Dear Editor, 
We are incredibly grateful to the reviewer for the comments and suggestions on our manuscript (ijms-2331625) Titled “The muscle-conditioned medium containing Protocatechuic acid improves insulin resistance by modulating muscle communication with the liver and adipose tissue” and a point-by-point response to the comments raised is provided below.  
Please note that all responses in the document are in blue color. And all sections revised in the manuscript are highlighted in yellow color for the reviewer's convenience.  
Thank you once again for considering our manuscript. 

Sincerely, 
Hira 

Clarity and readability of the article has improved a lot. Discussion and conclusion are more to the point.
Few suggestions/remarks:
In study in 2.1 study design, include aim(s) of the study.
The aim of the study has been added in section 2.1.
It is aimed at investigating: 1) the effect of PCA on glucose uptake and insulin signaling pathways in C2C12 cells and after induction of insulin resistance; and 2) the impact of PCA on glucose uptake and insulin signaling pathways in HepG2 and 3T3L1 in the presence or absence of muscle-conditioned medium and after induction of insulin resistance. Line# 103-107.
line 375 reference is missing for newly added data.
Reference has been added in the Line#338. Reference # 39.  
Check manuscript for consistence regarding reporting of SD. SD is not added everywhere and when reported (e.g. line 273, 302), check consistency regarding number of decimals of mean and sd, e.g. line 180: "15.583 ± 0.97 pmol without insulin"
Manuscript has been revised for the consistency of the numbers after decimal and SD. Two digits has been used after decimal. SD has been added everywhere. 
Conclusion:
Sentence line 650-651 is unclear
Sentence has been revised: The skeletal muscle is an important secretory organ of the body that is involved in regulating glucose metabolism via its secretions. Line# 572-573
Move sentence that starts in middle of line 655"(Incubating.... to no CM) before 652 "This study...
Moved the sentence based on the suggestion. 
“Incubating HepG2 cells and 3T3-L1 adipocytes in Control CM resulted in upregulation of glucose uptake and modulation of the signaling pathway compared to No CM. The present study has shown that the myokines in the conditioned media were involved in crosstalk with the liver and adipose tissue to improve glucose metabolism”. Line# 573-577




















