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_earning Objectives

What Is the best perioperative therapy for esophageal
adenocarcinoma?

Predictive biomarkers in neoadjuvant gastroesophageal cancer
(GEC), what have we learned?
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Why Focus on GEC?

Although esophageal cancer is the 8" most commonly diagnosed cancer in the world, it is the 6™ leading cause
of cancer-related deaths
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ESOPEC Trial

Preoperative Surgery

Chemotherapy _, En-bloc resection jo-eneralie

- Chemotherapy
4 cycles FLOT” plus ;
Esophageal/GEJ r N=2)" o adenactomy 4 cycles FLOT

adenocarcinoma
cT1N+ or cT2-

4a. cNO+. MO Neoadjuvant Surgery

B Chemoradiation
ol CROSS 41.4 Gy
Paclitaxel/Carboplatin

N=217

En-bloc resection
plus
lymphadenectomy

*9-FU, Leucovorin, Oxaliplatin, Docetaxel

Hoeppner et al., ASCO Plenary 2024



Patient Characteristics
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Trial Results

ESOPEC Trial

Completed pre-op
treatment

Completed post-op
treatment

87.3% 67.7% 92% 87% (RT - 99%) 90%

52.5% 46%

pCR 16.8% 10% 23% 12% 16%

Median OS 66 mos 43 mos 49 mos 50 mos

3-year OS 57.4% 50.7% 54% 57% 57%
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Overall Survival In ITT

1 Randomized treatment
s [| 0T
CROSS

80 -
~ Median follow-up: 55 months
®
g 60- Median " 37
? .OS 95% Cl | 95%Cl
3 104 ime | 35_ne | 28-43
o (months)
>
0

= 57,49

HR 0.70 (0.53-0.92)* p=0.012 9.
0..
| | | | | | | |
0 12 24 36 48 60 72 84
Months from randomization

FLOT 221 172 124 107 84 44 1 0
CROSS 217 146 113 9 54 32 15 0
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Conclusion

FLOT is better than CROSS in gastroesophageal adenocarcinoma patients

However CROSS really underperformed in this study and some patients were unable to
finish regimen

BUT CROSS alone is no longer standard of care
Adjuvant 10 indicated for patients with non pCR

Will a TOPGEAR type approach be the best - ie adding FLOT to CTRT and
following with adjuvant immunotherapy?

Can we avoid surgery altogether?
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Perioperative and Adjuvant Immunotherapy
of GEC

CHECKMATE 577: adjuvant nivolumab post trimodality therapy
PANDA trial
DANTE/MATTEHORN/KEYNOTES85

INFINITY/NEONIPIGA
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CheckMate 577 Study Design

+ CheckMate 577 is a global, phase 3, randomized, double-blind, placebo-controlled trial?

Key eligibility criteria

. n =532 Nivolumab

sl FC/GEJC _ N=704 mmmg  240mg Q2Wx 16 weeks Primarv endooint:
+ Adenocarcinoma or squamous cell carcinoma then 480 mg Q4W . DFg point:
*+ Neoadjuvant CRT + surgical resection

(RO,° performed within 4—16 weeks prior )

to randomization) Secondary endpoints:
. : S Placebo « 08

e IS . Osteatt,2,ad

yprior=yp then Q4W 3 years
+ ECOGPS0-1
Total treatment duration RO I

Stratification factors of upto1year + Safety
+ Histology (squamous vs adenocarcinoma) + Biomarkers

+ Pathologic lymph node status (= ypN1 vs ypNO)
+ Tumor cell PD-L1 expression (2 1% vs < 1%°)

* At the data cutoff (January 4, 2021), the median follow-up was 32.2 months (range, 14.0-52.7 months)’
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Disease-Free Survival (DFS)

Nivolumab Placebo
(n=3532) (n=262)

100 4 Median DFS, mo 224 1.0
(95% Cl) (16.6-34.0)  (8.3-14.3)
80 - HR (96.4% Cl) 0.69 (0.56-0.86)
P value 0.0003¢
& 60
"E Nivolumab
B 4 ]
S———6H & 9]
20 | Placebo
0
| | | | | | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 3% 39 4 45
Months
No. at risk
Nivolumab 532 430 364 306 249 212 181 147 92 68 41 22 8 4 3 0

