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Key Biomarkers for Treatment in Gastroesophageal Cancer

• HER2 positive - 15%-20% of patients, improved survival with
non-chemo antibody trastuzumab

• MSI high - 3%-5% of patients, high response rates to 
immunotherapies

• PD-L1 positive - 30%-50% of patients, identifies those more likely 
to benefit from immune therapies, likely gradation within PD-L1 +

• CLDN18.2 high - 30%-35% of patients, response predictor for 
zolbetuximab

• FGFR2 amp - 5%-10% of patients, multiple trials of inhibitors

• FGFR2 high - May be up to 30% of HER2 negative

• EGFR amp - 5%-7%, may predict response to EGFR drugs
like cetuximab

Key markers in advanced disease

Investigational Biomarkers 
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MAGIC CROSS FLOT-4 Neo-AEGIS
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-Durvalumab                                                      -Durvalumab

MATTERHORN (encouraging EFS benefit)

Current standard

Strickland MR and Klempner SK. The IASGO Textbook of Multi-Disciplinary Management to Upper Gastrointestinal Diseases. Chapter 34. In press. Created with BioRender.com.



Checkmate 577 study design

• Stage II/III esophageal or 
gastroesophageal junction 
adenocarcinoma or 
squamous cell carcinoma

• Residual disease after 
chemoradiotherapy & 
resection

• ECOG 0-1

Nivolumab 
240 mg every 2 weeks, 

then 480 mg every 4 weeks

Placebo
Every 2 weeks then

every 4 weeks

R
2:1

*Up to 12 months or 
until progressive disease 
or unacceptable toxicity 

Primary endpoint: DFS

Secondary endpoints: OS, OS at 1, 2 and 3 years

Adapted from Kelly RJ et al. N Engl J Med. 2021;384(13):1191-1203.

N=532

N=262



• Adjuvant nivolumab after trimodality 
therapy has DFS benefit

Checkate 577

Kelly et al. 2021 NEJM



Overall survival by PD-L1 CPS

Kelly et al ASCO 2025



• FLOT chemotherapy—fluorouracil, leucovorin, 
oxaliplatin, and docetaxel—improves survival when 
combined with surgery for localized gastric and GEJ 
adenocarcinoma (GEA)

• Adding anti–PD-1 therapy to chemotherapy 
improves survival in metastatic GEA; its role in the 
perioperative setting, however, remains uncertain 

Addition of IO to FLOT

Janjigian, Y, et al. NEJM 2025., Powles, T, et al. NEJM 2024.
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MATTERHORN: Study Design

Durvalumab
(1500 mg 

Q4W)
+ FLOT

Placebo
+ FLOT

Study population 

• Gastric and GEJ 
adenocarcinoma 

• Stage II to IVa 
• No evidence of metastasis 
• No prior therapy 
• ECOG PS 0 or 1 
• Global enrollment in 

Asia, Europe, North & South 
America 

Primary endpoint: EFS 

Secondary: OS, pCR 

R 1:1

N=948

Neoadjuvant

Durvalumab
(1500 mg 

Q4W)
+FLOT

Placebo
+ FLOT

Durvalumab
(1500 mg Q4W)

Placebo

Adjuvant up to 1 year

2 cycles 2 cycles 10 cycles

SURGERY

MATTERHORN is a global, Phase 3, randomised, double-blind, placebo-controlled study

Janjigian, Y, et al. NEJM 2025.



KEYNOTE 585 







Samuel J. Klempner, MD, FASCO

Unpublished, assisted by Dr. Joseph Zhao

FLOT is a Stable and Modern Control Arm

Time, months

FLOT-Durva in MATTERHORN

FLOT-Placebo in MATTERHORN

FLOT in AIO-FLOT4

EF
S,

 %

EFS

MATTERHORN FLOT-Durva mEFS =  NR (HR 0.71)

MATTERHORN FLOT-Placebo mEFS = 32.8mon.

