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In this review, the authors provided an overview on the current state of modeling monogenic disease

and the ultimate application of these in vitro models for cell therapy. The authors considered and

summarized some peculiar aspects such as the type of parental cell used for reprogramming, the

methods currently used to induce expression of the reprogramming factors, and the type of

iPSC-derived differentiated cells, relating them to the genetic basis of diseases and to their

inheritance model. Comments This is an interesting review article. The authors provide the

information about recent development on human induced pluripotent stem cells for monogenic

disease modeling and therapy. The reviewer has only some minor concerns: The editing of

manuscript needs to be revised. The punctuation of sentence or paragraph is not clear that may cause

reading difficulty. Moreover, there is no page number in the manuscript.
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COMMENTS TO AUTHORS

The article by Spitalieri et al. has reviewed the usefulness of iPSC for modeling the monogenic
diseases and the potential use of iPSC for therapy. The problems relevant to obtaining the therapeutic
grade iPSC (i.e. DNA modification free iPSC) and the possible resolutions were discussed. Examples
for monogenic disease specific iPCS were described such as autosomal dominant, recessive, and
X-linked disorders. Finally the authors discussed the potential use of DNA editing technologies
such as ZNFs, TALENs, and CRISPR/Cas 9 to repair the DNA mutation in the disease. =~ The
reviewer felt that the manuscript is, in general, well written. However, English is to be further
polished. My concern is that although the authors wrote " Current researches focus on the use of
Adenovirus and Sendai virus due to their ability to avoid exogenous DNA integration into the host
genome. The results, however, have been unsuccessful most of the time (page 5, line 26 - ), the
reviewer do not find any reference which underpin their claim. The reviewer rather thinks it to be
opposite. There are many examples in which Sendai virus is successfully used to generate scar-free
iPSC (an recent example: Ando M. et al. Stem Cell Report 5, 1-12 (2015)). Please check the literatures
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and correct the sentence with appropriate references.
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The establish of human iPS is now a promising source of treatment cells. After gene editing with

different technique, iPS will replace the abnormal cells to restore the expression of the critical gene(s).

The authors summarized the present advances in fetal tissue-derived iPS, the monogenic disease

models and the techniques to correct gene expression. The content of this manuscript is

well-designed with extensive information of the field. Its fluent writing is also easy to read and

understand. This manuscript is very useful for the readers to get a close look at the development of

iPS and its application.
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