Placebo 262 214 163 126 96 80 65 53 38 28 17 12

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

Category

Overall

Median DFS, mo

Subgroup

N =794 22.4

Nivolumab

Placebo

11.0

Unstratified HR ‘ Unstratified HR (95% Cl)

0.70

——
Tumor location at initial diagnosis Esophagus (n = 462) 24.0 8.3 0.61 —- i
Gastroesophageal junction (n = 332) 2.4 20.6 0.87 ——
Histologic type Adenocarcinoma (n = 563) 19.4 11.1 0.75 -
Squamous cell carcinoma (n = 230) 29.7 11.0 0.61 —
Tumor cell PD-L1 expression? 2 1% (n=129) 19.7 14.1 0.75 —
<1% (n=570) 21.3 1.1 0.73 -
Indeterminate/nonevaluable (n = 95) Not reached 9.5 0.54 ——!
(" PD-L1CPS expression®b 25 (n=371) 29.4 10.2 0.62 —— 3
<5(n=295) 16.3 1.1 0.89 ——
L Missing/nonevaluable (n = 128) Not reached 10.8 0.61 —— )
Pathologic lymph node status ypNO (n=336) Not reached 27.0 0.74 —
2 ypN1 (n=457) 14.8 7.6 0.67 —O—E
Pathological tumor status ypT0 (n = 47) 34.0 5.2 0.35 —_— !
ypT1or ypT2 (n = 308) 28.3 9.3 0.60 —— !
ypT3 or ypT4 (n = 436) 18.9 14.1 0.84 —--
Time from complete < 10 weeks (n = 256) 24.0 14.1 0.84 —
resection to randomization > 10 weeks (n = 538) 14 108 0.6 — :
Radiotherapy dosage®c <41.4 Gray (n =929 19.7 13.8 0.69 —
41.4-50.4 Gray (n = 504) 24.0 1.1 0.73 —
>50.4 Gray (n=152) 21.4 8.3 0.72 —
Not reported (n = 41) 14.4 6.1 0.41 —0—:—

« Disease-free survival benefit was observed with nivolumab versus placebo across multiple subgroups

1 T T T T
0.25 0.5 1 2 4

Nivolumab better «— Placebo better
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PD-L1 CPS2evaluable,bn
Median DFS (95% Cl), mo
HR (95% Cl)

Post-CRT Changes in PD-L1 Expression

| Nivolumab | Placebo

51 29
251 (145-NE) 9.3 (5.6-26.3)
0.64 (0.36-1.15)

(PD-L1CPS change >0, n (%) 23 (45) 18 (62)
Median DFS (95% Cl), mo NR (27.1-NE) 8.9 (5.6-NE)
[ HR(95% Cl) 0.30 (0.11-0.78)
PD-L1 CPS change =0, n (%) 7(14) 4 (14)
Median DFS (95% Cl), mo 16.0 (1.9-NE) 55(5.4-22.8)
HR (95% CI) NAC
PD-L1 CPS change <0, n (%) 21(41) 7(24)
Median DFS (95% Cl), mo 8.3(2.8-19.4) 15.1 (2.8-NE)
HR (95% CI) NAC
TC PD-L19evaluable,2n 65 33

Median DFS (95% Cl), mo
HR (95% CI)

251 (145-NE) 7.1 (5.6-15.1)
0.56 (0.33-0.96)

TC PD-L1 change > 0, n (%) 6(9) 2(6)
Median DFS (95% Cl), mo 19.8 (2.8-NE) NA
HR (95% CI) NA®

TC PD-L1 change=0,n (%) 49 (75) 25 (76)
Median DFS (95% Cl), mo 23.4 (9.8-NE) 56 (5.4-15.1)
HR (95% CI) 0.51 (0.28-0.91)

TC PD-L1 change < 0,n (%) 10 (15) 6(18)
Median DFS (95% Cl), mo 39.2 (3.6-NE) NR (2.9-NE)
HR (95% Cl) NA®

+  The magnitude of DFS benefit appeared to be greater with nivolumab vs placebo in patients with an increase in PD-L1 CPS post-CRT
(HR, 0.30[95% Cl, 0.11-0.78]) compared with the overall PD-L1 CPS-evaluable population® (HR, 0.64[95% Cl, 0.36-1.15])
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Neoadjuvant atezolizumab plus chemotherapy in

