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SPECIFIC COMMENTS TO AUTHORS 

A well written good conceived manuscript introducing the role and use of 

three-dimensional microsystems for in vitro cell culture of stem cells aiming compound 

screening for drug discovery.  Comments In the chapter, the paragraph starting from 

“therefore 2D cell cultures and ending in “for these reasons” could use a rephrasing 
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(especially of the phrase starting with however that reads somehow unclear). In the 

chapter 3D microfluidics for stem cell engineering , I miss an initial display of most 

important methods used for this purpose. Reader is referred to Table 1, however a 

phrase stating which exactly are this modality before proceeding to describe them would 

be beneficial, or at least stress them out within the text when describing them.  What is 

that authors call repetitively within the manuscript “stem cell engineering”?  Do they 

refer to an eventual process of modifying stem cells or they rather mean tissue 

engineering? Please describe as the terminology is not common in the literature.  In the 

chapter 3D TISSUE MODEL FOR STEM CELL ENGINEERING the ontroductory part is 

rather confusing. In which way the basic stem cell proprieties (proliferation and 

differentiation) are more functional and ïdeal”that immortalized cells and how stem cells 

readily  mimic the architecture and specific function of human organs ?  Regarding 

IPSC based modeling of disease it is useful to mention this modeling function well for 

disease that involve inherited or acquired gene expression but this does not meal all the 

diseases can be modelled using this method. Interesting denomination of top bottom and 

bottom top approaches in microfluid modeling. In this line it would be even better to 

further remain consequent with this idea and explain in which category the further 

described technology fall (organ on a chip and organoid on a chip) The authors make a 

very well documented and supported case (even though the organization could be 

improved) for the use of microfluidic devices and ightroughput methods of 

investigation.  It is understandable that for drug screening this is a remarkable modality 

of accelerating drug development with potentially reducing costs. However, due to the 

challenges the eutors themselves describe regarding the “sensitivity “of stem cells to the 

unnatural conditions posed by a microfluidic device, how can tests about stem cell 

propriety be reliable? Are the authors aware of comparative studies describing in 

parallel results obtained from a classical modality of investigating certain stem cell 
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feature and function compared to results obtained with microfluidic devices? 
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