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The authors presented a multicenter, retrospective study aimed at evaluating the

survival outcomes of combining chemotherapy, bevacizumab, and anti-PD-1

immunotherapy versus using chemotherapy and bevacizumab alone in patients with

microsatellite stable (MSS) metastatic colorectal cancer. Overall, the study found that

adding anti-PD-1 therapy did not lead to a statistically significant improvement in

progression-free survival (PFS), overall survival (OS), or objective response rate (ORR)

compared to chemotherapy with bevacizumab alone. An exploratory biomarker analysis
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identified baseline lactate dehydrogenase (LDH) levels as an independent predictor of

survival outcomes, suggesting a potential tool for selecting patients who may benefit

more from combination therapy. Safety profiles between the two groups were

comparable, with no new or unexpected adverse events observed. The study has several

notable strengths. It was carefully designed, especially for a real-world analysis, and the

authors used robust statistical methods, including propensity score matching (PSM) and

inverse probability of treatment weighting (IPTW), to minimize confounding factors and

strengthen the validity of their findings. The inclusion of exploratory biomarker and

subgroup analyses added further depth, offering valuable insights into possible

prognostic factors that could influence treatment decisions in the future. However, there

are also important limitations to consider. First, the sample size was relatively small,

with only 25 patients remaining in the experimental group after matching. Such a small

number reduces the statistical power of the study, making it harder to detect real

differences between groups. In fact, when examining the Kaplan-Meier survival curves,

there appeared to be a trend favoring improved PFS in the combination therapy group.

Yet, this trend did not reach statistical significance, likely due to the limited sample size.

Another concern is the use of different anti-PD-1 agents—including penpulimab,

pembrolizumab, and sintilimab—across patients, which could introduce variability in

treatment effects and complicate interpretation of the results. Overall, while the study

offers encouraging early signals, larger, prospective, and more standardized studies are

needed to validate these findings and better define the role of anti-PD-1 therapy in this

patient population.
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is relatively rigorous, employing propensity score matching (PSM) and inverse

probability treatment weighting (IPTW) to reduce confounding factors, with reasonable

data analysis methods. Before acceptance, I believe the following issues should be

addressed: 1. Abstract: The results should include specific statistical values (e.g.,
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"HR=0.7076") and clearly highlight the key findings from the subgroup analysis (e.g.,

benefits for male and right-sided colon cancer patients). 2. Introduction: Recent key

clinical trials should be added to compare the treatment challenges faced by MSS

patients. 3. The first paragraph of the discussion mentions methods for overcoming the

generally poor efficacy of immunotherapy, but the explanation is insufficient. Numerous

studies have shown that tertiary lymphoid structures (TLS) are important biomarkers in

colorectal cancer (PMID: 39575712). One study indicated that mature TLS can predict the

efficacy of immune checkpoint inhibitors in solid tumors, independent of PD-L1

expression (PMID: 35118423). Therefore, TLS has great potential in addressing this

challenge. 4. There are numerous Chinese punctuation marks ("。”) following citation

numbers throughout the manuscript; please correct this. After addressing the above

modifications, I believe this article is suitable for publication in the World Journal of

Gastroenterology.
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