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Dear Editor,

We thank Dr. Squires for his letter to the editor entitled

‘‘Utility of Intraoperative Margin Assessment by Frozen

Section in Gastric Cancer,’’ which stimulates discussion

around an important clinical question.

Although we revealed that intraoperative margin assessment

by frozen section (FS) was a highly accurate examination, we

could not show the oncologic utility of achieving macroscopic

negative (R0) on permanent section (PS) using intraoperative

margin assessment by FS.1 Squires et al. reported that margin

re-resection for FS-R1 was not associated with improved

relapse-free survival and overall survival compared with the

PS-R1 group.2 In addition, several studies have reported that re-

resection for R1 margin in the setting of pT3–4 or pN2–3 gastric

cancer did not confer any oncologic benefit, because the main

recurrence pattern in patients with positive margin was distant

rather than locoregional.3,4 However, these studies cannot

sufficiently eliminate the confounding effect of the difference in

postoperative treatment that affects survival outcome. Usually,

patients with positive margin will undergo more intensive

postoperative treatment compared with those with R0 margin,

such as systemic chemotherapy or chemoradiotherapy. In

Squires’ study, the frequency of receiving postoperative treat-

ment tended to be high in patients with positive margin,2 and no

postoperative treatment data were provided by Bickenbach

et al.3 and Sun et al.4 Margin re-resection for FS-R1 may be

beneficial for patients in term of avoiding such additional

treatment, if oncologic outcome is better or equal.

Another concern is the survival difference between the

FS-R1 converted to PS-R0 group and the FS-R0 group.

However, there are clinicopathological differences between

these groups, with larger tumor size and T4 tumor being

independent factors associated with FS-R1 in our study,1

similar to other studies.2,4 An analysis that balances these

variables strictly, e.g., propensity score matching, is

desirable to solve this question.

Finally, further analysis is needed to investigate the

utility of re-resection to achieve R0 after FS-R1. It would

be difficult to perform such clinical trials which determine

this oncologic outcome from an ethical aspect. In fact, a

single-institution study had a small number of patients, and

geographical differences are observed in postoperative

treatment strategies for gastric cancer patients. To over-

come these limitations, reliable and high-quality evidence

based on accumulated data are required.
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