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Effect of tumor necrosis factor inhibitors 
on risk of cardiovascular disease in patients 
with axial spondyloarthritis
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Abstract 

Background:  Axial spondyloarthritis (axSpA) is associated with an increased risk of cardiovascular disease. We aimed 
to evaluate the effect of tumor necrosis factor inhibitors (TNFis) on the risk of cardiovascular disease in patients with 
axSpA.

Methods:  This retrospective study included 450 patients with axSpA without pre-existing cardiovascular disease. The 
outcome was incident cardiovascular disease (myocardial infarction or stroke) after the diagnosis of axSpA. The effect 
of TNFis on cardiovascular risk was analyzed in the total study population and in an inverse probability of treatment 
weighting (IPTW)-adjusted population. Cox proportional hazards models were used to estimate the hazard ratios 
(HRs) and 95% confidence intervals (95% CIs) for cardiovascular disease, according to exposure to TNFis.

Results:  Of the 450 patients, 233 (51.8%) and 217 (48.2%) patients were and were not exposed to TNFis, respectively. 
Twenty cardiovascular diseases occurred during 2868 person-years of follow-up (incidence rate: 6.97/1000 person-
years). In the total study population, exposure to TNFis was associated with a reduced cardiovascular risk when 
adjusted for traditional cardiovascular risk factors (HR 0.30, 95% CI 0.10–0.85, p = 0.024). However, when time-averaged 
erythrocyte sedimentation rate and C-reactive protein were additionally adjusted, this association was attenuated 
and lost statistical significance (HR 0.37, 95% CI 0.12–1.12, p = 0.077). Furthermore, in the IPTW-adjusted population, 
exposure to TNFis showed no significant reduction in cardiovascular risk (HR 0.60, 95% CI 0.23–1.54, p = 0.287).

Conclusions:  Although controlling inflammation through TNFis could be beneficial in cardiovascular risk reduction, 
our data indicate no TNFi-specific reduction in cardiovascular risk in patients with axSpA.
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Background
Axial spondyloarthritis (axSpA) is a chronic inflamma-
tory arthritis that mainly affects the axial skeleton [1, 
2]. In addition to the traditional cardiovascular risk 
factors (age, sex, hypertension, dyslipidemia, smoking, 
and obesity), inflammation is associated with acceler-
ated atherosclerosis and is an important contributor 

to cardiovascular risk [3–5]. The increased risk of car-
diovascular disease in inflammatory joint diseases 
including ankylosing spondylitis (AS) has been well 
established [5]. A meta-analysis assessing the risk of 
myocardial infarction (MI) and stroke in patients with 
AS showed that compared with those without AS, 
patients with AS have a higher risk of MI (odds ratio 
[OR] 1.60, 95% confidence interval [CI] 1.32–1.93) and 
stroke (OR 1.50, 95% CI 1.39–1.62) [6]. Moreover, a 
population-based study showed that AS is associated 
with a higher risk of cardiovascular mortality (OR 1.36, 
95% CI 1.13–1.65) [7]. A similar association was also 
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reported in a meta-analysis assessing risk of comor-
bidities in patients with axSpA, which includes both 
AS and non-radiographic axSpA; the authors reported 
a higher risk of ischemic heart disease (OR 1.51, 95% 
CI 1.21–1.87) and stroke (OR 1.30, 95% CI 1.04–1.62) 
[8]. Given that patients with axSpA are at higher risk of 
cardiovascular morbidity and mortality, careful moni-
toring and treatment of modifiable cardiovascular risk 
factors are important in these patients.

Tumor necrosis factor (TNF)-α, a pro-inflammatory 
cytokine involved in the pathogenesis of axSpA [9], is 
also involved in the initiation and progression of ather-
osclerosis and in rupture of atherosclerotic plaque [10, 
11]. TNF inhibitors (TNFis) are widely used in patients 
with axSpA and are effective in controlling inflamma-
tion [12–17]. Considering the role of TNF-α in inflam-
mation and atherosclerosis, the use of TNFis may lead 
to a reduction in cardiovascular risk in patients with 
axSpA. Indeed, some studies showed that TNFis reduce 
subclinical atherosclerosis in patients with AS [18, 19]. 
However, these studies used subclinical atherosclerosis 
as a surrogate outcome, and whether the use of TNFis 
in patients with axSpA is associated with a reduction in 
cardiovascular disease as an outcome remains unclear. 
Here, we aimed to assess whether the exposure to 
TNFis is associated with a lower risk of cardiovascular 
disease in patients with axSpA.

Methods
Patients
In this retrospective cohort study, patients with axSpA 
who visited a tertiary referral hospital in Seoul, Korea 
between January 1, 2010, and December 31, 2011, were 
initially selected. All patients fulfilled the Assessment of 
SpondyloArthritis international Society classification 
criteria for axSpA [20]. Patients with a history of MI or 
stroke or chronic kidney disease (CKD) prior to the diag-
nosis of axSpA were excluded. Those who were followed 
up for less than a year were also excluded. The occur-
rence of incident cardiovascular disease in each patient 
was retrospectively reviewed. The index date for each 
patient was the date of the first visit between January 1, 
2010, and December 31, 2011. Patients were followed up 
from the index date to the date of occurrence of cardio-
vascular disease, discontinuation of TNFis (for patients 
who were on TNFis at the index date), initiation of TNFis 
(for those who were not on TNFis at the index date), last 
visit, or June 30, 2021, whichever came first. This study 
was approved by the institutional review board (IRB) of 
Gangnam Severance Hospital (IRB No: 3-2021-0328). 
Owing to the retrospective nature of this study, the 
requirement for informed consent was waived.