FLOT4 mDFS = 30mon (HR 0.75).

Time, months





MATTERHORN: Secondary Endpoints OS and DFS

Janjigian, Y, et al. (2025). Perioperative durvalumab in gastric and gastroesophageal junction cancer. The New England Journal of Medicine, 390(22)

No. of participants at risk

Durvalumab + 
FLOT 474 464 438 422 403 389 376 367 351 338 293 205 143 80 38 8 2 0

Placebo + 
FLOT 474 457 439 414 395 374 354 337 323 309 262 197 128 72 33 11 20 0

Total events

145

176

No. of participants at risk

Durvalumab + 
FLOT 339 327 305 283 272 265 258 244 184 168 81 74 19 3 2 0

Placebo + 
FLOT 323 315 293 275 262 245 230 217 157 142 72 56 23 4 2 0

Total events

90

119

Secondary Endpoint of Overall Survival (OS)

Median (range) duration of follow-
up‡, mo
• Durvalumab + FLOT: 34.6 

(3.5-48.6)
• Placebo + FLOT: 34.6 (0.0-48.1)
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Secondary Endpoint of Disease-Free Survival (DFS)
DFS improved with durvalumab with FLOT vs Placebo with FLOT in those with R0 
resection  
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MATTERHORN: pCR Assesment 

Janjigian, Y, et al. (2025). Perioperative durvalumab in gastric and gastroesophageal junction cancer. The New England Journal of Medicine, 390(22)

pCR: A Statistically Significant Improvement With the Addition of Durvalumab to FLOT
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(95% CI, 15.75–23.04)
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Difference: 12%

Odds ratio: 3.08

(95% CI, 2.03–4.67)

P<0.001









EFS by FLOT completion status
• EFS was improved with durvalumab + FLOT versus placebo + FLOT regardless of FLOT completion status

Participants who completed all cycles of FLOT Participants who discontinued all FLOT FLOT discontinuation and EFS

Analyses performed in the intention-to-treat analysis set (all randomized participants, regardless of treatment received). HRs show durvalumab + FLOT versus placebo + FLOT, with an HR <1 favoring durvalumab + FLOT. 
*Includes 62 participants in the durvalumab + FLOT arm and 70 participants in the placebo + FLOT arm who did not complete surgery. †In participants who discontinued 1, 2, or 3 of the 4 FLOT components. 
CI, confidence interval; HR, hazard ratio; NR, not reached.
Presented at ASCO GI 2026 by E. Smyth. Copies of this slide deck obtained through quick response (QR) code are for personal use only and may not be reproduced without permission from ASCO® or the author of these slides.

Durvalumab
+ FLOT 
(n=474)

Placebo + 
FLOT 

(n=470)

EFS HR (95% 
CI)

Discontinued any 
FLOT components, n 
(%)

246 
(51.9)

227 
(48.3)

0.68 
(0.53-0.88)

Discontinued 
1 FLOT 
components,
n (%)

47
(9.9)

45 
(9.6)

0.35 
(0.16-0.71)†

Discontinued 
2 FLOT 
components,
n (%)

15
(3.2)

15
(3.2)

Discontinued 
3 FLOT 
components,
n (%)

1
(0.2)

0

Discontinued all 
FLOT, n (%)*

183
(38.6)

167
(35.5)

0.72 
(0.55-0.95)

No. of participants at risk

228 227 227 217 204 189 177 172 160 132 112 66 57 25 16 2 1 0 59

243 243 242 233 215 196 180 173 162 132 104 59 46 20 16 2 1 0 89
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183 146 114 102 89 87 85 78 74 58 41 22 14 4 1 0 98

167 124 88 69 60 55 52 48 47 39 30 17 11 4 4 0 104
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Durvalumab + FLOT 
(n=228)

Placebo + FLOT 
(n=243)

Median EFS 
(95% CI), months

NR (NR-NR) NR (NR-NR)

