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OVERVIEW

Trattamento locoregionale: chirurgia e linfadenectomia
standard vs radioterapia

Chemioterapia: quale  schema e quanti farmaci

Caratterizzazione biologica del tumore: marcatori molecolari

Selezione dei pazienti: minimal residual disease



THERAPY EVOLUTION IN OPERABLE GC

2006
MAGIC 

ECF x 3 –Surgery – ECF x 3
vs Surgery

2019
FLOT4/AIO

FLOT x 4 – Surgery – FLOT x 4
Vs ECX x 3 –Surgery – ECX x 3

Cunningham et al, NEJM, 2006
Pignon et al, JAMA, 2010
Al-Batran et al, Lancet, 2019

2010

GASTRIC 
Group

Meta-analysis

5-YR OS
SURG:  49.6%
ADJUV: 55.3%

Δ: 5.7%

Δ: 13%
5-YR OS
SURG: 23%
PERIOP: 36%

Δ: 9%
Estimate 5-YR OS
ECF:  36%
FLOT: 45%



OPERABLE 
GASTRIC 
CANCER

1.Pignon et al, JAMA, 2010
2.Sakuramoto et al, NEJM, 2007

3.Bang et al, Lancet, 2012

Δ +22% in 5-yrOS 

PERIOPERATIVE TREATMENT 

ADJUVANT  TREATMENT 

Δ +5.71%- 11%2-9%3 in 5-yrOS 



COMINCIO’ 
COSI’…………

(The Gastric Collaboration, JAMA, 2010)



IL 
CONTRIBUTO 

ITALIANO

Autore Bajetta, 
2002

Cascinu,
2007

Di Costanzo, 
2008

De Vita, 
2007

Stadio T3-4/N+ T3-4/N+ T3-4/N+ I-IIIB

N. Pz 137/137 196/201 128/130 112/113

Tratt
sperimentale EAP→FU/LV PELFwk PELF ELFE

controllo Follow-up FU/LV Follow-up Follow-up

Local: III 
sup/medio,inf 18%/72% 30%/70% 8%/82% 13%/87%

HR 0.93 0.95 0.90 0.91

5-y OS controllo 49% 50% 48.7% 43.5%



ADJUVANT CHEMORADIATION ….. REDUCES LOCAL FAILURE

Following
D0/1 dissection

Following
D2 dissection

Macdonald, NEJM 2010

(Lee J, JCO 2012)



Favour XPRT Favour XP

(J Clin Oncol 2015)

ARTIST 2:  GC N+, D2 dissection

R

S-1 for  12 months

SOX for  2→S-1+RT→ SOX for 4 

S-1 and oxaliplatin (SOX) for 6 months

(Hoon Park, JCO 2018)



ARTIST 2: Primary Endpoint

(Hoon Park at  ASCO 2019)



ARTIST 2 Subgroup Analysis of DFS

(Hoon Park at  ASCO 2019)

ARTIST 2: Subgroup Analysis of DFS

SOX/SOXRT  was effective in 

prolonging DFS when compared S-1

No additional benefit with 
chemoradiotherapy



CRITICS: NO DIFFERENCE IN OS HAS BEEN OBSERVED  

(Cats , Lancet Oncol 2018)



ADJUVANT CHEMOTHERAPY IN ASIA ……STANDARD CARE

5-Year Overall Survival (%)
Surgery 69%
Adjuv CAPOX  78%
HR 0·66 (95% CI 0·51–0·85; p=0·0015

(1JCO 2011;2Lancet Oncol 2014)

CLASSIC2ACTS-GC1



ADJUVANT …….NEGATIVE PHASE III TRIALS 

SAMIT:   Sequential adjuvant chemotherapy did not improve DFS 

3YR DFS
Monotherapy 54%
Sequential therapy 57.2%
HR:0.92 p=0.273

T4a/b GC D2 dissection

R

UFT alone
n.374

S1 alone
n.374

Paclitaxel then UFT
n.374

Paclitaxel then S1
n.373

(Tsuburaya A, Lancet Oncol 2014)