Exposure to TNFis
TNFis were used in patients who had an inadequate 
response despite treatment with non-steroidal anti-
inflammatory drugs (NSAIDs; either non-selective 
NSAIDs or selective cyclooxygenase-2 [COX-2] inhibi-
tors), with or without conventional synthetic disease-
modifying anti-rheumatic drugs (csDMARDs), for at 
least 3 months. Patients who were on TNFis at the index 
date were classified as the “TNFi exposed” group. Those 
who were naïve to TNFis at the index date were classified 
as the “TNFi not exposed” group. None of the patients 
in both groups were receiving or had received other bio-
logic DMARDs (interleukin-17A inhibitors) or targeted 
synthetic DMARDs (Janus kinase inhibitors). As per the 
definition of follow-up, patients in the TNFi exposed 
group were exposed to TNFis throughout the whole fol-
low-up duration, while patients in the TNFi not exposed 
group were not exposed to TNFis throughout the follow-
up duration.

Covariates
The following covariates at the index date of axSpA 
were collected: age, sex, presence of hypertension, dia-
betes mellitus, and dyslipidemia, smoking status (cur-
rent smoker or not), body mass index (BMI), symptom 
duration of axSpA, HLA-B27 positivity, fulfillment of 
the radiological criterion of the 1984 modified New 
York criteria [21], presence of syndesmophyte, preva-
lence of peripheral manifestations, psoriasis, uveitis, 
and inflammatory bowel diseases, erythrocyte sedimen-
tation rate (ESR), and C-reactive protein (CRP) levels. 
Regarding medication, use of naproxen, non-selective 
NSAIDs other than naproxen, selective COX-2 inhibi-
tors, csDMARDs (methotrexate and sulfasalazine), aspi-
rin, angiotensin-converting enzyme inhibitor (ACEi) or 
angiotensin II receptor blocker (ARB), sodium-glucose 
cotransporter-2 inhibitors (SGLT2 inhibitors), and sta-
tin within 6 months prior to the index date and during 
follow-up was reviewed. A medication was considered 
“used” if the patient had been exposed to the medication 
for at least 3 months. Time-averaged ESR and CRP dur-
ing follow-up were calculated as indices of inflammatory 
burden during the follow-up. Time-averaged ESR and 
CRP were defined as the mean values of ESR and CRP 
levels, respectively, determined every 3 months.

Definition of cardiovascular disease
Cardiovascular disease was defined as an incident MI or 
stroke that occurred after the index date with a 6-month 
lag. To assess whether cardiovascular disease have 
occurred in each patient, we reviewed whether each 
patient had undergone coronary angiography, cardiac 
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enzyme tests, or brain magnetic resonance imaging dur-
ing the follow-up duration. MI events were defined as 
an MI that was diagnosed by cardiologists based on the 
coronary angiography and cardiac enzyme levels. Stroke 
events were defined as a stroke diagnosed by neurologists 
based on brain imaging studies.

Statistical analysis
For the description of patient characteristics, continu-
ous variables were expressed as mean (± standard devia-
tion) or median (interquartile range) for parametric or 
non-parametric variables, respectively, and categorical 
variables were expressed as numbers (%). For comparison 
between two groups, independent two sample t-test or 
Mann-Whitney U test was used for continuous variables, 
and χ2 test or Fisher’s exact test for categorical variables. 
Cox proportional hazards regression analysis was per-
formed to estimate the hazard ratios (HRs) and 95% CIs 
for cardiovascular disease according to the exposure to 
TNFis. The proportional hazards assumption was tested 
by examining log (−log [survival]) curves and Schoenfeld 
partial residuals: no relevant violations were found. Uni-
variable Cox regression analysis was performed initially, 
followed by five multivariable Cox regression analyses. 
Multivariable model 1 was adjusted for traditional car-
diovascular risk factors (age, sex, hypertension, diabetes 
mellitus, dyslipidemia, smoking, and BMI). Multivari-
able model 2 was adjusted for time-averaged ESR and 
CRP in addition to the traditional cardiovascular risk 
factors. Multivariable model 3 was adjusted for baseline 
ESR and CRP in addition to the traditional cardiovascu-
lar risk factors. Multivariable model 4 was adjusted for 
use of NSAIDs and csDMARDs. Multivariable model 
5 was adjusted for use of aspirin, ACEi or ARB, SGLT2 
inhibitor, and statin. To assess whether there is a different 
effect when monoclonal TNFis are analyzed as a separate 
group, we excluded patients who were exposed to etaner-
cept in the TNFi exposed group and additionally con-
ducted the multivariable models 1–5.

As patients were not randomly assigned to the two 
groups, inverse probability of treatment weighting 
(IPTW)-adjusted analysis was conducted to reduce 
potential confounding by indication. The propensity 
score used in the IPTW-adjusted analysis was esti-
mated by multiple logistic regression analysis including 
all covariates in Table  1. In the IPTW-adjusted popula-
tion, continuous variables were expressed as weighted 
mean (± standard error), and categorical variables were 
expressed as weighted numbers (%). An IPTW-adjusted 
Cox proportional hazards regression analysis was per-
formed to estimate the HR and 95% CI for cardiovascular 
disease according to the exposure to TNFis. A p-value of 
< 0.05 was considered statistically significant. All analyses 

were conducted using SAS version 9.4 (SAS Institute 
Inc., Cary, NC, USA).

