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OUTLINE   

History of HP infection. 
 

Two concept of carcinogenesis. 
 
Morphological classification of Gastric, gastroesophageal junction 

(GEJ) and esophagous.  
 

Multimodality strategies: 
 postoperative CT+/-RT 
 perioperative CT  
 neoadjuvant CT+/-RT 

 
Molecular classification. 
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Proposal of two pathways concept of 
carcinogenesis 

 

(Demicco EC, Mod Pathol,2011; Ruschoff J, Rec Res in Cancer Research 2012) 
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Factors affecting outcomes: East vs West 

1. Tumor characteristics 
2. Host characteristics: 
 pharmacogenetics/pharmacogenomics 
 tumor microenvironment 
3. Treatment and practice pattern 
4. Cultural and political issues  



Drug tolerability and host genetics (pharmacogenetics) 



Different immune signature for different outcome  



Difference in treatment pattern 



Interaction between CT and geographical area 

Gastric Group et Al JAMA 2010 



Study N.Pz Stage* Location Surgery Regimen 5-DFS 
Rate (%) 

5-OS 
Rate 
(%) 
 

Western 

INT-0116 602 IB-IV  
(M0) 

EGJ 20% 
Stomach 80% 

D0:54% 
D1:36% 
D2:10% 

postFL+RT 
vs CTL 

42 vs 25 46 vs 28 

CALGB 
80101 

540 IB-IV  
(M0) 

GEJ 24% 
Stomach 76% 

NA postFL+RT 
vs ECF+RT 

35 vs 38 41 vs 44 

ITACA-S 1100 IB-IIIB EGJ:12% 
Stomach :78% 
 

D1:25% 
D2:75% 

Post FL vs 
FolfiriCDDP
/Txt 

44 vs 44 50 vs 51 

Asian 

ACTS-GC 1056 II-III All stomach D2:100% Post S1 53 vs 65 60 vs 71 

Classic 1035 II-III All stomach D2:100% Post XELOX 53 vs 68 69 vs 78 

ARTIST 458 IB-IV (M0) All stomach D2: 100%  Post XP+RT vs 
XP 

68 vs 71 75 vs 73 

SAMIT 1495 IB-IV (M0) All stomach D2:100% Post S1 vs 
S1Pct 

54 vs 57 55 vs 59 

Comparison of Phase III adjuvant trials 

(*stage bases on AJCC 6th edition) 

Different  interpretation and different treatment guidelines! 



 SAMIT1:1 yr S-1 or UFT after D2 

gastrectomy +/- 3 month of paclitaxel 

 1495 pts 

 No change in 3yrs DFS with taxane 

(57% vs 54%, HR 0.92, p=0.273) or 3 yr 

OS (59% vs 56%, HR 0.93, p=0.342) 

 ITACA-S2: FU/LV cycles vs FOLFIRI x 4 

cycles docetaxel/cisplatin for 3 cycles 

 1106 pts with gastric cancer 

 No change in DFS HR:1 p=0.974 or OS 

HR 0.98  p=0.865 

1Tsuburaya A, Lancet 2014; 2Bajetta, Ann Oncol, 2014 

ADDING  A TAXANE TO ADJUVANT CHEMOTHERAPY : 
FAILED TO IMPROVE OS  IN 2600 PTS 



Pts characteristics: 
 GEJ: 17% 

Surgery: 
 D1  49% 
 D2  38% 

CT:       393 pts 
CT+RT: 395 pts 

Presented at ASCO 2016 



Conclusions: 
No difference in overall survival has been observed 
Median survival are comparable with other studies!!! 
No advice can be given on the preferred adjuvant strategies 
More enphasis on preoperative strategies should be considered 
   
 



Would neoadjuvant chemotherapy (NAC) have alone benefits  for  

operable gastric cancer?  

NAC should be combined to adjuvant chemotherapy (AC) (i.e PC)?  

PC has  more advantages than  AC?   

(DOI:10.101038/serep12850) 

NO 

YES 

YES 



1) The role of Epirubicin  

2) The role of  Taxan  

Conclusion: 
 FLOT  higher rates of pCR than 

ECX(F) 
 The results in line with previous 

NR studies 
 The Phase III will show if pCR 

improvement  will traslate into a 
survival  advantage 



Presented at ASCO2016 



Molecular classification of GC 

Chia N, Ann Oncol, 2016 



Target Drug  Phase Setting Pts Results Reference 

CTLA-4 Tremelimumab 
 
Ipilimumab 

2 
 
2 rand 

II line 
 
Maintenance  

18 
 
143 

1 PR; 4 SD 
 

Ralph, Clin Can Res 2010 
 
ASCO2016 

PD-1￭ Pembrolizumab  1 Different 

lines 

39 ORR 22%; 

OS 11.4 m; PFS 1.9 m 

Bang, ASCO 2015 

PD-L1 Avelumab  
 

1b pretreated 20Jpn ORR15%PFS 11.6w Yamada, ASCO 2015 

Durvalumab 
(MEDI4736) 

1 pretreated 16 ORR 25% Segal, ASCO 2014 

Atezolizumab 1 pretreated 1 1 PR Herbst, ASCO 2013 

Immunotherapy: RESULTS 
 

Alsina M. Targ Oncol Feb, 2016 

￭ pts with PD-L1 staining in stroma or >1%  of tumor cells. Correlation of 
PD-L1 and RR 





Conclusions 

The characterization of oesophageal and gastric cancer into subtype based on  
genotype  has evolved in the last decade. 
 
The molecular landscapes of gastroesophageal cancer provide a  guide to assist 
the development of new drugs and their combination. 
 
Trastuzumab is the only approved treatment for gastroesophageal cancer that 
overespress HER2. 
 
Ramucirumab, anti –VEGFr therapy is the first biological treatment to produce 
survival benefit in an unselected population of pts.  
 
The role of biomarker-driven targeted therapy has been investigated in the 
metastatic and in the perioperative setting. 
 


