ - chemo ::‘ 2".‘ re & n L [2¢ 5 ps [ | *»‘4.‘ “fi » ."f '}‘ ) -~ » | 3 1 0 m f: Q% w 1% o
12-mo rate: NIVO « chemo, 36%; chemo, 22% NIVO + chemo, 34%; chemo, 22% NIVO « chemo, 33%; chemo, 23%

* Superior PFS, 32% reduction in the risk of progression or death with NIVO + chemo versus chemo in patients whose
tumors expressed PD-L1 CPS = 5

* PFS benefit with NIVO + chemo versus chemo in PD-L1 CPS = 1 and all randomized patients

*Per BICR assessment; *Minimum follow-up 12.1 months. i
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Overall survival subgroup analysis

Median 0S, months Unstratified HR e '
H > Sub Unstratified HR (95% CI
Catmpny (FU-L1 CO5 = 3) i NIVO + chemo for death )
Overall (N = 955) 14.4 1.1 0.70 — !
Age, years < 65 (n = 552) 14.8 11.0 0.69 —
z 65 (n = 403) 14.3 1.2 0.72 —_——
Sex Male (n = 680) 14.4 10.8 0.67 ——
Female (n = 275) 14.4 12.1 0.78 ——
Race Asian (n = 236) 16.1 11.5 0.63 —_—
White (n = 655) 14.0 11 0.71 —_—
Other (n = 64) 9.8 10.6 0.93 —_—
Region Asia (n = 228) 15.6 11.8 0.64 —_—
US/Canada (n = 137) 16.8 12.6 0.67 ——
ROW (n = 590) 13.6 10.4 0.74 — |
ECOG PS* 0(n=1397) 17.6 13.8 0.79 —_—
1 (n = 557) 12.6 8.8 0.63 —_—
Primary tumor location GC (n = 667) 15.0 10.5 0.66 ——
GEJC (n = 170) 14.2 13.1 0.84 i
EAC (n = 118) 11.2 11.3 0.78 —_—
Tumor cell PD-L1* expression < 1% (n = 724) 14.2 11.6 0.75 —
x 1% (n = 230) 16.2 8.8 0.56 —— |
Liver metastases Yes (n = 408) 13.1 9.8 0.63 —_—
No (n = 518) 15.5 12.0 0.76 R
Signet ring cell carcinoma Yes (n = 141) 12.1 9.0 0.71 —_—
No (n = B14) 15.1 11.3 0.69 -
MSI status® MSS (n = B46) 14.4 1.1 0.73 =3
MSI-H (n = 34) Not reached 8.8 0.33 o
Chemotherapy regimen FOLFOX (n = 479) 14.3 11.3 0.71 e {
XELOX (n = 454) 15.0 11.0 0.69 —— 1
0.25 5 1 2

NWO\'].‘ chemo «—» Chemo
* OS consistently favored NIVO + chemo versus chemo across multiple pre-specified subgroups

*Not reported, n = 1; *Unknown, n = 1; <Not reported/invalid, n = 75. 1




CHECKMATE 649 ESMO 2020

Response and duration of response

PD-L1CPS 25 Duration of response (DOR; PD-L1 CPS = 5)
100+
NIVO + NIVO + chemo Chemo
chemo 80 (n = 226y (n = 177)*4
(n=378) Nedian DOR, mo 9.5 7.0
ORR. % 60 45 g &0 (95% CI) (8.0-11.4) (5.7-7.9)
95% CI 55-65 40-50 g
P value® < 0.0001 a 401
NIVO + chemo
Best overall response,©% 20
Complete response 12 7 Chen
Partial response 48 38 0 . o . . . . y r y r .
Stable disease 28 34 0 3 6 9 12 15 18 24 24 27 30 N
Progressive disease 7 11 s Months
Not evaluable 6 10 m}vo cherre :~ m H u “4 4 17 7 6 u
Median TTR (range), months 1.5 (0.8-10.2) 1.5(1.0-7.1)