Results
Comparison of characteristics between the two groups
A total of 450 patients with axSpA were included in 
the analysis. The mean age at the index date was 36.4 
(±13.0) years, and 343 (76.2%) patients were male. Of 
the 450 patients, 233 (51.8%) and 217 (48.2%) patients 
were classified as TNFi exposed and TNFi not exposed, 
respectively. Of the 233 patients in the TNFi exposed 
group, 142 (60.9%), 61 (26.2%), and 30 (12.9%) patients 
were exposed to adalimumab, etanercept, and infliximab, 
respectively. The comparison of characteristics between 
the two groups is shown in Table 1. There were no signifi-
cant differences in traditional cardiovascular risk factors 
between the two groups. In terms of axSpA related fac-
tors, CRP at the index date was significantly higher in the 
TNFi exposed group than in the TNFi not exposed group 
(5.1 [1.1–15.8] mg/L vs. 3.3 [0.8–10.5] mg/L, p = 0.038). 
In terms of medication, a higher proportion of patients 
was exposed to non-selective NSAIDs (91.4% vs. 80.2%, 
p = 0.001), selective COX-2 inhibitors (92.7% vs. 82.5%, 
p = 0.001), methotrexate (22.7% vs. 6.5%, p < 0.001), and 
sulfasalazine (86.3% vs. 79.3%, p = 0.049) in the TNFi 
exposed group than the TNFi not exposed group. Time-
averaged ESR and CRP did not differ between the two 
groups.

Comparison of occurrence of cardiovascular disease 
between the two groups
Incident cardiovascular disease occurred in 20 patients 
(MI, 12 patients; stroke, 8 patients) during 2868 person-
years of follow-up (incidence rate: 6.97/1000 person-
years). One cardiovascular disease occurred during the 
6-month lag and was not included for analysis. Cardio-
vascular disease occurred less commonly in the TNFi 
exposed group than in the TNFi not exposed group (2.6% 
vs. 6.5%, p = 0.046), despite the longer duration of follow-
up (6.3 [3.4–10.2] years vs. 4.7 [2.8–8.2] years, p = 0.002) 
(Table 2). The duration of TNFi treatment in the “TNFi 
exposed” group before index date was 2.1 (1.1–3.8) years.

Risk of cardiovascular disease according to the exposure 
to TNFis
The estimated HR for cardiovascular disease according 
to the exposure to TNFis is reported in Table  3. In the 
univariable analysis, the TNFi exposed group had an HR 
of 0.35 (95% CI 0.13–0.93, p = 0.034) for cardiovascu-
lar disease compared with the TNFi not exposed group. 
After adjusting for traditional cardiovascular risk fac-
tors, the TNFi exposed group was still significantly asso-
ciated with a lower risk of cardiovascular disease (HR 
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Table 1  Comparison of characteristics according to exposure to TNFis

TNFi tumor necrosis factor inhibitor, BMI body mass index, HLA human leukocyte antigen, axSpA axial spondyloarthritis, ESR erythrocyte sedimentation rate, CRP 
C-reactive protein, ACEi angiotensin-converting enzyme inhibitor, ARB angiotensin II receptor blocker, SGLT2 sodium-glucose cotransporter-2, NSAIDs non-steroidal 
anti-inflammatory drugs, COX-2 cyclooxygenase-2
a Patients (n = 19) with missing data excluded
b Non-selective NSAIDs other than naproxen

Total (N = 450) TNFi exposed (N = 233) TNFi not exposed 
(N = 217)

P value

Traditional cardiovascular risk factors

  Age, year, mean (± SD) 36.4 (±13.0) 36.6 (±13.1) 36.3 (±13.0) 0.811

  Male, n (%) 343 (76.2) 179 (76.8) 164 (75.6) 0.756

  Hypertension, n (%) 63 (14.0) 39 (16.7) 24 (11.1) 0.083

  Diabetes mellitus, n (%) 35 (7.8) 22 (9.4) 13 (6.0) 0.172

  Dyslipidemia, n (%) 74 (16.4) 42 (18.0) 32 (14.7) 0.348

  Current Smoker, n (%) 62 (13.8) 39 (16.7) 23 (10.6) 0.059

  BMI, kg/m2, mean (± SD) 23.8 (±3.6) 23.9 (±3.6) 23.7 (±3.7) 0.655

AxSpA-related factors

  Symptom duration, years, median (IQR) 5.0 (1.9–10.1) 5.3 (2.1–10.3) 4.3 (1.3–10.1) 0.079

  HLA-B27 positivea, n (%) 356 (82.6) 187 (85.0) 169 (80.1) 0.179

  Radiographic axSpA, n (%) 365 (81.1) 190 (81.5) 175 (80.6) 0.807

  Syndesmophyte present, n (%) 123 (27.3) 60 (25.8) 63 (29.0) 0.435

  Peripheral manifestations, n (%) 228 (50.7) 124 (53.2) 104 (47.9) 0.262

  Psoriasis, n (%) 23 (5.1) 14 (6.0) 6 (4.1) 0.370

  Uveitis, n (%) 81 (18.0) 44 (18.9) 37 (17.1) 0.613

  Inflammatory bowel diseases, n (%) 10 (2.2) 7 (3.0) 3 (1.4) 0.341

  ESR, mm/h, median (IQR) 17.5 (8.0–40.0) 17.0 (8.0–39.8) 18.5 (8.0–40.3) 0.978

  CRP, mg/L, median (IQR) 4.1 (0.8–13.9) 5.1 (1.1–15.8) 3.3 (0.8–10.5) 0.038

Medications

  Non-selective NSAIDsb, n (%) 313 (69.6) 169 (72.5) 144 (66.4) 0.155

  Naproxen, n (%) 194 (43.1) 98 (42.1) 96 (44.2) 0.641

  Selective COX-2 inhibitors, n (%) 395 (87.8) 216 (92.7) 179 (82.5) 0.001

  Methotrexate, n (%) 67 (14.9) 53 (22.7) 14 (6.5) < 0.001

  Sulfasalazine, n (%) 373 (82.9) 201 (86.3) 172 (79.3) 0.049

  Aspirin, n (%) 11 (2.4) 5 (2.1) 6 (2.8) 0.671

  ACEi or ARB, n (%) 46 (10.2) 26 (11.2) 20 (9.2) 0.497

  SGLT2 inhibitors, n (%) 6 (1.3) 3 (1.3) 3 (1.4) > 0.999

  Statin, n (%) 60 (13.3) 35 (15.0) 25 (11.5) 0.275

  Time-averaged ESR, mm/h, median (IQR) 11.3 (6.0–20.7) 10.3 (5.9–21.4) 12.7 (6.4–21.0) 0.329

