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Research Letter 

The potential contribution of aromatase inhibitors to frailty in breast cancer patients with 
cardiovascular events 

To the Editor, 

We read with great interest the article by Yang et al., recently pub-
lished in your journal, which investigates the impact of frailty on car-
diovascular risk in breast cancer patients [1]. The authors demonstrated 
that cardiovascular events were more likely to occur in frail patients 
undergoing chemotherapy and targeted therapy. While we concur with 
the hypothesis proposing a higher cardiovascular risk in frail patients, 
we observed a notable absence of discussion on the underlying causes of 
frailty in breast cancer patients. Therefore, we wish to contribute a 
perspective that focuses on the side effects of adjuvant therapy. 

Aromatase inhibitor (AI) is a common choice for adjuvant therapy in 
postmenopausal breast cancer patients, with implication for cardiovas-
cular disease [2]. Notably, osteoporosis has been identified as a recog-
nized side effect of AI, suggesting a potential correlation with frailty [3]. 
Additionally, it has been reported that patients with osteoporosis often 
present with coronary artery calcification [4]. 

Hence, we seek clarification on whether hormone therapy with AI is 
encompassed within the authors' term “targeted therapy.” Furthermore, 
we kindly request the authors to explore the prevalence of osteoporosis, 
its association with frailty, and its implications for cardiovascular 
outcomes. 

In the authors' concluding remarks, they suggest that “assessing 
frailty may help identify breast cancer patients who are at a higher risk 
of cardiotoxicity and may benefit from interventions to mitigate this 
risk.” We believe that directing attention towards osteoporosis as a 
contributing factor to frailty will shed light on the potential connection 
between breast cancer therapy and cardiovascular events. Thank you for 
considering our perspective. 

Ethical statement 

No ethical approval or institutional oversight required for this proj-
ect. As this is a commentary to the previously published research article, 
no participant consent was required. 

CRediT authorship contribution statement 

Yu Hiasa: Writing – original draft. Akinori Higaki: Writing – review 

& editing, Conceptualization. Osamu Yamaguchi: Writing – review & 
editing, Supervision. 

Declaration of competing interest 

The authors declare that they have no known competing financial 
interests or personal relationships that could have appeared to influence 
the work reported in this paper. 

Acknowledgement 

None. 

Funding 

None. 

References 

[1] S. Yang, Y. Guo, Rate of adverse cardiovascular events in breast cancer patients 
receiving chemotherapy and targeted therapy: impact of frailty, Am. Heart J. Plus 
Cardiol. Res. Pract. 38 (2024) 100353. 

[2] M. Sund, et al., Aromatase inhibitors use and risk for cardiovascular disease in breast 
cancer patients: a population-based cohort study, Breast 59 (2021) 157–164. 

[3] N. Yoshimura, et al., Do sarcopenia and/or osteoporosis increase the risk of frailty? 
A 4-year observation of the second and third ROAD study surveys, Osteoporos. Int. J. 
Establ. Result Coop. Eur. Found. Osteoporos. Natl. Osteoporos. Found. USA 29 
(2018) 2181–2190. 

[4] S.H. Choi, et al., Lower bone mineral density is associated with higher coronary 
calcification and coronary plaque burdens by multidetector row coronary computed 
tomography in pre- and postmenopausal women, Clin. Endocrinol. 71 (2009) 
644–651. 

Yu Hiasa, Akinori Higaki*, Osamu Yamaguchi 
Department of Cardiology, Pulmonology, Hypertension & Nephrology, 

Ehime University Graduate School of Medicine, Toon, Japan 

* Corresponding author at: Department of Cardiology, Pulmonology, 
Hypertension & Nephrology, Ehime University Graduate School of 

Medicine, 454 Shitsukawa, Toon, Ehime 791-0204, Japan. 
E-mail address: higaki.akinori.cf@ehime-u.ac.jp (A. Higaki). 

Contents lists available at ScienceDirect 

American Heart Journal Plus:  
Cardiology Research and Practice 

journal homepage: www.sciencedirect.com/journal/ 

american-heart-journal-plus-cardiology-research-and-practice 

https://doi.org/10.1016/j.ahjo.2024.100383 
Received 20 January 2024; Accepted 5 March 2024   

http://refhub.elsevier.com/S2666-6022(24)00026-0/rf0005
http://refhub.elsevier.com/S2666-6022(24)00026-0/rf0005
http://refhub.elsevier.com/S2666-6022(24)00026-0/rf0005
http://refhub.elsevier.com/S2666-6022(24)00026-0/rf0010
http://refhub.elsevier.com/S2666-6022(24)00026-0/rf0010
http://refhub.elsevier.com/S2666-6022(24)00026-0/rf0015
http://refhub.elsevier.com/S2666-6022(24)00026-0/rf0015
http://refhub.elsevier.com/S2666-6022(24)00026-0/rf0015
http://refhub.elsevier.com/S2666-6022(24)00026-0/rf0015
http://refhub.elsevier.com/S2666-6022(24)00026-0/rf0020
http://refhub.elsevier.com/S2666-6022(24)00026-0/rf0020
http://refhub.elsevier.com/S2666-6022(24)00026-0/rf0020
http://refhub.elsevier.com/S2666-6022(24)00026-0/rf0020
mailto:higaki.akinori.cf@ehime-u.ac.jp
www.sciencedirect.com/science/journal/26666022
https://www.sciencedirect.com/journal/american-heart-journal-plus-cardiology-research-and-practice
https://www.sciencedirect.com/journal/american-heart-journal-plus-cardiology-research-and-practice
https://doi.org/10.1016/j.ahjo.2024.100383
https://doi.org/10.1016/j.ahjo.2024.100383
https://doi.org/10.1016/j.ahjo.2024.100383
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ahjo.2024.100383&domain=pdf
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/

	The potential contribution of aromatase inhibitors to frailty in breast cancer patients with cardiovascular events
	Ethical statement
	CRediT authorship contribution statement
	Declaration of competing interest
	Acknowledgement
	Funding
	References


