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SPECIFIC COMMENTS TO AUTHORS

This  manuscript  retrospectively = analyzed  the  association  between
neutrophil-to-lymphocyte ratio and irAEs (hypothyroidism) in tumor nivolumab
treatment. The results showed that low NLR at the treatment initiation increases the
incidence of immune-related hypothyroidism and the persistence of low NLR levels may
be a risk factor for the early development of hypothyroidism. Despite the limitations of
retrospective studies as pointed out in this article, the findings of this article have certain

experimental basis for future prospective clinical trials.
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SPECIFIC COMMENTS TO AUTHORS

This manuscript evaluated the effect of NLR fluctuations during nivolumab treatment
on the incidence and onset period of hypothyroid. Results showed patients with
hypothyroidism had a significantly lower NLR at the treatment initiation, and the
incidence of hypothyroidism was higher among those with NLR <5. Patients with
persistently low NLR (<3.5)developed hypothyroidism earlier. And concluded that low
NLR at the treatment initiation increases the incidence of treatment-induced
hypothyroidism and its persistence may be a risk factor for the early onset of
hypothyroidism. These findings provide an easy available parameter to predict the
development of hypothyroidism during nivolumab treatment. Limitations included:
The reason for patient to discontinue nivolumab and wether it was related to

hypothyroidism need to be discussed in the manuscript.
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This article mainly investigates the effect of NLR fluctuation on the incidence and onset
period of hypothyroidism during nivolumab treatment. The manuscript is well written,
however, there are still some concerns about this review. 1. In part “INTRODUCTION”,
I suggest that the introduction about nivolumab should be more detailed. 2. In this study,
the follow-up period is up to the 12th administration, is the interval between two
consecutive treatments the same? How long? 3. The included patients discontinued
treatment after receiving <6, 6-11,0r>12 nivolumab administrations. Why are patients
discontinued nivolumab treatment? Are there some relevant criteria or indications? 4.
In part “Statistics”, are continuous variables tested for normality? I think it is necessary
to declare. 5. In Tablel, it is normative that the data of the same variable keep the same
decimal places (eg. P value). Additionally, the layout of Tablel should be improved, for

example, “median” and “(min-max)” should be inputted in one table cell.