  Time-averaged CRP, mg/L, median (IQR) 2.2 (0.9–4.7) 2.1 (0.9–4.3) 2.4 (1.0–5.7) 0.168

Table 2  Comparison of outcomes according to the exposure to TNFis

TNFi tumor necrosis factor inhibitor, ESR erythrocyte sedimentation rate, CRP C-reactive protein

Total (N = 450) TNFi exposed (N = 233) TNFi not exposed 
(N = 217)

P value

Incident cardiovascular disease, n (%) 20 (4.44) 6 (2.6) 14 (6.5) 0.046

Duration of follow-up, years, median (IQR) 5.5 (2.9–9.4) 6.3 (3.4–10.2) 4.7 (2.8–8.2) 0.002

Time to events, years, median (IQR) 3.9 (1.8–7.2) 3.3 (2.0–8.4) 4.4 (1.7–7.0) > 0.999
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0.30, 95% CI 0.10–0.85, p = 0.024) compared with the 
TNFi not exposed group (multivariable model 1). How-
ever, with additional adjustment for time-averaged ESR 
and CRP, the effect size was attenuated and lost statisti-
cal significance (multivariable model 2: HR 0.37, 95% CI 
0.12–1.12, p = 0.077). Similarly, the statistical significance 
was also lost in multivariable model 3, where baseline 
ESR and CRP were adjusted in addition to the traditional 
cardiovascular risk factors (HR 0.42, 95% CI 0.14–1.21, 
p = 0.107). On the other hand, in multivariable model 
4 (HR 0.36, 95% CI 0.13–0.98, p = 0.045) and model 5 
(HR 0.29, 95% CI 0.11–0.81, p = 0.017), where inflam-
matory burden was not adjusted, exposure to TNFis was 
significantly associated with a lower risk of cardiovascu-
lar disease. When patients who were exposed to etaner-
cept were excluded, and only those who were exposed 
to monoclonal TNFis were analyzed as a separate group, 
similar results were observed (Table 4).

IPTW‑adjusted analysis
A comparison of the characteristics between the TNFi 
exposed group and the TNFi not exposed group in the 
IPTW-adjusted population is summarized in Table  5. 
There were no significant differences in the charac-
teristics between the two groups. In contrast to the 
unweighted total study population, occurrence of cardi-
ovascular disease did not differ between the two groups 

(3.42% and 6.25%, respectively, p = 0.403). In the IPTW-
adjusted Cox proportional hazards regression analysis, 
no significant association was observed between TNFis 
exposure and risk of cardiovascular disease (Table 6: HR 
0.60, 95% CI 0.23–1.54, p = 0.287).

Discussion
In this study, we evaluated the influence of TNFis on the 
risk of cardiovascular disease in patients with axSpA, 
and showed that exposure to TNFis is not specifically 
associated with a reduction in the risk of cardiovascular 
disease.

The effect of TNFis on the risk of cardiovascular dis-
ease has been extensively studied in patients with rheu-
matoid arthritis (RA) [22, 23]. A meta-analysis of 28 
studies showed that the use of TNFis is associated with a 
reduced risk of MI (relative risk 0.59, 95% CI 0.36–0.97) 
and stroke (relative risk 0.57, 95% CI 0.35–0.92) [23]. 
However, the effect of TNFis on the risk of cardiovascu-
lar disease in patients with axSpA has been less robustly 
studied. There is some evidence showing that TNFis may 
have differential effects on arterial stiffness in patients 
with AS and RA [24–27]. Use of TNFis reduced arterial 
stiffness in patients with RA [24, 25], but not in patients 
with AS [26, 27]. Given this discrepancy in the effect of 
TNFis on arterial stiffness between AS and RA, the ben-
eficial effect of TNFis on risk of cardiovascular disease 

Table 3  Estimation of hazard ratios for cardiovascular disease according to exposure to TNFis

TNFi tumor necrosis factor inhibitor, HR hazard ratio, CI confidence interval, ESR erythrocyte sedimentation rate, CRP C-reactive protein, NSAIDs non-steroidal anti-
inflammatory drugs, csDMARDs conventional synthetic disease-modifying anti-rheumatic drugs, ACEi angiotensin-converting enzyme inhibitor, ARB angiotensin II 
receptor blocker, SGLT2 sodium-glucose cotransporter-2
a Traditional cardiovascular risk factors: age, sex, hypertension, diabetes mellitus, dyslipidemia, smoking, and body mass index

HR (95% CI) P value

Univariable analysis

  TNFi not exposed 1.00 (reference)

  TNFi exposed 0.35 (0.13–0.93) 0.034

Multivariable model 1 adjusted for traditional cardiovascular risk factorsa

  TNFi not exposed 1.00 (reference)

  TNFi exposed 0.30 (0.10–0.85) 0.024

Multivariable model 2 adjusted for traditional cardiovascular risk factorsa and time-averaged ESR and CRP

  TNFi not exposed 1.00 (reference)

  TNFi exposed 0.37 (0.12–1.12) 0.077

Multivariable model 3 adjusted for traditional cardiovascular risk factorsa and baseline ESR and CRP

  TNFi not exposed 1.00 (reference)

  TNFi exposed 0.42 (0.14–1.21) 0.107

Multivariable model 4 adjusted for use of NSAIDs and csDMARDs

  TNFi not exposed 1.00 (reference)

  TNFi exposed 0.36 (0.13–0.98) 0.045

Multivariable model 5 adjusted for use of aspirin, ACEi or ARB, SGLT2 inhibitor, and statin

  TNFi not exposed 1.00 (reference)

  TNFi exposed 0.29 (0.11–0.81) 0.017
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in patients with RA may not be directly applicable to 
patients with axSpA, as shown in our study.

