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Abstract 278:

Results of the JAVELIN Gastric 100 phase 3 trial: avelumab maintenance following first-line (1L)
chemotherapy (CTx) vs continuation of CTx for HER2- advanced gastric or gastroesophageal

junction cancer (GC/GEJC). - Markus H. Moehler

JAVELIN Gastric 100: an international, open-label, phase 3 trial

Efficacy and safety measured from randomization (after induction)

Induction phase
12 weeks
N=805

E;?:/;Z?:(ij Oxaliplatin +
| 5-FU +

unresectable,
locally advanced
or metastatic, or

HER2- e
GC/GEJC Oxallp.latlr? +
capecitabine

leucovorin

Enrollment: Dec 2015to Nov 2017

Re-baseline
10 days

i

Patients
without
PD*

Stratification:
Asia vs non-Asia

Maintenance phase
N=499

Avelumab
10 mg/kg IV Q2W
n=249

Continuation of
1L chemotherapy
or BSC alonef
n=250

Treatment until confirmed PD,
unacceptable toxicity, or withdrawal
(investigator assessed)

Primary endpoint:
0Ss

Primary analysis
populations:

All randomized patients
PD-L1+ population*

Secondary endpoints:

PFS,$ BOR,S safety,
PROs/QOL

1L, first-line; 5-FU, 5-fluorouracil; BOR, best overall response; BSC, best supportive care; HER2, human epidermal growth factor receptor 2; IV, intravenous; OS, overall survival; PD, progressive disease;

PFS, progression-free survival; PRO, patient-reported outcome; Q2W, every 2 weeks; QOL, quality of life; R, randomization; RECIST, Response Evaluation Criteria In Solid Tumors.
* Eligibility for randomization based on absence of PD was confirmed by an independent radiologist. T Choice of chemotherapy or BSC decided by investigators prior to randomization. NCT02625610

121% of tumor cells PD-L1+ using the 73-10 pharmDx assay (Dako).

sresentenev:  Markus Moehler, MD'




Abstract 278:
Results of the JAVELIN Gastric 100 phase 3 trial: avelumab maintenance following first-line (1L)
chemotherapy (CTx) vs continuation of CTx for HER2- advanced gastric or gastroesophageal
junction cancer (GC/GEJC). - Markus H. Moehler

Primary endpoint: OS in all randomized patients (ITT)

OS was measured from randomization (after 12 weeks of induction chemotherapy)

Avelumab  Chemotherapy
100+ (n=249) (n=250)
90— Y Events, n 185 196
80 Tk Median (95% CI), months ~ 10.4 (9.1-12.0) 10.9 (9.6-12.4)
Stratified HR (95% Cl) 0.91 (0.74-1.11)
Stratified p value (1-sided) 0.1779

70

60 —

24-month OS rate

. (95% Cl), %

-l om0 Avelumab 22.1 (16.8-28.0)

30 12-month OS rate | Ty, Chemotherapy ~ 15.5 (10.8-20.9)
(95% Cl), %

Avelumab 43.6 (37.3-49.8)

Chemotherapy 45.3 (38.8-51.5)

50—

20

10

0

4 16 18

Months

At risk
Avelumab 249 235 201 176 87 77
Chemotherapy 250 237 215 187 70 58

HR, hazard ratio; ITT, intention-to-treat.
Minimum follow-up for OS: 18 months.
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Abstract 278:
Results of the JAVELIN Gastric 100 phase 3 trial: avelumab maintenance following first-line (1L)
chemotherapy (CTx) vs continuation of CTx for HER2- advanced gastric or gastroesophageal
junction cancer (GC/GEJC). - Markus H. Moehler

Primary endpoint: OS in the PD-L1+ population (73-10 pharmDx assay; Dako)
PD-L1 cutoff: 21% of tumor cells (prevalence: 12.3% of evaluable patients [54/438])

