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Gastroesophageal Cancer: Treatment Overview
 Surgery is primary treatment for medically fit, resectable cases[1]

 For advanced disease, treatment may include perioperative chemotherapy or preoperative chemoradiation

 Postoperative treatment options 

– Chemoradiation (fluoropyrimidine-based or capecitabine) 

– Palliative chemotherapy or best supportive care

 Recurrent or metastatic disease

– Chemotherapy

– Palliative chemotherapy, clinical trial, or best supportive care

 Significant need exists for deeper understanding of tumor subtypes, biomarkers for treatment response[2]

1. NCCN. Clinical practice guidelines in oncology: gastric cancer, v2. 2011. 
2. Power DG, et al. Cancer Treat Rev. 2010;36:384-392.
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Esophageal Cancer
• Squamous vs. AdenoCA?
• Semin Radiat Oncol. 2007;17(1):38. 
• The localization of AC is in 94% below the tracheal bifurcation, 

whereas SCC has contact to the tracheal bronchial tree in 75%. 
• SCC shows an earlier lymphatic spread and a worse prognosis 

compared to AC. 
• This has led some authors to suggest AC does not require radiation in 

induction, but there is no clear data to support this. 
• A major area where data are lacking is nonsurgical management for 

adenocarcinomas.



Versus RT alone? 
• RTOG 85-01 – RT alone versus concurrent chemoradiotherapy (two 

cycles of infusional FU [1000 mg/m2 per day, days 1 to 4, weeks 1 and 
5] plus cisplatin [75 mg/m2 day 1 of weeks 1 and 5] and RT [50 Gy in 
25 fractions over five weeks]). Surgery was not part of the treatment 
schema.

• Analysis showed a significant survival advantage for 
chemoradiotherapy (five-year survival 27 versus 0 percent) However, 
despite this benefit, 46 percent of patients in the chemoradiotherapy 
group had locally recurrent or persistent disease in the esophagus at 
12 months. 

• As a result of this trial, definitive chemoradiotherapy became the 
standard of care for patients with inoperable disease 

https://www.uptodate.com/contents/cisplatin-drug-information?search=esophageal+cancer&topicRef=2478&source=see_link


Versus surgery alone? 
• CALGB 9781 – CDDP+FU+ RT versus surgery. Five-year survival was 39 versus 16 percent 

in favor of trimodality therapy, although the difference was not statistically significant.
• ●NEOCRTEC5010 trial –RT concurrent with vinorelbine plus cisplatin or surgery alone. At 

surgery, the pCR rate was 43 percent in those receiving chemoradiotherapy. Compared 
with surgery alone, patients receiving neoadjuvant chemoradiotherapy had a higher R0 
resection rate (98 versus 91 percent), better overall median survival (100 versus 66.5 
months), better three-year overall survival (69 versus 59 percent), and longer median 
disease-free survival. The incidence of postoperative complications was similar between 
the two groups.

• CROSS trial –Preoperative chemoradiotherapy using 
weekly paclitaxel 50 mg/m2 plus carboplatin [AUC] of 2) plus concurrent RT or surgery 
alone. The microscopically complete (R0) resection rate was higher with 
chemoradiotherapy (92 versus 69 percent), and 29 percent of those treated with 
chemoradiotherapy had a pathologic complete response (pCR). At a median follow-up of 
32 months, median overall survival was significantly better with preoperative 
chemoradiotherapy (HR for death 0.657, 95% CI 0.495-0.871, three-year survival rate 58 
versus 44 percent). The survival benefit persisted with longer (median 84-month) follow-
up (five-year survival 47 versus 33 percent, HR for death 0.67, 95% CI 0.51-0.87).



Is Surgery needed?
• A Cochrane analysis concluded:
• ●There was high-quality evidence that the addition of 

esophagectomy had no significant impact on survival (HR 0.99, 95% CI 
0.79-1.24).

• ●There was moderate-quality evidence that the addition of 
esophagectomy improved freedom from locoregional relapse (HR 
0.55, 95% CI 0.39-0.76)

• ●Given that 93 percent of the patients enrolled in these trials had 
SCC, it cannot be determined whether these results can be applied to 
the treatment of adenocarcinomas or to individuals with a poor 
response to chemoradiotherapy.



Is RT needed? 

• In contrast to the data on concurrent chemoradiotherapy, at least 
three trials comparing sequentially administered chemotherapy and 
RT followed by surgery with surgery alone have failed to show any 
survival advantage to combined modality therapy
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RTOG 1010: Neoadjuvant Phase III Trial in 
Esophageal/GEJ Adenocarcinoma

 Primary endpoint: DFS (15 → 27 mos; HR: 0.56)

Patients with 
confirmed HER2-
overexpressing 

esophageal or GEJ 
adenocarcinoma

(Planned N = 160)

Radiation (50.4 Gy) + 
Paclitaxel + 

Carboplatin + 
Trastuzumab

Radiation (50.4 Gy) + 
Paclitaxel + 
Carboplatin

Stratified by presence of adenopathy 
and involved celiac nodes

Surgery 5-8 
wks after 
radiation 

completion

Surgery 5-8 
wks after 
radiation 

completion

Maintenance 
Trastuzumab 

q3w x 13

Principal investigator: H. Safran, Providence, RI. ClinicalTrials.gov. NCT01196390.

