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Here,	you	can	see	the	Reviewers,	Associate	Editors
and	EICs'	comments	from	the	beginning	to	the	end	of	the
revision	process.

	

	REFEREE:	Associate	Editor	|	Revision	(0)

Dear	EIC,	
1-	The	English	of	the	text	needs	to	be	revised	by	a	person	familiar	with	the	English
language.	
2-	The	keywords	need	to	be	revised.	Some	other	words	should	be	added	to	them.	
3-	Two	sections	about	“The	action	of	TKs	in	the	gastrointestinal	tissue	“	and	The	role	of
TKs	antagonists	in	the	tumor	therapy”	should	be	added	to	the	article.	They	should	be
explained	completely.	
4-	The	used	references	are	old.	There	are	no	articles	published	in	2018	or	2019	in	the
references	section.	The	authors	should	use	the	newly	published	data	in	their	review.	
Thanks.

	REFEREE:	EIC	|	Revision	(0)

Dear	Author,	
Regards	to	the	associate	editor's	comments,	your	manuscript	needs	major	revision,	please
revise	it	and	resubmit	it.	
Thanks.	

27	Feb	2020

29	Feb	2020
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Revision	(1)

Reply	to	Reviewers

Ideally,	 the	 reviewing	process	can	significantly	 improve
the	submitted	manuscripts	by	allowing	the	authors	to	take
into	account	the	advice	of	reviewers.	Author(s)	must	reply
to	all	reviewers'	comments	in	a	separate	Word	file,	point
by	point.	A	"Reply	to	Reviewers"	document	is	submitted
along	 with	 revised	 manuscript	 during	 submission	 of
revised	files,	summarizing	 the	changes	 that	 the	authors
made	 in	 response	 to	 the	 reviewers'	 comments.	 The
responses	 to	 reviewers'	 comments	 specifies	 how	 the
authors	addressed	each	comment	the	reviewers	made.

You	 can	 read	 the	 authors'	 responses	 to	 the	 reviewers'
comments	in	the	next	page.
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Reviewers’ Comments and Authors Response

(Manuscript number: #100717)

Dear Editor,

We appreciate the opportunity to revise and resubmit our paper titled “The Role of Tachykinins 

in Initiation and Progression of Gastrointestinal Cancers: A Review “. All of these comments 

were very helpful for revising and improving our review paper. We have studied these comments 

carefully and have made corresponding corrections that we hope will meet with your approval. 

Changes to the revised manuscript are highlighted by colored (blue) text using the tracked 

changes function of Microsoft Word. The responses to the reviewers’ comments are provided 

below.

Authors’ Response to Associate Editor #1:

Reviewer Point #1: The English of the text needs to be revised by a person familiar with 

English language.

Authors’ Response: 

We followed Reviewer’s recommendations and we are very grateful for these suggestions. Now, 

we completely revised the manuscript, which are highlighted by colored (blue) text using the 

tracked changes function of Microsoft Word.

Reviewer Point #2: The keywords need to be revised. Some other words should be added to 

them.

Authors’ Response: 

We thank the reviewer for his/her insightful comment. In response to reviewer’s comment, the 

correction has been made and we added some new keywords including (G-protein coupled 

receptors and pharmacological inhibitor). 

Reviewer Point #3: Two sections about “The action of TKs in the gastrointestinal tissue “and 

The role of TKs antagonists in the tumor therapy” should be added to the article. They should be 

explained completely.
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Authors’ Response: 

We have appreciated the comment by the reviewer. Now, we wrote some explanations about TKs

effects in various human gastrointestinal malignancies and the clinical role of TKs antagonists in 

the tumor therapy have been added in the revised manuscript to provide a better understanding of

this issue.

Reviewer Point #4: The used references are old. There are no articles published in 2018 or 2019 

in the references section. The authors should use the new published data in their review.

Authors’ Response: 

Thank you for your comment. Following Reviewer’s suggestion, manuscript is updated with 11 

new references, including the paper by Davoodian et al. (1), Gharaee et al. (2), Lorente et al. (3), 

Niu et al. (4), Deng et al. (5), Javid et al. (6, 7), Munoz et al. (8), Tamizhselvi et al. (9), Wang et 

al. (10), Maekava et al. (11), Zain et al. (12), and Öztürk et al. (13).

We would like to express our great appreciation to you and the reviewers for the comments on 

our paper. If you have any further queries, please do not hesitate to contact us.

Kind regards

Int J Cancer Manag. Open Peer Review; e100717. Page 5 of 10



References: 

