Esophageal and Gastric Cancer:
New Developments

May Cho, MD

UCDAVIS



Disclosures

Consultant and honoraria - Amgen, Taiho, Astella, Ipsen and Exelixis



Outlines

Perioperative Therapies

Metastatic Therapies

18t line (non-HER2 overexpression)
18t line (HER2 overexpression)

« 2"d [ine

« 3" line



Comprehensive Molecular Characterization of Esophageal

Carcinoma - The Cancer Genome Atlas (TCGA)

TCGA. Nature 2017; 541: 169-175
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Perioperative Therapies
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Metastatic Therapies
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CHECKMATE 577

Can adjuvant PD-1 inhibition improve outcomes for esophageal/GEJ cancer
patients that do not achieve a path CR after neoadjuvant chemoRT?

» RO Nivolumab
Stage resection 240 mg IV g2w X
1 = Residual 16wks Z’480m9 Treatment
EC/GEJ T — el till

Neoadj « T1or @ 2:1: N= 760 r?g)L(JirCr;nc?
CRI Greater | Y

Surgery = N1 or Placebo 12 months
Greater IV g2W X16wks

» ECOG PS —480mg gdw
01

Kelly, R. et al., ASCO 2017



ATTRACTION-05

Can the addition of adjuvant PD-1 inhibition improve outcomes for patients
treated with upfront gastrectomy and D2 lymph node dissection?

/

-

pStage Il
G/EGJ cancer
patients who

underwent D2 or

more extensive
lymph node
dissection

\

o

Terashima, M., ESMO 2017
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Current AlIO Gastroesophageal Cancer Research

Program for Resectable Stage Arbeitsgemeinschaft
Internistische
Onkologie

Resectable Gastroesophageal Cancer

I

Her2* Her2- PD-L1+" T3/4 GEJ
I I I |
Phase Il/Ill Phase II/lll Phase Il Phase lll
| | | |
PETRARCA/FLOT6 RAMSES/FLOT7 DANTE/FLOTS RACE/ELOT9
FLOT+/- FLOT+/- FLOT +/- FLOT +/-
Trastuzumab Ramucirumab Atezolizumab Radiation
Pertuzumab Py e P—
» Tissue sample Goals:
- Translational research teams * Increase cure rates (60% cure)

» Identify genes associated with path
response and resistance

Presented By Salah-Eddin Al-Batran at 2019 ASCO Annual Meeting



A pilot study of FOLFIRINOX followed by
neoadjuvant chemoradiation for gastric and
gastroesophageal cancer:

METHODS:

>
>

Patients were enrolled on an NCI sponsored, prospective, single arm study (NCT03279237).

Key eligibility criteria included: histologically confirmed T3/4 or lymph node (LN) positive gastric or GE junction cancer, ECOG PS =<1,
age 18+, and life expectancy > 3 months. Exclusion criteria included: visceral metastases, prior chemotherapy or RT, or prior targeted
therapy. Extensive LN disease beyond the surgical field (supraclavicular or para-aortic) was permitted if deemed feasible to be
encompassed within a RT field.

Pts were treated with neoadjuvant FOLFIRINOX x 8, restaging, CRT (45 Gy for gastric, 50.4 Gy for GE junction) with concurrent C/T,
restaging, followed by surgical resection. Dose reductions were at discretion of the treating physician.

The primary objective was to determine the rate of completion of FOLFIRINOX x 8 followed by CRT delivered in the preoperative
setting.

Secondary endpoints included: 1) acute toxicity and 2) pathologic complete response (pCR).

Wo, J. et al., ASCO 2019



Metastatic Therapies
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1. Adding 10 to chemo vs IO alone .
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KEYNOTE-062 Study Design (ncTo2494583)

Key Eliqgibility Criteria
* Locally advanced,
unresectable or
metastatic gastric or
gastroesophageal
adenocarcinoma

» HER2/neu negative,
PD-L1-positive disease
(CPS 21)

*ECOG PS O or1

Stratification Factors
* Region?

* Locally advanced or
metastatic disease

* 5-FU or Capecitabine

Pembrolizumab 200 mg Q3W
for up to 35 cycles®

Pembrolizumab 200 mg Q3W
(to 35 cycles)
+

Chemotherapy®

Placebo
+

Chemotherapy

Primary endpoints: OS and PFS
Secondary endpoints: ORR, Safety

2EU/North America/Australia, Asia (South Korea, Hong Kong, Taiwan, Japan), Rest of World (including South America).

bAdministration of pembrolizumab monotherapy was not blinded.

