
Gastro Esophageal
Cancer Update

Mike Cusnir MD

Division Chief Hematology 
and Oncology

Miami Beach, Florida







CROSS Trial





FLOT4



4004: Neo-AEGIS (Neoadjuvant trial in Adenocarcinoma of the Esophagus and Esophago-Gastric Junction International Study): 
Preliminary results of phase III RCT of CROSS versus perioperative chemotherapy (Modified MAGIC or FLOT protocol) – Reynolds 

JV, et al

Study objective

• To evaluate the efficacy and safety of the CROSS regimen vs. perioperative chemotherapy (either modified MAGIC or FLOT 
regimen) in patients with esophageal or GEJ adenocarcinoma in the Neo-AEGIS study

*ECF/ECX/EOF/EOX; †5FU 2600 mg/m2 iv 24 h infusion D1 + leucovorin 200 mg/m2 iv D1 + 
oxaliplatin 85 mg/m2 iv D1 + docetaxel 50 mg/m2 iv D1 q2w

Reynolds JV, et al. J Clin Oncol 2021;39(suppl):abstr 4004

PRIMARY ENDPOINT

• OS

SECONDARY ENDPOINTS

• DFS, TTF, TRG, R0 rate, postoperative complications, 

HR-QoL, safety

R

1:1

Modified MAGIC* x 3 
(n=157)

or FLOT† x 4 

(n=27)

Key patient inclusion criteria

• Esophageal or GEJ 
adenocarcinoma

• cT2-3N0-3M0

(n=540)
CROSS: neoadjuvant CRT 
wCP-RT 41.4 Gy + surgery 

(n=162)

Modified MAGIC* x 3 

or FLOT† x 4

S

U

R

G

E

R

Y

Arm A

Arm B



4004: Neo-AEGIS (Neoadjuvant trial in Adenocarcinoma of the Esophagus and Esophago-Gastric Junction International Study): 
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Key results

Reynolds JV, et al. J Clin Oncol 2021;39(suppl):abstr 4004

Overall survival

HR 1.02 (95%CI 0.74, 1.42)
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3-year survival Arm A: 57% (0.57 [0.48 0.60])
Arm B: 56% (0.56 [0.47, 0.60])

Arm B: CROSS

Arm A: Perioperative chemotherapy







Treatment Exposure
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Overall Survival - ITT Population
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Overall Survival – PP Population









RJ Kelly et al. N Engl J Med 2021;384:1191-1203.

Disease-free Survival in the Intention-to-Treat Population 

CHECKMATE 577.



Post-CRT changes in PD-L1 expression

aDefined as the number of PD-L1–positive tumor cells, lymphocytes, and macrophages divided by the total number of viable tumor cells multiplied by 100; bDefined as the number of positive tumor cells divided by the total number of v iable tumor cells mult iplied by  100; cPD-L1 CPS-evaluable patients were defined as 
pat ients with paired pre-CRT and post-CRT tumor tissue that was evaluable for  PD-L1 CPS (n = 80); dTC PD-L1–evaluable patients were defined as patients with paired pre-CRT and post-CRT tumor tissue that was evaluable for  TC PD-L1 (n = 98). 

• Increases in PD-L1 CPS expression after neoadjuvant CRT (and prior to study treatment) were observed in 51% of PD -L1 CPS-evaluable patientsc, while 
TC PD-L1 expression remained unchanged in 76% of TC PD-L1-evaluable patientsd
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Post-CRT changes in PD-L1 expression

aDefined as the number of PD-L1–positive tumor cells, lymphocytes, and macrophages divided by the total number of viable tumor cells multiplied by 100; bPD-L1 CPS–evaluable patients were defined as patients with paired pre-CRT and post-CRT tumor tissue that was evaluable for  PD-L1 CPS (n = 80); cHR was not 
computed for subsets with fewer than 10 patients per treatment  group; dDefined as the number of positive tumor cells divided by the total number of v iable tumor cells mult iplied by  100; eTC PD-L1–evaluable patients were defined as patients with paired pre-CRT and post-CRT tumor tissue that was evaluable for  TC PD-
L1 (n = 98). 

• 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% CI, 0.11–0.78]) compared with the overall PD-L1 CPS-evaluable populationb (HR, 0.64 [95% CI, 0.36–1.15]) 

Nivolumab Placebo Total

PD-L1 CPSa evaluable,b n 51 29 80

Median DFS (95% CI), mo 25.1 (14.5–NE) 9.3 (5.6–26.3) –

HR (95% CI) 0.64 (0.36–1.15) –

PD-L1 CPS change > 0, n (%) 23 (45) 18 (62) 41 (51)

Median DFS (95% CI), mo NR (27.1–NE) 8.9 (5.6–NE) –

HR (95% CI) 0.30 (0.11–0.78) –

PD-L1 CPS change = 0, n (%) 7 (14) 4 (14) 11 (14)

Median DFS (95% CI), mo 16.0 (1.9–NE) 5.5 (5.4–22.8) –

HR (95% CI) NAc –

PD-L1 CPS change < 0, n (%) 21 (41) 7 (24) 28 (35)

Median DFS (95% CI), mo 8.3 (2.8–19.4) 15.1 (2.8–NE) –

HR (95% CI) NAc –

TC PD-L1d evaluable,e n 65 33 98

Median DFS (95% CI), mo 25.1 (14.5–NE) 7.1 (5.6–15.1) –

HR (95% CI) 0.56 (0.33–0.96) –

TC PD-L1 change > 0, n (%) 6 (9) 2 (6) 8 (8)

