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Locally advanced resectable :CRT vs. Perioperative
chemotherapy

Current Treatment of resectable Esophageal Adenocarcinoma (EAC) CROSS fE It Local control

cT1<sm1, cNO: Endoscopic resection alone

Perioperative Chemo: Systemic control given the
high rate of systemic spread, early intervention for

cT1b/2, cNO: Surgery alone

cT2-4a, cN+/-: Neoadjuvant chemoradiation plus surgery

subclinical micrometastases

cT2-4a, cN+/-:

ESOPEC: Perioperative chemotherapy (FLOT) offers an OS and PFS advantage compared to the neoadjuvant
chemoradiation approach (CROSS), along with an improved pathological complete response rate

TOPGEAR: Adding preoperative chemoradiotherapy to perioperative chemotherapy doubled pCR rates
increased tumour downstaging in patients with resectable gastric and GEJ adenocarcinoma, but did not
improve OS or PFS
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Characteristics of ESOPEC Trial patients

Parameter FLOT Group CROSS Group Metric FLOT Group (%) €ROSS Group (%)
Age mean (SD) in years 63.1 (8.6) 62.6 (9.8)
Started neoadjuvant treatment (PP population®) 93.7 % 0.3 %
Sex male 89.1% 89.4%
Completed necadjuvant treatment 87.3% 6.7 %
ECOG > 0 26.7% 28.1%
cT1-2 19.5% 17.1% Received neoadjuvant treatment plus surgery 6.0 % B2.9%
cT3-4 79.1% 81.9%
Receved adjuvant treatment 633 %
cNO 22.2% 18.4%
Completed adjuvant treatment 52.5 %
cN+ 77.8% 81.6%
More than 80% had clinical T3 or T4 tumors at pre-treatment staging Protocol: allows dose adjust or G-CSF on non radiation days?

The completion rate of neoadjuvant treatment was 87.3% in FLOT and 67% in

Approximately 80% had clinical positive locoregional lymph nodes CROSS. However, in this group, 98% completed the 41.4 gray radiotherapy
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PFS and OS - ITT Population

CITY OF HOPE ITT: Based on time of randomization regardless of crossover or drop out
PP: According to protocol plan and statistical analysis



Overall Survival in Exploratory Subgroups
Surgical Complications

Postoperative Complications - Surgery Population °

FLOT Group |CROSS Group

191 180

*  Younger, or node positive pts benefit from FLOT; For patients above 60 and 70 years, the hazard ratio crosses 1

*  Per NCDB, 52% EAC >65 y.0 in US
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TOPGEAR: First phase Il RCT testing complimentary CRT in perioperative treatment:

not a study to test FLOT vs chemoradiotherapy...
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The addition of preoperative CRT to perioperative CT did not improve OS as compared with perioperative

CT alone among patients with resectable GC and GEJ.




KEYNOTE 585: Phase 3 Study of Chemotherapy + Pembrolizumab vs. Chemotherapy + Placebo in G/GEJ adenocarcinoma

44.4 vs 25.3
months;

the P value
did not meet
the threshold
for statistical
significance
(P =.0178)

» Addition of pembrolizumab to perioperative chemotherapy in patients with resectable GA and GEJ. In this study, improvement in pCR did not

translate into improved OS and EFS.

> Look at different markers of response when evaluating pathological specimens. We have seen from prior analyses of MAGIC trial OEO5 and STO03

trial that tumor LN downstaging was the only independent predictor of survival, rather than tumor regression grade/ pathologic response.



o Cityof
Hope. Take Home Messages

*Perioperative chemotherapy (FLOT) plus surgery improves overall survival compared to neoadjuvant
chemoradiation (CROSS) plus surgery for patients with cT1cN+ and cT2-4a, cN-/+ MO esophageal
adenocarcinoma.

