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I very much likes the manuscript, the English language is adequate, the information is

brief and up-to-date.
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The manuscript titled “Stem cell therapy - dependent diabetes: are we still on the road?”
sent to the World Journal of Stem Cells is a review of the current state of the use of stem
cells as a replacement therapy in patients with insulin depletion, especially type 1
diabetics. The authors take up a very interesting topic, which, due to the rapid
development of various therapeutic technologies in diabetes type 1, may result in real
and effective way of its treatment soon. The strong advantage of the paper is
presentation of stem cell therapy from different perspectives. The authors first widely
describe the embryonic development of endocrine cells starting from its progenitors
showing the differences of human and mouse models in this process, what could
counteract the simple translation into the human being. The authors describe different
sources of stem cells being studied in the described indication, starting from embryonic,
via induced pluripotent stem cells, ending in adult stem cells. Then they show the
advantages and disadvantages of different type of stem cells for diabetes documenting
their effectiveness and safety on the newest studies. Takin into consideration that the
present progress of stem cell therapy in different indications is being not only studied,
but also applicated, its usage in diabetes seems to be very close for reality. The FDA
approved in 2021 for clinical trial the new drug with stem cells has been a proof of such a
concept. The authors indicate the present state of authorization and legacy of stem cell
therapy and other limitations enabling its official presence in the clinical practice. The
authors in a clear way in the form of figures and tables show the application of induced
pluripotent stem cells, the differences between human and mouse pancreatic
embryogenesis, advantages and disadvantages of different types of stem cell therapy for

diabetes. The authors could present the embryonic development of endocrine cells in the
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form of a table and show the critical points for the use of stem cells in this process
There is also no more up-to-date literature or a description on the subject recently.

Finally the paper is extremely worth to be published in the World Journal of Stem Cells.
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Excellent and complete manuscript on the state of art of stem cell treatment for patients
with diabetes mellitus due to insulin shotage. the references are completeand the
discussion is also wide and complete. In my opinion the authors should more mention

on pancreas transplantation that is still noe the best option for such patients
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The authors demonstrated about cell therapy by inducing beta cell differentiation from
various stem cell types. In manuscript, the authors explained development of embryonic
stem cells and differentiation of stem cells into beta cells to improve diabetes. It is
considered to be a paper that well classifies the advantages and disadvantages of stem
cell types and uses. However, the data analysis between of the papers related to
embryonic cell development (page 3-4) and stem cell differentiation techniques (page 5-8)
seems very weak. In addition, it is considered that the following direct/indirect issues
need to be resolved. 1. The purpose of the author's statement is unclear. Is the author
explaining the stem cell differentiation method for the treatment of diabetes? Or does it
explain the outcomes of treatment? The authors should clearly set goals of review paper.
2. In introduction, cited data from IDF Diabetes Atlas by the authors is ambiguous. On
the basis of Atlas, the exact timing and number of patients with diabetes onset should be
presented. 3. In page 3, the sentence “The limitations of human donor-derived  cells
alternatives, availability of insulin-secreting (3 cells from pluripotent stem cells (PSCs)” is
not complete, and the meaning does not fit the context of the paragraph related to
insulin-secreting beta cell differentiated from stem cells. 4. In fact, after the chapter
discussing pancreas development, research examples using development factors should
explain in induction of pancreas differentiation using various stem cells. However, the
relationship of chapters between the pancreas development and the differentiation of
PSCs into insulin-secreting beta cells has not been clearly described. 5. The full names of
the first abbreviations used in the sentence, such as FGF, MPP, and PTF1A, were not
mentioned. And, what is 6-7 "wpc’? Is this “weeks post conception’? 6. Name of this

paper is stem cell therapy for insulin-'dependent' diabetes. But, the author focused on
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independent diabetes treatment in the chapter <the progression in stem cell therapy for
insulin-'independent' diabetes>. The subject and content are contradictory. 7. In addition,
it does not clearly distinguish diabetes treatment by cell source of ESC, iPSC, and MSC,

so the readability is poor.



