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Massimo Cirillo

Carcinoma dell’esofago e della giunzione 

gastroesofagea

Terapia adiuvante e terapia della fase 

metastatica



Terapia adiuvante

chirurgia

Radioterapia Chemioterapia

Radioterapia-Chemioterapia

Risultati discordanti

Pochi studi prospettici randomizzati

Casistiche eterogenee (istologia e sede) 

Carcinoma squamocellulare:    esofago toracico/cervicale

AdenoCarcinoma:   esofago inferiore e giunto gastroesofageo



J Thorac Oncol 2010

SCC

mOS 18 m vs 12m

Stadio III

mOS 19 m vs 15 m



AC

mOS 20 m vs 15 m



945 pz N+ (46%)

1715 pz

1277 C/438 C+ RT

Ann Thorac Surg 2010



Stadio I-II 

N0 - N+ 1/2 N+ > 2

Stadio III 



- Gli studi randomizzati fanno riferimento al solo istotipo squamoso, no 

dati su Adenocarcinoma

- Non vantaggi  in OS negli studi prospettici 

- Vantaggi in OS solo in studi retrospettivi e comunque in sottogruppi a 

rischio (N3) ma non in studi randomizzati prospettici

Chemioterapia



Chemioterapia +  Radioterapia

Neoplasie del giunto GE rappresentano solo 

il 20% della casistica

Resezione chirurgica subottimale

(54%D0; 36% D1) 



CALGB 80101

CALGB 80101: Study Schema
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5-FU/LV

X1

5-FU/LV

X2

5-FU IVCI

RT

ECF

X1

ECF

X2

5-FU IVCI

RT

Multicenter Pilot Study of Adjuvant Chemoradiation After 

Resection of Gastric or GE Junction Adenocarcinoma

- Fuchs CS et al ASCO 2011 -

280 pts in group A

266 pts in group B

GEJ Adenocarcinoma   26% 



CALGB 80101

Arm Median OS* 3-year OS 5-year OS Hazard Ratio (95% CI)

5-FU/LV 36.6 mos 50% 41%

ECF 37.8 mos 52% 44% 1.03 (0.80-1.34)

*P, log rank = 0.80

CALGB 80101

Overall Survival by Treatment Arm
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CALGB 80101

Arm Median DFS 3-yr DFS 5-yr DFS Hazard Ratio (95% CI)

5-FU/LV 30.1 mos 46% 35%

ECF 28.2 mos* 47% 38% 1.00 (0.79-1.27)

*P, log rank = 0.99

CALGB 80101

Disease-Free Survival by Treatment Arm

0 1 2 3 4 5 6 7

Years from Study Entry

0.
0

0.
2

0.
4

0.
6

0.
8

1.
0

Pr
op

or
tio

n 
Su

rv
iv

in
g 

D
is

ea
se

-F
re

e

ECF

5-FU

Disease_Free Survival by Arm



Chemioterapia perioperatoria



Slide 19 Esofago inferiore  14.5%

Giunzione GE 11.5%

Stomaco 74%





5 ys Overal Survival: 38 vs 24%,  HR 0.69;  p .02

5 ys DFS : 34% vs 19%%, HR 0.65; p .003

In the multivariable analysis, the favourable prognostic factor for survival were:

peripoperative chemotherapy and stomach tumor localization

OS DFS

- Ychou et al JCO 2011 -





- Efficacy of post operative treatment has not been

established in randomized trials

- Available evidence for use of post operative 

chemoradiation (only for pts who have not received

preoperative therapy) and perioperative chemotherapy for pts

with adenocarcinoma of distal esophagus or EGJ come from

prospective randomized trials involving pts with Gastric

cancer









malattia localmente avanzata in pz inoperabile 

- Il trattamento combinato RT/CT rappresenta la scelta terapeutica di elezione e si dimostra 

superiore in OS vs sola RT 

(Cooper JS et al Jama 1999; Munro AJ et al Lancet 2004)

- Incrementi di dosaggio della RT (> 50.4 Gy) non hanno determinato vantaggi in OS (Minsky

BD et al J Clin Oncol 2004)

- La combinazione RT/CT concomitante si è dimostrata maggiormente efficace della CT 

seguita da RT 

(Roussel A et al J Clin Oncol 1994; Slabber CF et al Am J Clin Oncol 1994)

