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RE: revised manuscript, ID: JoVE61901, by Brenner GB, Giricz Z et al. 

Dear Editors, 

We have revised the manuscript, figures and the video according to the valuable comments of the editors and the reviewers. Please find attached our revised manuscript and here the detailed response to the comments of the editors and production.  

We hope that our manuscript and video will meet the high standards of JoVe and it will be considered for publishing.

Yours sincerely, 

Péter Ferdinandy, MD, PhD, DSc, MBA










1. Please take this opportunity to thoroughly proofread the manuscript to ensure that there are no spelling or grammar issues.

According to the request of the Editorial team, the proofreading was done.

2. Please revise the title for conciseness.

We have shortened the title as follows: 

“Post-myocardial infarction heart failure in closed-chest coronary occlusion/reperfusion model in Göttingen minipigs and Landrace pigs”

3. For in-text formatting, corresponding reference numbers should appear as numbered superscripts after the appropriate statement(s). Please remove the brackets as well.

Answer: The style of the references was changed to as required. 

4. Please specify the age/gender of the animal used.

According to the request of the Editorial team we amended the protocol section accordingly as follows on page 4.

“13 healthy and sexually mature female Göttingen minipigs (age between 12 and 14 months) and 10 healthy and sexually immature female Landrace pigs (age between 2 and 3 months) were housed in pig stalls conforming to the size recommendations of the most recent Guide for the Care and Use of Laboratory Animals DHEW and EU Guidelines 63/2010. Animals were not spayed. The temperature of the animal rooms was controlled, and animals were kept at a 12-hour light/dark cycle and vermin-free.”

5. Please discuss limitations of the protocol in the discussion.

Answer: According to the request of the Editorial we amended the text with a limitation section as follows on page 14 and 15. 

“The current experiment was performed only in female pigs, therefore, the potential effect of the different sexes on post-MI HF remains unknown in these models.  Signs of HF were assessed by CMRI, according to a recent guideline on the relevance of rigor and reproducibility in preclinical studies on cardioprotection recommends. However, the use of more targeted angulation of CMRI imaging planes and more targeted sequence may result in better estimation of left atrial volumes, and pulmonary oedema. Although we haven’t measured biomarkers and histological signs of post-MI HF in this study, these models are suitable for analysis of any biomarkers since the availability of plasma and tissue samples. Due to the different susceptibility of the 2 breeds to ischemia/reperfusion injury, different durations of coronary occlusions were selected here that may although limit the comparison of the 2 models, however, by this approach we achieved similar infarct size. The follow-up time in the 2 breeds was different as in the Landrace pigs only 2 months follow up time can be achieved due to technical reasons, i.e. rapid increase in body weight that shows a major limitation of the Landrace model. A further limitation is the lack of different risk factors and comorbidities and thus the present large animal models do not completely mimic the clinical situation in terms of the presence of multiple risk factors including co-morbidities and their medications. However, currently, there are no established large animal models with multiple comorbidities for routine use. These large animal models cannot be powered for mortality analysis due to animal ethical reasons and the high cost of these studies.”

In addition, please note that all the suggestions of the production team were involved in the video. These suggestions were the next:  

1. Please reduce the video length to be 15 min or less. The video is currently 15:02 long.
2. Please increase the homogeneity between the video and the written manuscript. Ideally, all figures in the video would appear in the written manuscript and vice versa. The video and the written manuscript should be reflections of each other.
3. Title Cards & Text:
[bookmark: _GoBack]• 01:35 - 01:42. The name caption shows a bit more info than what we normally show. You can simplify the text by using their name and the university they're affiliated with.
• 02:55 - 02:57 Placement of lower 3rd should be on the right
• 03:17 - 03:17 The ethics card appears 3 minutes into this video. The intro usually is a minute, minute and a half tops, I would shorten the intro to reduce redundancy.
• 03:19 - 03:19 The titles should fade out then fade in.
• 03:22 - 03:22 Titles should fade out, video or graphics should fade in. No straight cuts.
• 03:44 - 03:44 Fade out Fade in text
• 03:53 - 03:53 Lower text fades out, while top text stays a couple frames before the cut
• 04:00 - 04:00 Fade out video, fade in Text
• 04:05 - 04:05 Fade out text, fade in video
• 04:31 - 04:31 Cross Dissolve, fade up text
• 04:36 - 04:36 Text fades out, but doesn't fade in
• 06:07 - 06:13 Text fades out, but cuts in wierdly
• 06:23 - 06:30 Text doesn't fade in or out
• 06:31 - 06:31 Fade out video fade in text
• 06:36 - 06:36 Fade out text, fade in graphics
• 07:39 - 07:39 Text doesn't have a drop shadow like the previous text. Not consistent. Also it cuts in and fades out.
• 07:59 - 07:59 Text cuts in
• 08:54 - 08:54 Text cuts in and out
• 09:40 - 09:40 Text randomly drifts upwards
• 12:13 - 12:13 Fade out, fade in
• 12:18 - 12:18 Fade out fade in
• 14:04 - 14:04 Fade out Fade in
• 14:08 - 14:08 Fade Out Fade In
• 14:09 - 14:09 Show the name caption again

4. Video Editing & Pacing:
• 00:01 - 0:01 Let the video fade up first before the audio starts.
• 01:32 - 01:32 This dip to black is jarring and starts right as the person talks on screen.
• 02:05 - 02:05 Abrupt jump cut between the same talent, maybe cover it with some b-roll footage.
• 02:33 - 02:33 Cuts away too soon from previous talent
• 02:53 - 02:53 I would cut out the breath in before talking
• 03:39 - 03:39 Fade out video, fade in text, add a second more space between title and VO.
• 05:02 - 05:12 Too much space here without VO
• 05:18 - 05:22 Too much space without VO
• 05:28 - 05:38 There's a lot of space without VO. I would cut out anything extra, unnecessary, or redundant; in order to keep the video concise
• 07:56 - 07:56 The cut here seems to happen a second too late into the VO
• 09:51 - 09:51 Fade out video, Fade in text
• 09:57 - 09:57 Fade out text, Fade in graphics
• 10:17 - 10:22 Long pause without VO, can be cut up with cross dissolves
• 10:26 - 10:30 Long pause wehre nothing happens on camera, and no VO
• 10:34 - 10:37 Too much space with no VO
• 11:12 - 11:12 Fade out video, fade in text
• 11:18 - 11:18 Fade out video, fade in text
• 11:51 - 11:51 Fade out video, fade in text
• 11:56 - 11:56 Fade out text, fade in video
• 14:18 - 14:18 Cut out sooner, the cut in is a bit too late, it cuts off a bit of the beginning of his words.
• 14:50 - 14:50 Fade Out, pause a second, then fade up text
• 14:50 - 15:02 15 seconds might be too long for credits, 5 seconds should be enough.

5. Cross Dissolves
• 04:10 - Cross dissolve between these two shots of the pig being placed on the table and then being tied to the table
• 04:14, 04:20, 04:23, 04:25 - Other points where cross dissolves need to happen.
• 05:40 - 05:55 Alot of this could cut up and shortened using cross dissolves.

6. Results:
• 12:31 - 12:31 Give more space around the frame margins by shrinking or moving the figures a bit
• 12:50 - 12:50 Scale the figures down a bit so they don't look claustrophobic

7. Narration Audio:
• 00:30 - 0:30 Raise the overall volume a little bit.
• 07:31 - 07:31 Consider re-editing this section of narration, as it is somewhat cut-up, the statements should be more united.
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