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ABSTRACT
Objective  Excess cholesterol loading on arterial 
macrophages is linked to foam cell formation, 
atherosclerosis and cardiovascular risk in rheumatoid 
arthritis (RA). However, the effect of changes in cholesterol 
loading on coronary plaque trajectory and the impact 
of RA therapies on this relationship are unknown. 
We investigated the association between variations 
in cholesterol loading capacity (CLC) over time and 
atherosclerosis progression.
Methods  In a prospective observational cohort study, 
coronary CT angiography evaluated atherosclerosis (non-
calcified, partially calcified or fully calcified plaques and 
coronary artery calcium (CAC) score) in 100 patients 
with RA without cardiovascular disease at baseline and 
6.9±0.4 years later. The presence of ≥5 plaques and 
lesions rendering >50% stenosis was considered an 
extensive and obstructive disease, respectively. Serum 
CLC was measured on human THP-1 monocyte-derived 
macrophages with a fluorometric assay.
Results  Mean CLC change (follow-up CLC−baseline CLC) 
was 1.54 (SD 3.69) μg cholesterol/mg protein. In models 
adjusting for atherosclerotic cardiovascular disease risk 
score, baseline plaque and other relevant covariates, CLC 
change (per SD unit increase) is associated with a higher 
likelihood of progression of non-calcified (OR 2.55, 95% 
CI 1.22 to 5.35), fully calcified plaque (OR 3.10, 95% CI 
1.67 to 5.76), CAC (OR 1.80, 95% CI 1.18 to 2.74) and 
new extensive or obstructive disease (OR 2.43, 95% 
CI 1.11 to 5.34). Exposure to prednisone unfavourably 
influenced, while biologics and statins favourably affected 
the relationship between CLC change and atherosclerosis 
progression (all p-for-interactions ≤0.048).
Conclusion  CLC change is associated with 
atherosclerosis progression in a dose-dependent manner, 
including lipid-rich non-calcified plaques and extensive or 
obstructive disease that yield the greatest cardiovascular 
risk.

INTRODUCTION
Patients with rheumatoid arthritis (RA) 
exhibit greater coronary atherosclerosis 

burden, plaque vulnerability, progression 
and long-term cardiovascular risk compared 
with age- and gender-matched controls.1–3 
Excess cholesterol accumulation in arterial 
wall macrophages and foam cell formation 
are critical steps in the development of ather-
osclerotic plaque.4 Cholesterol transport in 
the serum and loading on cells is performed 
primarily by low-density lipoprotein (LDL). 
Hence, the capacity of serum to supply choles-
terol to cells is referred to as serum choles-
terol loading capacity (CLC). This is a strictly 
regulated process, with native LDL onloading 
cholesterol to cells via the LDL receptor. 
However, in the context of RA-related inflam-
mation, structural modifications of LDL, 
such as oxidation, promote excess cholesterol 
loading on arterial macrophages through 
alternate and unregulated pathways that 
significantly enhance foam cell formation.5–7

WHAT IS ALREADY KNOWN ON THIS TOPIC
	⇒ Serum cholesterol loading capacity on macrophages 
has been linked to atherosclerosis and cardiovascu-
lar risk in rheumatoid arthritis.

WHAT THIS STUDY ADDS
	⇒ Baseline to follow-up change in cholesterol loading 
capacity associated with atherosclerosis progres-
sion in a dose-dependent manner.

	⇒ The relationship between cholesterol loading capac-
ity change and atherosclerosis progression was un-
favourably influenced by prednisone exposure and 
favourably affected biologics and statins.

HOW THIS STUDY MIGHT AFFECT RESEARCH, 
PRACTICE OR POLICY

	⇒ Therapies targeting cholesterol loading in macro-
phage foam cells could complement conventional 
therapies to reduce cardiovascular risk.
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We recently showed that oxidised LDL (oxLDL) 
directly influenced cholesterol loading on macrophages 
independently of inflammation in patients with rheuma-
toid factor and anticitrullinated protein antibody-positive 
RA.8 Moreover, anti-oxLDL IgG antibodies as well as 
proprotein convertase subtilisin kexin type-9 mediated 
the effects of oxLDL on macrophage cholesterol loading 
depending on seropositivity and grade of inflammation.8 
Consistent with our findings, plasma from patients with 
RA yielded significantly greater transformation of macro-
phages to foam cells compared with control plasma.9 This 
transition was linked to the upregulation of membrane 
scavenger receptors facilitating cholesterol uptake and a 
reciprocal downregulation of transporter proteins that 
facilitate cholesterol efflux out of plaque macrophages.9 
Importantly, CLC is associated with cardiovascular risk, 
atherosclerosis burden and plaque vulnerability, partic-
ularly in biologic disease-modifying antirheumatic drug 
(bDMARD) non-users in RA.10