A meta-analysis of 17 studies assessing the risk of MI 
and stroke in patients with AS reported a higher risk of 
MI and stroke in patients with AS than controls [6]. In 
that meta-analysis, the incidence rate of MI or stroke in 
patients with AS was 6.00/1000 person-years [6], which is 
comparable to the incidence rate in our study population 
(6.97/1000 person-years), thus supporting the external 
validity of our study population.

In contrast to our present finding, a recent study 
reported that the use of TNFis is associated with a 
reduced risk of cardiovascular disease in patients with 
SpA [28]. However, in that study, patients with SpA were 
heterogeneous, including substantial proportion (19.4%) 
of patients with psoriatic arthritis [28]. Moreover, the 
exposure to TNFis was not defined as use throughout 
the whole follow-up, but as use at any period during the 
follow-up [28], which leaves the possibility of misclas-
sification of exposure. Therefore, by the previous study 
[28], it is still unclear whether the exposure to TNFis is 
associated with a reduced risk of cardiovascular disease 
in patients with axSpA. In our study, only patients with 
axSpA were included, and patients in the TNFi exposed 
group were exposed to TNFis throughout the follow-up 
duration, which excludes the possibility of misclassifica-
tion of exposure. Based on our finding, use of TNFis itself 

does not seem to reduce the risk of cardiovascular dis-
ease in patients with axSpA.

Considering that TNFis were initiated only in patients 
whose inflammation was not well controlled with the use 
of NSAIDs with or without csDMARDs, patients in the 
TNFi exposed group inherently have a higher inflamma-
tory burden than those in the TNFi not exposed group. 
Given that inflammation is one of the main contribu-
tors of cardiovascular risk [5], we can assume that the 
TNFi exposed group had a higher risk of cardiovascular 
disease prior to the initiation of TNFis than the TNFi 
not exposed group. Hence, an alternative interpreta-
tion of our results is that the use of TNFis in the TNFi 
exposed group resulted in a reduction in cardiovascular 
risk to a level similar to that of the TNFi not exposed 
group. Importantly, the time-averaged ESR and CRP (i.e., 
inflammatory burden) throughout the follow-up were 
similar between patients who were and were not exposed 
to TNFis, indicating that inflammation was effectively 
controlled with the use of TNFis in the TNFi exposed 
group. Therefore, although our data (multivariable model 
2 and IPTW-adjusted analysis) showed no significant 
TNFi-specific reduction in cardiovascular risk, by effec-
tively suppressing the inflammation, TNFis could still 
have a beneficial effect on cardiovascular risk. Notably, 
the exposure to TNFis was significantly associated with 
a reduced risk of cardiovascular disease in multivariable 

Table 4  Estimation of hazard ratios for cardiovascular disease according to exposure to monoclonal TNFis

TNFi tumor necrosis factor inhibitor, HR hazard ratio, CI confidence interval, ESR erythrocyte sedimentation rate, CRP C-reactive protein, NSAIDs non-steroidal anti-
inflammatory drugs, csDMARDs conventional synthetic disease-modifying anti-rheumatic drugs, ACEi angiotensin-converting enzyme inhibitor, ARB angiotensin II 
receptor blocker, SGLT2 sodium-glucose cotransporter-2
a Traditional cardiovascular risk factors: age, sex, hypertension, diabetes mellitus, dyslipidemia, smoking, and body mass index

HR (95% CI) P value

Univariable analysis

  TNFi not exposed 1.00 (reference)

  TNFi exposed 0.37 (0.14–0.97) 0.043

Multivariable model 1 adjusted for traditional cardiovascular risk factorsa

  TNFi not exposed 1.00 (reference)

  TNFi exposed 0.30 (0.11–0.87) 0.026

Multivariable model 2 adjusted for traditional cardiovascular risk factorsa and time-averaged ESR and CRP

  TNFi not exposed 1.00 (reference)

  TNFi exposed 0.38 (0.13–1.14) 0.084

Multivariable model 3 adjusted for traditional cardiovascular risk factorsa and baseline ESR and CRP

  TNFi not exposed 1.00 (reference)

  TNFi exposed 0.42 (0.15–1.22) 0.112

Multivariable model 4 adjusted for use of NSAIDs and csDMARDs

  TNFi not exposed 1.00 (reference)

  TNFi exposed 0.38 (0.14–0.99) 0.049

Multivariable model 5 adjusted for use of aspirin, ACEi or ARB, SGLT2 inhibitor, and statin

  TNFi not exposed 1.00 (reference)

  TNFi exposed 0.30 (0.11–0.83) 0.021
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model 1, in which traditional cardiovascular risk factors 
were adjusted, but not the inflammatory burden through-
out the follow-up. However, after additional adjustment 
for the inflammatory burden throughout the follow-up 
(multivariable model 2), this association was weakened 
and lost statistical significance. These results indicate that 
controlling inflammation, rather than TNFi use per se, 
is more important in reducing the risk of cardiovascular 
disease in patients with axSpA.

