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Dear Editor

The three main European Oncologic Societies (ESMO,

ESSO, ESTRO) have recently published the joint Guide-

lines for the Management of Gastric Cancer (GC) [1] that

should drive daily clinical practice in a region where GC is

the sixth commonest cancer diagnosis and the fourth

commonest cause of cancer-related death [2]. The Guide-

lines properly emphasize the role of multidisciplinary

treatment. In particular, preoperative chemotherapy

(PCHT) has been advocated as the preferred pathway for

operable disease with stage[T1N0 [1]. This statement has

been made on the basis of the results of the pivotal MAGIC

and FFCD trials [3, 4]. Considering that early stages at the

presentation are relatively uncommon in Western coun-

tries, the current Guidelines have theoretically expanded

the application of PCHT to the majority of newly diag-

nosed GC. However, such an extended application of

PCHT may give rise to some issues, in particular in patient

selection. The efficacy of PCHT could depend on some

tumour features affecting the grade of response. Tumour

site, grading, and Lauren’s histotype have been proposed as

pre-therapeutic factors associated with response in a ret-

rospective study including 410 patients [5], and signet-ring

cell carcinoma has been reported to be less responsive to

PCHT [6]. A phase II/III trial comparing surgery versus

chemotherapy plus surgery in patients with a signet-ring

cell GC is currently ongoing (NCT01717924) and will be

probably yield clarification on this question. These findings

confirm the importance of identifying reliable criteria in

order to properly select patients for PCHT.

Another point as regards post-operative morbidity after

PCHT is that several studies have proven that gastrectomy

after PCHT is safe in terms of complications [3, 4], and a

recent meta-analysis showed no differences in post-opera-

tive morbidity and mortality rates between patients who did

receive and who did not receive PCHT [7]. On the other

hand, a recent Korean study including 123 patients who

underwent PCHT followed by D2-gastrectomy reported a

higher than expected rate of post-operative complications

of 29.3 % [8]. Similarly, the EORTC phase III trial, pre-

maturely closed due to low patient accrual, reported a

higher rate of post-operative complications in the PCHT

arm than in the control arm (27.1 vs. 16.2 %), although the

difference was not statistically significant [9]. Importantly,

in both studies D2 resection rate was more than 90 %, with

a median number of harvested lymph nodes higher than 31.

Conversely, in the MAGIC trial, a D2 resection was per-

formed in about 40 % of patients, and in the FFCD trial the

median number of retrieved nodes was 19 [3, 4]. These

data may suggest that PCHT may increase surgical mor-

bidity in patients treated with an extended surgical

approach such as a D2-lymphadenectomy.

Adequate surgery still remains the cornerstone in the

treatment of operable GC, and D2-gastrectomy has been

recently accepted as the standard surgical treatment also in

the Western countries, especially in specialised centres [1].

In the MAGIC and FFCD trials, patients were frequently

treated with \D2-lymphadenectomy, whereas a D2-
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lymphadenectomy was performed in 94.2 % of patients in

the EORTC trial [9]. Therefore, the main evidence for the

efficacy of PCHT ensues from a series of patients who

mainly had a ‘‘sub-optimal’’ lymphadenectomy; hence, we

could hypothesize that PCHT could fill the survival gap of

a limited surgery.

In conclusion, PCHT certainly represents a valuable

therapeutic option for GC in Western countries. Expanding

the indications for PCHT seems reasonable, but its overuse

may be detrimental in unselected patients. Improving the

selection of patients for multimodal treatment and not

playing down the importance of an adequate surgery rep-

resents a challenge to be addressed in the future.
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