*Perioperative chemotherapy (FLOT) is recommended as the preferred treatment over
chemoradiation (CROSS) for improving survival in resectable esophageal adenocarci



Systemic Therapies Drlve Improvement in Gastroesophageal Cancers

KEY MARKERS IN ADVANCED DISEASE o f_ o f

. HERZ posnwe - 15% 20% of patlents |mproved survwal

FGFR2 o o
VET Amp, O - with Tion-chemio antibody trastuzumab 0 —— “

= MSI hlgh 3%-5% of patjents hlgh response rates to.. Nivolumab + Chemotherapy
DL : |mmun0therap1es : : : : : : : : Checkmate 649 ROEUCESE R s o
0% o 'PD L1 pc:-sﬂwe 30%-50% of patients, identifies those :~~:  Pembrolizumab + Chemotherapy PDL1CPS21 13mo
: : KEYNOTE 859
- more likely to benefit from: 1mmunetherap|es I|kely :
CLD:,!\élZ‘zt * gradation within PD-L1+ - e : : -~ Pembrolizumab + Chemotherapy + S e
. o : : R . Trastuzumab HER2 - 20 mo
.= .. CLDN18.2 hlgh 30’% 35.% of.patlents,. resp.onse: predictor. . : KEYNOTE 811 +

for zolbetuxsmab
Zolbetuximab + Chemotherapy

| E : CLDN 182  19.2
lNVESTlGATlONAL BIOMARKERS I SPOTLIGHT Hale)

MSI-high, ; : ; :
0 : : Bemarituzumab + Chemotherapy
4% ; ;
EGFSRO/A”‘F* Her2 Amp, ...=.. FGFR2 amp —5%-1 O% of patlents mLItlpIﬂ trials of -+ FIGHT FGERZD 18.2mo
19% © inhibitors : : : : : :

. 'FGFR2 hlgh May be up lo 30% of HER2 negatwe

- i - -EGFR amp - 5% ?% mayr predlct response to EGFR drugs
- like cetuximab: :

* The ARMANI Trial: Ramucirumab & paclitaxel switch maintenance prolonged survival, but increased toxicities. Applicability of this approach in the era of biomarker-based therapies
is uncertain.

= UPDATE on KN811 : At final analysis, OS was significantly improved with pembro + SOC (median 20.0 vs 16.8 mo). In pts with PD-L1 CPS >1, median OS was 20.1 vs 15.7 mo (HR 0.79;
95% Cl, 0.66-0.95). ORR was 72.6% vs 60.1%

=  SPOTLIGHT/GLOW studies: Biomarker driven therapy in front line
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Phase 3 Randomized, Placebo-Controlled Study of First-Line Pembrolizumab Plus Chemotherapy and Trastuzumab Versus Placebo
in HER2+ G/GEJ Cancer (NCT03615326)

e s Pembrolizumab 200 mg IV Q3W +
Aey Eligipiiity Lriteria
Key Eligibility Criteria Trastuzumab and FP or CAPOXa

* Advanced, unresectable (Pembrolizumab Group)
G/GEJ adenocarcinoma

Treated until
unacceptable toxicity,

* No prior systemic therapy in
advanced setting

« HER2+ by central review (IHC Placebo IV Q3W +
3+ or IHC 2+ ISH+) Trastuzumab and FP or CAPOX?

progression, or
withdrawal, or a
maximum of 35 cycles

«ECOG PS 0 or 1 (Placebo Group)

Stratification factors Endpoints:
* Geographic region e Dual primary: OS, PFS
 PD-L1 status (CPS <1 vs CPS =1) * Key secondary: ORR, DOR, safety

» Chemotherapy choice

aTrastuzumab: 6 mg/kg IV Q3W following an 8 mg/kg loading dose. FP: 5-fluorouracil 800 mg/m?2 IV on D1-5 Q3W + cisplatin 80 mg/m?2 IV Q3W. CAPOX: capecitabine 1000 mg/m? BID on D1-14 Q3W + oxaliplatin 130 mg/m2 IV Q3W. PFS, ORR, DOR per RECIST by BICR.



