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Editorial Comment192

Subclinical atherosclerosis: A hidden threat for patients  
with ankylosing spondylitis

In the current study entitled “Assessment of subclinical 
atherosclerotic cardiovascular disease in patients with anky-
losing spondylitis” Anatol J Cardiol 2019; 22: 185-91, Hatipsoylu 
et al. (1), authors have failed to demonstrate the relationship 
between AS and atherosclerosis progression. Nevertheless, 
it was a study in which some main traditional risk factors for 
CVD were controlled. Two noninvasive techniques were used, 
carotid intima media thickness (cIMT) and pulse wave velocity, 
which were considered as important indicators for evaluating 
the severity of atherosclerotic intimal lesions and arterial stiff-
ness; however, these two instruments cannot assess endothelial 
function. It is possible to compare the vascular function outputs 
of different instruments (2). However, further research is needed 
to confirm the relation of endothelial dysfunction and/or arterial 
stiffness assessed non-invasively with the atherosclerotic pro-
cess in patients with AS (2-5). In fact, the relationship between 
atheroscolerosis and AS is not as easy to highlight, as in rheu-
matoid arthritis (6).

Inconsistent results in this study suggest vascular beneficial 
effects of tumor necrosis factor (TNF) inhibitors slowing the pro-
gression of subclinical atherosclerosis because approximately 
70% of patients with AS were using TNF inhibitors (1). Indeed, a 
reduction of cIMT in patients with rheumatoid arthritis and spon-
dyloarthritis treated by TNF inhibitors compared with the con-
trol group has been reported (5, 7-9). The mechanism suggested 
was an improvement of the endothelial function by lowering the 
retinol-binding protein 4 level, an agent of oxidative vascular 
damage (10). A recently published study reported a rapid and 
sustained reduction of complement activation in patients with 
spondyloarthritis patients using TNF inhibitors and suggested 
that the observed decrease in cardiovascular morbidity is partly 
owing to its beneficial effect on complement (9). Nevertheless, 
the duration of the use of the TNF inhibitors was not reported in 
this study, and we can suggest that a multivariate analysis of the 
study data will confirm this protective effect of TNF therapy (1).

The characteristics of the student population may also ex-
plain the results of this study. In fact, the biologic inflammation 
and disease activity were moderate (Table 1 in reference 1). 
Indeed, chronic systemic inflammation plays a key role in the 
development of atherosclerotic progression (11, 12). The high 
level of inflammatory markers during SA may be considered as 

a major cause of accelerated progression of atherosclerosis be-
cause pro-inflammatory cytokines are known to independently 
predict CVD events (4, 13). In addition, controls have significantly 
higher total cholesterol level than patients; consequently, they 
have higher atherogenic indices than patients, which blurs the 
difference between the two groups. Nevertheless, these tradi-
tional risk factors are only partially implicated in CVD, and their 
presence does not fully explain the accelerated progression of 
atherosclerosis in AS (3, 14).

In conclusion, further research is needed to improve the 
models of prediction of the cardiovascular risk in patients with 
AS, and longitudinal prospective studies are needed to confirm 
the effect of anti-TNF therapy on carotid IMT.

 Wafa Hamdi,  Kaouther Maatallah
Department of Rheumatology, Tunis El Manar University, Faculty of 
Medicine of Tunis, Kassab Institute of Orthopedics; 2010 Ksar Said 
Manouba-Tunisia

References

1. Hatipsoylu E, Şengül İ, Kaya T, Karatepe AG, Akçay S, Isayeva L, et 
al. Assessment of subclinical atherosclerotic cardiovascular dis-
ease in patients with ankylosing spondylitis. Anatol J Cardiol 2019; 
22: 185-91. [CrossRef]

2. Perrault R, Omelchenko A, Taylor CG, Zahradka P. Establishing the 
interchangeability of arterial stiffness but not endothelial function 
parameters in healthy individuals. BMC Cardiovasc Disord 2019; 
19: 190. [CrossRef]

3. Mathieu S, Gossec L, Dougados M, Soubrier M. Cardiovascular 
profile in ankylosing spondylitis: a systematic review and meta-
analysis. Arthritis Care Res (Hoboken) 2011; 63: 557-63. [CrossRef]

4. Bai R, Zhang Y, Liu W, Ma C, Chen X, Yang J, et al. The Relationship 
of Ankylosing Spondylitis and Subclinical Atherosclerosis: A Sys-
temic Review and Meta-Analysis. Angiology 2019; 70: 492-500.