Until unacceptable
toxicity, disease
progression, or
patient/physician
withdrawal decision

tChemotherapy: Cisplatin 80 mg/m? Q3W + 5-FU 800 mg/m?%d for 5 days Q3W or capecitabine BID d1-14 Q3W (Cisplatin may be capped at 6 cycles as per country guidelines).

Presented By Josep Tabernero at 2019 ASCO Annual Meeting



Statistical Considerations

Overall alpha for study was controlled at one-sided 2.5% across all comparisons

!

PvsC P+Cvs C P+Cvs C P+Cvs C
0OS Non-inferiority? OS Superiority OS Superiority PFS Superiority
CPS 21 (a = 0.004) CPS 210 (a = 0.0075) CPS 21 (a = 0.0125) CPS 21 (a = 0.001)

/

PvsC PvsC
OS Superiority OS Superiority
CPS 21 (a =0) CPS 210 (a = 0)

P+Cvs C
ORR Superiority

CPS 21 (a = 0)

e Hypotheses in top row tested first and in parallel

- Remaining hypotheses tested only if preceding hypothesis was positive
- Prespecified analysis plan allowed alpha passing from successful hypotheses

* Final analysis: planned to occur 222 months after last patient was randomized and ~415

OS events observed in P+C and C treatment groups in patients with PD-L1 CPS 21

2Alpha passed from non-inferiority to superiority test; Median follow-up, 11.3 months (range, 0.2-41.2); Data cutoff: March 26, 2019.

Presented By Josep Tabernero at 2019 ASCO Annual Meeting



Overall Survival: P vs C (CPS 21)
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Presented By Josep Tabernero at 2019 ASCO Annual Meeting

Overall Survival: P vs C (CPS 210)
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Overall Survival: P+C vs C (CPS 21)
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KEYNOTE-590 — Phase Ill Trial of Pembrolizumab in First-Line Therapy in
SCC of Esophagus and Siewert type 1 adenocarcinoma of GEJ

Patients (N = 700)
* Confirmed advanced/metastatic
adenocarcinoma or SCCE, or

Siewert type 1 adenocarcinoma
of the EGJ

* ECOG performance status 0/1
* Available tumor tissue

* Measurable disease per
RECIST v1.1

Primary

v

Randomize 1:12

[Pembrolizumab +
5-FU + Cisplatin®] Q3W

Disease
progression or
unacceptable
toxicity

[Placebo + 5-FU +
Cisplatin] Q3W

* To compare progression-free survival (PFS) per RECIST v1.1 by blinded independent central
review between treatment arms in all patients and in patients with PD-L1—positive tumors (defined as

combined positive score [CPS] =210)

* To compare overall survival (OS) between treatment arms in all patients and in patients with PD-L1

CPS 210

Kato K et al. World Congress on Gl Cancer. 2018



CheckMate 649- Phase Ill Trial of Nivolumab in First-Line Therapy (Gastric
and GEJ)

Screening Treatment

/ \ Randomized

Previously untreated Post-treatment

gastric or GEJ cancer follow-up
XELOX or FOLFOX
s, P \ J
Primary L .
Endpoint ¢ OS in patients with PD-L1* tumors
¢ OS in all randomized patients
Secondary ¢ PFS in patients with PD-L1* tumors and all randomized patients
Endpoints * TTSD assessed via the GaCS questionnaire in patients with
PD-L1* tumors and all randomized patients

Janjigian, Y. et al., ASCO 2017



CheckMate 648 — Phase lll Trial of Nivolumabl/lpilimumab in First-Line Therapy (SCC
Esophagus)

Screening Treatment
_ Nivolumab
e Squamous cell carcinoma .

of the esophagus Randomized ipilimumab
¢ Unresectable advanced, 1:1:1 Posttreatment
recurrent, or metastatic B follow-up
* No prior systemic therapy

for advanced/metastatic
disease L 5-FU + cisplatin

Primary endpoints + OS and PFS?2 in patients with PD-L1*tumors

+ ORR,2 PFS,2 and OS in all randomized patients
+ ORRz?2 in patients with PD-L1* tumors

