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Great year for Upper-GI cancers

491 abstracts:

15 selected for oral presentation 

166 poster presentations

Hepatocellular carcinomas

IMbrave 50

LEAP_012

HIMALAYA

DUPHE-H-308

APOLLO

CheckMate 9DW

Perioperative/Adjuvant 

Systemic + local therapy

First-line systemic

Second-line systemic

Pancreatic cancer

PRODIGE 44

POLAR

NAPAN

Gastro-esophageal cancer

AGITG TOPGEAR

IKF628/Moonlight

KEYNOTE 811

DESTINY-Gastric03



Multimodality treatment in upper-GI cancer

Patient selection is key

QUALITY OF LIFE

PATIENT PREFERENCE

maximize treatment de-escalate when needed

https://www.dreamstime.com/preference-icon-white-background-simple-element-illustration-people-concept-symbol-design-image141330496


Phase III LEAP-012: TACE + lenvatinib and pembrolizumab

Overall Survival

aOne-sided P from re-randomization test; threshold P = 0.025. Data cutoff date for IA1: January 30, 2024.
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69 (29.1)Lenvatinib + pembrolizumab + TACE

82 (33.7)Dual placebo + TACE

2nd phase III study: VEGF+PD-1 targeting combined with TACE this year (EMERALD-1)



Phase III LEAP-012: TACE + lenvatinib and pembrolizumab

Conclusion:

• TACE+ Lenvatinib and pembrolizumab is a potential new treatment option for 

intermediate stage HCC

• Challenge for physicians to select patients that will most likely benefit most from 

combination treatment vs sequential treatment



Adjuvant treatment HCC: update survival Imbrave-050
Adjuvant atezolizumab-bevacizumab in resected or ablated high risk HCC

Patient population

• Confirmed first diagnosis of 
HCC and had undergone 

curative resection or 

ablation 
• Disease free

• Child-Pugh class A
• High risk of recurrencea

• No extrahepatic disease or 

macrovascular invasion 
(except Vp1/Vp2)

• ECOG PS 0 or 1

4-12 weeks

1 cycle of 

TACE, if 
indicated

R

1:1

Atezolizumab 1200 mg q3w + 

bevacizumab 15 mg/kg q3w
(n=334)

12 months or 17 cycles
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Crossover 

permitted

Active surveillance

(n=334)

Early RFS benefit was not maintained with longer follow-up
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Active surveillance 334 207 197 185 175 170 164285 145 124 63 42 16 14 NE247 221
Atezo + bev 334 245 216 191 177 167 164305 147 123 62 45 18 18 NE290 268

First IA median RFS (95% CI), mo1,2:

Atezo + bev NE (22.1, NE)
Active surveillance NE (21.4, NE)

HR=0.72 (95% CI: 0.56, 0.93)

P=0.012

Updated median RFS (95% CI), mo:

Atezo + bev 33.2 (24.3, NE)
Active surveillance 36.0 (22.7, NE)

HR=0.90 (95% CI: 0.72, 1.12)

P=NA; descriptiveMedian FU: 

35.1 mo

Updated OS remained immature but showed 
numerical improvement from the first IA 
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Active surveillance 334 320 314 304 299 293 286327 266 226 157 108 71 38 15 3 NE323 321
Atezo + bev 334 310 301 294 286 271 266327 243 206 142 101 60 34 16 3 NE322 319

Updated median OS (95% CI), mo:

Atezo + bev NE (NE, NE)
Active surveillance NE (NE, NE)

HR=1.26 (95% CI: 0.85, 1.87)

P=0.250

First IA median OS (95% CI), mo1:

Atezo + bev NE (NE, NE)
Active surveillance NE (NE, NE)

HR=1.42 (95% CI: 0.80, 2.54)

P=0.229

Median FU: 

35.1 mo

Active 

surveillance

(n=334)

Atezo + bev

(n=334)
n (%)

4654All deaths

35 (76.1)35 (64.8)Progressive disease

2 (4.3)6 (11.1)Adverse events

9 (19.6)13 (24.1)Other

Minimum FU: 

29.2 mo

Conclusion:

• Survival benefit did not sustain overtime

• Alternative treatment approaches are needed



1th line treatment HCC:
IMbrave 150: atezolizumab-bevacizumab as first-line treatment for unresectable HCC

Finn et al, NEJM, 2020

Finn, ASCO-GI, 2021

CheckMate 9DW study: 

Nivolumab (NIVO) plus ipilimumab (IPI)

HIMALAYA study: 

tremelimumab plus durvalumab 

5-year OS 28.7% vs 12.7% (sorafenib)

Apollo study: 

Anlotinib plus Penpulimab vs sorafenib 

- DUPH-H-308 study: 