* ORR was higher with NIVO + chemo versus chemo, and responses were more durable

*Randomized patients who had target lesion measurements at baseline per BICR assessment; "ORR was not formally tested, the pre-specified P value is descriptive; “Percentages
may not add up to 100% due to rounding; “Number of responders. 1
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Summary

* NIVO is the first PD-1-inhibitor to demonstrate superior OS and PFS in
combination with chemo versus chemo alone in previously untreated patients
with advanced GC/GEJC/EAC

— Statistically significant and clinically meaningful OS benefit in patients whose tumors
expressed PD-L1 CPS = 5 and = 1 and in all randomized patients

— Survival benefit across multiple pre-specified subgroups (assessed in primary
population)

— PFS benefit in PD-L1 CPS > 5 (statistically significant), PD-L1 CPS > 1, and all
randomized patients

* No new safety signals were identified with NIVO + chemo

* NIVO + chemo represents a new potential standard 1L treatment for patients
with advanced GC/GEJC/EAC
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Nivolumab plus chemotherapy versus
chemotherapy alone in patients with previously
untreated advanced or recurrent gastric/

gastroesophageal junction (G/GEJ) cancer: k
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00 Mongms Phase 3 part of ATTRACTION-4: Study Design

* Phase 3 part of ATTRACTION-4 is a double-blind, randomized controlled study conducted at 130 centers in Japan,

Korea, and Taiwan®
# f
Nivolumab 360 mg IV Q3W Tmtment_contlnuod until:
Koy .“g‘b““y criteria: v : . Progressweudusem per RECISTv1A
*  Unacceptable toxicity
* Unresectable advanced or SOX® or CapeOX* thera . W
recurrent HER2 (-) G/GEJ cancer P W e
+ ECOG PSof 0-1 Co-primary endpoints:
o Chemo-nalve ’ szg;mral assessment by IRRC)
*  Neoadjuvant or adjuvant 3 -
chemotherapy allowed if « Tumor call PO-L1 Placebo Other key endpoints:
completed 2180 days prior to 0IpeOsSION . +  PFS (investigator's assessment),
recurrence \ ' Disease staius )/ ORR, DOR, DCR, TTR, BOR, and
SOX® or CapeOX° therapy safety
\ J \. J

* At data cutoff for interim analysis of PFS (31 Oct 2018), the median follow-up period was 11.6 months
* At data cutoff for final analysis of OS (31 Jan 2020), the median follow-up period was 26.6 months
* Atotal of 724 patients were randomized between Mar 2017 and May 2018

“ClinicalTrials gov Kentifier; NCT02745796,
"S0X §-1 (tegafur-gimeraci-oteraci potassium) 40 mg/m? orally twice dally (days 1-14) and Oxalplatin 130 mg/m’ IV (day 1), qdw
‘CapaOX  : Capecitabine 1000 mg/m? orally twice daly (days 1-14) and Oxaliplatin 130 mg'm? IV (day 1), g3w
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Exposure and Disposition

Nivolumab + Chemotherapy Placebo + Chemotherapy
(n = 359) (n = 358)

ATTRACTION-4

Nivolumab + Nivolumab + Placebo + Placebo +
SOX CapeOX SOX CapeOX
(n=229) (n=130) (n =230) (n=128)
Median Duration of treatment (range), months
Nivolumab or Placebo 6.3 (0-32) 5.2 (0-33) 5.0 (0-31) 5.7 (0-33)
Oxaliplatin 5.4 (0-29) 4.9 (0-21) 4.6 (0-29) 4.9 (0-29)
S-1 7.1(0-32) 5.4 (0-31)
Capecitabine 6.0 (0-33) 6.1 (0-34)
Discontinued Nivolumab or Placebo, n (%) 322 (89.7) 339 (%4.7)
Reason for Nivolumab or Placebo discontinuation, n (%)
PD according to RECIST Guidelines (version 1.1) 212 (59.1) 252 (70.4)
Worsening of clinical symptoms due to disease progression 19 (5.3) 22 (6.1)
Unacceptable toxicity 30(8.4) 17 (4.7)
Investigator decision 31(8.6) 15(4.2)
Other 41 (11.4) 44 (12.3)
Subsequent pharmacotherapy, n (%) 230 (64.1) 244 (68.2)
Nivolumab 37 (10.3) 91(25.4)
Pembrolizumab 5(1.4) 7(2.0)
SOX S-1 (Tegalur-gimeracil-oteracil p in combination; CapeOX, C itabine plus oxaliplatin comb ; PD, Progression ol disease
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Progression-Free Survival
(Interim Analysis)