698 patients randomly assigned { Median follow-up at FA }

| 50.2 months (range, 31.1-64.4)

!

Placebo group

Pembrolizumab group
330 patients assigned
350 patients treated

348 patients assigned
346 patients treateda

11 ongoing
» 50 completed 35 cycles

* 4 ongoing
» 30 completed 35 cycles

312 discontinued
» 255 disease progression
* 33 adverse events
=3 COVID-19 related
(0 complete response
* 19 patient/physician decision
* 5 protocol violation

« 289 discontinued
* 248 disease progression
* 36 adverse events
=2 COVID-19 related
* 1 complete response
» 25 patient/physician decision
6 protocol violation

Data cutoff date: 20 Mar 2024. Follow-up defined as time from randomization to data cut-off. @Two patients in the placebo arm were randomized but did not receive treatment due to rapid decline and death (n = 1) and withdrawal of consent (n = 1).
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Summary of Antitumor Response at Final Analysis (ITT)
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After a median follow-up of 50.2 months (Range, 31.1-64.4), the median OS was 20.0 months (95% Cl, 17.8-22.1) in the pembrolizumab arm compared with 16.8 months (95% Cl, 14.9-18.7) in
the control arm (HR, 0.80; 95% Cl, 0.67-0.94; P = .004). The 36-month OS rate was also higher with pembrolizumab (28%) than with the control arm (23%).



Antitumor Activity in CPS 21 Subgroup at Final Analysis

0S PFS ~ ORRand DOR

: : Events, n (%) Median (95%Cl), mo - : vents, n (%) Median (95% CI), mo : ‘Responders, n - Median DOR (range), mo
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OveraII SurV|va| in Key Subgroups at Final Analy5|s (ITT)
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Antitumor Activity in CPS =21 Subgroup at Final Analysis
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The ARMANI Study Design

> The study picked non-refractory tumors on 1L treatment



Why Use Paclitaxel and Ramucirumab Earlier in the Treatment?

Study details Year Treatment n ORR % mPFS mOS months Safety (2 most frequent
months grade =3 TEAES)
RAINBOW 2014 Ram + PTX 330 28 4.4 96 Neutropenia: 41%
Global, phase lll, double-blind, Leukopenia: 17%
randomized, placebo-controlled Hypertension: 14%
trial PBO + PTX 335 16 2.9 7.4 Neutropenia: 19%

Leukopenia: 7%
Hypertension: 2%

Many patients do not receive systemic treatment post first-line

Subsequent Therapies (% of patients)

GC/GEJ often diagnosed at an advanced stage
* leads to a poor prognosis.

Experimental Arm Control Arm . . . . Lo .
e patients health deteriorates rapidly following the initial disease
CheckMate 649 955 37% 40% progression.
KEYNOTE 859 1579 45% 47%
SPOTLIGHT 565 48% 53%
GLOW 507 46.5% 55.3%
KENOYTE 062 748 50% 54.1%
FIGHT 98 60.9% 51.9%

Janjigian, Y.Y., et al. (2021). Lancet, 398(10294), 27-40.; Rha, S.Y., et al. (2023). Lancet Oncology, 24(10), 1181-1195; Shitara, K., et al. (2023). Lancet,
401(10380), 1655-1668.; Shah, M.A., et al. (2023). Nature Medicine, 29(12), 2133-2141. Wainberg, Z.A., et al. (2024). Gastric Cancer, 27(3), 558-570.