- La CT di induzione seguita da combinazione RT/CT aumenta il rischio di polmoniti e danno 

da RT

(Wang S et al J Thorac Oncol 2008)

- Regimi con FU concomitante a RT forniscono risultati migliori vs regimi non contenenti FU

(Ajani JA et al J Clin Oncol 2008)

-Esperiemze recenti sostengono l’utilizzo di Carboplatino + Paclitaxel concomitante alla RT

(Meerntens et al J Clin Oncol 2010) 



- Lancet Oncol 2014 -



Malattia metastatica 



Chemioterapia nella malattia metastatica

- Fluorouracile

- Cisplatino

- Carboplatino

- Irinotecan

- Oxaliplatino

- Capecitabine

- Regimi di combinazione platino/fluoropirimidine hanno rappresentato i 

trattamenti di riferimento negli anni 70/80 con RR 35-40%

- La sopravvivenza resta ancora insoddisfacente con OS a 5 anni di circa il 

20% 

CDDP + FU ic vs CDDP ha determinato aumento di 

OS , aumento di RR ma maggiore tossicità  

(Bleibergh et al. Eur J Cancer 1997)

Irinotecan in associazione a FU sembra essere 

efficace sia in Ia che IIa linea

(Dank et al. Ann Oncol 2008)

FU può essere sostituito con Capecitabine

CDDP può essere sostituito da L-OHP

(Cunningham et al. N Engl J Med 2008)

Oxaliplatino + FU/Capecitabine può esser utilizzato 

sia in Ia che IIa linea

(Al Batran et al. JCO 2088) 



Taxani nella malattia metastatica

- Fluorouracile

- Cisplatino

- Irinotecan

- Oxaliplatino

- Capecitabine

- Docetaxel

- Paclitaxel

PTX in monochemioterapia può essere indicato in pz

“unfit” per CDDP/FU

( Ilson et al Ann Oncol 2007)

Dati  provenienti da studi che includono pazienti affetti da 

Adenocarcinoma gastrico e della giunzione gastro-esofagea. 

Docetaxel nello schema DCF si è dimostrato più 

efficace in OS e TTP rispetto a CDDP + FU

( Van Cutsem et al J Clin Oncol 2006)

DCF si è dimostrato più efficace in OS e OR rispetto 

a ECF e DC

( Roth et al J Clin Oncol 2007)

Variazioni nello schema DCF si sono dimostrati 

equivalenti ma meno tossici

( Shah et al J Clin Oncol 2015; Overman et al 

Cancer 2010)



Target Therapy



Genome Atlas Project: Gene Amplification 

in Esophagogastric Cancer

296 Esophageal/Gastric 
Cancers; 190 CRCs

 Amplified genes in 37% of 
gastroesophageal tumors

– EGFR

– HER2

– MET

– FGFR1-2

– KRAS

 Targetable receptors and 
receptor tyrosine kinases

Dulak AM, et al. Can Res. 2012;72:4383-4393.
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Phase III ToGA: Trastuzumab + Chemo in 

Advanced HER2+ Gastric Cancer

 GEJ 18%    CG 82%

 Primary endpoint: OS

(n = 584)

R

Pts with 

advanced 

gastric cancer 

screened for 

HER2 status

(N = 3803)

Stratified by ECOG PS, 

advanced vs metastatic, gastric vs GEJ, 

measurable disease, capecitabine vs 5-FU

Pts with HER2+ 

advanced 

gastric cancer

(n = 810; 22% of 

successful 

screenings)

5-FU or Capecitabine* + 

Cisplatin 80 mg/m2 q3w x 6 + 

Trastuzumab 6 mg/kg q3w until PD 

(8 mg/kg loading dose)

(n = 294)

5-FU or Capecitabine* + 

Cisplatin 80 mg/m2 q3w x 6 

(n = 290)

Bang YJ, et al. Lancet. 2010;376:687-697.

HER2 +  33.2 % vs 20.9
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Bang YJ, et al. Lancet. 2010;376:687-697.
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Exploratory analysis

Phase III ToGA: OS in Pts With IHC 3+ or 

FISH+ and IHC 2+



Phase III REGARD Trial: BSC ± Ramucirumab

in Met Gastric or GEJ Cancer

 Primary objective: OS

 Secondary endpoints: PFS, 12-wk PFS, ORR, DoR, QoL, safety

Fuchs CS, et al. Lancet. 2014;383:31-39.

