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Dear editor
We eagerly read the article by Yang et al.1 This review sheds light on the involvement of ferroptosis as a potential 
therapeutic approach for cholangiocarcinoma (CCA), a challenging form of cancer. Ferroptosis has gained significant 
attention in the past decade as a distinct type of cell death, differing from well-known mechanisms like apoptosis. Its 
relevance has been implicated in various diseases, including cancer.2

While we find the review intriguing and appreciate the exploration of ferroptosis in CCA treatment, we believe there 
are certain contradictions in the discussion that warrant further consideration. Ferroptosis primarily relies on increased 
iron levels and lipid peroxidation at its core.3 However, it is important to note that not every instance of increased iron 
and lipid peroxidation leads to ferroptosis. The article mentions two studies demonstrating increased iron accumulation in 
cancer patients, which is associated with a poor prognosis. These findings alone raise caution and suggest that ferroptosis 
might not be the promising strategy it initially appeared to be for cancer treatment. Moreover, it is crucial to recognize 
that harnessing ferroptosis as a therapeutic approach remains controversial due to its potential impact on normal healthy 
cells. The healthy cells also rely on similar oxidant defense systems to maintain their redox balance. Consequently, 
increasing lipid peroxidation or iron levels could have adverse effects on patients, potentially leading to harmful 
outcomes and contributing to a poor prognosis.4

In addition to the above concerns, the review highlights that certain ferroptosis-related markers, including glutathione 
(GSH), glutathione peroxidase (GPx), and ferrous iron, are found to be depleted in the bile fluids of CCA patients 
compared to patients with common bile duct stones. However, the lack of a proper control group consisting of healthy 
individuals poses a limitation to the interpretation of these results. It is therefore essential to conduct further investiga
tions that encompass a broader range of cancer types to comprehensively compare the status of ferroptosis markers in 
CCA. Only through such studies will we be able to draw solid conclusions regarding the potential of ferroptosis as 
a viable treatment strategy for various cancers.

In conclusion, we appreciate the efforts put forth by Yang et al in their review of ferroptosis as a potential therapeutic 
avenue for CCA. However, it is crucial to consider the contradictions and complexities surrounding the utilization of 
ferroptosis in cancer treatment. The adverse effects on healthy cells and the inconclusive results of marker depletion in 
CCA patients emphasize the need for further investigation. Until we gain a deeper understanding of the specific 
mechanisms and develop targeted approaches to exploit ferroptosis in cancer cells while minimizing harm to healthy 
cells, drawing conclusive remarks on its therapeutic potential remains challenging.

Disclosure
The authors report no conflicts of interest in this communication.

Cancer Management and Research 2023:15 461–462                                                         461
© 2023 Nikmah et al. This work is published and licensed by Dove Medical Press Limited. The full terms of this license are available at https://www.dovepress.com/terms. 
php and incorporate the Creative Commons Attribution – Non Commercial (unported, v3.0) License (http://creativecommons.org/licenses/by-nc/3.0/). By accessing the 

work you hereby accept the Terms. Non-commercial uses of the work are permitted without any further permission from Dove Medical Press Limited, provided the work is properly attributed. For 
permission for commercial use of this work, please see paragraphs 4.2 and 5 of our Terms (https://www.dovepress.com/terms.php).

Cancer Management and Research                                                       Dovepress
open access to scientific and medical research

Open Access Full Text Article

Received: 29 May 2023
Accepted: 1 June 2023
Published: 2 June 2023

C
an

ce
r 

M
an

ag
em

en
t a

nd
 R

es
ea

rc
h 

do
w

nl
oa

de
d 

fr
om

 h
ttp

s:
//w

w
w

.d
ov

ep
re

ss
.c

om
/

F
or

 p
er

so
na

l u
se

 o
nl

y.

http://orcid.org/0000-0002-9080-1463
http://orcid.org/0000-0003-3288-6814
http://www.dovepress.com/permissions.php
https://www.dovepress.com/terms.php
https://www.dovepress.com/terms.php
http://creativecommons.org/licenses/by-nc/3.0/
https://www.dovepress.com/terms.php
https://www.dovepress.com


References
1. Yang M, Li M, Lyu Z, et al. Implication of ferroptosis in cholangiocarcinoma: a potential future target? Cancer Manag Res. 2023;15:335–342. 

doi:10.2147/CMAR.S406150
2. Jiang X, Stockwell BR, Conrad M. Ferroptosis: mechanisms, biology and role in disease. Nat Rev Mol Cell Biol. 2021;22(4):266–282. doi:10.1038/ 

s41580-020-00324-8
3. Dixon SJ, Pratt DA. Ferroptosis: a flexible constellation of related biochemical mechanisms. Mol Cell. 2023;83(7):1030–1042. doi:10.1016/j. 

molcel.2023.03.005
4. Scandolara TB, da Silva JC, Alves FM, et al. Clinical implications of lipid peroxides levels in plasma and tumor tissue in breast cancer patients. 

Prostaglandins Other Lipid Mediat. 2022;161:106639. doi:10.1016/j.prostaglandins.2022.106639

Dove Medical Press encourages responsible, free and frank academic debate. The contentTxt of the Cancer Management and Research ‘letters to the editor’ section does not necessarily 
represent the views of Dove Medical Press, its officers, agents, employees, related entities or the Cancer Management and Research editors. While all reasonable steps have been taken 
to confirm the contentTxt of each letter, Dove Medical Press accepts no liability in respect of the contentTxt of any letter, nor is it responsible for the contentTxt and accuracy of any 
letter to the editor.  

Cancer Management and Research                                                                                                   Dovepress 

Publish your work in this journal 
Cancer Management and Research is an international, peer-reviewed open access journal focusing on cancer research and the optimal use 
of preventative and integrated treatment interventions to achieve improved outcomes, enhanced survival and quality of life for the cancer 
patient. The manuscript management system is completely online and includes a very quick and fair peer-review system, which is all easy to 
use. Visit http://www.dovepress.com/testimonials.php to read real quotes from published authors.  

Submit your manuscript here: https://www.dovepress.com/cancer-management-and-research-journal

DovePress                                                                                                            Cancer Management and Research 2023:15 462

https://doi.org/10.2147/CMAR.S423396

Nikmah et al                                                                                                                                                         Dovepress

Powered by TCPDF (www.tcpdf.org)

https://doi.org/10.2147/CMAR.S406150
https://doi.org/10.1038/s41580-020-00324-8
https://doi.org/10.1038/s41580-020-00324-8
https://doi.org/10.1016/j.molcel.2023.03.005
https://doi.org/10.1016/j.molcel.2023.03.005
https://doi.org/10.1016/j.prostaglandins.2022.106639
https://www.dovepress.com
http://www.dovepress.com/testimonials.php
https://www.facebook.com/DoveMedicalPress/
https://twitter.com/dovepress
https://www.linkedin.com/company/dove-medical-press
https://www.youtube.com/user/dovepress
https://www.dovepress.com
https://www.dovepress.com

	Dear editor
	Disclosure