ERRESMD ™™
2020

ATTRACTION-4

100 4
~ Nivolumab + Chemotherapy
80 T s ey Nivolumab + Placebo +
~ 1yr Chemotherapy Chemotherapy
v rate N =362 N =362
& % i Median PFS, months 10.45 8.34
2 50 - 145% (95% ClI) (8.44-14.75) (6.97-9.40)
3 404 E Hazard ratio 0.68
ﬁ 30 4 : : (98.51% Cl) (0.51-0.90)
e g Pvalue 0.0007
oAl | 1yr PFS rate (%) 45.4 | 30.6
04, , . , ; v y
0 3 6 9 12 15 18
Time (months)
At Risk
Nivolumab + Chemotherapy 362 274 168 04 46 13 0
Placebo + Chematherapy 362 259 160 80 30 5 0 Data cut off : 31 Oct 2018 at interim analysis

9
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, ongress i
m Overall Survival

(Final Analysis)

—— Nivolumab + Chemotherapy
—— Placebo + Chemotherapy

2 80 Nivolumab + Placebo +
= 70 Chemotherapy Chemotherapy
g 80 4 N =362 N =362
.g 50 4 Median OS, months 17.45 17.15
2 4. (95% ClI) (15.67-20.83) (15.18-19.65)
é 30 4 Hazard ratio 0.90
£ 2 (95% CI) (0.75-1.08)

104 P value 0.257

0- T T T

0 3 6 9 12 15 18 21 24 27 30 33 36
At Risk Time (months)
Nivolumab + Chemotherapy 362 346 318 260 232 193 169 150 102 58 23 2 0

Placebo + Chemotherapy 362 342 301 259 219 192 167 141 97 48 16 5 0 Data cut off : 31 Jan 2020 at final analysis
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ATTRACTION-4
VIRTUAL OREress o | t dd ti f
ViaT verall response rate and duration of response
. Nivolumab + Placebo +
Nivolumab + Placebo + Chemotherapy Chemotherapy
Chemotherapy | Chemotherapy N =208 N=173
N =362 N = 362 1001 Median DOR months 1291 8.67
90 - (95% C1) (9.89-16.56) {7.20-11.37)
ORR, n (%) 208 (57.5) 173 (47.8)
95% Cl 52.2-62.6 42.5-53.1 o0y —— Nivolumab + Chemotherapy
= 70- — Pl th
P value 0.0088 E M-/
Best overall response, n (%) % 60
Complete response 70(19.3) 48 (13.3) 2 50-
8 404
Partial response 138 (38.1) 125 (34.5) _g 40
stable disease 52(14.4) 75(20.7) e 3
Progressive disease 25(6.9) 46 (12.7) 201
Not evaluable* 77 (21.3) 68(18.8) 107
0 -
DCR, n (%) 260(71.8) 24R(68S) 0 3 6 9 12 15 18 21 24 27 30 33
95% ClI 66.9-76.4 63.4-73.3 At Risk Time (months)
Median TTR (range), months 1.4(1.0-83 1.4(1.0-15.3 Nivolumab +
(range), 30:249) ( D] Chamotherasy 208 174 119 90 71 50 43 34 27 10 2 0O
Cl, confidence interval; DCR, disease control rate; DOR, duration of response; Placebo
ORR, overall response rate; TTR, time to response Chemothera[;y 173 139 84 57 40 32 22 16 9 3 2 0
*Patients without image examination for response evaluation, without change in tumors assessable
for response, or without measurable lesions judged by the central review. Data cut off : 31 Jan 2020 at final analysis
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ATTRACTION-4

ongress
EREMD Summary and Conclusion

* NIVO + Chemo demonstrated a statistically significant improvement in PFS,
but not in OS
- Higher overall response rates and more durable responses