HR (95% CI) 0.68 (0.49-0.94)

Durvalumab + FLOT 

Placebo + FLOT 

Durvalumab + FLOT 
(n=185)*

Placebo + FLOT 
(n=167)*

Median EFS 
(95% CI), months

19.65 (10.94-31.77) 8.67 (6.70-12.81)

HR (95% CI) 0.72 (0.55-0.95)

Durvalumab + FLOT 

Placebo + FLOT 



EFS benefit with durvalumab + FLOT : Surgical Journey 

Molena, D et al. ASCO GI 2026

EFS
• EFS improved with durvalumab + FLOT versus placebo + FLOT regardless of tumor location (Figure 2A), resection margin (Figure 2B), and lymphadenectomy type (Figure 2C)

No. of participants at risk

276 275 264 252 232 220 207 201 190 153 121 69 58 25 17 2 1 0 74
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Figure 2. EFS by (A) tumor location, (B) resection margin, and (C) lymphadenectomy type

A. Gastric cancer B. R0 C. D1

Total no. 
of events

No. of participants at risk

136 134 125 119 111 107 106 101 93 77 62 34 27 7 3 0 43

135 134 126 116 103 92 82 79 76 61 51 31 19 3 2 0 59

0.0

0.2

0.4

0.6

0.8

1.0

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

P
ro

b
ab

ili
ty

 o
f 

EF
S

Time from randomization (months)

A. GEJ cancer

Total no. 
of events

No. of participants at risk

377 375 363 345 319 305 291 283 268 223 179 100 82 30 18 2 1 0 98

369 365 349 325 301 282 262 249 236 190 151 85 63 26 21 2 1 0 135
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B. R1

Total no. 
of events

No. of participants at risk

36 36 32 29 26 24 24 22 21 16 10 5 3 1 0 14

26 25 22 20 18 13 11 11 10 9 7 1 0 0 0 11
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No. of participants at risk

375 372 356 341 316 302 288 279 261 213 172 97 81 30 20 2 1 0 103

373 370 356 332 305 284 263 249 235 189 151 87 65 26 21 2 1 0 145
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C. D2/D3

Total no. 
of events

Durvalumab + FLOT 
(n=276)

Placebo + FLOT 
(n=265)

Median EFS (95% CI), months NR (NR-NR) NR (NR-NR)

HR (95% CI) 0.70 (0.52-0.94)

Durvalumab + FLOT 
(n=136)

Placebo + FLOT 
(n=135)

Median EFS (95% CI), months NR (40.74-NR) 35.68 (26.38-NR)

HR (95% CI) 0.64 (0.43-0.95)

Durvalumab + FLOT 
(n=375)

Placebo + FLOT 
(n=373)

Median EFS (95% CI), months NR (NR-NR) NR (35.68-NR)

HR (95% CI) 0.67 (0.52-0.86)

Durvalumab + FLOT 
(n=36)

Placebo + FLOT 
(n=26)

Median EFS (95% CI), months 35.09 (19.65-NR) NR (13.31-NR)

HR (95% CI) 0.75 (0.33-1.70)

Durvalumab + 
FLOT 

(n=23)

Placebo + FLOT 
(n=21)

Median EFS 
(95% CI), 
months

23.36 
(12.71-31.77)

13.01 
(10.94-15.84)

HR (95% CI) 0.58 (0.28-1.19)

Durvalumab + FLOT 
(n=377)

Placebo + FLOT 
(n=369)

Median EFS (95% CI), months NR (NR-NR) NR (NR-NR)

HR (95% CI) 0.67 (0.51-0.86)

Durvalumab + FLOT 

Placebo + FLOT 

Durvalumab + FLOT 

Placebo + FLOT 

Durvalumab + FLOT 

Placebo + FLOT 

Durvalumab + FLOT 

Placebo + FLOT 

Durvalumab + FLOT 

Placebo + FLOT 

Durvalumab 
+ FLOT 

Placebo + FLOT 



MATTERHORN: Safety

Janjigian, Y, et al. (2025). Perioperative durvalumab in gastric and gastroesophageal junction cancer. The New England Journal of Medicine, 390(22)

