Accepted Manuscript -

81§ lar and Cellplar Endocrinology

The role of androgen receptors in atherosclerosis

Kaloyan Takov, Junxi Wu, Martin A. Denvir, Lee B. Smith, Patrick W.F. Hadoke

PII: S0303-7207(17)30526-9
DOI: 10.1016/j.mce.2017.10.006
Reference: MCE 10101

To appearin:  Molecular and Cellular Endocrinology

Received Date: 30 March 2017
Revised Date: 2 October 2017
Accepted Date: 7 October 2017

Please cite this article as: Takov, K., Wu, J., Denvir, M.A., Smith, L.B., Hadoke, P.W.F., The role of
androgen receptors in atherosclerosis, Molecular and Cellular Endocrinology (2017), doi: 10.1016/
j-mce.2017.10.006.

This is a PDF file of an unedited manuscript that has been accepted for publication. As a service to

our customers we are providing this early version of the manuscript. The manuscript will undergo
copyediting, typesetting, and review of the resulting proof before it is published in its final form. Please
note that during the production process errors may be discovered which could affect the content, and all
legal disclaimers that apply to the journal pertain.


https://doi.org/10.1016/j.mce.2017.10.006

10

11
12
13
14
15
16
17
18
19
20
21

22

23

24
25
26
27
28

The role of androgen receptors in atherosclerosis
Kaloyan Takov?, Junxi Wu'? Martin A. Denvir %, Lee B. Smith, and Patrick W. F. Hadoke"

'MRC Centre for Reproductive Health,z&Jniversity/ BHF Centre for Cardiovascular Science,
University of Edinburgh, The Queen's Medical Reseamstitute, 47 Little France Crescent,
Edinburgh, EH16 4TJ, UK3School of Environmental and Life Sciences, Uniugrsif Newcastle,

Callaghan, NSW, 2308, Australia.

*Corresponding Author: Patrick W. F. Hadoke, University/ BHF Centre forr@avascular Science,
University of Edinburgh, The Queen's Medical Reskdnstitute, 47 Little France Crescent,
Edinburgh, EH16 4TJ, UK. Emaibatrick.hadoke@ed.ac.uk Tel: +44 (0)131 242 6742

Abstract

Male disadvantage in cardiovascular health is wedbgnised. However, the influence of androgens
on atherosclerosis, one of the major causes of dif@aghreatening cardiovascular events, is notl wel

understood. With the dramatic increase in clinigadscription of testosterone in the past decade,
concerns about the cardiovascular side-effectsxdfagen supplementation or androgen deprivation
therapy are increasing. Potential atheroprotectffects of testosterone could be secondary to
(aromatase-mediated) conversion into oestradiolatbernatively, to direct activation of androgen

receptors (AR). Recent development of animal modls cell-specific AR knockout has indicated a

complex role for androgen action in atherosclerogiéost studies suggest androgens are
atheroprotective but the precise role of AR remainslear. Increased use of AR knockout models
should clarify the role of AR in atherogenesis atilis, lead to exploitation of this pathway as a

therapeutic target.

Introduction

The burden of cardiovascular disease (CVD) is yndedd, accounting for approximately a third of

global deaths (17.5 million people in 2012) (WH®12). Atherosclerosis leads to the development
of coronary heart disease (CHD) which accountsriore than 40% of these deaths (WHO, 2012).
Rupture of atherosclerotic plaques may lead tonthiatic events, such as stroke and myocardial

infarction, which, if not fatal, cause significanbrbidity.
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