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SPECIFIC COMMENTS TO AUTHORS

The authors of this manuscript try to investigate the clinicopathological significance of

PD-L1/2 expression according to the status of TILs in the TME in small bowel

adenocarcinoma. The authors performed immunohistochemical analysis for PD-L1,

PD-L2, CD8, FoxP3, and DNA mismatch repair (MMR) proteins. The authors

demonstrated that the status of the tumor microenvironment affects the clinical

significance of PD-L1 and PD-L2. Although the preliminary hypothesis of the present

paper could be of some interest, some methodological issues deserve certain attention.

For example, the age and gender distribution of the cases enrolled were not described.

The figures should not be put into context.
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SPECIFIC COMMENTS TO AUTHORS
This study systematically investigated the expression of programmed cell death ligand 1

(PD-L1) and programmed cell death ligand 2 (PD-L2) in SBA, aiming to clarify the
clinical significance of their expression and its relationship with infiltrating lymphocytes
in tumor environment. Despite immunoediting , the beneficial effect of the adaptive
immunity may persist throughout tumor progression. So, the original intention of this
study has important clinical implications and helps to guide and improve the prognosis
of SBA patients. However, there are still some questions that need to be addressed: 1.

This study found that patients with PD-L2 CPS>10 had a worse prognosis in the low
FoxP3/ cd8 group (P = 0.088), but the difference was not significant. It is generally
believed that a high ratio of FoxP3+ to CD8+ T cells is associated with poor clinical
outcomes in digestive system cancers[29-31]. In addition to the number and types of
lymphocytes infiltrated in the tumor microenvironment, there is still a very broad space
for research on predictors of immunotherapy efficacy, such as tumor mutation burden
and peripheral blood circulation markers, which are expected to screen more suitable

patients to receive immunotherapy. The study did not examine tumor mutational
4
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burden. How was it considered? 2. Other treatment information, such as
chemotherapy, may affect prognosis, which was not available in the study. 3.In  this
study, PD-L1 and PD-L2 CPS were not correlated with prognosis, and patients with
PD-L2 CPS=10 had worse prognosis in the low FoxP3/ ¢d8 group (P = 0.088), but the
difference was not significant. Given the study's small sample size, the basis for the
conclusion is weak(Immune checkpoint inhibitors may improve the prognosis of SBA

patients with low FoxP3/CDS8 ratio and PD-L2 expression.).
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