Avelumab Chemotherapy
100 I (n=30) (n=24)
90— Events, n 19 15
80 il Median (95% ClI), months  16.2 (8.2-NR) 17.7 (9.6-NR)
' Stratified HR (95% ClI) 1.13 (0.57-2.23)
Stratified p value (1-sided) 0.6352

70

60—

50—

40

30—

20

10

0

12 14 16 18

Months
At risk
Avelumab 30 30 26 24 21 18 18 17 16 14 10
Chemotherapy 24 23 21 18 17 16 15 14 14 11 10

NR, not reached.
OS was measured from randomization (after 12 weeks of induction chemotherapy).
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Abstract 278:
Results of the JAVELIN Gastric 100 phase 3 trial: avelumab maintenance following first-line (1L)
chemotherapy (CTx) vs continuation of CTx for HER2- advanced gastric or gastroesophageal
junction cancer (GC/GEJC). - Markus H. Moehler

Exploratory analysis: OS in the PD-L1+ population (22C3 pharmDx assay; Dako)
PD-L1 cutoff: CPS 21 (prevalence: 64.3% of evaluable patients [137/213])

Avelumab  Chemotherapy
Loy 3 ) (n=63)
90 o Events, n 55 55
80 _ Median (95% CI), months 14.9 (8.7-17.3) 11.6 (8.4-12.6)
? Unstratified HR (95% Cl) 0.72 (0.49-1.05)

70

60—

50—

40

30—

20

10

0

16

Months

At risk
Avelumab 74 73 64 55 47 42 39 38 32 27
Chemotherapy 63 63 56 47 41 34 28 20 16 15

*CPS = (# of PD-L1+ cells [tumor cells, lymphocytes, or macrophages]/total # of viable cells) X 100




Abstract 278:

Results of the JAVELIN Gastric 100 phase 3 trial: avelumab maintenance following first-line (1L)

chemotherapy (CTx) vs continuation of CTx for HER2- advanced gastric or gastroesophageal
junction cancer (GC/GEJC). - Markus H. Moehler

Time to and duration of response from randomization

Responses in patients with PR or SD after induction chemotherapy (excludes 10 patients with CR during induction)

Complete response

Partial response

Progressive disease

Death

Ongoing response
* End of treatment

Subsequent anticancer treatment

Avelumab (n=33)

15 21 2 27 30 33 36

18
Months
Avelumab (n=33)
Median duration of response Not reached (95% CI: 9.7-NR)
Proportion ongoing
at 12 months: 62.3% (95% CI: 40.9-77.9)
at 24 months: 51.0% (95% CI: 29.0-69.4)

Chemotherapy (n=36)

12 15 24 27 30 33 36

18 21
Months
Chemotherapy (n=36)
5.9 months (95% Cl: 4.5-7.2)

28.4% (95% Cl: 13.2-45.7)
13.5% (95% CI: 3.1-31.6)
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Abstract 278:

Results of the JAVELIN Gastric 100 phase 3 trial: avelumab maintenance following first-
line (1L) chemotherapy (CTx) vs continuation of CTx for HER2- advanced gastric or
gastroesophageal junction cancer (GC/GEJC). - Markus H. Moehler

Safety overview

Avelumab (n=243) Chemotherapy (n=238)

Any AE (related or unrelated), % (n) 91.8 (223) 89.9 (214)
Grade =23 54.3 (132) 53.8 (128)

Any TRAE, % (n) 61.3 (149) 77.3 (184)
Grade =3 12.8 (31) 32.8 (78)

TRAE leading to permanent discontinuation, % (n)* 10.3 (25) 27.3 (65)

Serious TRAE, % (n) 7.8 (19) 9.7 (23)

TRAE leading to death, % (n) 0 0.4 (1)

Infusion-related reaction of any grade, % (n)t 19.8 (48) 7 (1T)

TRAE, treatment-related adverse event.

* TRAEs leading to discontinuation in 21% of patients were: avelumab, pneumonitis (1.6%); chemotherapy, peripheral sensory neuropathy (7.6%), peripheral neuropathy (6.7%), neutropenia (2.1%),
neurotoxicity (2.1%), thrombocytopenia (1.7%), decreased appetite (1.3%).