QL1706 (anti-PD1 (iparomlimab) and anti-

CTLA4 (Tuvonralimab)) + bevacizumab +chemo



1th line treatment HCC:

No. of participants at risk
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STRIDE: DC, yes

STRIDE: DC, no

Sorafenib: DC, yes

Sorafenib: DC, no

STRIDE: DC, yes (n=236)

STRIDE: DC, no (n=157)

Sorafenib: DC, yes (n=236)

Sorafenib: DC, no (n=153)

236 93 43647480116130150181222 19 2

157 11 38991528405486 1 0

236 57 1730374373102125167209 5 0

153 9 17881119304474 1 0

36-month OS:

44.6%

28.0% 48-month OS:

36.3%

20.2%
60-month OS:

28.7%

12.7%

OS rate 

ratio: 2.26

OS rate 

ratio: 1.59
OS rate 

ratio: 1.80

HIMALAYA: tremelimumab + durvalumab vs sorafenib



1th line treatment HCC:
IMbrave 150: atezolizumab-bevacizumab as first line treatment for unresectable HCC

Finn et al, NEJM, 2020

Finn, ASCO-GI, 2021

CheckMate 9DW study: 

Nivolumab (NIVO) plus ipilimumab (IPI)

HIMALAYA study: 

tremelimumab plus durvalumab 

5-year OS 28.7% vs 12.7% (sorafenib)

Apollo study: 

Anlotinib plus Penpulimab vs sorafenib 

- DUPH-H-308 study: 

QL1706 (anti-PD1 (iparomlimab) and anti-

CTLA4 (Tuvonralimab)) + bevacizumab +chemo



1th line treatment HCC: DUPH-H-308

Control QL1706 Arms  

Sintilimab+bev 

(n=29) 

QL1706+chemo 

(n=30) 

QL1706+bev 

(n=30) 

QL1706+bev+ 

chemo (n=31) 

 

    Best overall response, n (%) 

0 1 (3.3) 0 2 (6.5) CR 

8 (27.6) 13 (43.3) 13 (43.3) 10 (32.3) PR 

13 (44.8) 12 (40.0) 11 (36.7) 15 (48.4) SD 

5 (17.2) 3 (10.0) 5 (16.7) 2 (6.5) PD 

3 (10.3) 1 (3.3) 1 (3.3) 2 (6.5) Not done 

27.6 (12.7-

47.2) 

46.7 (28.3-65.7) 43.3 (25.5-62.6) 38.7 (21.8-57.8) ORR, % (95% CI) 

72.4 (52.8-

87.3) 

86.7 (69.3-96.2) 80.0 (61.4-92.3) 87.1 (70.2-96.4) DCR, % (95% CI) 

4.2 (1.4-7.0) 2.2 (1.3-8.2) 2.7 (1.3-4.1) 1.5 (1.3-5.5) Median TTR (range), months 

Not reached Median DoR, months  

QL1706/CAPOX/bevacizumab selected for phase III

Phase II (ongoing): QL1706+- bevacizumab +- chemo

QL1706 Arms Control

QL1706+bev+

Chemo (n=30)

QL1706+bev

(n=30)

QL1706+chemo

(n=30)

Sintilimab+bev

(n=29)

TEAEs, n (%) 30 (100.0) 30 (100.0) 30 (100.0) 28 (96.6)

Treatment-related, n (%) 30 (100.0) 27 (90.0) 29 (96.7) 25 (86.2)

Grade≥3 TEAEs, n (%) 16 (53.3) 19 (63.3) 20 (66.7) 18 (62.1)

Treatment-related, n (%) 14 (46.7) 16 (53.3) 17 (56.7) 13 (44.8)

Serious TEAEs, n (%) 9 (30.0) 15 (50.0) 15 (50.0) 13 (44.8)

Treatment-related, n (%) 7 (23.3) 11 (36.7) 7 (23.3) 5 (17.2)

TEAEs leading to death, n (%) 3 (10.0) 3 (10.0) 3 (10.0) 6 (20.7)

Treatment-related, n (%) 0 0 0 1 (3.4)

TEAEs leading to interruption of 

any treatment, n (%)

16 (53.3) 16 (53.3) 24 (80.0) 12 (41.4)

Treatment-related, n (%) 14 (46.7) 12 (40.0) 20 (66.7) 11 (37.9)

TEAEs leading to discontinuation 

of any treatment, n (%)

4 (13.3) 4 (13.3) 5 (16.7) 3 (10.3)

Treatment-related, n (%) 2 (6.7) 4 (13.3) 5 (16.7) 2 (6.9)



Additive effect of neoadjuvant chemoradiation: PANDAS/PRODIGE 44 trial

Pancreatic Cancer (BRPC)

Vogel et al. Annals of Oncol, 2023

Is there a place for neoadjuvant conventional radiotherapy?