P h ase 2 P AN D A T r I al gastric and gastroesophageal junction

adenocarcinoma: the phase 2 PANDA trial

Pre-operative treatment
Endoscopy + -
+
soirs || o | et | P |y
(PET)-CT-scan - :

mmm
Atezo
Atezolizumab mono

Capecitabine,
Oxaliplatin,
Docetaxel

Ceycle #1 Ceycle #2 Ceycle #3 Ceycle #4

Ceycle= combination cycle atezo
+ cap/ox/doc

- R\ Princess
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Pathologic Responses

9/20 (45%) with pCR
dMMR: 2/2 pCR
PMMR: 7/18 (39%) pCR

=20 —+

—40 -
PR

-60 -

. Intestinal

Pathologic tumor regression (%)

0 [ Diffuse/mixed
MPR Indeterminate
* dMMR

-100
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CD8+ T Cells

Increase in CD8+ TC infiltration in

® pMMR diffuse/mixed

Pre-treatment CD8+PD-1+ T cells higher in responders after one cycle of atezolizumab
responders vs. non-responders (p=0.019) monotherapy (p=0.009)
a b
Wilcoxon's Wilcoxon's Wilcoxon's
P=0.034 P=0.019 P=0.009
509 o 50% T 1 —
o = .
£ 8 2,500 =
£ . = 40% - . e
T © £ 2,000 -
o 100 = 8 i
k) 30% =
- . b S 1500 - -
= O 20% - Z
= 50+ - > 1,000 -
a o ©
w £ 10% - 0 500 -
0 w0 A Q
O Sty a) . ] -
0 O 0% 1 - 0 - _
\R ° | | | |
Tumor subtype 2 S < 5
. , = 1] O -
@ dMMR intestinal [ ° O O
. , n — e e
® pMMR intestinal a 7 @
0 1 =
o o
o
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DFS ,

1.0 -
08 Median follow up 47 months (range 11-59)
| 3-year DFS 73% (95% CI 55-97)
o PCR/MPR: 13/14 alive and disease-free
o Non-responders: 5/6 with recurrence
&
04 -
02 -
— Nonresponders (NR)
0 -4 — Responders (R)
0 12 24 36 48
Months since surgery
Number at risk
NR 6 3 2 1 1
R 14 14 9 8 2
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Summary

Adjuvant immunotherapy benefits patients with higher CPS

Question remains — will addition of immunotherapy to FLOT improve outcomes in patients with
gastric and GEJ cancers?

To be answered by three trials — DANTE, MATTERHORN, and KEYNOTE 585
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DANTE: Peri-operative FLOT + Atezolizumab
vs FLOT

/ FLOT d1 q2w \
+ Atezolizumab d1 q2w

() 4 cycles
=i STRATIFICATION |= ¢
Surgery
1 .. \ % < ¢
Inclusion Clinical nodal stage ~ -
(selection) N+ vs. N- 5 e FLOT d1 q2w
J = <  +Atezolizumab d1 q2w
* Histologically . . : 4 cycles
confirmed Location primary » \y
adenocarcinoma of GEJ type | E = m Atezolizumab d1 q3w
the stomach or GEJ vs. GEJ type II/lll o 8 cycles
vs. stomach o K i /
* ECOG PS 0-1 > 146 patients
: FLOT d1 q2w; 4 cycles \
* No distant metastases MSI-status o +
MSI-high
* operable j o — g Surgery
\ MSI-low/MS-stable < +

C

FLOT d1 q2w; 4 cycles

149 patients
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Pathologic Responses (pTNM) and Regression

Arm A: FLOT + Atezolizumab Arm B: FLOT
Tumor Response and Pathology (n = 146), No. (%) (n = 149), No. (%)
Pathologic regression
All patients
TRG1a® 35/146 (24) 22/149 (15)
ypT0/ypNO
{ All patients 33/146 (23) 21/149 (14) }
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Pathologic Response/Postoperative Stage
by PD-L1 CPS

A 60- B Arm A B - B Am A
TRG1a B AmB JoTON B Arm B
50 50 -
— 40- — 40 -
2 S
7]
€ 30 £
B g
-
©
& o

25 =10 <1 21 b =10

PD-L1 CPS PD-L1 CPS
|

FIG 2. Outcomes by PD-L1 CPS. (A) Complete pathologic regression (TRG1a) and (B) ypTONO stage rates with 95% Cl on the basis of PD-L1
CPS are shown for arm A and arm B. CPS, combined positive score.
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MATTERHORN: Phase 3 Randomized
Double-Blind Placebo-Controlled Study

