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PART 1: Review Comments

Reviewer’'s comment Author’'s comment (if agreed with reviewer, correct the manuscript and
highlight that part in the manuscript. It is mandatory that authors should write
his/her feedback here)

Compulsory REVISION comments 1. Please indicate the number of histological slides examined per animal. Please also
indicate the number of animals used per study groups in the method section
although it has been mentioned in the legend of each figures.

2. Can the author grade the arthritis using standardized guidelines?

3. Are there any other parameters that can show the osteoblasts are experiencing
senescence? ALP expression is indicative of the activity of osteoblast but it is not a
direct measurement of senescence. Can you show that the osteoblasts have less
bone forming ability using von-kossa or alizarin red stain?

4. Did the author examine the subchondral bone to count the osteoclast and
osteoblast number?

5. Please add a limitation paragraph in your discussion. The author implies that the
action of berberin was exerted through JAK/STAT pathway but it is not tested in
this study.

Minor REVISION comments 1. Please indicate the source of berberin used.

2. Please indicate the statistical software used.

3. Please add scales or magnification factor to all the micrographs.

4. Can the authors discuss how they expect berberin to be translated to clinical use?

Optional/General comments
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