Confounding by indication is an important issue 
that needs to be considered when comparing patients 
exposed and not exposed to a particular drug. In our 
study population, we excluded patients with underly-
ing CKD to minimize confounding by indication, as 
the presence of CKD is an important factor that affects 
axSpA treatment. For example, NSAIDs, the first-line 
medication for the treatment of axSpA [29, 30], can-
not be used in these patients, whereas TNFis are rela-
tively safe and well tolerated in patients with CKD [31]. 
Hence, inclusion of patients with CKD could be a major 
source of confounding by indication. Moreover, to fur-
ther reduce confounding by indication, we performed 
IPTW-adjusted analysis, where characteristics were all 
well balanced between the two groups. The finding of 
multivariable model 2 was also observed in the IPTW-
adjusted analysis. Therefore, we presume that our find-
ing is not likely the result of confounding by indication.

Table 5  Comparison of characteristics according to exposure to TNFis in the IPTW-adjusted population

TNFi tumor necrosis factor inhibitor, BMI body mass index, HLA human leukocyte antigen, axSpA axial spondyloarthritis, ESR erythrocyte sedimentation rate, CRP 
C-reactive protein, ACEi angiotensin-converting enzyme inhibitor, ARB angiotensin II receptor blocker, SGLT2 sodium-glucose cotransporter-2, NSAIDs non-steroidal 
anti-inflammatory drugs, COX-2 cyclooxygenase-2

TNFi exposed (N = 207.57) TNFi not exposed (N = 192) P value

Traditional cardiovascular risk factors

  Age, year, weighted mean (SE) 36.083 (1.587) 36.188 (0.956) 0.955

  Male, weighted n (%) 148.90 (71.73) 142.00 (73.96) 0.749

  Hypertension, weighted n (%) 25.52 (12.30) 23.00 (11.98) 0.934

  Diabetes mellitus, weighted n (%) 13.59 (6.54) 12.00 (6.25) 0.924

  Dyslipidemia, weighted n (%) 32.44 (15.63) 28.00 (14.58) 0.821

  Current Smoker, weighted n (%) 20.91 (10.07) 20.00 (10.42) 0.924

  BMI, kg/m2, weighted mean (SE) 23.815 (0.351) 23.676 (0.268) 0.752

AxSpA-related factors

  Symptom duration, year, weighted mean (SE) 6.926 (0.591) 7.045 (0.573) 0.885

  HLA-B27 positive, weighted n (%) 177.37 (85.45) 152.00 (79.17) 0.162

  Radiographic axSpA, weighted n (%) 168.50 (81.18) 152.00 (79.17) 0.695

  Syndesmophyte present, weighted n (%) 66.18 (31.88) 52.00 (27.08) 0.493

  ESR, mm/h, weighted mean (SE) 26.038 (2.423) 27.156 (1.837) 0.713

  CRP, mg/L, weighted mean (SE) 8.866 (1.165) 10.555 (1.700) 0.413

Medications

  Non-selective NSAIDs, weighted n (%) 144.55 (69.64) 155.00 (80.73) 0.105

  Selective COX-2 inhibitors, weighted n (%) 166.84 (80.38) 159.00 (82.81) 0.742

  Methotrexate, weighted n (%) 16.21 (7.81) 13.00 (6.77) 0.737

  Sulfasalazine, weighted n (%) 152.30 (73.37) 154.00 (80.21) 0.336

  Aspirin, weighted n (%) 7.29 (3.51) 5.00 (2.60) 0.704

  ACEi or ARB, weighted n (%) 20.71 (9.98) 19.00 (9.90) 0.982

  SGLT2 inhibitors, weighted n (%) 2.12 (1.02) 3.00 (1.56) 0.624

  Statin, weighted n (%) 25.91 (12.48) 22.00 (11.46) 0.808

  Time-averaged ESR, mm/h, weighted mean (SE) 16.354 (1.769) 15.149 (0.850) 0.540

  Time-averaged CRP, mg/l, weighted mean (SE) 4.901 (1.103) 4.617 (0.442) 0.811

  Incident cardiovascular disease, weighted n (%) 7.11 (3.42) 12.00 (6.25) 0.403

Table 6  Risk for cardiovascular disease according to exposure to 
TNFis in the IPTW-adjusted population

TNFi tumor necrosis factor inhibitor, IPTW inverse probability of treatment 
weighting, HR hazard ratio, CI confidence interval

HR (95% CI) P-value

TNFi not exposed 1.00 (reference)

TNFi exposed 0.60 (0.23–1.54) 0.287
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There are some limitations to be noted in our study. 
First, this was a retrospective observational study. 
Although multiple potential confounders were adjusted 
using multivariable analysis and IPTW-adjusted analy-
sis, confounding by unmeasured covariates cannot be 
fully excluded. For instance, data on physical activity, 
which could affect the risk of cardiovascular disease [5], 
were not available. We also lack data on family history of 
cardiovascular disease and data on previous smoking or 
dosage (pack years). Second, disease activity parameters 
including Bath Ankylosing Spondylitis Disease Activity 
Index, Ankylosing Spondylitis Disease Activity Score, 
and magnetic resonance of sacroiliac joints were not 
available in a number of patients. Third, there is a pos-
sibility that some events might have been missed if the 
event was treated in another hospital. However, as the 
incidence rate of MI or stroke in our study was compara-
ble to a previous meta-analysis [6], we presume that the 
number of events missed would be low. Fourth, the num-
ber of events was relatively small, and we were unable to 
analyze MI and stroke separately. Further prospective 
controlled studies are needed to confirm our finding.

Conclusions
In conclusion, exposure to TNFis was not associated with 
a reduction in risk of cardiovascular disease in patients 
with axSpA. Although a beneficial effect on cardiovas-
cular risk through the reduction of inflammation could 
be expected with the use of TNFis, there was no TNFi-
specific reduction in risk of cardiovascular disease in 
patients with axSpA.

