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We appreciate the authors very much for their interest in our article “Prognostic
factors and the role of adjuvant chemotherapy in pathological node-negative T3 gastric
cancer” [1]. We also greatly agree with their comments that to identify clinical and molecular
predictive and prognostic factors in patients at high risk of recurrence who could benefit
from the adjuvant chemotherapy is important [2]. The patients enrolled during 1994 and
2020 in our study did not receive neoadjuvant chemotherapy [1]. In this regard, recent
randomized controlled studies recruiting resectable advanced gastric cancer have indicated
that neoadjuvant chemotherapy (NAC) downstages the tumor and increases pathological
complete response rate, with significantly longer progression-free survival in the NAC
group [3,4]. However, the overall survival did not differ between the NAC group and the
up-front surgery plus adjuvant chemotherapy group [3], which might, in part, be explained
by the inadequate density of adjuvant treatments. Furthermore, overestimating disease
severity based on imaging studies in the NAC setting may recruit patients with early-stage
lesions who do not need chemotherapy.

Studies have shown that adjuvant chemotherapy prolonged overall survival in pa-
tients with stage II–III gastric cancer [5]. However, some patients did not undergo adju-
vant chemotherapy under several considerations, including poor performance status after
surgery, old age, concerns of chemotherapy-related side effects, and the limited benefits by
chemotherapy. The role of chemotherapy in the survival node-negative T3 gastric cancer
remains unclear. There is no global consensus about adjuvant treatment plans for the
subgroup patients [6–8]. To fully clarify the issue, a large-scale randomized trial is needed.

Adequate lymphadenectomy is essential to confirm the nodal status and to stage the
tumor correctly as a guide for postoperative plans for gastric cancer. Our previous study
showed that the group with retrieval of lymph node > 25 exhibited the most favorable
overall survival, in particular with stage II disease [9]. Furthermore, the lymph node
ratio was the most important independent prognostic factor in the group with retrieved
lymph node > 25 [9]. We have also investigated the prognostic significance of the number
of retrieved (examined) lymph nodes in node-negative gastric cancer [10]. The results
indicated that there was no survival benefit of retrieving ≥ 15 lymph nodes in T1 gastric
cancer. In contrast, patients with T2–T4 lesions undergoing extensive lymphadenectomy
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with >25 retrieved lymph nodes had significantly prolonged overall survival and had
lower locoregional recurrence rates than those with <25. Therefore, for node-negative
T2–T4 gastric cancer patients with poor prognostic factors and <25 retrieved lymph nodes,
adjuvant treatments, including chemotherapy and/or radiotherapy, should be considered
to eradicate possible micrometastases and residual cancer cells in the locoregional nodes.

Theoretically, tailored treatment strategies should be adopted for gastric cancer pa-
tients in the era of precision medicine. However, the cost of genetic tests and the availability
of molecular exams are the main barrier in the routine daily practice of managing gastric
cancer. In the near future, with easily available facilities and convenient access to modern
testing tools, we hope gastric cancer patients can be managed and/or treated precisely,
based on precision medicine, to improve their outcomes and quality of life.
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