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I read with great interest the well-written and well-made study by Yi-Fu Chen et al. recently published in the “Journal of Personalized Medicine” [1].



Although surgery is the standard treatment for locally advanced gastric cancer (LAGC), the high rate of post-surgical recurrences is a critical issue for long-term patient survival [2].



For this reason, gastric cancer (GC) still remains one of the most common causes of death due to its malignancy and poor prognosis.



In the past, most researchers asserted in their reviews that adjuvant treatment was not beneficial for prolonging survival after curative surgery [3].



Only since 2010, after large controlled studies, has the survival benefit of adjuvant chemotherapy (AC) been demonstrated, and has it become a standard of care after curative surgery and not an investigational approach.



To date it is unclear if there is a real advantage in N0 categories.



In this study, the authors did not clearly show the percentage of patients who underwent neoadjuvant chemotherapy (NAC). It is fundamental to know this because to date it is doubtful if AC is associated with improved overall survival (OS) in patients with LAGC who underwent NAC and subsequent gastrectomy.



In fact, major studies reported that postoperative chemotherapy is omitted in nearly half of patients because of postoperative complications, poor nutritional status and functional decline, associating survival benefit only with pre-operative treatment.



Lin J.X. et al. [4] demonstrated a significant interaction between Lymph Node Ratio (LNR) and AC in an NAC patient population: the receipt of AC has been associated with improved survival only in patients with an LNR of 9% or greater, probably because patients with a high LNR are at high risk of developing tumor recurrence after radical gastrectomy, and in need of additional AC to eliminate micrometastases.



Another issue to clarify in this paper is the type of lymphadenectomy performed in the resected population: a D2 dissection is essential for reaching an oncologically correct procedure, as the major guidelines recommended.



AC could replace a suboptimal surgery when the surgical procedure is not associated with an adeguate lymphadenectomy, for example, when the lymph node retrieved is less than 16. Indeed, Jin et al. [5] demonstrated in their paper that patients with examined lymph nodes ≤ 15 could be particularly appropriate candidates for AC.



Moreover, I would like to underline the conclusion of the authors emphasizing the existence of different molecular subtypes of gastric cancer that display unique biological behavior and different responsiveness to systemic treatment.



TCGA classification evaluated and developed a prediction model for response to adjuvant chemotherapy showing that the EBV subtype appears to be associated with the best prognosis, MSI and CIN with a moderate prognosis, while GS showed the worst prognosis. When analyzing the molecular GC subtypes with respect to the benefit from AC, patients with CIN subtype showed the greatest benefit, while those with GS received no benefit, and only a moderate benefit was observed among patients with MSI subtype [6].



In addition, ongoing clinical trials are evaluating whether the administration of immune therapy in MSI-H GC in the adjuvant setting could cause a survival benefit.



I believe that the key is to identify clinical and molecular predictive and prognostic factors to select patients at higher risk of recurrence and patients that could receive a benefit from the adjuvant treatment. This would help clinicians to avoid chemotherapy for non-responder patients, avoiding useless toxicity.
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