STUDY DESIGN

Pancreatic ADK

Borderline resectable

(NCCN criteria)

ECOG PS 0-1

≥18 and ≤ 75 years

Centralized

review

CT scans

4 courses

mFOLFIRINOX
(2 months)

R
1:1

2 courses

mFOLFIRINOX
(1 month)

2 courses

mFOLFIRINOX
(1 month)

Surgery

CRT 50.4Gy 
(28 fractions of 1.8 Gy)

+ capecitabine (830 

mg/m2 bid 5/7d)
(5 weeks)

Surgery
6 courses

mFOLFIRINOX
(3 months)

6 courses

mFOLFIRINOX
(3 months)

Tumor evaluation

CT scan

CA 19-9

Tumor evaluation

CT scan

CA 19-9

Tumor evaluation

CT scan

CA 19-9

Arm A

Arm B

4 to 8 weeks

2 to 3 weeks 4 to 8 weeks

5 to 8 weeks

5 to 8 weeks

Pre-enrollment

X

No benefit of CRT in R0 resection

No benefit of CRT in OS

There is no place for neoadjuvant CRT in BRPC                       



TOPGEAR: First phase III RCT testing complimentary CRT in perioperative treatment:

Gastric and esophageal cancer

Lordick et al, Annals of Oncol 2022

Al-Batran, The Lancet,  2019

Perioperative FLOT

574 patients include

33% received FLOT

not a study to test FLOT

vs chemoradiotherapy…



Gastric and esophageal cancer

TOPGEAR: First phase III RCT testing complimentary CRT in perioperative treatment:

P-valuePeriop CT

N=287

Preop CRT

N=259

Systemic +/- RT adverse events

0.22176 (61.3%)172 (66.4%)Any grade 3 or greater toxicity 

0.29119 (41.5%)119 (45.9%)Overall hematologic toxicity:

0.4726 (9.1%)19 (7.3%)Febrile neutropenia

0.1193 (32.4%)101 (39.0%)Neutropenia without infection or fever

0.2212 (4.2%)17 (6.6%)Anemia

0.066 (2.1%)13 (5%)Thrombocytopenia 

0.41 72 (25.1%)73 (28.2%)Overall gastrointestinal toxicity: 

0.3324 (8.4%)28 (10.8%)Nausea

0.9920 (7.0%)18 (6.9%)Vomiting

0.7328 (9.8%)23 (8.9%)Diarrhoea

0.0813 (4.5%)21 (8.1%)Dysphagia

0.0072 (0.7%)11 (4.2%)Oesophagitis

0.086 (2.1%)1 (0.4%)Neuropathy - sensory

0.0627 (9.4%)38 (14.7%)Fatigue

No benefit in OS

No place for CRT in neoadjuvant treatment 

of gastric cancer



SPACE-FLOT trial: Response to neoadjuvant FLOT predicts succes of adjuvant FLOT

Gastric and esophageal cancer

Complete response to FLOT No response to FLOT

Partial response to FLOT



First-line HER2 positive disease: final analysis KEYNOTE 811

Gastric and esophageal cancer

PD-L1 CPS>1

How about CPS>5 or CPS>10?

Not a preplanned analyses



Phase 1b/2 DESTINY-Gastric -03: Trastuzumab-deruxtecan in first-line

Gastric and esophageal cancer: HER2+ 

2020 2021 2022 2023

SOC

T-DXd 6.4 mg/kg 

T-DXd 6.4 mg/kg + 

5-FU/cape*

T-DXd 6.4 mg/kg + 

5-FU/cape* + pembro

T-DXd 6.4 mg/kg + 

pembro

T-DXd 5.4 mg/kg + 

5-FU/cape† + pembro

Jul 2020 

Dec 2021 

Jul 2022 

Jan 2022 

Sep 2021 

Jan 2022 

Jul 2021 

Jan 2022 

Aug 2022 

Sep 2023 

Jan 2024 

Enrollment period

Jul 2020 

n=29

n=43

n=42

n=43

n=41

n=32

2024

Best results + fluoropyrimidine



DESTINY-Gastric -03: Trastuzumab-deruxtecan in first-line

Gastric and esophageal cancer



Educational session: personalized treatment beyond biomarkers

Gastric and esophageal cancer

QUALITY OF LIFE

PATIENT PREFERENCE

Oligometastatic disease To operate or not to operate?

A good collaborating MDT is key

https://www.dreamstime.com/preference-icon-white-background-simple-element-illustration-people-concept-symbol-design-image141330496


European Society for Medical Oncology (ESMO)

Via Ginevra 4, CH-6900 Lugano

T. +41 (0)91 973 19 00

esmo@esmo.org

esmo.org
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