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What do we need to RESOLVE?

Lordick et al, Ann Oncol 2022 JGCA, Gastric Cancer 2021

Peri-operative versus adjuvant
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Hypothesis: peri-operative/neoadjuvant treatment 
improves survival

Downstage the tumour

→  Increase R0 resection rate

Treat micrometastatic disease

Better tolerability

Improve overall survival→
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Peri-operative versus adjuvant: PRODIGY

Kang et al, ESMO 2019
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Peri-operative versus adjuvant: PRODIGY

Kang et al, JCO 2021
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Peri-operative versus adjuvant: RESOLVE

Zhang et al, ESMO 2023

• Stratified by Lauren’s classification and Sites

• Tumor assessment: CT/MRI of thorax/abdomen/Pelvic,endo-ultrasound (evt. diagnostic laparoscopy)

• #N：mITT； *D2: Gastrectomy with D2 lymphadenectomy by open surgery

1:1:1

• Histologically 

confirmed gastric 

or gastro-

oesophageal

junction 

adenocarcinoma 

(G/GOJ)

• Medically fit and

technically

operable

• cT4aN+M0 or 

cT4bNxM0

Arm A：Adj-CapOX

D2* → XELOX 
Capecitabine:1000 mg/m2 ,bid, d1-14, q3W 
Oxaliplatin:130mg/m2,iv drip for 2h,d1, q3W 8 cycles

Arm B：Adj-SOX

D2* → SOX 
S-1: 40-60mg bid,d1-14, q3W 
Oxaliplatin:130mg/m2,iv drip for 2h,d1, q3W 8 cycles

Arm C：Peri-SOX

SOX(NAC) → D2* → SOX
NACT: SOX 3 cycles
ACT: SOX 5 cycles followed by 3 cycles of S-1 monotherapy

R

OS final 
analysis: 
April 7th

2022

First patient 
randomized: 
August 1st

2012

Median follow up time: 62.8 months
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Peri-operative versus adjuvant: RESOLVE - past

Zhang et al, Lancet Oncol 2021

Three year DFS
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Peri-operative versus adjuvant: RESOLVE - present
Five year OS

Zhang et al, ESMO 2023

Perioperative SOX therapy + adjuvant S1 provided a 

significant improvement in survival versus adjuvant 

CapOx in patients with T4 G/GOJ adenocarcinoma. 
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What do we need to RESOLVE? Type of fluorpyrimidine

Deac et al, Medicine and Pharmacy Reports 2020

Nakamura et al, Future Oncology 2015
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Type of fluoropyrimidine: RESOLVE - past

Zhang et al, Lancet Oncol 2021

Three year DFS
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Peri-operative versus adjuvant: RESOLVE - present
Five year OS

Zhang et al, ESMO 2023

Adjuvant SOX was not inferior to adjuvant CapOx
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Data from the metastatic setting

Ter Veer et al, Scientific Reports 2017
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Data from the metastatic setting

Ter Veer et al, Scientific Reports 2017
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How can we improve impact on survival?
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DRAGON IV/CAP05

Li et al, ESMO 2023

Dr. Chen li

Stratification factors

• tumor location (GEJ vs gastric) 

• Bulky nodal status (yes vs no)

A multicenter, randomized, open-label, phase III study (NCT04208347)

SOX+Rivoceranib*

Surgery

Key Eligibility Criteria

• Resectable gastric/GEJ 

adenocarcinoma

• Clinical stage T3-4aN+M0

3×21 days 3×21 days up to 1year

SOX SOX S-1

SOX+Rivoceranib#

+Camrelizumab

N=512

SOX+Rivoceranib * Rivoceranib *

b

R

1:1

Rivoceranib #

+Camrelizumab

Primary endpoints：
• pCR(ypT0)a by BIRC 

• EFS by investigators

Secondary endpoints：
• tpCR (ypT0N0)

• MPR

• R0 resection

• ypN staging

• DFS

• OS

• Safety

SOX+Rivoceranib#

+Camrelizumab

a. Grading based on Becker grading; b. Randomized controlled exploratory cohort (stopped early based on the Independent Data Monitoring Committee safety assessment)

S-1: PO BID D1-14, 40 mg (BSA < 1.25 m2), 50 mg (BSA 1.25-1.5 m2), or 60 mg (BSA ≥ 1.5 m2). Oxaliplatin: 130 mg/m2 IV D1. Camrelizumab: 200 mg IV D1.

Rivoceranib: PO QD, D1-21,  #250 mg, *500 mg, for the preoperative last cycle, taken orally for 14 days only.
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VEGF and the tumor immune microenvironment

Fukumura et al, Nat Rev Clin Oncol. 2018
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DRAGON IV/CAP05

Li et al, ESMO 2023

Dr. Chen li

Stratification factors

• tumor location (GEJ vs gastric) 

• Bulky nodal status (yes vs no)

A multicenter, randomized, open-label, phase III study (NCT04208347)

SOX+Rivoceranib*

Surgery

Key Eligibility Criteria

• Resectable gastric/GEJ 

adenocarcinoma

• Clinical stage T3-4aN+M0

3×21 days 3×21 days up to 1year
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+Camrelizumab
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SOX+Rivoceranib * Rivoceranib *

b
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1:1

Rivoceranib #

+Camrelizumab

Primary endpoints：
• pCR(ypT0)a by BIRC 

• EFS by investigators

Secondary endpoints：
• tpCR (ypT0N0)

• MPR

• R0 resection

• ypN staging

• DFS

• OS

• Safety

SOX+Rivoceranib#

+Camrelizumab

a. Grading based on Becker grading; b. Randomized controlled exploratory cohort (stopped early based on the Independent Data Monitoring Committee safety assessment)

S-1: PO BID D1-14, 40 mg (BSA < 1.25 m2), 50 mg (BSA 1.25-1.5 m2), or 60 mg (BSA ≥ 1.5 m2). Oxaliplatin: 130 mg/m2 IV D1. Camrelizumab: 200 mg IV D1.

Rivoceranib: PO QD, D1-21,  #250 mg, *500 mg, for the preoperative last cycle, taken orally for 14 days only.

Rivoceranib: PO QD, D1-21,  #250 mg
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Low dose antiangiogenic treatment

Huang et al, PNAS 2012
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DRAGON IV/CAP05: primary endpoint

Li et al, ESMO 2023
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DRAGON IV/CAP05: questions none can answer (yet)

Li et al, ESMO 2023

Is this a camrelizumab effect, 

a rivoceranib effect, 

or a combination effect?
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DRAGON IV/CAP05: what agents make the difference?

Li et al, ESMO 2023

Is this a camrelizumab effect, 

a rivoceranib effect, 

or a combination effect?

Al-Batran et al, ESMO 2023, MATTERHORN
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DRAGON IV/CAP05: what about survival?

Li et al, ESMO 2023

Is this pCR effect sufficient to convey survival benefit?

Shitara et al, ESMO 2023, Keynote-585
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DRAGON IV/CAP05: what about survival?

Li et al, ESMO 2023

Is this pCR effect sufficient to convey survival benefit?

Shitara et al, ESMO 2023, Keynote-585
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DRAGON IV/CAP05: what about survival?

Li et al, ESMO 2023

Is this pCR effect sufficient to convey survival benefit?

Shitara et al, ESMO 2023, Keynote-585
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Take home

RESOLVE:

Peri-operative treatment preferred over adjuvant in 

locally advanced disease

DRAGON IV/CAP05:

Peri-operative chemotherapy outcomes may be 

improved by adding IO/anti-angiogenic agents
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