Coronary atherosclerosis progression is linked to accel-
erated cardiovascular risk independently of baseline 
plaque burden,11 12 whereas stabilisation is associated 
with decreased risk of future events in general patients.13 
RA-related therapies, including corticosteroids, 
bDMARDs and lipid-lowering agents, influence athero-
sclerotic plaque progression and cardiovascular risk in 
opposing ways.2 14–16 Yet, it is currently unknown whether 
variations in macrophage cholesterol loading over time 
are linked to changes in coronary atherosclerosis burden 
in RA. In the present study, we evaluated whether changes 
in serum CLC are associated with plaque progression in 
RA and if RA-specific or lipid-lowering therapies influ-
ence this relationship.

METHODS
Patient recruitment
We evaluated 100 patients enrolled in our formerly 
reported Prospective Evaluation of Latent Coronary 
Atherosclerosis in Rheumatoid Arthritis cohort1 with 
non-invasive coronary atherosclerosis assessments via 
coronary CT angiography (CCTA) at baseline and 
6.9±0.4 years later. The original cohort encompassed 150 
patients with RA recruited on a first-come, first-served 
basis between March 2010 and March 2011. Subjects 
were aged between 18 and 75 years, fulfilled 2010 classifi-
cation criteria for RA, had serum available for CLC meas-
urement, had no prior atherosclerosis imaging and had 
no prior diagnosis of cardiovascular disease, including 
acute coronary syndrome, stable angina, stroke, tran-
sient ischaemic attack, peripheral arterial disease, revas-
cularisation or heart failure. Participants with overlap-
ping autoimmune syndromes (except Sjogren’s), weight 
>147.7 kg (scanner bed capacity), malignancy within 5 
years, chronic or active infections, glomerular filtration 
rate <60 mL/min or iodine allergy were excluded. The 
study was approved by the local institutional review board 

and participants provided written informed consent 
according to the Declaration of Helsinki.

Coronary CT angiography
Baseline assessments were carried out between March 
2010 and March 2011 and surveillance assessments 
occurred between March 2017 and March 2018 on a 
256-multidetector row scanner. Detailed descriptions 
of image acquisition, processing protocols and inter-
observer/intraobserver grading reproducibility for our 
centre have been previously reported.14 The coronary 
artery calcium (CAC) score was measured in a non-
contrast scan.17 Plaque presence and burden were eval-
uated on contrast-enhanced scans using a standardised 
17-segment American Heart Association model.18 Both 
baseline and follow-up studies for each participant were 
reviewed concurrently and in random order by an expe-
rienced, blinded reader (MJB). Coalignment of coronary 
segments using fixed anatomic landmarks as fiducial 
points allowed for longitudinal comparisons of change in 
atherosclerosis burden. Numbers of coronary segments 
with plaque (0–17) per patient were reported. The sten-
otic severity of individual lesions was evaluated as previ-
ously detailed.1 The presence of ≥5 coronary plaques in a 
patient and lesions rendering greater than 50% luminal 
stenosis were considered extensive and obstructive 
disease, respectively; both parameters have been linked 
to very high cardiovascular risk.19 20 Plaque composition 
was reported as non-calcified, partially calcified and fully 
calcified as previously described.1

Laboratory evaluations
Rheumatoid factor and anticitrullinated protein anti-
body status at diagnosis were collected through the elec-
tronic medical record. Blood samples for complete blood 
counts, metabolic panel, erythrocyte sedimentation rate 
(ESR) and C reactive protein (CRP) were collected 
during baseline and follow-up coronary atherosclerosis 
imaging and upon every interim clinic visit. Fasting 
serum lipids were measured on the day of baseline and 
follow-up scans and according to European Alliance of 
Associations for Rheumatology (EULAR) recommen-
dations in between.21 Serum for additional biomarker 
studies was stored at −80°C as previously described.1