* The pre-specified objective of the phase 3 part of ATTRACTION-4 was achieved,
showing clinically meaningful efficacy

* NIVO + Chemo demonstrated a manageable safety profile

* NIVO + Chemo could be considered a new first-line treatment option in
unresectable advanced or recurrent G/GEJ cancer
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Pembrolizumab Plus Chemotherapy Versus
Chemotherapy as First-Line Therapy in
Patients With Advanced Esophageal
Cancer: The Phase 3 KEYNOTE-590 Study
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Wasat Mansoor, ' Shau-Hsuan Li,'2 Patrapim Sunpaweravong,'* Maria Alsina Maqueda, 4
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'National Cancer Center Hospital, Tokyo, Japan; ‘Samsung Medical Center, Sungkyunkwan University Seoul, Republic of Korea, *Weill Cornell Medical College,
New York, NY, USA; *Dana Farber Cancer Institute, Boston, MA, USA; *IRCM, Inserm, Université Montpellier, ICM, Montpellier, France; *National Cancer Center
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NJ, USA; '"Peking University Cancer Hospital & Institute; Beijing, China
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KEYNOTE-590 Study Design (NCT03189719)

Pembrolizumab 200 mg IV Q3W for <35 cycles

+

Key Eligibility Criteria Chemotherapy
+Locally advanced unresectable or 5-FU 800 mg/m? IV for days 1-56 Q3W for <35 cycles
metastatic EAC or ESCC or + Cisplatin 80 mg/m? IV Q3W for <6 cycles
advanced/metastatic EGJ Siewert
type 1 adenocarcinoma

* Treatment naive . Placebo?
+ECOGPS0Oor1 +

» Measurable disease (RECIST v1.1) Chemotherapy
5-FU 800 mg/m? IV for days 1-6 Q3W for <35 cycles

+ Cisplatin 80 mg/m? IV Q3W for <6 cycles

Stratification Factors

* Asia vs Non-Asia region * Dual-Primary endpoints: OS and PFS (RECIST v1.1, investigator)
+ESCC vs EAC + Secondary endpoint: ORR (RECIST v1.1, investigator)
*ECOG PS 0 vs 1 * Tumor response assessed at week 9 then QIW (RECIST v1.1, investigator)

‘Saline IV Q3W for 35 cycles, All treatments were continued for the specified number of cycles or until disease progression, intolerable toxicity, withdraw al of consent, or physician
decision; EAC, esophageal adenocarcinoma; EGJ, esophagogastric junction, ESCC, esophageal squamous cell carcinoma,
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Treatment Disposition

749 patients randomly assigned

Pembrolizumab (Pembro) + Chemotherapy Placebo + Chemotherapy (Chemo)
+ 373 assigned « 376 assigned
« 370 treated + 370 treated

27 ongoing + 10 ongoing

15 completed + 1 completed

328 discontinued + 359 discontinued

» 204 disease progression « 239 disease progression
* 49 adverse events * 44 adverse events

