Editorial comments:
1. 2.3: Please provide an explanation for why 4 weeks was chosen in the manuscript itself.
  First, this is a chronic model for weeks and the cumulative dose of > 15 mg/kg is appropriate based on previous work (PMID:1644973, PMID: 21330293). Besides, the echocardiography at 4 weeks showed the significant difference of cardiac function between two groups. So we chose 4 weeks in the manuscript itself.

2. 4.5-4.6: Do you perfuse the heart after dissection?
[bookmark: _Hlk32002235]  Yes, we perfused the heart with about 30 ml saline after dissection until the liver and lung became pale.

3. 4.5-4.6: How exactly do you dewax and hydrate? Which sections do you use, and how do you identify them?
  The procedures were listed: Incubate slides, 55°C, 30 min; Xylenes, 2 times, 2 min, each; 100% EtOH, 2 times, 2 min, each; 95% EtOH, 2 times, 2 min, each; 80% EtOH, 2 min; 75% EtOH, 2 min; 50% EtOH, 2 min.
The 5μm-thickness transverse section was used, identified by the presence of papillary muscle.  

4.  Figure 2: What is the different between the images on the left and on the right? It may also be useful to label systole and diastole.
[bookmark: _Hlk32002186]  Left is long-axis section and right is short-axis section. They are both in systole phase.

5. Figure 3: What statistical test was used to obtain the p-value (e.g., t-test)?
  The statistical test was student’s t test.

6. Figure 4: Again, what are the images on the left and right? In general, this still could use more explanation; it is hard to see the differences that you are claiming (in particular, what exactly the arrows are supposed to be showing). More explicit demonstrations of the shape of the myofibers, etc. would be best. 
[bookmark: _GoBack]The left is sham group while the right is Dox group. In the right image of A, arrow showed that the myofibers were twisted, broken and thin compared with sham group. In the right image of B, arrow showed the presence of interstitial fibrosis. Maybe we can perform the histological staining again for showing the difference, but it will take a long time. 