Pts with metastatic gastric 

or GEJ adenocarcinoma

progressing on first-line 

platinum- and/or 

fluoropyrimidine- containing 

combination therapy, ECOG 

PS 0-1

(N = 355)

GEJ cancer 25%

Ramucirumab 8 mg/kg IV q2w +

BSC

(n = 238)

BSC + Placebo

(n = 117)

Treatment until 

PD, unacceptable 

toxicity, or death

Stratified by geographic region, weight loss (> vs < 10% 

over 3 mos), location of primary tumor (gastric vs GEJ)



BSC ± Ramucirumab in Metastatic Gastric 

or GEJ Cancer (REGARD): OS
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Ramucirumab Placebo

Pts/events 238/179 117/99

Median, mos 5.2 (4.4-5.7) 3.8 (2.8-4.7)

(95% CI)

6-mo OS, % 42 32

12-mo OS, % 18 11

HR: 0.776 (95% CI: 0.603-0.998; P = .0473)
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Wilke H, et al. Lancet Oncol. 2014;15:1224-1235.

RAINBOW: Second-line Paclitaxel ±

Ramucirumab in Advanced Gastric Cancer

 Randomized, double-blind phase III trial

 Primary endpoint: OS

 Secondary endpoints: PFS, ORR, TTP

Pts with metastatic or locally 

adv unresectable gastric or 

GEJ cancer and progression 

on first-line chemo*

(N = 665)

GEJ cancers 21%

Ramucirumab 8 mg/kg Days 1, 15 +

Paclitaxel 80 mg/m2 Days 1, 8, 15

(n = 330)

Placebo Days 1, 15 +

Paclitaxel 80 mg/m2 Days 1, 8, 15

(n = 335)

Stratified by geographic region, 

measurable vs nonmeasurable disease, 

TTP on first-line therapy (< 6 vs ≥ 6 mos)

Treat until 

PD or 

intolerable 

toxicity

*Platinum agent plus fluoropyrimidine ± anthracycline.

4-wk cycle



2nd-Line Ramucirumab in Advanced 

Gastric Cancer (RAINBOW): OS

Δ mOS = 2.3 mos 

Ram/Pac Placebo/Pac Ram 

Pts/events, n 330/256 335/260 238/199

Median, mos 9.63 (8.48-10.81) 7.38 (6.31-8.38) 5.2 (4.4-5.7)

(95% CI)

6-mo OS, % 72 57 42

12-mo OS, % 40 30 18

HR: 0.807 (95% CI: 0.678-0.962; P = .0169)
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1. Wilke H, et al. Lancet Oncol. 2014;15:1224-1235. 

2. Fuchs CS, et al. Lancet. 2014;383:31-39.

RAINBOW[1] REGARD[2]
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Pts/events, n 330/279 335/296 238/199
Median, mos 4.40 (4.24-5.32) 2.86 (2.79-3.02) 2.1 (1.5-2.7)
(95% CI)
6-mo PFS, % 36 17
12-mo PFS, % 22 10
ORR, % 28 16 P = .0001 3
DCR, % 80 64 P < .0001 49

HR: 0.635 (95% CI: 0.536-0.752; P < .0001)

Second-line Ramucirumab in Adv Gastric 

Cancer (RAINBOW): PFS, Responses

1. Wilke H, et al. Lancet Oncol. 2014;15:1224-1235. 

2. Fuchs CS, et al. Lancet. 2014;383:31-39. 

RAINBOW[1] REGARD[2]



Targeting EGFR pathway

Lancet Oncol 2013

PFS
OS



Lancet Oncol 2013

OS
PFS



Targeting cMET

MetGastric (FOLFOX + ONARTUZUMAB)         Shah et al  J Clin Oncol 2015

Nessun impatto in OS, PFS, RR

Forse vantaggi in pz non asiatici

RILOMET (ECX + RILOTUMUMAB)               Iveson et al   Lancet Oncol 2014

GEJ  20%

Vantaggio significativo in PFS,  no vantaggi in OS ed aumento tossicità 

In futuro ?

- anti PDL-1:   Pemprolizumab

- PARP inibitori:  Olaparib + Taxani



THANK YOU !

