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• 4th most common malignant disease ~ 930,000
• 2nd most common cause of cancer-related death worldwide ~700,000
• Falling incidence of distal gastric cancer
• Increasing incidence of proximal gastric cancer
• Wide geographical variation

Gastric cancer: a global disease

www.cancer.gov
Kamangar F et al. J Clin Oncol 2006;24:2137–50
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Gastric cancer stage and survival rates

Stage TNM1
5-year survival 

rates (%)
0 Tis, N0, M0 89
IA T1, N0, M0 78

IB T1, N1, M0 or
T2a/b, N0, M0

58

II T1, N2, M0 or
T2a/b, N1, M0 or

T3, N0, M0

34

IIIA T2a/b, N2, M0 or
T3, N1, M0 or

T4, N0, M0

20

IIIB T3, N2, M0, T1–3, N3, M0, or T4, 
N1–3, M0 or

8

IV any T, any N, M1 0
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Peri-operative treatment in resectable
patients

1. 

Disadvantages

l Risk of disease 
progression during pre-
operative treatment

l Definitive surgery may 
be delayed if significant 
toxicity occurs

l Risk of increased 
peri-operative morbidity
(NOT seen in MAGIC)



























l Adjuvant CT after D2 gastrectomy is standard therapy for resectable advanced GC in Asia. We investigated 
whether added neoadjuvant (NA) CT can further improve outcomes.

l Methods
l 530 pts with newly diagnosed locally advanced gastric or gastroesophageal junction (GEJ) adenocarcinoma 

(cT2,3/N[+]M0 or cT4/N[any]M0, AJCC 7th ed), ECOG PS 0-1, were randomized 1:1 to NA DOS then surgery 
and adjuvant S-1 (CSC; n = 266), or surgery and adjuvant S-1 (SC; n = 264). NA CT was D 50mg/m2 iv and O 
100mg/m2 iv on day 1, S 40mg/m2 twice po on days 1–14 every 3 weeks for 3 cycles. Standard surgery was 
D2 gastrectomy. Adjuvant CT was S 40mg/m2 twice po on days 1–28 every 6 weeks for 8 cycles. Primary 
endpoint: 3-year progression free survival (PFS) 

l Results
l With 46 pts excluded due to ineligibility or consent withdrawal, FAS was 484 pts (238 in CSC, 246 in SC). 

Baseline characteristics were balanced. In CSC arm, 214 pts (90.0%) completed 3 cycles of NA DOS. Main 
≥grade3 toxicities: neutropenia in 12.6%, febrile neutropenia 9.2%, diarrhea in 5.0%, 1 treatment related 
death. 222 CSC (93.3%) and 246 SC (100%) pts underwent surgery. R0 resection rates: 96.4% vs 85.8%, 
p < 0.0001; lower pathologic stage in CSC with pathologic CR 10.4% vs 0%, p < 0.0001. Major surgical 
complication rates: 6.3% vs 8.5% with 1 surgical mortality in CSC arm. 204 CSC pts started adjuvant S-1, 170 
(83.3%) completed 8 cycles; SC arm: 187 started, with completion of 8 cycles in 157 (84.0%). Main ≥grade3 
toxicities: neutropenia (6.4% CSC, 5.4% SC), diarrhea (2.9% CSC, 3.2% SC). With median follow up of 37.4 
months and 37.8% of PFS events, 3-year PFS rate (FAS) was 66.3% for CSC, 60.2% for SC; hazard ratio (HR) 
0.70 (95% CI 0.52–0.95), stratified log-rank p = 0.023. Sensitivity analyses (intent to treat set and landmark 
analysis) confirmed these results.

l Conclusions
l Addition of NA DOS to D2 gastrectomy and adjuvant S-1 led to significant tumour downstaging and 

improved PFS with acceptable safety in PRODIGY study. Neoadjuvant DOS chemotherapy followed by D2 

gastrectomy and adjuvant S-1 should be considered as a treatment option for resectable advanced GC.





l Surgery alone is not sufficient to achieve satisfactory prognosis for locally advanced gastric cancer (LAGC), 
and perioperative therapies have been proposed to improve survival outcome. However, the optimal 
modality and regimen of perioperative chemotherapy are yet to be identified. This study compared the 
efficacy and safety of SOX as perioperative chemotherapy versus SOX or XELOX as postoperative 
chemotherapy after D2 gastrectomy in patients with LAGC.

l Methods
l The RESOLVE Trial is a three-arm, randomized, multicenter, open-label phase III trial. Patients with stage 

cT4a/N+M0 or cT4bNxM0 gastric or gastro-esophageal junction adenocarcinoma were enrolled. All patients 
received standard gastrectomy with D2 lymphadenectomy. Arms A and B respectively received 8 cycles of 
adjuvant XELOX (capecitabine 1000 mg/m2, bid, d1-14, oxaliplatin 130 mg/m2, d1, q3W) or SOX (TS-1: 40-
60 mg bid, d1-14, oxaliplatin: 130 mg/m2 d1, q3W). Arm C received 3 cycles of neoadjuvant SOX and 5 cycles 
of adjuvant SOX followed by 3 cycles of TS-1. The primary endpoint was 3-year disease-free survival rate 
(3yDFS%) in the mITT population.

l Results
l A total of 1094 patients were randomized between 08/2012 and 02/2017, 364/365/365 in arm A/B/C, and 454 

recurrences/deaths were observed by 07/2019. Baseline characteristics were similar between arms (overall, 
male 75.2%; median age 60.0 years; GEJ 36.5%). Peri-operative SOX improved 3yDFS% compared with post-
operative XELOX (3yDFS%, 62.0% in Arm C, 54.8% in Arm A; HR 0.79, 95%CI [0.62-0.99]; p = 0.045). Post-
operative SOX was non-inferior to post-operative XELOX (3yDFS%, 60.3% in Arm B, 54.8% in Arm A; HR 
0.85, 95%CI [0.67-1.07]; p = 0.162). Resection rate was 90.4% in Arm A, 92.7% in Arm B, and 85.5% in Arm C, 
respectively. Thirty-day mortality rate was all 0.9% for Arms A, B and C.

l Conclusions
l Perioperative SOX is superior to post-operative XELOX while post-operative SOX is non-inferior to post-

operative XELOX for LAGC after D2 gastrectomy. It provides the evidence of perioperative SOX in LAGC.





Adjuvant Treatment







SWOG 9008/Intergroup 0116 trial: Phase III trial 
of postoperative adjuvant radiochemotherapy

Observation 
(n=275)

5-FU/LV chemoradiation 
(45 Gy) (n=281)*

Resected stage Ib–IV 
(M0) gastric or GEJ 

adenocarcinoma 
(n=556) 

(<D1 resection 54%; 
D1=36%, D2=10%)

R

* Details of the regimen in the note page
Macdonald, et al. NEJM 2001

l Primary endpoint: OS, RFS

l Secondary endpoints: safety



SWOG 9008/Intergroup 0116 trial: OS

Chemoradiotherapy
Surgery alone

OS

Macdonald, et al. NEJM 2001

l HR for death: 1.35; 95% 
CI: 1.09–1.66; p=0.005

l Median OS: 27 vs 36 
months

l Highly selected 
population (all had R0 
resection and recovered 
from surgery) 
– only 64% completed 

treatment
l Significant treatment-

related toxicity: 
– toxic death (1%)
– grade 3/4 AEs (73%)
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Post-operative chemoradiotherapy is perceived as the standard of care
for resectable gastric cancer in the US





































Take home messege
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