ADJUVANT …….NEGATIVE PHASE III TRIALS 

ITACA-S:   Intensification of chemotherapy did not improve DFS or OS  

5 yr OS
5FU/LV                       50.6%
Sequential therapy 51%

HR 0.98 p=0.865

T3-4/N+ GC > D1 dissection

R

de Gramont x 9
n.538 

FOLFIRI x4->CDDP/DXTx 3
n.562

(Bajetta, Ann Oncol 2014)



PRODIGY STUDY :       TOMORROW  NEW STANDARD CARE IN ASIA? 

(Kang from ESMO2019)



PRODIGY STUDY: POST-OPERATIVE PATHOLOGY

(Kang from ESMO2019)



FAS:Full analysis set

PRODIGY STUDY: results and subgroup analysis

Δ +6% in 3-yrPFS 

(Kang from ESMO2019)



RESOLVE STUDY: STUDY DESIGN

Histologically cT4aN1 
or  cT4bN any gastric or 
GEJ adenocarcinoma  

R

Arm A: D2 surgery-->CAPOX x 8 cycles

Arm B: D2 surgery-->SOX  x 8 cycles

Arm C: SOXx3→D2 surgery-->SOX x 5—S1 x3

340 pz

340 pz

337 pz

Primary endpoint: 3-yr DFS 
Arms C vs A superiority
Arm A vs  B non-inferiority

(Li et al, ESMO 2019)



RESOLVE STUDY: PRIMARY COMPARISON 

Δ:7%



LOOKING FOR BIOMARKERS!



PROGNOSTIC AND PREDICTIVE GENE SEGNATURE IN CLASSIC

Prognostic Predictive

(Cheong et al, Lancet Oncol 2018)



PROGNOSTIC POST-CHEMOTHERAPY 7- GENE SIGNATURE IN MAGIC

(Smyth et al, Ann Oncol , 2018) 

Prognostic gene selection Risk group prognosis in MAGIC
Validation using single sample predictor in 

independent dataset



ITACA-S:   K-M CURVES  ACCORDING TREATMENT ARM

MSI-H vs MSS

HIGH vs LOW 
INFLAMMATORY 

REACTION

PDL-1 <1 vs 
PDL-1  > 1

(Submitted for pubblication)



Smyth et al, JAMA Oncol 2017

PROGNOSTIC-PREDICTIVE ROLE  OF MSI

Choi et al, Ann Surg 2018

CLASSIC trial MAGIC trial

Operable GC H-MSI 
do not benefit from 
perioperative 
chemotherapy

Operated  GC H-MSI 
do not benefit from 
adjuvant 
chemotherapy



N+ about 90%

META-ANALYSIS OF  4 RCTs: PROGNOSTIC ROLE

Disease-free survival Overall survival

(Pietrantonio et al, JCO 2019)



MSI PREDICTIVE ROLE: IMPACT OF CHEMOTHERAPY IN 
MSI-HIGH AND MSS SUBGROUP



Kaplan-Meier curves of disease-free survival

META-ANALYSIS: PREDICTIVE ROLE 

MSI-H GC should not be treated preoperatively if resectable

4 trials MAGIC + CLASSIC







(Maron SB et al CCR,2019; Smyth CCR,2019)

ctDNA IN GASTRIC AND GASTROESOPHAGEAL: PROGNOSTIC, PREDICTIVE OR 
PRELIMINARY? 



SUMMARY

Adjuvant chemotherapy improve survival. Doublet combination (XELOX) should be 
preferred.

Chemoradioterapy benefits patients with limited nodal dissection.

Patients with H-MSI GC have a better prognosis and do not receive benefit from 
adjuvant and perioperative therapy.

Large prospective confIrmatory studies are required before integrating ctDNA assessment.