Secondary endpoints

Ajani J et al. GI ASCO. 2018



CA224-060: A randomized, Open-Label, Phase 2 Trial of Relatlimab (Anti-LAG-3) and Nivolumab With

Chemotherapy vs Nivolumab with Chemotherapy as First-Line Treatment in Patients With Gastric or
Gastroesophageal Junction Adenocarcinoma

Figure 2. Study design

Screening Treatment Follow-up

v

One cycle of treatment is defined as 6 weeks

Relatlimab 120 mg + nivolumab 360 mg Q3W

+ XELOX Q3w?
or
Relatlimab 160 mg + nivolumab 480 mg Q4W
+ FOLFOX Q2w
or —
Relatlimab 120 mg + nivolumab 360 mg Q3W Progressive disease,
+ SOX Q3wWe .| unacceptable toxicity, or
withdrawal of informed
consent

Nivolumab 360 mg Q3W + XELOX Q3W*
or
Nivolumab 480 mg Q4W + FOLFOX Q2We
or
Nivolumab 360 mg Q3W + SOX Q3w

“Investigator’s choice chemotherapy. XELOX: oxaliplatin 130 mg/m? administered IV on day 1 of each treatment cycle and capecitabine 1000 mg/m? administered orally twice daily on days 1
and 14 of each treatment cycle, Q3W; FOLFOX: oxaliplatin 85 mg/m?, leucovorin 400 mg/m?, and fluorouracil 400 mg/m? administered IV on day 1 of each treatment cycle, and fluorouracil
1200 mg/m? IV continuous infusion over 24 hours daily or per local standard on days 1 and 2 of each freatment cycle, Q2W; SOX: oxaliplatin 130 mg/m? administered IV on day 1 of each
treatment cycle and oral S-1 twice daily on days 1 and 14 of each treatment cycle, Q3W.

ECOG PS, Eastern Cooperative Oncology Group performance status; HER2, human epidermal growth factor receptor 2; IV, intravenously; Q2W, every 2 weeks; Q3W, every 3 weeks;

04w, every 4 weeks; R, randomization; ROW, rest of world.

Feeney et al., ASCO 2019
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The Cancer Genome Atlas Research Network Nature 2014

Presented By lan Chau at 2019 ASCO Annual Meeting



SPOTLIGHT: 1%t line FOLFOX + Zolbetuximab (IMAB 362)
study in Claudin 18.2 positive gastric and GEJ adenocarcinoma

FAST1(45% of recruited patients were of diffuse histology)

10+ o EOX (n=84) § oo < E8X oibetuximab 800/600 mo/m? (n=57)
g 09] -o- EOX +zolbetuximab 800/600 mg/m? (n=77) z 081
g o8] ) £ 07 CLDN 18.2 22+ in 270% cells
3 CLDN 18.2 22+ in 240% cells (ITT) g oo
2 6+ 2 .5
205 £ 04
£ 04 S 03
203 £ 2? 16.5 vs 89 mo (P=0006)
E g.f: 130 vs 8.4 mo (P=0008) U’i 0:" HROS1 (D‘S'Jlb Cl.o.;d—ﬂ,ﬁ?’&] l I : : : I
& ] HROS6 5% C1040-079) 0 20 40 60 80 100 120 140 160
°Lc(J 20 40 éb ab 160 !2'!0 l4|0 1&0 150 Patents n%’x‘ 50 46 28 ';3Tim'° Evzlﬂ (weeks]4 4 2 0
I’aﬂnntsat&;& & - i Time sw Event (vgeeks] g 3 i 8 EOX+zolbetuximab 57 52 38 30 2% 14 7 0 0
£OXs Zolbetuimab 77 6 3 EE] 2 15 8 0 0 0 Ahravint onc Sy apiwicry romlplatin and cppeciadin
Abb EOX, epirubicin, onaliplatin, and capecitab
: mFOLFOX 6 + placebo
Advanced gastric or OGJ _ P
. n=550
adenocarcinoma
expressing CLDNI18.2 in
> 75% of tumour cells
demonstrating (=2+)
moderate to strong \ .
membranous staining on mFOLFOX 6 + Zolbetuximab