Safety: AEs Aligned With Known Profiles
No new concerns identified with durvalumab and FLOT

Durvalumab + FLOT
(n=475)*

Placebo + FLOT
(n=469)*

Any Grade AE, % 99 99

Possibly related to any study treatment 95 95

Grade 3 or 4 AE, % 72 71

Possibly related to any study treatment 60 59

Serious AE, % 48 44

AE leading to discontinuation of any study treatment, % 30 23

Durvalumab or placebo 10 6

Any FLOT 25 20

AE with outcome of death, % 5 4

Possibly related to durvalumab or placebo 1 <1

Possibly related to FLOT 1 <1

imAE (any grade), %† 23 7

Grade 3 or 4 imAE 7 4

Any AE leading to surgery not being performed, % 1 <1

Any AE leading to a delay in surgery, %‡ 2 3



MATTERHORN: Adverse Effects

Janjigian, Y, et al. (2025). Perioperative durvalumab in gastric and gastroesophageal junction cancer. The New England Journal of Medicine, 390(22)

Most Common AEs of any grade* Most Common Maximum Grade 3 or 4 AEs

62

51

32

31

31

29

26

25

25

20

20

20

17

58

51

33

32

30

31

26

31

29

19

15

15

20

-70 -50 -30 -10 10 30 50 70

Diarrhea

Nausea

Neutropenia

Alopecia

Decreased appetite

Fatigue

Vomiting

Anemia
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NCCN Guidelines: Esophageal and Esophagogastric Junction Cancers V1.2026

Principles of systemic therapy

Perioperative Systemic Therapy
Definitive Chemoradiation
(Infusional fluorouracil can be replaced with capecitabine)

Preferred
• Fluorouracil, leucovorin, oxaliplatin, and docetaxel (FLOT)(category 1)
• FLOTa + durvalumab for PD-L1 CPS ≥1 or TAP ≥1% (category 1 for EGJ adenocarcinoma; category 2A for 

esophageal adenocarcinoma)

Preferred
• Paclitaxel and carboplatin5

• Fluorouracila and oxaliplatin (category 1)

Other Recommended
• Fluorouracil and cisplatin (category 1)
• Fluoropyrimidine and oxaliplatin

Other Recommended
• Fluorouracil and cisplatin (category 1)
• Cisplatin with docetaxel or paclitaxel
• Irinotecan and cisplatin (category 2B)
• Paclitaxel and fluoropyrimidine (fluorouracil or capecitabine) (category 2B)

Preoperative Chemoradiation
(Infusion fluorouracila can be replaced with capecitabine)

Postoperative Systemic Therapy

Preferred
• Paclitaxel and carboplatin (category 1)
• Fluorouracila and oxaliplatin (category 1)

Preferred
• Nivolumab only after preoperative chemoradiation with R0 resection and residual disease (category 1)

Other Recommended
• Fluorouracil and cisplatin (category 1)
• Irinotecan and cisplatin (category 2B)
• Paclitaxel and fluoropyrimidine (fluorouracil or capecitabine) (category 2B)

Other Recommended
• Capecitabine and oxaliplatin
• Fluorouracila and oxaliplatin
• Fluoropyrimidine (infusional fluorouracila or capecitabine) before and after fluoropyrimidine-based 

chemoradiation

Neoadjuvant or Perioperative Immunotherapy

Useful in certain circumstances
• MSI-H/dMMR tumors

‒ Dostarlimab-gxly for neoadjuvant therapy only
‒ Nivolumab and ipilimumab followed by nivoluma
‒ Pembrolizumab
‒ Tremelimumab and durvalumab for neoadjuvant therapy only

www.nccn.com V1.2026 Accessed January 2026

http://www.nccn.com/
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