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Thank you for submitting excellent manuscript to this journal.
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SPECIFIC COMMENTS TO AUTHORS
Hyperglycemia and its complications is an adverse effect of different agents used in

cancer patients. Its prompt identification is important for clinicians, since its presence

might affect the prognosis for the patients. Authors of this manuscript have tried to

unveil what is known regarding this theme, though some issues remain: 1.The

important sentence “Hyperglycemia is a common and potentially significant adverse

effect arising from the use of several widely applied cancer therapeutic classes including

immune checkpoint inhibitors, PI3K/AKT/mTOR inhibitors, 5-Fluorouracil analogs,

and glucocorticoids” needs to be backed by references. 2.Please discuss the

relationship between time length of drug use (where possible) and hyperglycemia risk.

Include this information in tables. 3.Drugs which act on mTOR pathway can act on two

protein supercomplexes, that is mTORC1 and mTORC2, alone or in combination. These

two supercomplexes do not exert identical cellular actions. Please dissect this role of

mTOR inhibitors in this context and the importance of mTORC1 and mTORC2 inhibition

alone and in combination. 4.Please include information regarding the relationship

between drug doses (where possible) and hyperglycemia, and what are cut-off values

(where possible) which increase significantly the risk from hyperglycemia. Also,

compare cut-off values for hyperglycemia risk and standard doses used in cancer

patients of the drugs discussed in this review. 5.Please include information in the

manuscript and tables regarding individual drug risk for hyperglycemia in respective

drug classes. For example, ipilimumab is much safer in this respect in its class compared

to pembrolizumab. Include an illustration which summarizes how cellular pathways

are affected by the drugs discussed in this review, which changes eventually cause

hyperglycemia. Also, discuss more thoroughly regarding the details of cellular

biochemical changes associated with hyperglycemia from drug use.
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opinion, has resulted in improvement of an already solid manuscript. I don’t have

further comments to this manuscript.
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