Pre-operative Post-operative (1-year duration)
/ \ 2doses of durvalumab or 2doses of durvalumabor 10 doses of durvalumab
Study population placebo placeho or placebo
*  (astric and GEJ adenocarcinoma vl it
« Stage !l Il and VA
(>T2N0-3 MO or TO-4N+ MO) Durvalumab Durvalumab' Durvalumab : .
* Noavidence of metastasis plus FLOT plus FLOT Primary objective:
* Nopriortherapy Randomised « FFS
7 BRIEEA Key secondary endpoints:

»  (Global enrolmentfrom Asia, Europe, North .
P + Central review of pCR!

America and South America b modiied Ruan rier
\ y m yan criteria
r Placebo Placebo’ Placebo * Overall survival
Stratification factors plus FLOT plus FLOT \
«  Geographic region: Asia versus non-Asia
' Sgg;ﬂgmp“ node salus. posive versus Durvalumab 1500 mg or placebo Q4W (Day 1) plus FLOT Q2W (Days 1 and 15)

for 4 cycles (2 doses of durvalumab or placebo plus 4 doses of FLOT pre- and
post-operative) followed by durvalumab or placebo Q4W (Day 1) for 10 further cycles

Princess
Margaret Al-Batran, ESMO 2023
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Pathologic Complete Response

Central review

AM2%
0Odds ratio: 3.08
(95% C, 2.03-4.67)
25 1 p<0.00001

20 A

15 -

10 -

Response rate (%)

Durvalumab plus FLOT Placebo plus FLOT
(n=474) (n=474)
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Pathologic Response by Subgroups

Pathological complete response

Combined complete and near-complete pathological response

Odds ratio (95% Cl) Odds ratio (95% Cl)
All participants % 3.08 (2.03-4.67) —— 2.19(1.58-3.04)
Sex
Male e 3.35 (2.07-5.41) —— 2.22 (1.54-3.22)
Female + | 2.53 (1.09-5.89) 4 + 2.47 (1.18-5.18)
Age group
<65 years L G 2.71 (1.53-4.79) —— 2.16 (1.39-3.37)
265 years I + ! 3.70 (2.01-6.84) e 2.29 (1.41-3.73)
Location at screening
GC e 2.56 (1.50-4.38) —— 1.69 (1.12-2.55)
GEJC I + ! 4.20 (2.14-8.21) l + 3.50 (2.01-6.07)
TNM classification
T4 + ! 2.81(1.18-6.67) ———— 2.14(1.07-4.26)
Non-T4 e 3.16 (1.96-5.09) —— 2.20 (1.52-3.19)
Clinical lymph node status
Positive e 3.23 (1.97-5.30) —— 2.14 (1.45-3.18)
i + . 262 (1.20-5.74) A 2.26 (1.25-4.08)
/~ PD-L1 expressionat baseline
<1% ! 0.98 (0.19-5.11) = + 1.94 (0.60-6.29)
21% e 3.33(2.15-5.13) —— 2.21(1.57-3.11)
<5% ——— 2.25 (1.11-4.57) e 2.30 (1.35-3.92)
25% I + ! 3.79 (2.25-6.39) = 2.20 (1.44-3.35)
<10% e 2.95 (1.76-4.93) —— 2.12 (1.44-3.12)
210% = + = 3.55 (1.71-7.37) - 2.46 (1.32-4.59)
MS| status*
MSI-high + > 4.28 (0.79-23.19)f = + > 2.72(0.61-12.10)
K Non-MSl-high e 2.98 (1.78-4.97) / —— 2.06 (1.38-3.08)
T T T T T T T T 1 | T T T T 1
o 1+ 2 3 4 5 6 717 8 9 0 ¢ ¢+ 2 3 4 & & T & 9 10
Odds ratio (95% Cl) Odds ratio (95% Cl)

Favors durvalumab

- w -
Favors placebo Favors durvalumab Favors placebo
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KEYNOTE-585

Randomized, Double-Blind, Phase 3 Trial of Nebadjuvant and Adjuvant Pembrolizumab Plus Chemotherapy
Versus Placebo Plus Chemotherapy in G/GEJ Adenocarcinoma (Main Cohort)