IHC
1° endpoint: Progression free survival

'Sahin et al ASCO GI; NCT03504397

THE ROYAL
MARSDEN

Presented By lan Chau at 2019 ASCO Annual Meeting



Metastatic Therapies

“FOLFOX
or Xelox

FOLFOX or Xelox + Trastuzumab

PDL1 CPS score>1 All comers



Camrelizumab Combined With Capecitabine And Oxaplatin Followed By Camarelizumab And

Apatinib As First-line Therapy For Advanced Or Metastatic Gastric Or Gastroesophageal Junction
Cancer: Updates Results From A Multicenter, Open-label Phase 2 Trial

RAM + Paclitaxel
* Histologically or cytologically
confirmed locally advanced Endpoints
unresectable or metastatic G/GEJ Camrelizumab + Primary :
adenocarcinoma; CAPOX « Confirmed ORR
* No previous therapy for advanced or | |  (4-6 cycles) Secondary:
metastatic disease of G/GEJ followed by B PFS
(including HER-2 inhibitor); camrelizumab+ « DoR
*+ At least one measurable lesion per apatinib s
RECIST 1.1; e gf:
« ECOG performance status of 0 to 1; 7
* Known HER2-negative status.

Figure 1: Study design

PFS, progression-free survival, DoR, duration of response; DCR, disease control rate.
Shen, L. et al., ASCO 2019



ASSESSMENT OF RAMUCIRUMAB PLUS PACLITAXEL AS SWITCH MAINTENANCE VERSUS
CONTINUATION OF FIRST-LINE CHEMOTHERAPY IN PATIENTS (PTS) WITH ADVANCED HER-2

NEGATIVE GASTRIC OR GASTROESOPHAGEAL JUNCTION CANCERS:
THE ARMANI PHASE Ill TRIAL

STUDY DESIGN OBJECTIVES

This is a randomized, open-label, multicenter, phase Ill trial.
Figure 1. Trial design Ann A

PACLITAXEL + RAMUCIRUMAB PRIMARY ENDPOINT:
INDUCTION PHASE Kt To compare PFS of subjects receiving maintenance with
s L = paclitaxel plus ramucirumab (arm A) versus subjects who
receive continuation of first-line chemotherapy (arm B)
until progressive disease/unacceptable toxicity/death.

nt

Unresectable, locally FOLFOX4
advanced, metastatic, mFOLFOX6
HER-2 negative gastric

or GEJ adenocarcinoma

cceptabletoxicity/ col

withdrawal

ArmB

CONTINUATION OF S-FUor

Disease progression/una

ion : FOLFOX/CAPOX cape .
Prior gastrectomy UP TO 6 MONTHS glote S ECO N DARY E N D PO I NTS e
Peritoneal carcinosis ]S afe tv
Total population: 280 pts (140 per each arm) / .
st pecenoer 206 02054464 Response rate and duration of response

v'Overall survival

v'Patients reported outcomes
EXPLORATORY ENDPOINTS:

v Tumor biomarkers
v'Blood/plasma biomarkers

Morano, J et al., ASCO 2019
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Pembrolizumab/Trastuzumab/Chemotherapy Best response to PEMBRO/TRAS/CAPEOX

Phase Il study schema key eligibility criteria, primary and secondary endpoints I RECIST 1. Imeasurable diseass (n=35)
and biomarker analysis

15t line Stage IV EG Cancer “; P § 0
HER2 IHC 3+ or IHC 2+/FISH>2.0 induction % Vinasiaen NS b et i o 1 s g ot
*MSK confirmation not required -~
prior to Rx Trastuzumab 8mg/kg *Capecitabine 850mg/m2 bid day 1-14 c
= = = =" Pembrolizumab200mg ~ ~ ~ ~ ">  Oxaliplatin 130 mg/m2 Trastuzumab 6 e
RE(lilS'll;lm:il-lsurable oF cfnﬁl 2:::;.53 x 1 cycle cﬂ):: 3;:{;53 mgl/kg Pembrolizumab 200 mg q21 days E e
evaluable disease a9 weeks * (5-FU and Cisplatin permitted) £
N=37 §
o
Primary endpoint: 6-months PFS, 26 or more patients progression free at 6 months g -
8-100
o

