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The aim is the important use of spheroids from adult mesenchymal stem / stromal cells
in the developmental engineering of cartilage and bone. So, the research goal is worth
publishing. The manuscript was carefully written and included several axes including: ®
The use of spheroids for developmental engineering of cartilage and bone o Spheroids as

building-blocks o Fusogenicity of spheroid assay o Spheroid 3D bioprinting  Accept
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The minireview “Cartilage and bone tissue engineering using adipose stromal/stem
cells spheroids as building blocks”, by Kronemberger and colleagues is a well-written,
comprenhensive account of the advances made using MSC- and ASC-derived spheroids
to obtain cartilage and bone, discussing some advantages of 3D culture versus 2D
culture, the addition of induction factors such as BMP-7 to drive osteogenesis, spheroid
fusogenicity, the use of hydrogels. The one dimension that does not appear to have been
properly addressed is the limitations that using scaffold-based approaches pose and in
what manner these are overcome by the use of spheroids. Otehrwise, this is a
well-structured, interesting minireview. In the absence of line numbering throughout
the MS, some comments have been directly introduced into the text (e.g. in both figures,
the scale bar measurement must be indicated as pm, and not as pM). The document

containing these comments is attached.
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This is a well-written and interesting review paper to discuss the use of adipose derived
stem cells in the form of spheroid for bone and cartilage regeneration. The reviewer
has the following concerns before it can be considered for acceptance. 1) Please add 1-2
tables to summarize the use of adipose stem cells-derived spheroids for bone and
cartilage regeneration in vitro and especially in vivo. 2) Please use 1-2 schematic
figures to summarize the fabrication of spheroids and their interaction with the local
microenvironment and tissues. 3) Please add more recent original article to provide the
readers with the most advanced techniques of adipose stem cells-derived spheroids for
tissue regeneration, especially in the field of additive manufacturing. 4) Minor

language editing is necessary.
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