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SPECIFIC COMMENTS TO AUTHORS 
The differentiation function of MSCs plays an important role in the treatment of OA. 

This review is the first time to report the factors that may affect the differentiation 

direction of MSCs in the treatment of OA, and provide guidance for more accurate 

regulation when MSC therapy is applied in the future. However, there are still some 

issues with this article that need to be addressed. 1. It is suggested that authors adjust 

the writing order in the introduction, such as introducing the current treatment of OA, 

and then discussing the current research progress of MSCs. 2. It is recommended that 

authors use tables to summarize the specific mechanisms of action of factors affecting 

the differentiation direction of MSCs. 3. Several reviews have been published on the 

influencing factors of MSCs differentiation, and the authors seem to have missed some 

important factors, such as scaffold materials and bFGF. 
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SPECIFIC COMMENTS TO AUTHORS 
Peng at al has summarized the factors influencing osteogenesis and chondrogenic 

differentiation of MSCs. To make it more specific to OA, as authors planned to, a few 

issues should be addressed.   Major: 1. Authors mentioned the following in the core 

tips: differentiation function of MSCs also plays an important role in the treatment of 

diseases. This is also the purpose for writing this review article. Authors should write a 

section to support this statement. It is to convince the readers, besides paracrine effect, 

differentiation of MSCs also contribute to OA treatment. Suggest to include clinical data 

or animal modal to show MSC differentiate into osteocytes and chondrocytes in OA 

treatment.  2. As mentioned in the title, abstract and core tips, the focus of this 

manuscript is specific to OA. Authors should include more evidence/literature on the 

factors affecting the differentiation of MSCs for OA or OA microenvironment. I would 

like to emphasise that the keywords here are OA or OA microenvironment. Based on 

current manuscript, authors have mostly explained or elaborated on the factors affecting 

osteogenesis and chondrogenic differentiation of MSC in general or in vitro, but did not 

explain how the OA microenvironment plays a role in differentiation. Thus, for each 
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section of the manuscript such as Mechanism of osteogenic and chondrogenic 

differentiation and Factors affecting differentiation (Oxygen concentration, 

Glucocorticoid, Sources of MSCs), please further explain the topics in relation to OA or 

OA microenvironment.  Minor: 3. Suggest to draw a figure of mechanisms/interactions 

to show how these factors or signalling pathways affect the osteogenesis and 

chondrogenic differentiation. This is to summarize the section on ‘Mechanism of 

osteogenic and chondrogenic differentiation of MSCs’. Authors could draw one for each 

differentiation.  4. Authors mentioned that by December 2022, 1141 clinical studies have 

been registered in clinicaltrials.gov. It is now March 2023. Therefore, the authors should 

update the figure to the latest. 
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