Abbreviations
AxSpA: Axial spondyloarthritis; AS: Ankylosing spondylitis; MI: Myocardial 
infarction; OR: Odds ratio; CI: Confidence interval; TNF: Tumor necrosis factor; 
TNFi: Tumor necrosis factor inhibitor; CKD: Chronic kidney disease; NSAIDs: 
Non-steroidal anti-inflammatory drugs; COX-2: Cyclooxygenase-2; csDMARDs: 
Conventional synthetic disease-modifying anti-rheumatic drugs; BMI: Body 
mass index; ESR: Erythrocyte sedimentation rate; CRP: C-reactive protein; 
ACEi: Angiotensin-converting enzyme inhibitor; ARB: Angiotensin II receptor 
blocker; SGLT2: Sodium-glucose cotransporter-2; HR: Hazard ratio; IPTW: 
Inverse probability of treatment weighting; RA: Rheumatoid arthritis.

Acknowledgements
We would like to thank the Biostatistics Collaboration Unit, Yonsei University 
College of Medicine, for their statistical support.

Authors’ contributions
OCK contributed to the study concept and design, acquisition of data, data 
analyses, data interpretation, and manuscript preparation. M-CP contributed 
to the study concept and design, acquisition of data, data interpretation, 
manuscript preparation, and supervision. All authors read and approved the 
final manuscript.

Funding
None.

Availability of data and materials
All data generated or analyzed during this study are included in this article.

Declarations

Ethics approval and consent to participate
This study was approved by the institutional review board (IRB) of Gangnam 
Severance Hospital (IRB No: 3-2021-0328). Owing to the retrospective nature 
of this study, the requirement for informed consent was waived.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.

Received: 14 December 2021   Accepted: 5 June 2022

References
	1.	 Taurog JD, Chhabra A, Colbert RA. Ankylosing spondylitis and axial spon‑

dyloarthritis. N Engl J Med. 2016;374:2563–74.
	2.	 Inman RD. Axial spondyloarthritis: current advances, future challenges. J 

Rheum Dis. 2021;28:55–9.
	3.	 Weissberg PL, Bennett MR. Atherosclerosis--an inflammatory disease. N 

Engl J Med. 1999;340:1928–9.
	4.	 Hansson GK. Inflammation, atherosclerosis, and coronary artery disease. 

N Engl J Med. 2005;352:1685–95.
	5.	 Nurmohamed MT, Heslinga M, Kitas GD. Cardiovascular comorbidity in 

rheumatic diseases. Nat Rev Rheumatol. 2015;11:693–704.
	6.	 Mathieu S, Pereira B, Soubrier M. Cardiovascular events in ankylos‑

ing spondylitis: an updated meta-analysis. Semin Arthritis Rheum. 
2015;44:551–5.

	7.	 Haroon NN, Paterson JM, Li P, Inman RD, Haroon N. Patients with anky‑
losing spondylitis have increased cardiovascular and cerebrovascular 
mortality: a population-based study. Ann Intern Med. 2015;163:409–16.

	8.	 Zhao SS, Robertson S, Reich T, Harrison NL, Moots RJ, Goodson NJ. Preva‑
lence and impact of comorbidities in axial spondyloarthritis: systematic 
review and meta-analysis. Rheumatology (Oxford). 2020;59:iv47–57.

	9.	 Sieper J, Poddubnyy D. Axial spondyloarthritis. Lancet. 2017;390:73–84.
	10.	 Libby P. Inflammation in atherosclerosis. Nature. 2002;420:868–74.
	11.	 Carter AM. Inflammation, thrombosis and acute coronary syndromes. 

Diab Vasc Dis Res. 2005;2:113–21.
	12.	 van der Heijde D, Dijkmans B, Geusens P, Sieper J, DeWoody K, Williamson 

P, et al. Efficacy and safety of infliximab in patients with ankylosing spon‑
dylitis: results of a randomized, placebo-controlled trial (ASSERT). Arthritis 
Rheum. 2005;52:582–91.

	13.	 Davis JC Jr, Van Der Heijde D, Braun J, Dougados M, Cush J, Clegg DO, 
et al. Recombinant human tumor necrosis factor receptor (etanercept) 
for treating ankylosing spondylitis: a randomized, controlled trial. Arthritis 
Rheum. 2003;48:3230–6.

	14.	 van der Heijde D, Kivitz A, Schiff MH, Sieper J, Dijkmans BA, Braun J, et al. 
Efficacy and safety of adalimumab in patients with ankylosing spondylitis: 
results of a multicenter, randomized, double-blind, placebo-controlled 
trial. Arthritis Rheum. 2006;54:2136–46.

	15.	 Inman RD, Davis JC Jr, Heijde D, Diekman L, Sieper J, Kim SI, et al. Efficacy 
and safety of golimumab in patients with ankylosing spondylitis: results 
of a randomized, double-blind, placebo-controlled, phase III trial. Arthritis 
Rheum. 2008;58:3402–12.

	16.	 Dougados M, van der Heijde D, Sieper J, Braun J, Maksymowych WP, 
Citera G, et al. Symptomatic efficacy of etanercept and its effects on 
objective signs of inflammation in early nonradiographic axial spondy‑
loarthritis: a multicenter, randomized, double-blind, placebo-controlled 
trial. Arthritis Rheumatol. 2014;66:2091–102.

	17.	 Landewé R, Sieper J, Mease P, Inman RD, Lambert RG, Deodhar A, et al. 
Efficacy and safety of continuing versus withdrawing adalimumab 
therapy in maintaining remission in patients with non-radiographic axial 
spondyloarthritis (ABILITY-3): a multicentre, randomised, double-blind 
study. Lancet. 2018;392:134–44.