Presenter
Presentation Notes
DFS, disease-free survival; GEJ, gastroesophageal junction; HR, hazard ratio; RTOG, Radiation Therapy Oncology Group.
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Gastric Cancer

 Surgical cure rates are high with lesions limited to the mucosa or submucosa (ie, T1)

 However, for patients with stage II or higher, 5-yr survival remains poor

 Patients increasingly presenting with T1 N0 disease, but proportion remains low

 40% to 50% of patients will present with unresectable disease

 Overall 5-yr survival remains low

 This is a bad disease

– After surgery, chances of long-term survival for most patients remains < 50%. Can we do 
better??
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Gastric INT 116: Postoperative Chemoradiotherapy vs 
Surgery Alone

 20% were GEJ tumors

– Similar survival benefit in 
this subset
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70

HR: 0.82 (95% CI: 0.76-0.90; P < .001)

GASTRIC Group, et al. JAMA. 2010;303:1729-1737.

Meta-analysis: Surgery vs Surgery + Any Adj CT in 
Resectable GC

 Survival benefit for addition of chemotherapy
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Chemotherapy in Resectable Gastric Cancer

 Addition of pre/peri/postsurgery chemotherapy consistently demonstrates 
benefit vs surgery alone

Study Regimens Primary 
Endpoint

Primary Endpoint 
Results

P Value

CLASSIC[1] Surgery vs surgery + 
adjuvant 

capecitabine/oxaliplatin
3-yr DFS 59% vs 74% < .0001

MAGIC[2] Surgery vs surgery + 
periop ECF 5-yr OS 23% vs 36% .009

Sakuramoto 
et al[3]

Surgery vs surgery + 
adjuvant S-1 3-yr OS 70% vs 80% .003

1. Bang YJ, et al. Lancet. 2012;379:315-321. 2. Cunningham D, et al. N Engl J Med. 2006;355:11-20. 
3. Sakuramoto S, et al. N Engl J Med. 2007;357:1810-1820.
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Chemotherapy in Resectable Gastric Cancer

 However, resounding lack of progress in improving patient outcomes with any 
specific CT/CRT regimen vs any other chemotherapy regimen 

1. Fuchs CS, et al. ASCO 2011. Abstract 4003. 2. Lee J, et al. J Clin Oncol. 2012;30:268-273.

Study Regimens Primary 
Endpoint

Primary
Endpoint
Results

P Value

CALGB 
80101[1]

Postop 5-FU/LV CRT 
vs ECF CRT OS 37 vs 38 mos .80

ARTIST[2] Postop CT vs CRT 
(capecitabine/cisplatin) 3-yr DFS 74% vs 78% .086



RT yes or no? 
• ●ARTIST trial – In one of the largest trials, the Adjuvant Chemoradiation Therapy in Stomach Cancer trial: six 

courses of postoperative capecitabine plus cisplatin or two courses of postoperative capecitabine plus 
cisplatin followed by chemoradiotherapy (45 Gy RT with concurrent capecitabine [825 mg/m2 twice daily]) 
and two additional courses of capecitabine plus cisplatin .

• Aa median follow-up of 84 months, three-year DFS was not significantly better in patients who received 
combined modality therapy (HR 0.74), although an unplanned subset analysis did indicate a significantly 
better DFS with chemoradiotherapy in those with node-positive disease (three-year DFS 76 versus 72 
percent, p = 0.004) Overall survival was not significantly different (HR 1.13). 

• ●Dutch CRITICS trial –induction chemotherapy (three courses 
of epirubicin, cisplatin/oxaliplatin, and capecitabine) followed by surgery and randomization to 
postoperative chemotherapy (three cycles of the same regimen) or chemoradiotherapy (45 Gy in 25 
fractions with weekly cisplatin and daily capecitabine). At a median follow-up of 61 months, there were no 
significant differences in five-year overall survival or progression-free survival; local recurrence rates were 15 
versus 11 percent. (NOTE all patients received chemotherapy)

• ●The only trial to show a significant survival benefit for the addition of RT randomly assigned 68 patients 
undergoing complete resection with a D1 or D2 lymph node dissection for previously untreated gastric 
cancer to chemoradiotherapy (administered according to the INT 0116 trial but using intensity-modulated 
RT) or chemotherapy alone (five cycles of FU 425 mg/m2 per day and LV calcium 25 mg/m2 per day, given 
five days in a row once monthly). The three-year DFS rate was significantly higher in the chemoradiotherapy 
group (56 versus 29 percent), as was overall survival (68 versus 44 percent).

• However, the chemotherapy in this study may have been suboptimal.  

https://www.uptodate.com/contents/epirubicin-drug-information?search=gastric+cancer&topicRef=2523&source=see_link
https://www.uptodate.com/contents/cisplatin-drug-information?search=gastric+cancer&topicRef=2523&source=see_link
https://www.uptodate.com/contents/oxaliplatin-drug-information?search=gastric+cancer&topicRef=2523&source=see_link
https://www.uptodate.com/contents/capecitabine-drug-information?search=gastric+cancer&topicRef=2523&source=see_link












Questions?
Thank you for your attention!!
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