5. Yuan Y, Yang J, Zhang X, Han R, Chen M, Hu X, et al. Carotid Intima-
Media Thickness in Patients with Ankylosing Spondylitis: A Sys-
tematic Review and Updated Meta-Analysis. J Atheroscler Thromb 
2019; 26: 260-71. [CrossRef]

6. Lauper K, Gabay C. Cardiovascular risk in patients with rheumatoid 
arthritis. Semin Immunopathol 2017; 39: 447-59. [CrossRef]

7. Angel K, Provan SA, Fagerhol MK, Mowinckel P, Kvien TK, Atar D. 
Effect of 1-year anti-TNF-alpha therapy on aortic stiffness, carotid 

https://orcid.org/0000-0003-3045-4831
https://orcid.org/0000-0003-3765-3286
https://doi.org/10.14744/AnatolJCardiol.2019.13367
https://doi.org/10.1186/s12872-019-1167-3
https://doi.org/10.1002/acr.20364
https://doi.org/10.1177/0003319718814309
https://doi.org/10.5551/jat.45294
https://doi.org/10.1007/s00281-017-0632-2


Hamdi and Maatallah
Atherosclerosis and ankylosing spondylitis

Anatol J Cardiol 2019; 22: 192-3
DOI:10.14744/AnatolJCardiol.2019.78703 193

atherosclerosis, and calprotectin in inflammatory arthropathies: a 
controlled study. Am J Hypertens 2012; 25: 644-50. [CrossRef]

8. Zardi EM, Pipita ME, Giorgi C, Lichinchi D, Zardi DM, Afeltra A. 
Differences in carotid atherosclerosis between patients with an-
kylosing spondylitis treated with tumor necrosis factor-a antago-
nists and healthy matched controls. Medicine (Baltimore) 2018; 97: 
e11250. [CrossRef]

9. Hokstad I, Deyab G, Wang Fagerland M, Lyberg T, Hjeltnes G, Førre 
Ø, et al. Tumor necrosis factor inhibitors are associated with re-
duced complement activation in spondylarthropathies: An obser-
vational study. PLoS One 2019; 14: e0220079. [CrossRef]

10. Genre F, López-Mejías R, Miranda-Filloy JA, Ubilla B, Carnero-
López B, Gómez-Acebo I, et al. Antitumour necrosis factor a treat-

ment reduces retinol-binding protein 4 serum levels in nondiabetic 
ankylosing spondylitis patients. Ann Rheum Dis 2014; 73: 941-3.

11. Frostegård J. Immunity, atherosclerosis and cardiovascular dis-
ease. BMC Med 2013; 11: 117. [CrossRef]

12. Pant S, Deshmukh A, Gurumurthy GS, Pothineni NV, Watts TE, Ro-
meo F, et al. Inflammation and atherosclerosis--revisited. J Cardio-
vasc Pharmacol Ther 2014; 19: 170-8. [CrossRef]

13. Ait-Oufella H, Taleb S, Mallat Z, Tedgui A. Recent advances on the 
role of cytokines in atherosclerosis. Arterioscler Thromb Vasc Biol 
2011; 31: 969-79. [CrossRef]

14. Papagoras C, Markatseli TE, Saougou I, Alamanos Y, Zikou AK, 
Voulgari PV, et al. Cardiovascular risk profile in patients with spon-
dyloarthritis. Joint Bone Spine 2014; 81: 57-63. [CrossRef]

https://doi.org/10.1038/ajh.2012.12
https://doi.org/10.1097/MD.0000000000011250
https://doi.org/10.1371/journal.pone.0220079
https://doi.org/10.1136/annrheumdis-2013-204484
https://doi.org/10.1186/1741-7015-11-117
https://doi.org/10.1177/1074248413504994
https://doi.org/10.1161/ATVBAHA.110.207415
https://doi.org/10.1016/j.jbspin.2013.03.019