Pembrolizumab 200 mg IV Q3W
}

Pembrolizumab IV Q3W

Key Eligibility Criteria Cisplatin and Capecitabine/XP '

or
» Localized G/GEJ adenocarcinoma Cisplatin and 5-FUIFP Chemotherapy

defined by T3 or greater primary
lesion or presence of N+ nodes for up to 3 cycles

Pembrolizumab IV Q3W
for up to 11 cycles

for up to 3 cycles

+ No prior therapy i

* Able to undergo surgery Placebo IV Q3W

* Provision of tumor sample for ey e L Placebo IV Q3W
PD-L1 testinge Cisplatin and Capecitabine/XP +

or Chemotherapy
« ECOG PS 0-1 Cisplatin and 3-FUIFP

Placebo [V Q3W
for up to 11 cycles

for up to 3 cycles for up to 3 cycles

« Additional cohort of 203 patients received perioperative FLOT + pembro vs perioperative FLOT + placebo

Princess
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Pathologic Complete Response

B .
Main Cohort 291 Main Plus FLOT Cohorte
A10.9% (7.5-14.8)
20 [ P<0.0001 20 - ~ £10.6% (7.4-14.0) —
T : 13.0%
15 4 (9.8-16.6) S 15 | (10.2:16.3)
2 o
e 2
o = 10 -
Q 2
5 .
0
Pembrolizumab Group Placebo Group Pembrolizumab Group Placebo Group
(N =402 (N =402) (N =502) (N =505)
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Event-Free and Overall Survival

(Main + FLOT Cohort)

Events  Median (95% Cl), mo

Pembrolizumab group 44% 458 (35.9NR)
Placebo group 52% 25.7(219-339)
1001
907
80" 24-morate  36-mo rate
70’ 160% "
;2; 60 :55 7
£ 501 i
401 i52 % E 45%
307 ! !
201 ! ! )
101 : ( HR 0.81 (95% CI, 0.68-0.97) ]
0o 6 12 18 24 30 3% 42 48 54 60 66
No. at Risk Months

502 410 353 300 261 204 162 132 88 37 3 0
505 423 345 282 235 176 142 120 7 26 3 0

Princess
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Events  Median (95% ClI), mo

Pembrolizumab group 40% 60.7 (51.5-NR)
Placebo group 43% NR (45.7-NR)

24-mo rate 36-mo rate

72% '
1 65%

561%

{ HR 0.93 (95% Cl, 0.76-1.12) J

12 18 24 30 36 42 48 54 60 66
Months

4271 391 36 281 230 179 135 65 14 0
447 395 /3275 218 167 115 52 13 0




Event-Free Survival in Key Subgroups
(Main Cohort)

Events/Patients, N HR (95% CI) Events/Patients, N HR (95% ClI)
MSI Status
Overall 396/804 HH 0.81(0.67-0.99) MSI-H 1972 & i 0.59(0.24-147)
A Non-MSI-H 312/605 i 0.88(0.71-1.11)
g Tumor Stage
<65 years 213/428 HH 0.69(0.53-0.91) [ 73/162 —— 1.02(0.64-1.61)
! I 301/608 i 0.73(0.58-0.91)
265 years 183/376 (o o 0.98(0.73-1.31) Va 21133 : . L 180 (072448)
Sex Primary Tumor Location
Female 1111229 —— 0.70 (0.48-1.03) Stomach 302/638 HH 0.78 (0.62-0.98)
GEJ 93/165 —— 0.96 (0.64-1.44)
Male 285/575 Hi- 0.86 (0.68-1 .09) Backbone Therapy
Race XP 2683/606 Hi 0.82 (0.65-1.03)
, FP 110193 b 0.76 (0.52-1.10)
Asian 165/387 - 083 (0‘61'1 13) H|sto|°g|ca| sl‘btypes
Non-Asian 2101372 HEH 0.81(0.62-1.06) Diffuse 194/348 i 0.75(0.57-1.00)
o Intestinal 154/366 i 0.89(0.65-1.22)
Geographic Region Mixed 38/74 —a— 0.84 (0.44-1.59)
Asia 161/381 = 081(0.60-1.11) Unknown 914 [ & 1 1.36(0.36-5.14)
Nor-Asia 2361423 - 0.82(0631.06) ECO0PS — - 085 (051407
PD-L1 Status 1 118/202 ——H 0.75(0.52-1.08)
! PD-L1 Status (CPS 210)
CPS 21 284/600 Hi- 0.80(0.63-1.10) CPS 210 98220 070 (046104
CPS <t # —— 0.82(0.52-1.29) CPS <10 263/521 ;4 0.85 (0.67-1.09)
I | 1 1
01 Favors 1 Favors 10 Favors 1 Favors
Pembrolizumab Group Placebo Group Pembrolizumab Group ~ Placebo Group

