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General comments The authors in this manuscript provides data on Therapeutic
Implications of Tissue-Specific Cancer Stem/Progenitor Cells using patient-derived
organoid models in 5 types of cancers. They also provides highlights on the advantage
and relevance of the three-dimensional patient-derived organoids culture model as a
platform for modeling cancer, evaluating CSC-based therapeutic efficacy, and predicting
drug response in cancer patients. The manuscript to me is, in general, clearly written.
The science and technical execution of the study are of good quality. The study is solid
and the data, in general, support the conclusions. The theory, logic and experimental
design are easy to follow and in general make sense. However some modifications are
necessary to improve the quality of the manuscript. Specific comments I recommend
the authors to support the manuscript with figures related to: 1- PDO and their
advantages other other preclinical models. 2- Roles of CSC Markers in Cancer
Tumorigenicity, cancer Progression, and resistance to therapy. 3- Regulatory Pathways
of CSCs for each cancer and another one for Potential Therapeutic Targets for CSCs in

these cancers. Line 67: support the sentence with this direct reference:
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https:/ /doi.org/10.3390/ijms19041098 Line 228: support the sentence with this recent
reference: https:/ /doi.org/10.3390/ cells9010235 Line 345: support the sentence with this
recent reference: https://doi.org/10.1080/23808993.2020.1715794 Line 356: support the
sentence with this recent reference: https://doi.org/10.1080/15384047.2021.1919004
Overall, I believe the improved version of the manuscript will be of interest to the field
of tumor biology and precision medicine using PDOs. Therefore, it should be

recommended for publication in World Journal of Stem Cells after moderate revision.