Secondary endpoints:
+ 0S Table 4. Best Response  Patients, n (%)
* ORR & DCR by RECIST 1.1 (n=37)
Biomarker analysis: ORR, n (%) 28 (89%)
+ MSK HER2 IHC/FISH 95% Cl (71%; 91%)
* PDL-1IHC (Clone E1L3N, Cell Signaling Technology) CR 4 (11)
+ CPS score = PDL-1-pos (tumor cells+lymphocytes +macrophages /# of tumor cells x 100)
+ NGS by IMPACT at baseline & POD PR 27 (77)
+ cfDNA analysis SD 4 (11)
PD 0
Non-measurable 2
Disease Control Rate 100%

Janjigian Y., ASCO 2019



KEYNOTE-811 Phase lll study of pembrolizumab plus trastuzumab and

chemotherapy for HER2+ metastatic gastric or gastroesophageal junction cancer
(mG/GEJC)

= Treatment with pembrolizumab/placebo will continue for up to 35 cycles (~2 years) or until first
evidence of disease progression confirmed by blinded independent central review, clinical
progression, unacceptable AEs, intercurrent illness, investigator’s decision to withdraw the patient,
patient withdrawal, patient pregnancy, noncompliance with trial treatment, or achievement of
complete response

Figure 2. Study Design

Pembrolizumab 200 mg IV Q3W +

Global Trastuzumab + FP or CAPOX

Cohort

Placebo + Trastuzumab +
FP or CAPOX

Janjigian, Y. et al., ASCO 2019
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HER 2 - HER 2 +
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2nd-line Pembrolizumab for Esophageal Cancer —
KEYNOTE-181 Trial (SCC)

Key Eligibility Criteria

» Advanced/metastatic Pembrolizumab
adenocarcinoma or 200 mg IV Q3W for up to 35 cycles
squamous-cell carcinoma
of the esophagus or
Siewert type 1
adenocarcinoma of the

o Investigator’s choice of 1 of the following:

- Measurable disease per « Paclitaxel 80-100 mg/m? on days 1, 8, 15

RECIST v1.1 Q4w

« Progression on or after » Docetaxel 75 mg/m2 Q3W
first-line therapy

. ECOG PS 0-1 * Irinotecan 180 mg/m? Q2W

Stratification by

« Histology: squamous-cell carcinoma
/adenocarcinoma

* Region: Asia/Rest-of-world

Kojima T, et al. GI ASCO. 2019



KEYNOTE 181 Trial — Overall Survival in Key Subgroups

PD-L1 CPS 210

No. of deaths/

Squamous-cell carcinoma

Intent-to-Treat

>
Favors Pembro Favors Chemo
Data cutoff: October 15, 2018.

Kojima T, et al. GI ASCO. 2019

<
Favors Pembro Favors Chemo

Subgroup No. of patients Hazardratio (95% Cl)  subgroup No- ;’ff;':‘?;:i Hazardratio (95% CI)  subgroup g ::t?;?ji Hazard ratio (95% Cl)
Overall 190/222 - Overall 346/401 | Overall 553/628
Age Age Age
<B5 years 329/356
<65 years 103115 —-— <65 years 198/214 - e zears e
265 years 871107 —— 265 years 148/187 — -
Sex Sex Male 4781544
Male 161/191 — Male 290/337 - Female 75184
Female 29131 —— Female 56164 —=— ECOG PS
ECOG PS ECOG PS 0 198/242 i
0 67181 — 0 123/152 - 1 353/384 -
1 123/141 —i 1 2221248 -- HiEtElnoy
Squamous-cell  346/401 -
Histology PD-L1 CPS Adenocarcinoma 207/227 -
Squamous 139167 —-— =10 139167 —-— PD-L1CPS
Adenocarcinoma 51/55 —— <10 201/228 - 210 190/222 i
o o <10 354/397 -
REQIOT NEYToTT :
Asia 92/115 —-— Asia 194/231 - Hedien
Asia 205/243 =
Ex-Asia 98/107 —I'I— Ex-Asia 152/170 —1— Ex-Asia 348/385 T-
0.1 1 0.1 1 10 0.1 1 10

< >
Favors Pembro Favors Chemo



2nd-line Pembrolizumab vs. Chemotherapy —- KEYNOTE-061

Key Eligibility Criteria

* Adenocarcinoma of the stomach or GEJ
that was metastatic or locally advanced
but unresectable

* PD per RECIST v1.1 after first-line
platinum- and fluoropyrimidine-
containing therapy

*ECOGPSOor1l

* Provision of a sample for PD-L1
assessment

* First 489 patients: any PD-L1 CPS
* Final 103 patients: PD-L1 CPS 21

Stratification Factors

* Region (Eur/Israel/N America/Australia
vs Asia vs rest of the world)