The ARMANI Study Patient Characteristics



Median follow-up of 43.7 months

PFS and OS Improved with Switching to Ramucirumab and Paclitaxel

» PFS was significantly improved by switching to paclitaxel plus ramucirumab
» With more than 90% of PFS events in both arms, mPFS was 3.5 months in the control arm and 6.6 months in the experimental arm, with an absolute gain of mor
e than 3 months



Safety Concerns: <br />Grade 23 Toxicities 40.4% in Arm A vs. 20.7% in Arm B



ICI

Primary Endpoint: OS

Overall'
Pts wi Median
Event (95% CI), mo

129(11.9-14.0)

11.5(10.6-12.1)

Pembro + chemo 76.3%
Placebo + chemo 84 4%

HR 0.78 (95% CI, 0.70-0.87)
P <0.0001

08, %
08, %

681 490 M) 40 143 95 55

789 636 434 274 169 95 58 26 W 0 ©

PD-L1CPS 21

Pts w/ Median
Event (95% C1). mo
Pembro + chemo  75.1% 13.0(116-142)

Placebo +chemo  85.3% 11.4(10.5-12.0)

100
= HR 0.74 (95% Cl, 0.65-0.84)
1 P <0.0001

No. at risk

617 493 339 206 126 66 41 20 T o 0

0s, %

PD-L1 CPS 210

Pts w/ Median

Event (95% CI). mo
Pembro + chemo B7.4% 15.7(13.8-190.3)
Placebo #+chemo  83.1% 11.8(10.3-12.7)

100+

% HR 0.65 (95% ClI, 0.53-0.79)
i P <0.0001

80

{124m0 rte

PD-L1 & ICI benefit

Considar addition of FD-1 I1C|

CPS 1= L B. MCBS4
Recommendason: add PO-1 1G] for
CPS 5[], A: MCES4 [c, 1]

PD-L1 =z 5: benefit ++
» ADD anti-PD-1

PD-L1 1-4: benefit +/-
» Consider anti-PD-1



Anti-PD-1 Nivolumab
AllHR 0.80
CPS=1HRO.77
CPS 25HR0.7T1
CPS 210 HR 0.66

0s

- CHECKMATE-649 RATIONALE-305

Tislelizumab

TAP25HR0.74

KEYNOTE 859

Pembrolizumab

All HR 0.78
CPS=1HR0.73

CPS 210 HR 0.64

SP263
TAP 10%

22C3
CPS 10

28-8
CPS 10

22C3 28-8 SP263 22C3 28-8 SP263
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<1, =1 =1, 21 =1%. z1% <5, =5, = 5. =5, =5%. z5%.
nl ni% | A% 0% nl% | 0@ ni%) n % ai% ni% o (%)
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PD-L1 in gastric cancer is an unreliable biomarker
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MSI high unresectable GC/GE]

KEY MARKERS IN ADVANCED DISEASE
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for: zolbetuxlmab

INVEsTIGATIONAL BIOMARKERS

» .. FGFR2.amp —

5% 10% of pahenls multlpletrlals of -
inhibitors : : _ :

.- 'FGFR'z'high'-'M'ay'béub 'tdstl'% bf'H'ERZ' 'hég'ativé' o
LI EGFR amp -~ 5% ?% may predlct response to EGFR drugs-

like cetuximab-
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MMRD/MSI as the prime biomarker

BAT25 BAT2E HR21 MNR22 MR24

EAC/oesophageal GEJ

w
1 F]
E « Indeterminate GEJ
2.3 Gastric GEJ
§ g Fundus/body
{é N Antrum/pylorus
0] 0% 25% 50% 75% 100%

| 1 Older, female, distal cancers but not exclusively

27



dMMR/MSI-H status is a strong predictive biomarker for ICl therapy

Baseline Characteristics, ITT Population

Most MSI-H/dMMR GCs arise sporadically, primarily due to MLH1 epigenetic silencing.

Unlike MSS/pMMR GCs, MSI-H/dMMR GCs are rare but distinct, marked by genomic instability, high mutational burden, and favorable immunogenicity.

