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	Reviewer’s comment


	Author’s Feedback (It is mandatory that authors should write his/her feedback here)



	Please write a few sentences regarding the importance of this manuscript for the scientific community. A minimum of 3-4 sentences may be required for this part.


	
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	
	

	Is the abstract of the article comprehensive? Do you suggest the addition (or deletion) of some points in this section? Please write your suggestions here.


	
	

	Is the manuscript scientifically, correct? Please write here.
	
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	
	

	Is the language/English quality of the article suitable for scholarly communications?


	
	

	Optional/General comments


	MAJOR COMMENTS 

1.  Inconsistency in CBD Dosage (Critical Error)

In the Abstract, CBD doses are reported as:

· 30 mg/kg

· 60 mg/kg

But in the Study Design (Methods) section:

· CBD 20 mg/kg

· CBD 60 mg/kg

And in the tables, it again shows:

· CBD 30 mg/kg

· CBD 60 mg/kg

 This inconsistency is serious and must be corrected immediately.
Confirm whether the correct low CBD dose is 20 mg/kg or 30 mg/kg and standardize throughout the manuscript.

2.  Overstatement of Neurodegenerative Implications

The manuscript repeatedly states:

"These findings underscore the neurodegenerative potential of cannabinoids."

However, your study:

· Measured BDNF only

· Did not assess cognition

· Did not measure neuronal loss

· Did not evaluate oxidative stress markers

· Did not perform behavioural tests

⚠ BDNF reduction ≠ confirmed neurodegeneration.

3. Small Sample Size (n=5)

Each group contains n = 5, which is relatively small for:

· ELISA variability

· Biological variability

· Multi-group ANOVA

You must:

· Add a limitation statement acknowledging small sample size.

· Mention potential statistical power concerns.

Add in Discussion:

"The relatively small sample size (n=5 per group) may limit statistical power and generalizability of findings."

4.  Lack of Mechanistic Measurements

Your discussion extensively describes:

· CREB pathway suppression

· Mitochondrial dysfunction

· ROS

· Neuroinflammation

But none of these were measured.

 This creates a disconnect between results and interpretation.

5. Statistical Section Needs Clarification

You mention:

"one-way ANOVA followed by LSD test"

Concerns:

· LSD is less conservative.

· No mention of normality testing.

· No mention of homogeneity testing.

· No effect size reported.

6. Abstract Needs Refinement

The abstract is too interpretative and slightly repetitive.

Suggestions:

· Remove repeated statement:

“These findings support differential regulation...”

· Shorten conclusion to one concise sentence.

7. Introduction Is Overextended

The first two paragraphs are too general about:

· Brain complexity

· Neuron numbers

· Glial cells

This does not directly support your hypothesis.

8. Serum vs Hippocampal Interpretation

You interpret serum BDNF reductions similarly to hippocampal reductions.

However:

· Peripheral BDNF does not always directly reflect central BDNF.

· Blood BDNF can originate from platelets.

Add clarification in discussion:

“Peripheral BDNF levels may not fully reflect central neuronal BDNF activity.”

9. Ethical Considerations Section

Ethics section is adequate, but:

You should specify:

· Animal sacrifice method justification

· Compliance with ARRIVE guidelines 
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