Median DFS (95% CI), mo 19.8 (2.8–NE) NA –

HR (95% CI) NAc –

TC PD-L1 change = 0, n (%) 49 (75) 25 (76) 74 (76)

Median DFS (95% CI), mo 23.4 (9.8–NE) 5.6 (5.4–15.1) –

HR (95% CI) 0.51 (0.28–0.91) –

TC PD-L1 change < 0, n (%) 10 (15) 6 (18) 16 (16)

Median DFS (95% CI), mo 39.2 (3.6–NE) NR (2.9–NE) –

HR (95% CI) NAc –

CheckMate 577







The Lancet Volume 25, Issue 2P212-224February 2024

https://www.thelancet.com/journals/lanonc/issue/vol25no2/PIIS1470-2045(24)X0002-9


TOPGEAR







Treatment Effect on Overall Survival According to Prespecified Subgroups.

Leong T et al. N Engl J Med2024;391:1810-1821



Overall Survival and Progression-free Survival.

Leong T et al. N Engl J Med2024;391:1810-1821







Updated Results From 1L Nivolumab + CT vs CT for 
Advanced GEJ Cancers (CheckMate 649): Study Design
▪ International, randomized, open-label phase III trial

Patients with previously 
untreated, unresectable 
advanced or metastatic 
gastric cancer, GEJ, or 

esophageal adenocarcinoma; 
not known to be HER2 
positive; ECOG PS 0/1

(N = 2031)

Nivolumab 360 mg + XELOX Q3W or
Nivolumab 240 mg + FOLFOX Q2W

(n = 789)

Nivolumab + Ipilimumab Q3W x 4 followed by 
Nivolumab 240 mg Q2W

XELOX Q3W or
FOLFOX Q2W

(n = 833)

Until PD 
(treatment 
beyond PD 

permitted for 
nivolumab + CT), 

unacceptable 
toxicity, consent 
withdrawal, or 

end of study

Stratified by PD-L1 (≥1% vs <1%), region (Asia vs US/Canada vs rest 
of world), ECOG PS (0 vs 1), CT (XELOX vs FOLFOX)

Janjigian. Lancet. 2021;398:27. Shitara. ASCO GI 2022. Abstr 240. Slide credit: clinicaloptions.com

This Analysis

▪ Coprimary endpoints: OS and PFS in 
patients with PD-L1 CPS ≥5

▪ Secondary endpoints: OS and PFS in all 
randomized patients and patients with 
PD-L1 CPS ≥10 and ≥1, BICR-assessed ORR

Median follow-up: 24.0 mo in nivolumab + CT arm

http://www.clinicaloptions.com/


Overall survival: 36-month follow-up 

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.







SPOTLIGHT: OS

Shitara. Lancet. 2023.

Data cut-off: September 9, 2022. Median follow-up: 22.14 mo (zolbetuximab + FOLFOX6) vs 20.93 mo (placebo vs FOLFOX6). 
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Patients at Risk, n

Zolbetuximab + mFOLFOX6
Placebo + mFOLFOX6

283 270 264 255 251 241 233 217 196 178 164 152 146 135 125 117 107  93  83 75 70 67 62 58 49 42 34 32 30 27 23 20 15 15 13 13 9 8     7      7     6      4      1     0
282 277 271 266 253 242 224 210 197 183 164 152 139 129 108 101  85   77 64 60 49 42 40 36 34 30 25 21 18 17 15 9 8 7 6 5 2     0     0      0     0      0      0     0

Zolbetuximab + 
mFOLFOX6

(n = 283)

Placebo + 
mFOLFOX6
(n = 282)

Median OS, mo (95% CI) 18.23 (16.43-22.90) 15.54 (13.47-16.53)

HR (95% CI) 0.750 (0.60-0.94); P = .0053



clinicaloptions.comclinicaloptions.comSlide credit: clinicaloptions.com

GLOW: OS

Xu. ASCO Plenary 2023. Abstr 405736. 
Data cutoff: October 7, 2022. Median follow-up: 12.62 mo (zolbetuximab + CAPOX) vs 12.09 mo (placebo vs CAPOX). 

Zolbetuximab + 
CAPOX

(n = 254)

Placebo + 
CAPOX

(n = 253)

Median OS, mo (95% CI) 14.39 (12.29-16.49) 12.16 (10.28-13.67)

HR (95% CI) 0.771 (0.615-0.965); P = .0118
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SPOTLIGHT: TEAEs in ≥20% of Patients

Shitara. ASCO GI 2023. Abstr LBA292.

Adverse Event, %
Zolbetuximab + mFOLFOX6 (n = 279) Placebo + mFOLFOX6 (n = 278)

All Grade Grade ≥3 All Grade Grade ≥3

Nausea 81.0 16.1 60.8 6.5

Vomiting 64.5 16.1 34.5 5.8

Decreased appetite 47.0 5.7 33.5 3.2

Diarrhea 38.7 4.3 43.9 3.2

Peripheral sensory neuropathy 38.0 3.9 42.4 5.4

Neutropenia 36.2 28.3 33.8 23.4

Anemia 35.5 8.6 37.1 9.4

Constipation 35.5 1.1 37.1 9.4

Neutrophil count decreased 34.1 24.7 32.0 24.8

Fatigue 28.0 6.1 32.0 5.0

Asthenia 24.7 7.2 22.3 2.5

Abdominal pain 23.3 4.3 28.8 2.2

Stomatitis 20.8 2.5 20.1 1.1

http://www.clinicaloptions.com/
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