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A well written short-review/editorial article. Very minor: please further proof-read the manuscript

prior to publication (e.g. "After discussions with the Food and Drug Administration indicated that

the obstacles to gaining approval were insurmountable, product development for beloranib was

ended.")
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Methionine aminopeptidases (MetAPs) are responsible for the removal of the initiator methionine

(iMet) during protein synthesis which is essential for cell growth. In this review, the author

summarized the progress on targeting MetAPs for treating cancer and other diseases. This review is

informative. It would be grateful to include some figures and/or tables to summarize the status of

different MetAPs inhibitors.
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Methionine aminopeptidases (MetAPs), which remove methionine residue from newly synthesized
polypeptide chains, are a class of metalloproteases ubiquitously distributed in both eukaryotes and
prokaryotes. MetAP-2 inhibition can induce G1 cell cycle arrest, cytostasis in tumor cells in vitro and
inhibition of tumor growth in vivo. The discovery of fumagillin with potent antiangiogenic and
antiproliferative activities promoted the development of fumagillin analogues as a novel class of
anticancer agents. This review article mainly provided the roles of methionine aminopeptidases in
angiogenesis of cancer and obesity, and also summarized the development of MetAP-2 inhibitors for
the treatment of cancer and obesity. The manuscript in its current form should made several
modification. 1. The author of this review provides detailed information on several fumagillin
analogs, like CKD-732, TNP-470 and PPI-2458, which irreversibly inhibit MetAP-2 through covalent
modification of an epoxide. To our knowledge, recently, attention has been paid to reversible human
MetAP-2 inhibitors, such as bengamides, 2-hydroxy-3-aminoamides, anthranilic acid sulfonamides
and triazole analogs, which have demonstrated their potential to inhibit angiogenesis and tumor
growth in vivo as well. While this review article did not provide detailed information of reversible
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MetAP-2 inhibitors 2. A brief introduction should be added in the very beginning of the manuscript.
3. The content of three parts seemed all beyond the subtitles of this manuscript, the subtitles of this

manuscript should be reconsidering.
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The manuscript of “Roles of Methionine aminopeptidase in Cancer and Obesity” is an invited
manuscript. As we know, methionine aminopeptidases (MetAPs) are important for cell growth. In
this review, the author wants to describe the molecular basis of angiogenesis inhibition by fumagillin,
ovalin, and TNP-470, the type-2 MetAP was identified as a common molecular target for this class of
inhibitors. Several novel fumagillin analogs were developed and entered human clinical trials for
anti-cancer therapy as well as for the treatment of obesity. Unfortunately, few positive results are
obtained from the clinical trials. The author also introduced the biological roles of these two distinct
types of methionine aminopeptidases and how they work in cells, which may be important for
finding novel anti-cancer or anti-obesity drugs using MetAPs as the target. The final decision of this
manuscript is minor revision. The suggestions of this manuscript are as follows: 1. The abstract
should be better organized and added into the manuscript, and it should be point out the novelty and
significance for this field. 2. As the title is “Roles of Methionine aminopeptidase in Cancer and
Obesity”, it should be given the background and references for the relationship between cancer and
obesity. 3. The sub-titles should be modified so that key points of every parts could be more logic
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and clear. 4. Several long paragraphs could be separated into several paragraphs according to the
contents. 5. The conclusions could be simplified and clinical perspective could be added into this

part.
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