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Authors tried to review the current progress on the mechanisms of analgesic effect of

MSCs in osteoarthritis pain. The point of the review is interesting and novel. However,

the presentation of literature is not clear and strong in terms of take-home message. If

authors focus on analgesic effect of MSCs in osteoarthritis pain, they should emphasize

the mechanisms of osteoarthritis pain by listing individual molecular causes. Then they

should explain how these causes are improved by MSC or MSC-derived EV. And they

should provide schematic illustration to help the readability of the review.
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1. Innovation, theoretical significance or application value of the manuscript Pain is the

most common and troublesome manifestation of OA, and it needs to be improved due to

the poor short-term effects of the current analgesics and their adverse effects. Through

the overview of osteoarthritis and combined with the current treatment of osteoarthritis

pain drugs paracetamol, non-steroidal anti-inflammatory drugs, steroids and other

drugs, the study introduced the treatment of mesenchymal stem cells, found that bone

marrow mesenchymal stem cells can produce analgesia through two peripheral

mechanisms, mainly involving anti-inflammatory process and prevent or reverse the

central sensitization. This study has novel ideas, clear thinking, and has certain clinical

application value. 2.Suggestions on the specific content included in the manuscript （1）

In the introduction of mesenchymal stem cells to osteoarthritis analgesic mechanism can

be combined with some specific data or examples. （2）The key words suggest that

"analgesia" should be changed to "analgesic mechanism" （3）When introducing the

interaction of MSCs and immune cells, the effects of the paracrine factor-mediated

mechanism and the exosome-mediated mechanism on analgesia were not detailed.
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