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Comment on: 
Clinicopathological 
characteristics of severe aortic 
valve regurgitation caused by 
Behçet’s syndrome

Sir,
We read with great interest the study by 
Zhang et al. describing the clinicopathologi-
cal characteristics of severe aortic regurgi-
tation (AR) caused by Behçet’s syndrome 
(BS) (1). Given the rarity and clinical com-
plexity of cardiovascular involvement in BS, 
such analyses are of substantial value. Nev-
ertheless, several methodological aspects 
warrant further clarification to enhance the 
interpretability of the findings.
First, while the pathological assessment 
is comprehensive, the lack of comparator 
groups limits the ability to determine wheth-
er the observed inflammatory patterns are 
specific to BS or reflect advanced inflamma-
tory AR in general. Inclusion of one or more 
reference populations, such as BS patients 
without aortic involvement, individuals with 
non-BS aortitis, or patients undergoing valve 
surgery for degenerative AR, could have 
strengthened the disease-specific interpreta-
tion of the histopathological features. This 
distinction is particularly relevant given that 
neutrophilic and lymphocytic infiltrates may 
occur across various inflammatory condi-
tions affecting the aortic root (2).
Second, several clinical and biochemical 
confounders that may influence tissue in-
flammation were not fully addressed. Pre-
operative treatments such as corticoster-
oids, immunosuppressants, colchicine, and 
biologic agents can significantly modulate 
inflammatory cell dynamics (3). The exact 
dosing, duration and timing of these thera-
pies were not specified. Additionally, the po-
tential contribution of subclinical infection, 
including culture-negative endocarditis, was 
not discussed, despite its capacity to pro-
duce neutrophil-rich infiltrates (4). Common 
cardiovascular comorbidities (e.g., hyper-

tension, diabetes, smoking history), which 
affect vascular remodelling and adventitial 
neovascularisation, were also not reported. 
Given that ESR and CRP were used to de-
fine activity states, providing information on 
measurement timing and coexisting inflam-
matory conditions would enhance the reli-
ability of group stratification.
Third, the absence of radiological correla-
tions may have created a lack of integrated 
interpretation explanation. In contemporary 
vasculitis evaluation, aortic wall thickness, 
enhancement characteristics on CT/MRI, 
or PET-CT uptake values provide impor-
tant complementary information. Similarly, 
echocardiographic quantification of AR 
severity and structural involvement (vena 
contracta, pressure half-time, annular meas-
urements) would have allowed a more in-
tegrated clinicopathologic interpretation. 
The findings related to biologic therapy are 
of particular interest. However, the specific 
biologic agents administered were not de-
tailed. Anti-TNF, anti-IL-1, and anti-IL-6 
treatments have distinct immunologic pro-
files and may influence inflammatory cell 
infiltration differently (5). Aggregating these 
agents into a single category may obscure 
agent-specific effects and complicate inter-
pretation of their association with reduced 
inflammatory infiltration.
Finally, while the authors performed be-
tween-group comparisons, the absence of 
multivariable adjustment limits the ability to 
ascertain whether the observed associations 
persist independent of confounding fac-
tors such as age, disease duration, baseline 
inflammatory markers, treatment expo-
sure, and comorbidities. Incorporation of 
multivariable modelling, recommended in 
prior analyses of BS-related cardiovascular 
disease, would refine causal inference and 
strengthen the overall conclusions.
In summary, the study offers valuable in-
sights into the pathological spectrum of se-
vere AR associated with BS. Addressing the 
points above, particularly confounder con-
trol, radiologic-pathologic integration, clari-

fication of therapeutic exposure, and greater 
methodological transparency, could further 
strengthen the conclusions and help deline-
ate more precisely the pathological profile of 
Behçet-related aortic regurgitation.

H. Çağlar1, MD 
S. Hira2, MD 
S.O. Çağlar3, MD
¹Department of Physical Medicine and 
Rehabilitation; 2Department of Clinical 
Biochemistry; 3Department of Cardiology, 
Royal Hospital, Bandırma, Turkey.
Please address correspondence to:
Hilal Çağlar, MD
Department of Physical Medicine and 
Rehabilitation, 
Royal Hospital, 
Pasakonak, Sağlık Street No:16,
10200 Bandırma, Turkey.
Email: drhilalcaglar@gmail.com
Competing interests: none declared.
© Copyright Clinical and 
Experimental Rheumatology 2026.

References
  1.	ZHANG M, WANG X, LIU Y et al.: Clinicopatho-

logical characteristics of severe aortic valve regur-
gitation caused by Behçet’s syndrome. Clin Exp 
Rheumatol 2025; 43/10: 1726-34. 

	 https://doi.org/10.55563/clinexprheumatol/k2v1he
  2.	LING X, JIE W, QIN X et al.: Gut microbiome sheds 

light on the development and treatment of abdomi-
nal aortic aneurysm. Front Cardiovasc Med 2022; 9: 
1063683. 

	 https://doi.org/10.3389/fcvm.2022.1063683
  3.	VAN DER HOUWEN TB, VAN HAGEN PM, VAN 

LAAR JA: Immunopathogenesis of Behçet’s disease 
and treatment modalities. Semin Arthritis Rheum 
2022; 2: 151956. 

	 https://doi.org/10.1016/j.semarthrit.2022.151956
  4.	TAN CD, RODRIGUEZ ER: Pathology of Endocar-

ditis and Other Intravascular Infections. In: PET-
TERSSON G, CREMER P, GORDON S, GRIFFIN BP, 
SHRESTHA N, UNAI S (Eds.): Infective Endocardi-
tis: A Multidisciplinary Team Approach to a Com-
plex Disease. Springer, 2025, 75-95.

  5.	RIDER P, CARMI Y, COHEN I: Biologics for target-
ing inflammatory cytokines, clinical uses, and limi-
tations. Int J Cell Biol 2016; 2016(1): 9259646. 

	 https://doi.org/10.1155/2016/9259646