& >
<

&
<
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Conclusions

Adding IO to FLOT in locally advanced setting increases pCR
rate

But does it prolong survival?
KEYNOTE 585 was a negative study despite increased pCR rate

We will have to wait for final results of ongoing studies but
signal favors high PD-L1 or MSI-high tumours
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Locally Advanced Disease in MSI-H Patients

INFINITY
NEONIPIGA

= dMMR/MSI-H status is associated with better survival and potential lack of benefit from
chemotherapy in resectable gastric/GEJ cancer?!

= dMMR/MSI-H status is one of the strongest predictors of the efficacy of immunotherapy?

= Immunotherapy showed even higher activity in early vs advanced stage dAMMR/MSI-H Gl
cancers and immune checkpoint inhibitors may allow omission of chemotherapy, radiotherapy,
or even surgery3-

1. Pietrantonio F, et al. J Clin Oncol 2019

2. Leone et al, ESMO Open 2022
Princess 3. Chalabi M, et al. ESMO 2022
Margaret 4. Cercek A, et al. N Engl J Med 2022
Cancer Centre 5. AndréT, et al. J Clin Oncol 2022;




Study Designs

INFINITY Phase I NEONIPIGA: Phase ||

/4 ---------------- \\
| Sugery | NEO-ADJUVANT treatment t1 ADJWANT '€ FOLLOW-UP
L —— e Boyols = 1 teatment |1
L ‘I I Yeyies =9mo
Tremelimumab [l Durvalumab o |
IMMﬁW‘I;i ;xl \ ’l N—
""""""""" OLUNAB ' A1 qmofor2years
IDMC APPROVAL 20mgq2u (R0min V) S| Wowws | ten
| | |  oms=seemseseseeaa- y 2| mgfwShmin®) LY g oS yeas
/ IPIUMUMAB. £ LAY frominclusion
[ | | ] | Il 1 mglkg abw (30 min IV)
. 1 Incompleh
o e
| Nooat e e
Intensive follow-v iz : = -
Every 12 weeks ‘9'2yecs:Eresr-cbcomew?e!vﬁgCTSCG“‘ \ by o Rl / Chmca””a'Sgov Ncm4006262
EUS with multiple biopsies/nodal FNA, liquid biopsy MRD \ . /

Filippo Pietrantonio, MD Andre et al, GI ASCO 2022
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Primary Endpoints
INFINITY: Phase |l

lo 9 60%
1b 3 20%
3 2 13%

I patient did not undergo surgery for PD

Among evaluable patients, rate of pCR was 60% and
rate of major to complete pathological response

(<10% viable cells) was 80%.

Filippo Pietrantonio, MD

Princess
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NEONIPIGA: Phase |I

TRG Becker (N=29)

TRG 1a: complete tumor regression without residual tumor
TRG 1b: <10% residual tumor per tumor bed

TGR 2: 10% to 50% residual tumor

TRG 3: > 50% residual tumor cells

+ * 2 patients ypT0 and ypN1 (residual tumoral cells < 10% in only ong node)
+ "3 patients without surgery, 1 in metastatic PD and 2 in complete response in endoscopy with no tumoral cell on biopsy

Andre et al, GI ASCO 2022




Survival Endpoints

Immunotherapy for MSI-H patients is promising in neoadjuvant setting

INFINITY: Phase I NEONIPIGA: Phase Il
Median follow-up of 13.4 months (IQR 9.7-14.2) Median follow-up of 12 months (95% CI 7.8-14.2)
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Filippo Pietrantonio, MD Andre et al, GI ASCO 2022
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Overall Conclusions

Many biomarkers are now becoming standard of care in gastroesophageal cancers in
metastatic setting and biomarkers are also important in localized setting

At a minimum MMR has to be done prior to therapy
We should be using a more tailored approach even in heaoadjuvant setting

Treatment of unselected patients increases pCR but may not lead to improvement in OS
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