1. Davoodian M, Boroumand N, Mehrabi Bahar M, Jafarian AH, Asadi M, Hashemy SI. Evaluation of 
serum level of substance P and tissue distribution of NK-1 receptor in breast cancer. Mol Biol Rep. 
2019;46(1):1285-93.
2. Gharaee N, Pourali L, Jafarian AH, Hashemy SI. Evaluation of serum level of substance P and 
tissue distribution of NK-1 receptor in endometrial cancer. Mol Biol Rep. 2018;45(6):2257-62.
3. Lorente L, Rodriguez ST, Sanz P, Pérez-Cejas A, Padilla J, Díaz D, et al. Patients with high serum 
substance P levels previously to liver transplantation for hepatocellular carcinoma have higher risk of 
one-year liver transplantation mortality. Oncotarget. 2018;9(30):21552.
4. Niu X-L, Hou J-F, Li J-X. The NK1 receptor antagonist NKP608 inhibits proliferation of human 
colorectal cancer cells via Wnt signaling pathway. Biological research. 2018;51.
5. Deng XT, Tang SM, Wu PY, Li QP, Ge XX, Xu BM, et al. SP/NK 1R promotes gallbladder cancer cell ‐
proliferation and migration. Journal of cellular and molecular medicine. 2019;23(12):7961-73.
6. Javid H, Mohammadi F, Zahiri E, Hashemy SI. The emerging role of substance P/neurokinin-1 
receptor signaling pathways in growth and development of tumor cells. Journal of physiology and 
biochemistry. 2019:1-7.
7. Javid H, Asadi J, Avval FZ, Afshari AR, Hashemy SI. The role of substance P/neurokinin 1 receptor 
in the pathogenesis of esophageal squamous cell carcinoma through constitutively active PI3K/Akt/NF-
κB signal transduction pathways. Molecular Biology Reports. 2020:1-11.
8. Muñoz M, Coveñas R. Glioma and neurokinin-1 receptor antagonists: a new therapeutic 
approach. Anti-Cancer Agents in Medicinal Chemistry (Formerly Current Medicinal Chemistry-Anti-
Cancer Agents). 2019;19(1):92-100.
9. Tamizhselvi R, Manickam V. Menadione (vitamin K3) inhibits hydrogen sulfide and substance P 
via NF-кB pathway in caerulein-induced acute pancreatitis and associated lung injury in mice. 
Pancreatology. 2019;19(2):266-73.
10. Wang F, Liu S, Liu J, Feng F, Guo Y, Zhang W, et al. SP promotes cell proliferation in esophageal 
squamous cell carcinoma through the NK1R/Hes1 axis. Biochemical and biophysical research 
communications. 2019;514(4):1210-6.
11. Maekawa H, Ito T, Orita H, Kushida T, Sakurada M, Sato K, et al. Analysis of the methylation of 
CpG islands in the CDO1, TAC1 and CHFR genes in pancreatic ductal cancer. Oncology Letters. 
2020;19(3):2197-204.
12. Zain SNDM, Omar WAW. The effect of Phyllanthus debilis methanolic extract on DNA 
methylation of TAC1 gene in colorectal cancer cell line. Pharmacognosy Magazine. 2020;16(67):57.
13. Öztürk Ö, Aki-Yalcin E, Ertan-Bolelli T, Bolelli K, Nur-Hidayat A, Bingol-Ozakpinar O, et al. Possible 
mechanism of action of neurokinin-1 receptors (NK1R) antagonists. Journal of Pharmacy and 
Pharmacology. 2017;5:787-97.

Int J Cancer Manag. Open Peer Review; e100717. Page 6 of 10



OPEN	PEER	REVIEW

Revision	(1)

Here,	you	can	see	the	Reviewers,	Associate	Editors
and	EICs'	comments	from	the	beginning	to	the	end	of	the
revision	process.

	

	REFEREE:	Associate	Editor	|	Revision	(1)

Dear	EIC,	
The	manuscript	needs	to	be	revised.	There	are	some	grammar	mistakes.	
Thanks.	

	REFEREE:	EIC	|	Revision	(1)

Dear	Author,	
Please	add	the	ORCID	id	of	at	least	the	first	and	corresponding	authors	in	the	authors
section	when	submitting	the	revised	manuscript.	You	can	get	an	ORCID	id	from	the	ORCID
website	at	https://orcid.org.	
Thank	you	

23	Mar	2020

1	Apr	2020
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Revision	(2)

Reply	to	Reviewers

Ideally,	 the	 reviewing	process	can	significantly	 improve
the	submitted	manuscripts	by	allowing	the	authors	to	take
into	account	the	advice	of	reviewers.	Author(s)	must	reply
to	all	reviewers'	comments	in	a	separate	Word	file,	point
by	point.	A	"Reply	to	Reviewers"	document	is	submitted
along	 with	 revised	 manuscript	 during	 submission	 of
revised	files,	summarizing	 the	changes	 that	 the	authors
made	 in	 response	 to	 the	 reviewers'	 comments.	 The
responses	 to	 reviewers'	 comments	 specifies	 how	 the
authors	addressed	each	comment	the	reviewers	made.

You	 can	 read	 the	 authors'	 responses	 to	 the	 reviewers'
comments	in	the	next	page.
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Reviewers’ Comments and Authors Response

(Manuscript number: #100717)

Dear Editor,

We appreciate the opportunity to revise and resubmit our paper titled “The Role of Tachykinins 

in Initiation and Progression of Gastrointestinal Cancers: A Review “. All of these comments 

were very helpful for revising and improving our review paper. We have studied these comments 

carefully and have made corresponding corrections that we hope will meet with your approval. 

Changes to the revised manuscript are highlighted by colored (yellow) text. 

Regards

Seyed Isaac Hashemy; MD-PhD
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Revision	(2)

Here,	you	can	see	the	Reviewers,	Associate	Editors
and	EICs'	comments	from	the	beginning	to	the	end	of	the
revision	process.

	

	REFEREE:	EIC	|	Revision	(2)

Dear	Author,	
The	document	is	reviewed	carefully	by	the	reviewers.	According	to	their	comments	and	your
revisions	as	requested,	this	manuscript	is	accepted.	
Thanks.	

10	Apr	2020
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