Ospedale  Sacro Cuore-Don Calabria, Negrar (VR)

Presidio Ospedaliero Accreditato- Regione Veneto



Targeting EGFR pathway

Targeting HER 2: TRASTUZUMAB

TOGA trial: incremento significativo in OS, PFS, OR

GEJ 18%

Doppia inibizione: LAPATINIB

Targeting EGFR: 

PANITUMUMAB (REAL 3 trial): decremento significativo in OS e PFS  GEJ 70%

CETUXIMAB (EXPAND trial): incremento n.s. in PFS, OS/OR sovrapponibili  GEJ 17%

TRIO 013-LOGiC trial: incremento n.s. in OS, vantaggio in PFS, OR

Vantaggio significativo in OS nei pz asiatici ed età < 60 anni

GEJ 12%



Targeting VEGF

AVAGAST: CDDP + Capecitabine + BEVACIZUMAB

GEJ  14 %

incremento n.s. in OS, incremento significativo in PFS, OR

incremento significativo in OS nei pz non asiatici con alto VEGF-A e bassa NLP1

APATINIB (Doppia inibizione: TKI + VEGF2)

REGARD  (RAMUCIRUMAB vs BSC)  GEJ  25%

RAINBOW (Paclitaxel + RAMUCIRUMAB)  GEJ  21%

168 pz trattati in 1 linea  (esofago 47% - GEJ 29%)

No vantaggi in PFS e OS

circa 45% carcinoma esofageo

Vantaggio significativo in OS, PFS, (OR in RAINBOW)

267 pz trattati > IIa linea GEJ 22%

incremento significativo in OS e PFS

267 pz asiatici  con 35% > 2 linee di CT

FOLFOX  + RAMUCIRUMAB   GEJ 75%



Poche esperienze riferite agli anni ‘90 

Dati riferiti al solo istotipo squamoso, no dati su 

Adenocarcinoma

Riduzione delle recidive locali e linfonodali ma senza aumento 

della sopravvivenza

Radioterapia





CALGB 80101

Male
Female

Age ≥ 60

Age < 60

GE jxn

Proximal

Distal

T 1/2

T 3/4

0 pos nodes

1-3 pos nodes

≥ 4 pos nodes

PS 0
PS 1-2

< 7 nodes exam
7-14 nodes exam
≥ 15 nodes exam

Favors ECF Favors 5-FU/LV

HRs (95% CI) for Mortality According to Baseline Characteristics



Ann Thorac Surg 2003

N-N+

5ysOS 29% vs 14%



Stadio III

5ysOS 35% vs 13%



Cisplatin or Carboplatin?

Presented By Barbara Burtness at 2014 ASCO Annual Meeting



CALGB 80101

CALGB 80101 INT 0116

5-FU/LV ECF 5-FU/RT Control

Median OS

(mos)
37 38 36 27

CALGB 80101 and INT 0116

Overall Survival by Treatment



Pts with HER2-amplified locally 

advanced, unresectable, or 

metastatic gastric, esophageal, or 

GEJ cancer

(N = 545)

GEJ  12%

CapeOx* + Lapatinib 1250 mg QD

21-day cycles

CapeOx* + Placebo

Hecht J, et al. J Clin Oncol. 2015

Phase III LOGiC: CapeOx ± Lapatinib in 

HER2+ Advanced Gastric Cancer

 Primary endpoint: OS

 Secondary endpoints: PFS, ORR, DoR, CBR, safety/toxicity, QoL, 
molecular and pharmacogenetics analyses

*Day 1: oxaliplatin 130 mg/m2, Days 2-14: 

capecitabine 850 mg/m2 BID.

Stratified by prior neo/adjuvant therapy, region 

(Asia vs North America vs rest of the world)



CapeOx + L 

CapeOx + P
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CapeOx + L

(n = 249)

CapeOx + P

(n = 238)

Median OS, Mos (95% CI) 12.2 (10.6-14.2) 10.5 (9.0-11.3)

HR (95% CI) 0.91 (0.73-1.12) P = .3492

ITT analysis HR: 0.91

CapeOx ± Lapatinib in HER2+ Advanced 

Gastric Cancer (LOGiC): OS

Hecht J, et al. J Clin Oncol. 2015

Pts at Risk, n
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mOS 16 mos vs 26 mos

p 0.014 



Rad Oncol 2013

Studio retrospettivo su 725 pz (2001/09)

- 476 pz solo Chirurgia

- 258 Chirurgia + Radioterapia

- 167/258 Chirurgia + RT + CHT

Alla analisi multivariata vantaggio

significativo nei pz:

-T3/T4

-N2/N3

Non significativo 

- aggiunta di CT alla RT

- età

- grading

mOS 29 m vs 23 m

3ysOS  43% vs 36%



INTEGRATE: A randomized, phase II, double-blind, placebo-controlled study of regorafenib in refractory advanced oesophagogastric cancer (AOGC): A study by the Australasian 

Gastrointestinal Trials Group (AGITG)<br />Final overall and subgroup results

Presented By Nick Pavlakis at 2015 ASCO Annual Meeting



Slide 9

Presented By Nick Pavlakis at 2015 ASCO Annual Meeting



Primary endpoint: Progression-Free Survival (PFS)

Presented By Nick Pavlakis at 2015 ASCO Annual Meeting



Secondary endpoint: Overall Survival (OS)

Presented By Nick Pavlakis at 2015 ASCO Annual Meeting



Carcinoma squamocellulare

AdenoCarcinoma

Chemioterapia + Radioterapia consigliata se interventi R1/R2 e non eseguito

trattamento pre-operatorio

Se già eseguito trattamento pre-operatorio nei pz in R1 può essere proposto

follow up

Chemioterapia + Radioterapia consigliata nei pz T3/T4 e T1/T2 se N+

Consigliata anche in T2N0 se G3, LVI, PNI, età < 50 anni)

Consigliata se interventi R1/R2

Nei pz T3/T4 N0 può esser proposto follow up

se il pz ha eseguito una CT preoperatoria questa va proposta anche se N0 e 

chirurgia R0



J Clin Oncol 2003



Analisi retrospettiva su 349 pz N+ sottoposti a chirurgia con CSC

A) Chirurgia  143 pts B) chemioterapia  52 pts C) RT 154 pts

- 3ys OS:   A) 47.7%      B)  59%    C: 44

Analisi multivariata significativa per chemioterapia adiuvante e pz N2/N3



Ann Surg Oncol 2012

330 pts

carcinoma squamocellulare

Stadio II/III (escluso T4)

Chirurgia seguita da CDDP+FU x 2

CDDP+FU x 2 seguita da Chirurgia



5 ys PFS: 39% vs 44%  p 0.22 5 ys OS: 43% vs 55%  p 0.04 



Poche esperienze con studi prospettici riferite agli anni ’90

Dati a favore retrospettivi e ricavati da casistiche eterogenee 

con prevalenza di istotipo squamoso

No dati su Adenocarcinoma

Riduzione delle recidive locali ma senza significativo aumento 

della sopravvivenza tranne in alcune analisi retrospettive per 

specifici sottogruppi

Radioterapia



clinicaloptions.com/oncology

CCO Independent Coverage of the 2015 Gastrointestinal Cancers SymposiumPhase III Study: RT ± Cisplatin/5-FU for 

Dysphagia in Adv Esophageal Cancer

 Primary endpoint: relief of dysphagia at Wks 9-13

Pts with 

advanced 

esophageal 

cancer and 

dysphagia

(N = 220)

Radiotherapy
35 Gy in 15 fractions*

or 30 Gy in 10 fractions†

(n = 109)

Radiotherapy +
Cisplatin 80 mg/m2 IV on Day 1

or 20 mg/m2 on Days 1-4 +
5-Fluorouracil 800 mg/m2/day (Days 1-4)

(n = 111)

*Australia and New Zealand.
†Canada and United Kingdom.

Penniment MG, et al. ASCO GI 2015. Abstract 06.



clinicaloptions.com/oncology

CCO Independent Coverage of the 2015 Gastrointestinal Cancers SymposiumRT ± Cisplatin/5-FU in Adv Esophageal 

Cancer (Phase III): Results & Conclusions

 No difference in dysphagia, 
PFS, OS, quality of life 
between treatment arms

 Median survival 

– RT: 203 days 

– RT + cisplatin/5-FU: 
210 days 

 Significantly increased 
toxicity with RT + cisplatin/
5-FU including nausea 
(P < .01) and vomiting 
(P < .01)

Penniment MG, et al. ASCO GI 2015. Abstract 06.

Response, 

%

RT

(n = 109)

RT + 

Cisplatin/

5-FU

(n = 111)

P

Value

Pts

achieving 

response

68 74 .34

Maintained 

response 

at Wk 13

42 47 .43

 RT alone remains the 
standard of care for palliation 
of dysphagia in pts with 
esophageal cancer