	18.	 Tam LS, Shang Q, Kun EW, Lee KL, Yip ML, Li M, et al. The effects of goli‑
mumab on subclinical atherosclerosis and arterial stiffness in ankylosing 



Page 9 of 9Kwon and Park ﻿Arthritis Research & Therapy          (2022) 24:141 	

•
 
fast, convenient online submission

 •
  

thorough peer review by experienced researchers in your field

• 
 
rapid publication on acceptance

• 
 
support for research data, including large and complex data types

•
  

gold Open Access which fosters wider collaboration and increased citations 

 
maximum visibility for your research: over 100M website views per year •

  At BMC, research is always in progress.

Learn more biomedcentral.com/submissions

Ready to submit your researchReady to submit your research  ?  Choose BMC and benefit from: ?  Choose BMC and benefit from: 

spondylitis—a randomized, placebo-controlled pilot trial. Rheumatology 
(Oxford). 2014;53:1065–74.

	19.	 van Sijl AM, van Eijk IC, Peters MJ, Serné EH, van der Horst-Bruinsma IE, 
Smulders YM, et al. Tumour necrosis factor blocking agents and progres‑
sion of subclinical atherosclerosis in patients with ankylosing spondylitis. 
Ann Rheum Dis. 2015;74:119–23.

	20.	 Rudwaleit M, van der Heijde D, Landewé R, Listing J, Akkoc N, Brandt J, 
et al. The development of Assessment of SpondyloArthritis international 
Society classification criteria for axial spondyloarthritis (part II): validation 
and final selection. Ann Rheum Dis. 2009;68:777–83.

	21.	 van der Linden S, Valkenburg HA, Cats A. Evaluation of diagnostic criteria 
for ankylosing spondylitis. A proposal for modification of the New York 
criteria. Arthritis Rheum. 1984;27:361–8.

	22.	 Barnabe C, Martin BJ, Ghali WA. Systematic review and meta-analysis: 
anti-tumor necrosis factor α therapy and cardiovascular events in rheu‑
matoid arthritis. Arthritis Care Res (Hoboken). 2011;63:522–9.

	23.	 Roubille C, Richer V, Starnino T, McCourt C, McFarlane A, Fleming P, et al. 
The effects of tumour necrosis factor inhibitors, methotrexate, non-
steroidal anti-inflammatory drugs and corticosteroids on cardiovascular 
events in rheumatoid arthritis, psoriasis and psoriatic arthritis: a system‑
atic review and meta-analysis. Ann Rheum Dis. 2015;74:480–9.

	24.	 Wong M, Oakley SP, Young L, Jiang BY, Wierzbicki A, Panayi G, et al. Inf‑
liximab improves vascular stiffness in patients with rheumatoid arthritis. 
Ann Rheum Dis. 2009;68:1277–84.

	25.	 Mäki-Petäjä KM, Elkhawad M, Cheriyan J, Joshi FR, Ostör AJ, Hall FC, 
et al. Anti-tumor necrosis factor-α therapy reduces aortic inflamma‑
tion and stiffness in patients with rheumatoid arthritis. Circulation. 
2012;126:2473–80.

	26.	 Capkin E, Karkucak M, Kiris A, Durmus I, Karaman K, Karaca A, et al. Anti-
TNF-α therapy may not improve arterial stiffness in patients with AS: a 
24-week follow-up. Rheumatology (Oxford). 2012;51:910–4.

	27.	 Mathieu S, Pereira B, Couderc M, Rabois E, Dubost JJ, Soubrier M. No 
significant changes in arterial stiffness in patients with ankylosing spon‑
dylitis after tumour necrosis factor alpha blockade treatment for 6 and 12 
months. Rheumatology (Oxford). 2013;52:204–9.

	28.	 Chan SCW, Teo CK, Li PH, Lau KK, Lau CS, Chung HY. Cardiovascular risk in 
patients with spondyloarthritis and association with anti-TNF drugs. Ther 
Adv Musculoskelet Dis. 2021;13:1759720x211032444.

	29.	 van der Heijde D, Ramiro S, Landewé R, Baraliakos X, Van den Bosch F, 
Sepriano A, et al. 2016 update of the ASAS-EULAR management recom‑
mendations for axial spondyloarthritis. Ann Rheum Dis. 2017;76:978–91.

	30.	 Ward MM, Deodhar A, Gensler LS, Dubreuil M, Yu D, Khan MA, et al. 
2019 Update of the American College of Rheumatology/Spondylitis 
Association of America/Spondyloarthritis Research and Treatment 
Network Recommendations for the Treatment of Ankylosing Spondy‑
litis and Nonradiographic Axial Spondyloarthritis. Arthritis Rheumatol. 
2019;71:1599–613.

	31.	 Hueber AJ, Tunc A, Schett G, Manger B. Anti-tumour necrosis factor 
alpha therapy in patients with impaired renal function. Ann Rheum Dis. 
2007;66:981–2.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub‑
lished maps and institutional affiliations.


	Effect of tumor necrosis factor inhibitors on risk of cardiovascular disease in patients with axial spondyloarthritis
	Abstract 
	Background: 
	Methods: 
	Results: 
	Conclusions: 

	Background
	Methods
	Patients
	Exposure to TNFis
	Covariates
	Definition of cardiovascular disease
	Statistical analysis

	Results
	Comparison of characteristics between the two groups
	Comparison of occurrence of cardiovascular disease between the two groups
	Risk of cardiovascular disease according to the exposure to TNFis
	IPTW-adjusted analysis

	Discussion
	Conclusions
	Acknowledgements
	References