T Identified using an expanded definition that included both a prespecified list of MedDRA preferred terms (infusion-related reaction, drug hypersensitivity, anaphylactic reaction, or hypersensitivity reaction) that
occurred on the day of infusion or the following day, and prespecified signs/symptoms that occurred on the day of infusion and resolved within 2 days (related or unrelated)
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Abstract 278:
Results of the JAVELIN Gastric 100 phase 3 trial: avelumab maintenance following first-
line (1L) chemotherapy (CTx) vs continuation of CTx for HER2- advanced gastric or
gastroesophageal junction cancer (GC/GEJC). - Markus H. Moehler

Treatment-related adverse events

Any grade in 210% or grade 23 in 21% of either arm

Preferred terms Avelumab (n=243) Chemotherapy (n=238)
Fatigue ]
Diarrhea

NEIETE]
Decreased appetite

L
|
Amylase increased I |
. |
=
R

Lipase increased

GGT increased

Neutropenia

Neutrophil count decreased
WBC count decreased
Thrombocytopenia

Platelet count decreased
Anemia

Peripheral sensory neuropathy
Peripheral neuropathy
Neurotoxicity l Any grade = M Any grade

PPE Grade =3 B Grade =3
Drug hypersensitivity ]

20 15 10

presenteoev:  Markus Moehler, MD _




Abstract 278:
Results of the JAVELIN Gastric 100 phase 3 trial: avelumab maintenance following first-line (1L)
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junction cancer (GC/GEIJC). - Markus H. Moehler

* Studie JAVELIN 100

— neprokazala ve srovnani s udrzovaci chemoterapii
zlepseny vysledek OS a to ani se zohlednénim PD-
L+

— udrzovaci |écba avelumabem prokazala vsak
e delSi trvani RR,
* mensi toxicitu
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Abstract 282: Evaluating maintenance therapies in advanced oesophago-gastric
adenocarcinoma (OGA): Interim analysis and biomarker results from the PLATFORM

study. - David Cunningham,

Study design

* PLATFORM is a prospective, open-label, multi-centre, randomised phase Il trial assessing
maintenance therapy in OGA

* Adaptive design

* 6 arms currently recruiting (HER2 negative cohort: 5 arms; HER2 positive cohort: 1 arm)
* 154 patients/arm * Estimated total accrual: 924 patients

* Primary endpoint: Progression-free survival (PFS)

INTERIM ANALYSIS

Triggered when 61 patients/arm recruited and evaluable at 12 weeks

Endpoint: Progression-free rate (PFR) at 12 weeks

Individual arms will continue accrual if the upper limit of
1-sided 95% Cl around the difference in PFR is >0 when compared to Al.

presenteosv: David Cunningham _




Abstract 282: Evaluating maintenance therapies in advanced oesophago-gastric
adenocarcinoma (OGA): Interim analysis and biomarker results from the PLATFORM
study. - David Cunningham,

e — S ———————

- . . - H : Dgﬁ'lbcka,
46 recruitin g;»—s’i't; es Locally advanced or metastatic oesophago-gastric adenocarcinoma e

| 2020

Registered n=1094
Archival biopsy
Completed first-line l, ,l,

chemotherapy
n=861

Randomised n=386 Serial blood tests

Disease progression*
* Maintenance durvalumab given for 12 months only. Patients who then subsequently progress are eligible for further 12-month durvalumab re-challenge.
Primary endpoint: PFS Exploratory endpoints: To evaluate the role of other
Secondary endpoints: Progression-free rate (3, 6, 12 months), potential prognostic and predictive biomarkers in blood and
0S, overall response rate, toxicity tumour tissue

presenteo 8v: David Cunningham




Abstract 282: Evaluating maintenance therapies in advanced oesophago-gastric
adenocarcinoma (OGA): Interim analysis and biomarker results from the PLATFORM
study. - David Cunningham,

