Point to point response to editorial comments (JoVE61041R1)

1. Please note that the editor has formatted the manuscript to match the journal's style. Please retain the same. The updated manuscript is attached and please use this version to incorporate the changes that are requested.
Thanks for formatting the manuscript. We did the changes in the formatted version as suggested by the editor. 

2. Please revise lines 416-419 and 474-479 to avoid overlap with previously published text.
[bookmark: _GoBack]The lines indicated by the editor are appearing different in different computers here so we are not very sure that we did the right corrections. However we assume that the correction are meant in the text ‘Interestingly, the ECM/PCM ratio (Figure 3B) ……………… cellular spatial changes (r = -0.099, p = 0.281) now lines (428 – 433) and new text is ‘The results points out that the ECM/PCM ratio (Figure 3B) did not change significantly whereas a marked decrease in the absolute differences in elasticity between ECM and PCM was observed (Figure 3A. Furthermore the results did not show any significant association concerning the ratio of ECM/PCM as well as associated cellular spatial changes (r = -0.099, p = 0.281)’. 
And text ‘These findings suggest………. mechanisms are of the same nature’ now lines (487 - 498) and new text ‘These observations clearly highlight that the deviations in spatial arrangement of chondrocytes are not only associated with the changes in elastic properties of the cellular microenvironment  (PCM), but throughout the entire cartilage (ECM).  Furthmore , the ECM/PCM ratio did not show any significant changes in spite of the robust changes in the elastic modulus of PCM and ECM separately during OA. These findings indicate that the changes in mechanical properties  of the ECM and the PCM occur unidirectionally and at the same time, which might point out that the nature of progressive destruction is similar for both the PCM and ECM’.

3. For each protocol step, please ensure you answer the “how” question, i.e., how is the step performed? Please address specific comments marked in the attached manuscript.
The specific comments are addressed within the manuscript.

4. Please sort the materials alphabetically by material name.
We have sorted the material table alphabetically and attached the file.

