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Gastric cancer is the fourth most common cancer and the second leading cause of cancer death 

worldwide.1 Highest incidence rates are found in Eastern Asia, Eastern Europe, and South America 

and the lowest rates are in North America and most parts of Africa. In Korea and Japan, gastric can- 

cer is still most prevalent malignancy, and although the proportion of early gastric cancer has incre- 

ased as a result of the nationwide surveillance, the prognosis of advanced cancer is still poor. Surgi- 

cal removal with enough resection margin and proper perigastric lymphadenectomy is the only treat- 

ment option to enhance the survival rate. Recently much efforts has been made in the treatment of 

this condition. The phase III CLASSIC study2 with XELOX and ACTS-GC study3 with S-1 led to adju- 

vant chemotherapy become the standard of care for resected gastric cancer patients in Asia. Howe- 

ver applicable patients for these two regimens confined to relatively less advanced cancer. Patients 

with bulky tumors or extensive lymph node metastasis needs more applicable treatment modality. 

Neoadjuvant chemotherapy (NAC) was first applied in gastric cancer by Wilke et al in 1989.4 Later 

NAC was performed under the theoretical basis of increase of likelihood of curative resection by 

downstaging the tumor, elimination of micrometastasis, rapid improvement of tumor-related symp- 

toms, and determination of whether the tumor is sensitive to the drug.5 Recently some meta-analy 

ses have been conducted, however, the efficacy of NAC is still controversial. This review will focus 

on the surgeon’s view by touching these theoretical benefit of NAC. 

Benefit 1; Downsizing or downstaging

Advanced gastric cancer with bulky tumors, even though resectable, frequently require a two-field 

transthoracic and transabdominal approach or multi-organ resection, which will be associated with 

increased morbidity. A meta-analysis described that the rate of T0-T2 was higher for NAC group than 

control group, suggesting that NAC has a significant down-staging effect of gastric cancer.6
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Benefit 2; R0 resection

An adequate resection includes negative (R0) margins, an omentectomy, and an adequate lympha- 

denectomy. Despite many series showing a better survival for R0 resections, the rate of positive mar- 

gins has been reported as high as 20%.7 The R0 resection was higher for NAC group than it for cont- 

rol group (OR 1.38 (1.08-1.78), p=0.01).6

Benefit 3; Morbidity

Surgeons worry about increased morbidity after NAC because of adhesion and fibrosis by tumor 

necrosis. However, RCTs reported postoperative morbidity and mortality did not showed any signifi- 

cant difference between two groups.6 

Benefit 4; Survival

RCTs reported that the NAC group had a marginal survival benefit compared to the control group 

with an OR of 1.32 (95%CI: 1.07-1.64, p=0.01). Three year progression free survival rate was also hig- 

her for NAC group than for control group, with an OR of 1.85 (95% CI: 1.39-2.46, p<0.001).6

It needs further prospective multicenter RCTs to define the clinical benefits of NAC and the most 

effective strategies for gastric cancer. There are a number of currently recruiting studies that may help 

to clarify the optimal treatment strategy for gastric cancer patients. Among these, the phase III Che- 

moradiotherapy after Induction Chemotherapy of Cancer in the Stomach (CRITICS) trial (Clinical Trials. 

gov NCT0040786), MAGIC versus CROSS trial (ClinicalTrials.gov NCT01726452), and PRODIGY trial 

(ClinicalTrials.gov NCT01515748) are outstanding trials and will hopefully answer the question as to 

whether NAC will improve patient’s survival. 

R0 resection with D2 lymphadenectomy has been considered the mainstay therapy for the patients 

with resectable advanced gastric cancer. While optimally resected patients clearly benefit from adju- 

vant chemotherapy with S1 or XELOX in Asia, this approach has not been proven in patients in Wes- 

tern population undergoing D1 dissection. However, as most gastric cancer recur systemically, NAC 

may be beneficial for improvement of the survival helping surgical resectability with downstaging. 

Further prospective multicenter RCTs to define the clinical benefits of NAC are needed.
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