Progression-free rate (PFR) at 12 weeks
from randomisation

A1l: Surveillance (n=61) A2: Capecitabine (n=61) A3: Durvalumab (n=61)

PFR at 12 weeks 30 (49%) 34 (56%) 29 (48%)
(95% Cl) (39, 60%) (45, 66%) (37, 58%)

PFR compared to Al o +6.6% -1.6%
(95% Cl) (-8.3, +21.4%) (-16.5, +13.3%)

A1l: Surveillance (n=61) A2: Capecitabine (n=61) A3: Durvalumab (n=61)

Complete response (CR) 0 (0%) 0 (0%) 0 (0%)
Partial response (PR) 0 (0%) 0 (0%) 3 (5%)
Stable disease (SD) 30 (49%) 34 (56%) 26 (43%)
Progressive disease (PD) 28 (46%) 25 (41%) 31 (51%)
Clinical PD 3 (5%) 2 (3%) 1 (2%)
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Abstract 282: Evaluating maintenance therapies in advanced oesophago-gastric

adenocarcinoma (OGA): Interim analysis and biomarker results from the PLATFORM
study. - David Cunningham,

PFR at 12 weeks by PD-L1 status and
tumour mutational burden (TMB)

Median TMB: 5.8 mutations/Mb (range: 1.0-78.1)
Median TMB A1l: 5.3 (range: 2.1-78)
Median TMB A3: 5.9 (range: 1.0-53)
Low: 1.0-4.3 Medium: >4.3-8.5 High: >8.5-79

A1l: Surveillance (n=44) A3: Durvalumab (n=38) A1l: Surveillance (n=37) A3: Durvalumab (n=36)

PD-L1 TIC21 TIC 210 TIC21 TIC 210 Low Medium High Low Medium High
n=28 n=7 n=22 n=4 n=14 n=9 n=14 n=11 n=15 n=10
Progression- 0 0 o o Progression- 9 2 8 7 6 8
free Lize g I T SR 002) free (64%)  (22%)  (57%) (64%)  (40%) | (80%)
Pro'gresswe 13 (46%) 4(57%) 8 (36%) 0 (0%) Progressive 5 7 6 4 9 2
disease

disease  (36%)  (78%)  (43%) (36%)  (60%)
T : Biomarker
CD4 and CD8 infiltration _

according to PD-L1 and TMB

PD-L1 quantified using Tumor and Tumor-associated
Immune Cell (TIC) score

PD-L1TIC 210 3/29 (10%) 2/17 (12%) 6/28 (21%)
TMB high 13/26 (50%) 6/15 (40%) 3/24 (13%)
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Abstract 282: Evaluating maintenance therapies in advanced oesophago-gastric
adenocarcinoma (OGA): Interim analysis and biomarker results from the PLATFORM
study. - David Cunningham,

Grade 23 Treatment-related adverse events (TrAEs)

Maximum reported grade of TrAEs (Grades 23 only)
“ A1l: Surveillance (n=61) | A2: Capecitabine (n=61) | A3: Durvalumab (n=61)

0 (0%) 8 (13%) 7 (11%)
0 (0%) 0 (0%) 2 (3%)
0 (0%) 0 (0%) 0 (0%)

A2: Capecitabine Grade 3 TrAEs:

* Fatigue (5%), peripheral sensory neuropathy (3%), anaemia (2%), dysgeusia (2%), hand-foot
syndrome (2%), hypoalbuminaemia (2%), hyponatraemia (2%), pain (2%).