* ECOGPS (Ovs 1)
* TTP on first-line therapy (<6 mo vs 26 mo)
*PD-L1 CS (<1vs 21)

Pembrolizumab 200 mg
Q3w

for 35 cycles or until confirmed PD,
intolerable toxicity, patient
withdrawal,
or investigator decision

Paclitaxel 80 mg/m?2 on
days 1, 8, and 15 of 4-week
cycles

until confirmed PD, intolerable
toxicity, patient withdrawal,
or investigator decision

Endpoints
Primary: OS and PFS in the CPS 21
population

Secondary: ORR and DOR in the
CPS 21 population; safety in all
treated patients

Shitara K, et al. ASCO. 2018



KEYNOTE-061 — Outcomes in MSI-H Subgroup

Events/ HR
Pts (95% CI) "= _—
b Pembrolizumab  6/15 0.42 18 5 .
90+ Paclitaxel 10112 (0.13-1.31) 90 -

804 80 1 46.7%
70- 5 70
i Ll 10 N i
= 3 °0 16.7%
v 50 = 50 '
© 4ol Median (95% Cl) 40 -
NR (5.6 mo-NR) e
30+ 8.1 mo (2.0-16.7) O 30 -
20 20 -
104 m— 10 4
O T T T T 1 O =
0 6 12 18 24 30 Pembrolizumab Paclitaxel
. Months DOR, mo NR NR
Ho.atrisk median (range) (5.5 to 26.0+) (2.2+ to 12.2+)
15 12 11 6 3 0 9 - : . .
12 8 3 1 0 0

Shitara K, et al. ASCO. 2018



KEYNOTE-061 — Overall Survival by PD-L1 CPS

CPS <1 CPS 212 CPS 210
Events/ HR Events/ HR Events/ HR
Pts (95% CI) Pts (95% ClI) Pts (95% ClI)
Pembrolizumab  87/99 1.20 151/196 0.82 34/53 0.64
Paclitaxel 86/96  (0.89-1.63) 175199 (0.66-1.03) 46/55  (0.41-1.02)
100+ Median (95% CI) 1004 Median (95% Cl) 100+ Median (95% Cl)
904 4.8 mo (3.9-6.1) 904 9.1 mo (6.2-10.7) 904 10.4 mo (5.9-17.3)
8.2 mo (6.8-10.6) 8.3 mo (7.6-9.0) 8.0 mo (5.1-9.9)
804 804 80
70 70 70
o 604 o 60+ . 60
= ES S~
G 501 s 504 v 504
O 40 O 404 O 404
304 304 304
204 204 204
10+ 10 10+
0 T T T T 0 T T T T 1 0 T T T T
0 6 12 18 24 0 6 12 18 24 30 0 6 12 18 24
. Months . Months . Months
No. at risk No. at risk No. at risk
99 41 23 14 2 196 114 78 39 14 0 53 34 24 13 6
96 61 29 13 5 199 130 54 23 7 0 55 33 13 7 4

Shitara K, et al. ASCO. 2018
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Recall the RAINBOW Trial

HR (95% ci) = 0.807 (0.678,0.962)
Stratified log rank p-value = 0.0169

RAM +PTX

Patients / Events 330/ 256

Median(mos) (_95“/.. Cll 9.63(8.48, 1"'81! 7.36(6.31, 8.38)

6-month OS
12-month OS

2%
40%

AmOS = 2.3 months

—RAM+PTX
—PBO+PTX

| | Censored

[ PBO +PTX

335/260

57%
30%
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HR (95% c1) = 0.635 (0.536, 0.752)
Stratified log rank p-value < 0.0001

| RAM +PTX PBO +PTX
330/279 | 3357206
4.40 (4.24, 5.32) |2.86(2.79, 3.02)
36% [ 17%
22% 10%

Patients / Events

Median(mos) (95% CI) ‘
6-Month PFS ‘
9-Month PFS

28%

p =0.0001
80%

p <0.0001

|Response Rate 16%

"Disease Control Rate 64%

—RAM+PTX
=——PBO+PTX

| | Censored

Ramucirumab+ Placebo+ HR (95% Cl)
paclitaxel paclitaxel
Primary tumour location
Gastric 264 264 ——— 0-899 (0-736-1-096)
Gastro-oesophageal junction 66 71 I y'Y 1 0-521(0-348-0-781)
T 1
0.5 1 2
< >