« 36 clinical progression * 41 clinical progression

+ 30 patient withdrawals + 23 patient withdrawals

+ 9 physician decision + 10 physician decision

+ 0 complete response +» 1 complete response

+ 0 protocol violation + 1 protocol violation

22-month recruitment period occurred from 25 Jul 2017 to 03 Jun 2019. At interim analysis median follow-up (from randomization to data cut-off or death) was 10.8 months.
Mean (SD) time on therapy was 7.7 months (6.84) vs 5.8 months (4.76) for pembro + chemo vs chemo.
43.5% vs 47.8% of patients in the pembro + chemo vs chemo group had post-study treatment; Data cutoff: July 2, 2020,
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Kato KN590 ESMO 2020
Overall Survival
ESCC PD-L1 CPS 210 ESCC
HR HR
Events  (95% Cl) P Events  (95% Cl) P
100 Pembro + Chemo  66% 0.57 <0.0001 100+ Pembro + Chemo  69% 0.72 0.0006
80 - Chemo 85%  (0.43-0.75) 90 Chemo 81%  (0.60-0.88)
80' m<
701 §;§;’:° o 24-mo rate 701 ';fg" ot 3ino fab
i 31% : ! i
32 60 + :3‘% 15% 32 60 538% 529%
50 Median (95% CI) . : 117% Median (35% C1)
"o’ 13.9mo (11.1-17.7) 3 : 12.6 mo(10.2-14.3)
40 8.8 mo (7.8-10.5) 40 9.8 mo (8.6-11.1)
201 20 I
E 4TI T —— :
10- 101
o L L) L) :l Al Al L) L) L) L) o T T 1 i L) L) 1) E T 1) L) 1
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
No. at Risk Time, months No. at Risk Time, months
143 134 119 9 78 61 51 20 16 7 3 0 0 274 258 221 175 139 111 89 60 27 14 6 2 0
143 124 99 70 48 34 24 15 10 4 1 0 0 274 247 203 146 103 75 57 34 23 13 4 1 0

Data cut-off: July 2, 2020,
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Overall Survival

PD-L1 CPS 210 All Patients
HR HR
Events  (95% CI) P Events  (95% CI) P
100+ Pembro + Chemo  67% 0.62 <0.0001 100 Pembro + Chemo  70% 0.73 <0.0001
90 1 Chemo 84% (0.49-0.78) 901 Chemo 82% (0.62-0.86)
80 801
701 E;f;,m e 24-mo rate 707 i12-mo rate 3
1 ! 21% | i51% ;24-mo rate
ae 60 137% 15% 2 60 i39% 128%
= 50 Median (95% CI)  °~ o H i16% Median (95% CI)
8 135mo(11.1-156) 9@ i 12.4 mo(10.5-14.0)
9.4 mo (8.0-10.7) 401 i 9.8 mo (8.8-10.8)
301 301 i '
101 "1 101
o L) L) L] i Ll Al Ll L) Ll L) L) o T T A i Ll L) T s L) L) L) L)
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
No. at Risk Time, months No. at Risk Time, months
186 175 151 125 100 79 66 40 23 10 4 0 O 373 348 295 235 187 151 118 68 36 17 7 2 0
197 174 142 102 73 55 42 28 13 6 1 0 O 376 338 274 200 147 108 82 51 28 15 4 1 0

Data cut-off: July 2, 2020,
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- - = -
Survival in Key Subgroups: All Patients
Overall Survival Progression-free Survival
Events/Patients, N HR (95% Cl) Events/Patients, N HR (95% Cl)
Overall 571/749 WM 0.73 (0.62-0.86) Overall 630/749 WM 0.65 (0.55-0.76)
Age, years Age, years
<65 332/427 vV 0.76 (0.61-0.95) <65 372/427 v 0.69 (0.56-0.85)
265 239/322 +m-|  0.69 (0.53-0.89) >65 258/322 0.62 (0.48-0.80)
Sex Sex
Male 482/625 WM 0.70 (0.58-0.84) Male 537/625 HH 0.63 (0.53-0.75)
Female 89/124  +— 0.89 (0.59-1.35) Female 93/124 0.74 (0.49-1.12)
ECOG PS ECOG PS
0 207/209 +m=|  0.72(0.55-0.94) 0 248/299 +u— 0.57 (0.45-0.74)
1 362/448  +mH|  0.73 (0.59-0.90) 1 380/448 | 0.71(0.58-0.87)
Geographic region Geographic region
Asia 288/393 +aH 0.64 (0.51-0.81) Asia 333/393 +mH 0.59 (0.47-0.73)
Non-Asia 283/356 &4 (0.83(0.66-1.05) Non-Asia 207/356 =] (.70 (0.56-0.89)
Histology Histology
Adenocarcinoma 159/201 = 0.74 (0.54-1.02) Adenocarcinoma 167/201 = 0.63 (0.46-0.87)
ESCC 412/548  HH| 072 (0.60-0.88) ESCC 463/548 HH 0.65 (0.54-0.78)
PD-L1 Status PD-L1 Status
CPS>10 289/383 +m- 0.62 (0.49-0.78) CPS 10 314/383 a4 0.51 (0.41-0.65)
CPS <10 2711347 +eH 0.86(0.68-1.10) CPS <10 302/347  +=q  0.80(0.64-1.01)
04 1 10 04 1 10
;avors pembro + Favors - ;avors pembro + Favors "
chemo chemo chemo chemo