A3: Durvalumab Grade 3/4 TrAEs:

* Raised ALT (5%), hyperbilirubinaemia (4%), diarrhoea (3%), raised AST (2%), raised GGT (2%),
anaemia (2%), hypoalbuminaemia (2%), fatigue (2%), ascites (2%), chills (2%), hypertension (2%),

hypophosphataemia (2%), pleural effusion (2%)
presentep Bv: David Cunningham _




Abstract 282: Evaluating maintenance therapies in advanced oesophago-gastric
adenocarcinoma (OGA): Interim analysis and biomarker results from the PLATFORM
study. - David Cunningham,

* |Interni analyza studie PLATFORM
— Studie pokracuje
— Radiologicka RR byla jen v rameni durvulumabem
— Efekt byl vyraznéjsi ve skupine PD-L + a TMB
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Biomarkers to Guide Surveillance and Adjuvant Therapy of Early-Stage Disease

- Yelena Yuriy Janjigian

ctDNA POST-SURGERY PREDICTS RECURRENCE

BREAST CANCER

100+
n=30

AT TEREY

«dee ctDNA detected

wdee tDNA not detected

50+ MEDIAN LEAD TIME TO

Disease-free survival

n=13

P <0.0001
HR, 12.0 (Cl, 3.36-43.07)

T T T T T T
0 6 12 18 24 30 36

Months post-surgery

PANCREATIC CANCER

RADIOGRAPHIC RECURRENCE 7.9 mos

LUNG CANCER

100 B
o —— T
E ~ 80 ) =i ctDNA+
§- 8’ 60
=t ] P < 0.001
3 2 MEDIAN LEAD TIME TO
o 2 40 4 RADIOGRAPHIC RECURRENCE 5.2 mos
o @
o) 20 4
0 Y Y

0 6 12 18 24 30 36
Time from landmark (mo)

100 1 —— CctDNA detected
@ 80 - =~ No ctDNA detected
s e
S = 1601
.% g MEDIAN LEAD TIME TO
9 E 40 1 RADIOGRAPHIC RECURRENCE 6.5 mos
(@) ]
o @
o 20 A
P=0.0199
0 L} L} L} 1
0 10 20 30 40
Garcia-Murillas Science. Trans Med 2018; Months

Chaudri Cancer Discovery 2017; Sausen Nat Commun 2015



Biomarkers to Guide Surveillance and Adjuvant Therapy of Early-Stage Disease
- Yelena Yuriy Janjigian

ctDNA PREDICTS RECURRENCE IN GASTRIC CANCER

Within 6 months after surgery

1.00q =t——dttb—y =4~,
> .
o PRt
3
© 0.751 Post-Operative maxVAF >0.25%
& -
E HELECR) iR Median mDFS
'S =t= Not Detected (n=15)
S
5 050 12.5 months vs. NR
o p=0.03
o
L
& 0.251
[2]
®
o)
R
)

0.00+

0 5 10 15 20 25

Time (months)
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From Standardization to Personalized Care: How to Use Molecular
Diagnostics to Guide Treatment - Harry H. Yoon



From Standardization to Personalized Care: How to Use Molecular Diagnostics to Guide
Treatment - Harry H. Yoon

2020 one treatment & molecular approach for fit patient
with advanced gastroesophageal carcinoma

15t-line 2"d_line 3rd_line or later

MSI @) Order, use now
PD-L1

EBV (aconly)
HER2 (aconly) PR crder:
Tissue NGS, TMB S
ct-DNA use later

Consider:
PD-L1 CPS 210 | “*" Order, use now
SCC — Other

Pembro |

i FOLFIRI
GE) & Taxane RaM /- TAS-102

. paclitaxel or other| Pembro
CPT-11
Gastric AC _ il |

Gastrointesing] AC, adenocarcinoma, Pembro, pembrolizumab; Ram, ramucirumab; Tras, trastuzumab
Cancers Symposium e Author Name: Harry H. Yoon

. Order now,
use later

PD-L1 CPS 21

PRESENTED AT:




From Standardization to Personalized Care: How to Use Molecular Diagnostics to Guide
Treatment - Harry H. Yoon

Pembro confers OS benefit

in MSI gastric/GEJ adenoca in 15t line setting
Secondary analyses of phase Il KN-062

1st-line (n = 23, all MSI-high)