Serum CLC
Serum CLC was measured on samples collected during 
baseline and follow-up coronary atherosclerosis assess-
ments. CLC was quantified on human THP-1 monocyte-
derived macrophages using a fluorometric assay as previ-
ously detailed.22 Briefly, THP-1 cells were cultured with 
100 ng/mL phorbol 12-myristate 13-acetate (PMA) for 
72 hours to allow differentiation into macrophages. The 
cells were subsequently incubated with individual sera 
from patients with RA at 5% dilution for 24 hours. Next, 
cells were washed and lysed, and cholesterol content 
was measured fluorometrically in cell lysates. CLC was 
expressed as micrograms of cholesterol per milligram 
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of protein. CLC change was calculated as the difference 
between follow-up and baseline CLC (CLCfollow-up–CLCbase-

line).

Covariates and outcomes
The 10-year atherosclerotic cardiovascular disease 
(ASCVD) risk score based on pooled cohort equations 
was estimated for all participants at baseline. Obesity was 
defined as body mass index ≥30 kg/m2. Disease activity 
was computed based on a 28-joint count examination 
for tenderness and swelling and CRP (DAS28-CRP). 
Medications, including methotrexate, other conven-
tional synthetic disease-modifying antirheumatic drugs 
(csDMARDs), bDMARD, prednisone and statin use, were 
recorded on each visit and cross-referenced against phar-
macy records. Time-averaged CRP for each patient was 
calculated by summing the mean CRP values between 
consecutive measurements multiplied by the time interval 
between consecutive measurements and then dividing by 
the patient’s total follow-up time.23

The dependent variables were six baselines used 
to follow up plaque change outcomes. Total plaque 
increase was the number of segments with any new 
plaque. For the three plaque subtypes, progression was 
defined as ≥1 new segment with non-calcified, partially 
calcified or fully calcified plaque. CAC progression was 
defined as a change in the square root-transformed 
CAC score ≥2.5.24 For extensive or obstructive plaque, 
progression was defined as new onset extensive plaque 
(≥5 segments) and/or ≥1 new segment with obstructive 
plaque.

Statistical analysis
Continuous variables were presented as means with 
SD and categorical variables as numbers with percent-
ages. Non-normally distributed variables were natural 
logarithm transformed. Unadjusted differences in 
CLC change between patients with and without plaque 
progression were evaluated with t-tests. The effect of 
CLC change was tested using robust logistic regression 
for binary plaque progression outcomes (non-calcified, 
partially calcified, fully calcified, extensive or obstruc-
tive and CAC) and robust negative binomial regression 
for the count of the number of segments with any new 
plaque. To explore the interaction of CLC change with 
exposure to prednisone, bDMARDs and statins during 
follow-up, medication exposure and its interaction with 
CLC change were added to the plaque change models. 
Medication exposure was defined as ever use of the index 
agent throughout the study duration. Never users were 
considered unexposed. All models adjusted for ASCVD 
risk score, baseline plaque burden and covariates with 
p<0.05 in the multivariable model. There were no missing 
data on evaluated variables. Analyses were performed in 
Stata V.15.0 and two-tailed p values <0.05 were consid-
ered significant.

RESULTS
Of 150 patients in our originally described cohort with 
baseline coronary atherosclerosis evaluation, 102 under-
went surveillance plaque evaluation 6.9±0.4 years later. 
Of the 48 that did not, four had no follow-up beyond 
the baseline visit, six migrated, two died and 36 declined 
to participate in a follow-up evaluation. Baseline char-
acteristics of patients stratified by follow-up CCTA are 
shown in online supplemental table S1. Patients without 
follow-up CCTA were older, had more tender joints and 
had a greater cardiovascular risk score. However, those 
differences became insignificant after adjusting for age. 
Of the 102 patients with follow-up plaque evaluation, 100 
had both baseline and follow-up blood samples for CLC 
evaluation and were therefore included in the present 
study.

