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	Reviewer’s comment

Artificial Intelligence (AI) generated or assisted review comments are strictly prohibited during peer review.
	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.


	The topic at hand is extremely sensitive and its repercussions are extremely dangerous. It addresses a difficult issue to avoid, as Pharmaceutical Drug Products is an indispensable product, despite sometimes being a source of numerous risks. Hence, the importance of this review, which sheds light on the risks and how to monitor and mitigate them.
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	The title is comprehensive and clear.
	

	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.


	The abstract is basically sufficient, but the conclusion was broader and more comprehensive. 

Readers are encouraged to read the conclusion to gain more information. As you know, abstracts are often limited to a number of words that should not be exceeded.
	

	Is the manuscript scientifically, correct? Please write here.
	· This scientific review addresses a sensitive and serious topic that may be absent from the minds of even many educated people.
· The researcher discussed the analytical methods and the necessity of dealing with low concentrations (ppb), which are considered residual trace concentrations. Here, the researcher had to mention the methods of enriching samples in preparation for increasing their concentration. The discussion focused only on methods of purifying raw materials and reaction products without addressing the methods of enriching samples before analysis, including adsorption, extraction, and isolation methods using preparative liquid chromatography. The researcher did not discuss automated methods for increasing sample concentration, such as the use of Head space technology in gas chromatography to determine volatile substances such as formaldehyde.
· As you know Formaldehyde acts as an alkylating agent by adding methyl groups (alkyl groups) to other molecules, primarily affecting proteins and nucleic acids (DNA and RNA). This process, also known as methylenation, inactivates enzymes and damages DNA, leading to significant biological effects such as protein and DNA destruction, microbial killing, and cellular damage. However, due to its reactivity and potential to cause mutations and cancer, its use requires strict controls.

The researcher was content to talk about the role of formaldehyde as Protein-DNA crosslinking agent without addressing its role as an alkylating agent.

· Regarding the concept of Solvent-Free Reactions and  Eliminating hazardous solvents to prevent impurity formation, Here it is necessary to point out the green methods used in organic synthesis in aqueous media without organic solvents but in the presence of micelles which play the role of a microreactor.
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	It is known that the review usually covers a topic in a comprehensive manner, and this is the case here, and therefore requires more references. I advise the necessity of diversifying the sources of references, and this is not the case here, as there are specialized journals in this field that are absent from the list of references.
	

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


	The language is simple and suitable
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	Are there ethical issues in this manuscript? 


	(If yes, Kindly please write down the ethical issues here in details)


	


Reviewer details:

Kamal Fared Almokhalelati, Syria

