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Dear Editor,

We commend Agilinko et al. (1) for their systematic review and meta-
analysis investigating the adverse effects of isosulfan blue dye in sentinel 
lymph node (SLN) mapping for breast cancer. Their findings provide 
valuable insights into the safety profile of this widely used agent, 
particularly in highlighting the lower adverse event rates associated 
with peritumoral administration compared to intraparenchymal 
techniques. However, we wish to highlight several methodological 
limitations that could have impacted the strength and interpretability 
of the study’s conclusions.

A key limitation is the absence of a formal risk of bias assessment for 
the included studies. Established tools such as the Cochrane risk of 
bias tool or the Newcastle-Ottawa scale are integral to determining 
the reliability of pooled evidence (2). Without evaluating potential 
biases in study design, data collection, or reporting, the certainty and 
generalizability of the findings are less clear. The omission of such 
an assessment leaves room for the possibility that methodological 
weaknesses in the included studies may have influenced the results.

In addition, while the authors conducted subgroup analyses based 
on the route of administration, they did not perform a broader 
sensitivity analysis to assess the stability of their findings. For 
instance, excluding studies with small sample sizes, lower-quality 
reporting, or methodological inconsistencies could have provided 
a clearer picture of the robustness of the pooled estimates (3). 
This step is particularly critical given the observed heterogeneity 
in the meta-analysis, as indicated by the I-squared statistic. 

Sensitivity analysis would help determine whether the findings 
remain consistent under different scenarios, strengthening their 
applicability in clinical practice.

The study also missed an opportunity to employ the Grading of 
Recommendations Assessment, Development, and Evaluation 
(GRADE) framework to evaluate the certainty of evidence. GRADE 
provides a structured approach to appraising factors such as risk of bias, 
inconsistency, imprecision, and publication bias, offering transparent 
guidance on the strength of recommendations (4, 5). Incorporating 
GRADE would have enhanced the clinical relevance of the study by 
providing a clearer understanding of the confidence clinicians can 
place in the results.

While the meta-regression exploring dose-response effects between the 
volume of dye administered and adverse events did not find significant 
associations, the analysis may have benefited from incorporating 
additional variables. Factors such as patient comorbidities, concurrent 
medications, and the use of preoperative prophylaxis could have 
offered a more nuanced understanding of predictors for adverse 
reactions. Including these variables in future studies could enhance the 
evidence base regarding the factors influencing patient safety.

This study raised important questions about clinical practice, 
particularly the finding that peritumoral administration was associated 
with lower adverse event rates than intraparenchymal injection. While 
this result is promising, additional research is needed to confirm 
the conclusion across diverse populations and healthcare settings. 
Furthermore, as novel agents, such as indocyanine green, gain traction 
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in SLN mapping, future studies should compare their efficacy and 
safety with isosulfan blue to guide the evolution of clinical practice.

The study by Agilinko et al. (1) provides a foundation for understanding 
the safety profile of isosulfan blue, but further methodological 
enhancements could have strengthened its conclusions. Risk of bias 
assessment, sensitivity analyses, and the application of GRADE would 
have added greater clarity and confidence to the findings. We hope 
these points stimulate further discussion and refinement in future 
systematic reviews on this important topic.
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