Wilke H, et al. GI ASCO. 2014

Favours ramucirumab

Favours placebo



RAP: A phase Il trial with Ramucirumab, Avelumab and Paclitaxel as second line
treatment in gastro-esophageal adenocarcinoma of the Arbeitsgemeinschaft
Internistische Onkologie (AlO)

Design

\\

/ Patient characteristics \"\

- Metastatic / locally ( \,‘ ‘

advanced gastric or Ramucirumab Avelumab ‘ I Paclitaxel J

gastro-esophageal 8mgkg “
junction adenocarcinoma h D -

-ECOG 0-1

- Progression after first-line n=59
therapy with platinum and
fluoropyrimidine doublet
with or without d1
anthracycline, docetaxel
or trastuzumab within the
last six months

-Measurable / non-
measurable but
evaluable lesions
(RECIST 1.1)

/ d22
Hogner, A. et al., \
ASCO 2019 . e —

10 mg/kg 80 mg/m?

d8

di5




Metastatic Therapies

— T

HER 2 - HER 2 +

Irinotecan

Pembrolizumab TAS102



FOLFORI plus ramucirumab vs paclitaxel plus ramucirumab for patients with advanced or metastatic
adenocarcinoma of the stomach or gastroesophageal junction as second line therapy - interim safety and
efficacy results from the phase Il RAMIRIS Study (AIO-STO-0415) of the German Gastric Group at AlIO

Figure 1: Study Design

Irinotecan 180 mg/m?

5-FU bolus 400 mg/m?
STRATIFICATION Leucovorin 400 mg/m?

5-FU 2400 mg/m? 46-hour

Previous < continuous administration
docetaxel- E  day 1and 15, qd28
containing - < plus

therapy o) Ramucirumab 8 mg/kg

Inclusion YENE 1D E day 1 and 15, qd28
and : f}%
Exclusion Time of = 57 p s
criteria PrOgresson o
verified during or after a 3 :
end of first-line 2 Paclitaxel 80 mg/m
therapy = e day 1, 8and 15, qd28
<3 months vs. = plus
>3 months E Ramucirumab 8 mg/kg

day 1 and 15, qd28

ClinicalTrials.gov Identifier: NCT03081143; EudraCT: 2015-005171-24
Lorenzer, P et al., ASCO 2019



Table 4: Response Rates by Taxane Pretreatment

Response Rates in 50 patients with at least one valid tumor assessment witl
response categorization documented.

FOLFIRI+ Paclitaxel+
Ramucirumab Ramucirumab

No previous docetaxel | __n | 14

CR -
PR 1 (7%) 1 (14%)
SD 8 (57%) 5 (71%)
PD 5 (36%) 1 (14%)
n 17 | o
CR 2 (12%) 1 (8%)
PR 3 (18%) 0 (0%)
SD 6 (35%) 5 (42%)
PD 6 (35%) 6 (50%)




Metastatic Therapies

HER 2 - HER 2 +

PDL1 CPS score>1 All comers



Abstract 2522

Regorafenib plus nivolumab in patients with advanced gastric (GC) or
colorectal cancer (CRC): open-label, dose-expansion phase 1b trial
(REGONIVO, EPOC1603)

Dose Escalation Cohort: 3+3 Design

* In preclinical studies, regorafenib
. Regorafenib 80 me/d
treatment reduced TAMs in both MC38 Dose Level 1 e
and CT26 CRC tumors in a dose- = binvalumal 5 mie/kg G2 w:
dependent manner; regorafenib also
Regorafenib 120 mg/day

induced M1-type macrophage 21 days on, 7 days off
conversion! Dose Level 2 + Nivolumab 3 mg/kg q2w

. .. . Regorafenib 160 mg/day
Antitumor activity of both regorafenib 21 days on, 7 days off

and anti-PD-1 Ab in MC38 tumors was Dose Level 3 = Bityolumab 3 pe/ie q2w
significantly enhanced by concomitant

treatment
Colorectal cancer

Expansion Cohort Gastic cancer

Total 36 cases

PRESENTED AT: 2019ASCO' Hoff, et al; ESMO 2018 7

ANNUAL MEETING
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Abstract 2522