Data cut-off: July 2, 2020.
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Response Rate and Duration: All Patients
(RECIST v1.1, investigator) ORR.% % differences
febs (95% CI) P
s Pembro + Chemo 45.0 (39.9-50.2) 15.8
Chemo 29.3 (24.7-34.1) <0.0001
® 80~
§ ol 12 te 24-mo rate
& 60- 3B 6% Vet
2w 17.8% : Median DOR, (range)
- 8.3 mo (1.2+ to 31.04)
w 407 6.0 mo (1.5+ to 25.0+)
g 301
o 20- 4 A {
10 4 -‘_IL‘_""—H_I__J
o L) L) L) Ll Ll L) L) L) L L
0 3 6 9 12 15 18 21 24 27 30 33 36
No. at Risk Time, months
168 162 17 75 60 43 35 16 6 2 1 0 0
110 106 50 22 16 1 5 2 1 0 0 0 0

*Estimate based on Miettinen & Nurminen method stratified by geographic region, histclogy, and ECOG performance status; Data cut-off: July 2, 2020,
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conclusion

¢ First-line pembrolizumab plus chemotherapy vs chemotherapy plus placebo provided a
statistically significant and clinically meaningful improvement in OS, PFS, and ORR in
patients with locally advanced and metastatic esophageal cancer including EGJ
adenocarcinoma

- Superior OS: ESCC CPS 210 (HR 0.57, P<0.001), ESCC (HR 0.72, P=0.006),
CPS 210 (HR 0.62, P<0.001), all patients (HR 0.73, P<0.001)

_ Superior PFS: ESCC (HR 0.65), CPS 210 (HR 0.51), all patients (HR 0.65)
all P<0.001

- Superior ORR: all patients (45.0% vs 29.3%, A15.8%, P<0.001)

» Comparable safety profile between the two treatment groups
- No new safety signals detected

¢ Pembrolizumab plus chemotherapy should be a new standard-of-care as first-line therapy
in patients with locally advanced and metastatic esophageal cancer including EGJ
adenocarcinoma
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ESMO VIRTUAL CONGRESS 2020

IThe Treatment Paradigm of Esophageal /GE junction carcinomas is an evolving process

) The addition of Nivolumab in the adjuvant after Neoadjuvant Chemo-radiotherapy
followed by Surgery led to statistically significant improvement in DFS ( 22 months Vs 11
months ) with P= 0.003 ( Checkmate 577

] Nivo + ChemoRx will represent a new standard of care in Pts with metastatic
Esophageal Cancer/ GE and gastric Cancer with Median OS 14.4 Vs 11.1 Months (
P=0.0001) Checkmate 649

] In the Asian Population improvement of PFS 11.45 Vs 8.34 m ( Attraction4)

) Pembro + Chemo Vs ChemoRx statistically meaningful improvement in Median OS
> ESCC > 13.9m Vs 8.8 m (if PCS >=10) ~& 12. 6 Vs 9.8 all PCS
> All Esophageal cancer-> 13.5 Vs 9.4 m if PCS >=10 ,* 12.4 m Vs 9.8m all PCS