Pembro

(median not reached)

+ HR0.29 (95% CI1 0.11 - 0.81)

Chemo  Duration of response on
(median ~8.5 m) Pembro=21.2 m

0 3 6 9 12 15 18 21 24 27 30 33 36 39
No. at risk Time, months

Gastrointestinal Shitara et al KN-062 ESMO 2019

PRESENTED AT: .
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From Standardization to Personalized Care: How to Use Molecular Diagnostics to Guide
Treatment - Harry H. Yoon

CPS (combined positive score), the only PD-L1 method
predictive of immunotherapy benefit in gastroesoph cancer

In gastroesoph adenoca

# of macrophages, lymphocytes, or microenvironment, PD-L1 is
tumor cells that express PD-L1 expressed most commonly in
x 100 immune cells (

# of tumor cells evaluated

Take home message

Verify on path report that immune cells were counted.

If they were not, scoring must be repeated. Inter-lab agreement
for PD-L1 scoring

(CPS 1 vs 0) is >90%

G ooyl Kulangara et al Arch Pathol Lab Med 2019

PRESENTED AT: : S
Cancers SympOSIUFH rmission required for e Author Name: Harry H. Yoon




From Standardization to Personalized Care: How to Use Molecular Diagnostics to Guide
Treatment - Harry H. Yoon

Advanced gastric cancer (N = 61) on pembro

EBV+ gastric ca seems

responsive to anti-PD-1

(comparable to MSI)
ongoing
pembro

 All 6 (of 6) EBV+ patients had PR/CR with
anti-PD-1 monotherapy EBV+ (n = 6)
* Response duration >10 mo in 3 patients _
« Every EBV+ tumor was PD-L1 CPS 21 - MSl(n=7)
* Usually NOT due to PD-L1 amp
* Enriched with IFN gene signature
* PD-L1 CPS level in EBV+ tumor may not .
correlate response benefit E,B s patler!ts should be
* 3 longest responders: CPS 1, 5, 80 !‘llghly conS|dered_for
« Other 3 patients had CPS 15 to 80 immunotherapy trials or
, research programs

B Po-LicPs21

10 mo 20 mo

Gastrointestinal Kim ST et al 2018 Nature Medicine; Derks et al 2016 Oncotarget

PRESENTED AT: " : _ N
Cancers Symposium e Author Name: Harry H. Yoon V = date of first response




From Standardization to Personalized Care: How to Use Molecular Diagnostics to Guide
Treatment - Harry H. Yoon

2020 one treatment & molecular approach for fit patient
with advanced gastroesophageal carcinoma

15t-line 2"d_line 3rd_line or later

MSI @) Order, use now

PD-L1

' . Order now,

EBV (Ac only) ~. ¢ Immuno-trial use later

@ @ Re-confirm HER2+ (tissue or ctDNA)

HER2 (Ac only) . ' if trastuzumab considered O e
Tissue NGS, TMB . "™ Order now,

ct-DNA use later

*"*+ Consider:

PD-L1 CPS 210 | Order, use now
SCC — Other

Pembro |
FOLFIRI
GEJ & Taxane R@m +/- TAS-102
. = paclitaxel or other| Pembro
CPT-11
Gastric AC _ |

Gasointasting) AC, adenocarcinoma, Pembro, pembrolizumab; Ram, ramucirumab; Tras, trastuzumab
Cancers Symposium e Author Name: Harry H. Yoon a Use in later line if not previously used

<
&

PD-L1 CPS 21

Pembro 2@
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From Standardization to Personalized Care: How to Use Molecular Diagnostics to Guide
Treatment - Harry H. Yoon

e MSI a PD-L1 pred 1 lininii
— PD-L1 musi zahrnovat i bb imunitniho systému
— Vyuzitiiv 2. a 3. linii
e EBV+ vyuziti pro stratifikaci pacientu do
linickych studii s imunoterapii

 HER2 status znovu vysetreni po selhani [éCby s
HER?2i
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