REGONIVO: Safety and Activity

Colorectal cancer

IIIi;.---_

ORR 36%

N=50 patients enrolled:
* Escalation n=14, expansion n=36

(MSS 33%)

Change from baseline (%)

3 DLTs were observed with regorafenib 160 mg
(Gr 3 rash, proteinuria, colonic perforation)

@ MSI-H (all other patients were MSS)

PD SD PR CR * New lesion

PFS:

-All patients
MTD determined as 120 mg = dose decreased to 80 mg median 6.3 months
in expansion (95%CI 3.4-9.3)

Gr >3 adverse events rate was 27% with regorafenib 80 mg (vs Gastric cancer CRC: median 6.3 months
44% with 120 mg)

I Gastric: median 5.8 months
*»
lllllllllllll
ORR 44%
= (all responders were MSS)

* Common Gr 23 AEs: proteinuria (12%), rash (12%), palmar-
plantar erythrodysesthesia (10%) and hypertensnon (4%)

ORR 40% (95% Cl:26-55); PR n=19, CR n=1
DCR 88% (95% Cl:76-96)

Median duration of treatment was 6.1 months
(range 0.7- 14.9 months)

Suggests incremental activity considering rlor r 3ported
monotherapy outcomes for either agent alone!-?>4

Change from baseline (%)

@ Anti-PD-1/PD-L1 refractory

, Grothey, etal. Lancet. 2013 8
PRESENTED AT: 2019ASCO #ASCO19 . YL ee, et al. NEJM. 2015

S e— PRESENTED BY: Fukuoka, et al 3 i
ANNUAL MEETING  peoniaton reaieoe for e, pavlakis, et al. JCO. 2016

“Kang, et al. Lancet. 2017

Presented By Geraldine O"Sullivan Coyne at 2019 ASCO Annual Meeting



Abstract 2522

REGONIVO: PD Correlatives

* Pre-and post-treatment biopsy
samples in 9 gastric cancer
patients were analyzed using flow
cytometry

* Post-treatment biopsy samples
showed a decrease in Tregs in
patients that responded to
regorafenib+nivolumab

Regorafenib
+Nivolumab

%CD45RAFOXP3hi
In CD4* T cells

esenreo . 2019 ASCQ #5019 AR B

Slides are the property of the author,
n re

ANNUAL MEETING permisson requived for e,

Presented By Geraldine O'Sullivan Coyne at 2019 ASCO Annual Meeting



Phase 2 Study of cabozantinib combined with pembrolizumab in metastatic or
recurrent gastric and gastroesophageal Adenocarcinoma

CR, PR, or SD
Continue protocol treatment

Cabozantinib 40mg po daily day 1-21
Pembrolizumab 200mg iv over 60 minutes day 1
g 21 days

s
N -

Discontinue protocol treatment

OPENING NOW at UCl and UCD



A Phase Ib study of TAS-102 (FTD/TPI) in combination with irinotecan in
advanced, refractory gastric or gastroesophageal (GEJ) adenocarcinoma

STUDY SCHEMA

CR, PR, or SD
Continue protocol treatment

TAS 102 25mg/m2 po twice daily day 1-5
Irinotecan 180mg/m2 iv over 60 minutes day 1

/
q 14 days \

PD
Discontinue protocol treatment

OPENING NOW at UCI and UCD



A Phase Il study of TAS-102 (FTD/TPI) in combination with ramucirumab in
advanced, refractory gastric or gastroesophageal (GEJ) adenocarcinoma

Advanced gastric or GEJ Ramucirumab 8mg/kg IV
adenocarcinoma N=25 , Q2ZW
FTD/TPI 35 mg/m? PO BID
D1-5 and D8-12 of every 28
days cycle
Restaging with labs and Progression
imaging every 2 cycles (8 > Off
weeks) treatment

Metha, R. et al., ASCO 2019



Summary

Perioperative Therapies

Metastatic Therapies

* 1t line (non-HERZ2 overexpression)- 15t line 10 was not impressive
* 15t line (HER2 overexpression)

« 2"d [ine- Pembrolizumab for 2"d SCC and CP>10

« 3" line



Thank You

« Joseph Chao, MD and COH Heme/onc
« Edward Kim, MD, PhD, Karen Kelly, MD and UCD Heme/onc
« Farshid Dayyani, MD, PhD