Subgroup No. Events/ Hazard Ratio (95% CI)
No. Participants ,
Overall 1269/1579 o 0.78 (0.695-0.868)
Disease status E
Metastatic 12251520 - E 0.77 (0.686-0.860)
Liver metastases :
No 756953 -+ E 0.73 (0.631-0.840)
Yes 5121625 —- 0.83 (0.700-0.990)
Prior gastrectomy/esophagectomy E
No 102211235 - 0.79(0.703-0.899)
Yes 2381334 —— i 0.69 (0.538-0.897)
MS status :
MSl-high 3974 —_— 0.34 (0.176-0.663)
MNon-MSl-high 103711280 -+ i 0.79 (0.700-0.894)
PD-L1 CPS at baseling, cutpoint of 1 F
=1 9901235 -+ i 0.73(0.647-0.831)
<1 2791344 —— 0.92 (0.729-1.167)
PD-L1 CPS at baseline, cutpoint of 10 E
=10 414/551 —— E 064 (0523-0.772)
<10 8531026 o 0.86 (0.751-0.983)
Chemotherapy choice at randomization E
CAPOX 1076/1363 -, 0.76 {0.675-0.858)
EP 1937216 —0—5— 0.82 (0617-1.087)
01 03 i 3
-4 >
Pembro + Chemo Placebo + Chemo
Better Better

MSI-H GCs respond differently to treatment and have a distinct prognosis., owing to high neoantigen load, abundant tumor-infiltrating lymphocytes.



Chemo needed with PD-17?

For some patients
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Zolbetuximab approved as a first-line (1L) treatment in gastric cancer

Planned : - : 3
WEF4:%)] Zolbetuximab 800/600° mg/m? IV Q3W + Zolbetuximab 600 mg/m® IV Q3W +
Key Eligibility Criteria N=ss0) ( ) mFOLFOX6 IV Q2W 5-FU + folinic acid IV Q2w*
*Previously untreated LA
unresectable or mG/GEJ Cycles 1-4 (42 days/cycle) Cycles 5+ (42 days/cycle)
adenocarcinoma .
+CLDN18.2+ (2 75% of Placebo IV Q3W + Placebo IV Q3W +
tumor cells demonstrating mFOLFOX6 IV Q2W 5-FU + folinic acid IV Q2W¢
moderate-to-strong
CLDN18 membranous (n=282) Cycles 1-4 (42 daysicycle) Cycles 5+ (42 days/cycle)
staining)*
+HER2-*
*ECOG PS 0-1
Stratification Factors s S ORI Zolbetuximab 800/600° mg/m?IV Q3W + Zolbetuximab 600 mg/m? IV Q3W +
. : . ™ ) CAPOX capecitabine®
Region (Asia vs
non-Asia) Cycles 1-8 (21 days/cycle Cycles 9+ (21 days/cycle)
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. rF'"r?tn?ﬁgt:::; (0-2vs 2 3) Placebo IV Q3W + Placebo IV Q3W +
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(n=253) Cycles 1-8 (21 daysicycle) Cycles 9+ (21 days/cycle)
Primary Endpoint Key Secondary Endpoints Secondary Endpoints®
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Biomarker driven in 1L treatment improves outcomes compared to SOC alone

s SPOTLIGHT ITT A 2.6m HR 0.78 .
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Sequencing of PD-L1 blockade and zolbetuximab.

Debate: Considering the role of claudin is not the oncogenic driver, we can explain the RR is similar to CTx. > High disease burden is high that needs to reduce tumor size, | think
starting with 10 combo might be good. > 2" line clinical trial with caludin ADC might be reasonable



Take Home Message

§ Know tumor better:

¢® Use chemotherapy judiciously:
#" Right target, right treatment:
o Surgery as research:

mz Continue to recruit to clinical trials:

CITY OF HOPE

Focus on tumor characterization.

Key markers include MMR (Mismatch Repair), HER2, PD-L1, and CLD 18.2.

Reduce doses in elderly or frail patients.

Consider triplet chemotherapy in selected patients.

Utilize biomarker-selected antibody therapy.

Patient selection for surgery is crucial.

Include early phase trials in treatment plans.
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