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The paper by Steichen et al describes the type of genomic abnormalities observed in

hiPSCs, the impact of reprogramming parameters and differentiation protocols on the

maintenance of the cellular genomic integrity, and the impact of genomic alterations on
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the possible usages of hiPSCs and their derivatives. The review is strongly

recommended for publication.
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This manuscript, 'The genomic integrity of human induced pluripotent stem cells

(hiPSCs): from reprogramming to differentiation and its subsequent impact for

hiPSC-based cell therapy' describes in a concise manner, the problems arising with iPSCs
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being prone to genetic instability and being linked to tumorigenicity, and discusses the
quality control methods implemented to enforce hiPSC genomic integrity. It summarises
aptly the latest developments in the field covering all aspects that were not very clear in
literature before, particularly comparing data with human embryonic stem cells used as
gold standard. The literature is critically analysed and is up-to-date and inferences
drawn are reasonable. Highlights from this review will go a long way to assist in
optimising protocols and developing therapy with these cells down the track. Strong
point: The genomic integrity quality control for hiPSCs and complexities associated with
predicting the subsequent impact of genomic abnormalities are very well written and
covers all aspects In terms of their own liver therapy experiment, the authors have not
clearly outlined the reason behind no CNV being triggered using their in-house
differentiation protocol. The review would be stronger if the authors a) Elaborate why
and how no de novo CNV were triggered? b) Account for CNVs acquired during natural
selection I have no hesitation in recommending this review for publication with minor

changes
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