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SPECIFIC COMMENTS TO AUTHORS
The manuscript submitted by Yang Lin,et al. has investigated the effects of 24-week

tofacitinib therapy on insulin sensitivity in non-diabetic active rheumatoid arthritis

patients naïve or exposed to biologic therapy. In this retrospective study, they found

reduced insulin resisitance was achieved in non-diabetic active RA patients following

24wk of tofacitinib therapy, suggesting JAK/STAT signaling may have the potential in

treating diabetic. It’s an interesting study, and I have several comments as follows.

Major issues: 1. Glucocorticoids have a great impact on insulin resistance and

glucose metabolism. And even with the same daily dose, the effects of long-term use and

short-term use on insulin sensitivity vary greatly. So only analyzing the daily dose of

prednisolone is not enough to exclude the impact of glucocorticoids. It is suggested to

analyze the total exposure of prednisone in the course of treatment. 2. In discussion, “A

reduction in IR has been identified in RA patients with a normal weight but not in those

with obese status under anti-TNF-α therapy[35]. Despite no identified obesity in the

present investigation (all patients had BMI <27 kg/m2), there were higher BMI levels fo

patients without IR reduction(n = 7) when compared to those with reduced IR (n = 30) in

the high-IR group of patients naïve or exposed to biologic therapy (without vs with IR

reduction:24.53±2.07vs 22.49± 1.91kg/m2,P= 0.019), reflecting an influence of increased

BMI on IR.” But in present study, improvement of insulin sensitivity is more obvious in

high-IR group than in low-IR group. While it is known to all that higher BMI is closely

associated with more severe insulin resistance. How to explain this contradiction?

Minor issues: 1. There is a mistake in legend of Figure 3, “A: Homeostatic model

assessment (HOMA)-insulin resistance (IR) levels in all 30 patients at weeks 0 and 24
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after tofacitinib (TOF) therapy (P = 0.016);”. According to the results, 30 patients should

be 26 patients wirh active rheumatoid arthritis exposed to biologic agents. This should

be corrected.
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