Please review the veterinary concerns outlined below and address them through either video edits (via on-screen text or narration changes) or text manuscript edits.

· For text edits, please download the PDF from the text article link provided below, insert your suggested changes as comments, and return the annotated file to us.

· For video edits, we only require your approval/requested information. The JoVE editing team will implement the necessary revisions.

Links to the article:

Text: https://review.jove.com/t/69937?status=a71943k

Video: https://review.jove.com/v/69937?status=a71943k
 
Reviewer 1 Comments: 
Time in Video: 01:14 to 01:18
Comment: The incision was made with a human razor blade that had been broken longitudinally along its midline.  There is no mention as to whether it had been adequately sterilized before use.  
Suggested change: Delete this segment and modify the voiceover (Something like, “After making the incision, gently remove the periosteum… ").

Time in Video: 02:38 to 02:48
Comment: The animal was placed in a standard cage for recovery. In that cage, the integral feeder in the wire bar lid projects very low into the cage, and the animal could impact on that low surface with the EEG skullcap, either causing damage to the skullcap, or pain to the animal. The animal should be placed in a cage whose lid is well above the animal in motion, such that damage to the skullcap or pain to the animal does not occur. 
Suggested change: Delete this segment from the video.

Time in Video: 03:03 to 03:12 
Comment: There is no mention of the use of or justification for the prohibition of the use of postoperative analgesics.  In the Text protocol, it is said that pharmacologic agents may introduce confounding effects. Yet, in this video segment, isoflurane anesthesia was used. Isoflurane significantly alters EEG readings in rats, and its effects are heavily dependent on the dosage and depth of anesthesia. If, in this video protocol, they can do EEG recordings under inhalant anesthetics, there is no reason to preclude the use of appropriate analgesic drugs. 
King H., et al. Anesthesia and analgesia for experimental craniotomy in mice and rats: a systematic scoping review comparing the years 2009 and 2019. Front Neurosci. 2023 May 3;17:1143109. note that “”. . inadequate analgesia and oligoanalgesia are persistent issues associated with experimental intracranial surgery. This underscores the need for intensified training of those working with laboratory rodents subjected to craniotomies.”  
Suggested change: Proper postoperative analgesia should be described, and a statement that Isoflurane anesthesia can affect EEG readings.

Time in Video: 03:13 to 03:57 [Pain Assessment]
Comment: It is a well-recognized fact that pain occurs after craniotomy and EEG electrode placement. Pain significantly affects EEG readings in rats. Both acute and chronic pain alter rhythmic neuronal activity and electrical power across different frequency bands (such as theta and gamma) in the brain's cortex. There was no need to demonstrate that pain was observed in the rats for 7 days post-op – rather, pain relief should have been provided.
Samal S. Post craniotomy pain management in Copenhagen rat by intraperitoneal or oral dosage of Tramadol: a comparative evaluation. Scientific Reports volume 13, Article number: 16116 (2023)
Suggested change: Pain relief should have been provided, and no video of animals in pain needs to be shown. Consider deleting this video segment, or submit the institutional committee-approved animal protocol that describes this study without providing analgesics.

Location in Text: 3.4
Comment: The text states – “. . . monitor welfare without pharmacological agents to avoid confounding effects, in line with previous studies.”  That statement constitutes an oxymoron - pairing two contradictory or opposing words together.  “Welfare” is NOT accomplished by watching animals suffer in pain, providing no intervention when animals exhibit decreased feeding due to pain and decreased nutritional intake related impact on animal physiology, and observing abnormal behaviors related to pain with no intervention.  “Animals must receive post-surgical treatment, such as recovery housing and treatment for post-surgical pain.”  Additionally, the assertion that postoperative analgesics will confound EEG readings is unsupportable, given other published studies, and the fact that the use of Isoflurane inhalant anesthesia itself alters EEG recordings, in itself a confounding factor.
Suggested change: Please clarify.

Location in Text: Section 6 (Pain Assessment)
Comment: It is a well-established fact that postoperative pain occurs after craniotomy and EEG electrode placement surgery, and that pain affecting feed intake and other behaviors.  
Suggested change: Please clarify and submit the institutional committee-approved animal protocol that describes this study without providing analgesics.

Reviewer 2 Comments: 
Time in Video: 00:47
Comment: Pre-operative analgesia as well as post-operative not provided.
Suggested change: Include pre-operative analgesia regimen and post-operative regimen, or provide justification for why analgesia was not administered and submit the institutional committee-approved animal protocol that describes that analgesics are not used.

Time in Video: 1:10
Comment: Aseptic preparation of the surgical site appears to involve only a single application of an iodophor solution.
Suggested change: Include in the narration that proper aseptic prep includes 3 cycles of a combination iodophor solution (or chlorhexidine) followed by isopropyl alcohol.

Time in Video: 01:13-01:18
Comment: Surgical incision is performed using a commercial razor blade. Incisions should be made using a properly sized surgical scalpel and blade.
Suggested change: Delete this segment and modify the voiceover accordingly (Something like, “After making the incision… ").

Time in Video: 01:19- throughout surgical procedure
Comment: Surgical area not properly draped to ensure aseptic conditions. 
Suggested change: Add onscreen text at 01:19: TXT: Drapes are omitted for demonstration purposes

Location in Text: Section 2. Multielectrode implantation surgery
Comment: Pre-operative analgesia as well as post-operative not provided.
Suggested change: Include pre-operative analgesia regimen and post-operative regimen or provide justification for why analgesia was not administered and submit the institutional committee-approved animal protocol.

Location in Text: Section 2.3
Comment: Aseptic preparation of the surgical site appears to involve only a single application of an iodophor solution.
Suggested change: Edit the text to provide proper aseptic prep, including 3 cycles of a combination iodophor solution (or chlorhexidine) followed by isopropyl alcohol.