The sample was generally middle-aged females with 
established, seropositive and erosive disease. Patient 
characteristics at baseline and follow-up are summarised 
in table 1. All patients received csDMARDs (78% metho-
trexate) and 63/100 (63%) additionally received tumour 
necrosis factor-alpha inhibitor (TNFi) bDMARDs at 
baseline. Throughout follow-up, 75 (75%) patients 
were exposed to bDMARDs (including non-TNFi), 47 
(47%) to prednisone and 53 (53%) to statins. At base-
line, 69/100 (69%) patients had any plaque presence 
(a total of 189 lesions), 30/100 (30%) had CAC >0 and 
16/100 (16%) had extensive or obstructive disease. 
On follow-up assessment 6.9±0.4 years later, 69 (69%) 
patients had any plaque (a total of 248 lesions). In 10 
patients with only non-calcified plaques at baseline, these 
plaques regressed. Another 10 patients without plaque at 
baseline developed new plaques. 14 patients (14%) had 
non-calcified plaque progression, 25 (25%) had partially 
calcified plaque progression, 35 (35%) had fully calci-
fied plaque progression, 37 (37%) had CAC progression, 
and 15 (15%) had new extensive or obstructive plaque at 
follow-up.

Change in serum CLC over time
CLC decreased in 68 (68%) patients and the mean±SD CLC 
change was 1.54±3.69 µg cholesterol/mg protein (range 
−11.35 to +6.42). CLC change was associated with time-
averaged ESR (Pearson’s r=0.200, p=0.048) but not time-
averaged CRP (Pearson’s r=−0.029, p=0.773). There were 
no differences in CLC change among patients exposed 
to prednisone, bDMARDs and statins at any time and 
those who were not (online supplemental table S2). CLC 
change was greater in patients with ≥1 new non-calcified 
plaque (0.50±3.37 µg cholesterol/mg protein) compared 
with those with none (−1.87±3.64 µg cholesterol/mg 
protein, p=0.016). This was also true for patients with 
≥1 new calcified plaque (−0.35±3.64 µg cholesterol/
mg protein) versus without (−2.17±3.58 µg cholesterol/
mg protein, p=0.018), CAC progression (−0.59±3.48 µg 
cholesterol/mg protein) versus not (−2.09±3.72 µg 
cholesterol/mg protein, p=0.045) and new exten-
sive or obstructive plaque versus without (0.04±3.32 vs 

https://dx.doi.org/10.1136/rmdopen-2024-004991
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−1.81±3.69 µg cholesterol/mg protein, p=0.0498). CLC 
change was not different in patients with versus without 
partially calcified plaque progression (−1.63±3.38 vs 
−1.50±3.80 µg cholesterol/mg protein, p=0.882) or total 
plaque progression (−1.00±3.52 vs −1.99±3.79 µg choles-
terol/mg protein, p=0.178).

Higher CLC change is linked to accelerated plaque 
progression
CLC change (per SD unit increase) predicted non-
calcified, calcified plaque, CAC progression and new 
extensive or obstructive disease (figures 1 and 2). Specif-
ically, CLC change is associated with a greater likelihood 

Table 1  Patient characteristics at baseline and follow-up (n=100)

Baseline Follow-up

Age (years) 51.47 ±10.30 58.42 ±10.23

Male, no. (%) 14 (14%) —

RA-related parameters

 � RA duration (years) 10.09 ± 7.08 17.02 ± 7.07

 � Age at diagnosis (years) 41.41 ± 10.39 —

 � RF positive, no. (%) 86 (86%) —

 � ACPA positive, no. (%) 85 (85%) —

 � Erosions, no. (%) 64 (64%) 76 (76%)

 � C reactive protein (mg/dL) 0.85 ±1.28 0.81 ±1.29

 � DAS28-CRP 1.95 ±0.82 2.21 ±1.11

Cardiovascular risk factors

 � CLC (μg cholesterol/mg protein) 12.61 ±2.90 11.07 ±1.86

 � Total cholesterol (mg/dL) 165.93 ±34.61 181.81 ±39.58

 � LDL-c (mg/dL) 93.95 ±28.11 101.62 ±31.54

 � HDL-c (mg/dL) 50.85 ±12.98 52.47 ±15.68

 � Systolic blood pressure (mm Hg) 126.17 ±15.21 132.49 ±18.68

 � Diastolic blood pressure (mm Hg) 72.94 ±9.03 71.84 ±10.19

 � Diabetes, no. (%) 15 (15%) 18 (18%)

 � Current smoking, no. (%) 8 (8%) 8 (8%)

 � Waist circumference (inches) 36.80 ±4.74 —

 � Body mass index (kg/m2) 28.78 ±5.53 29.12 ±6.18

 � ASCVD risk score 3.95 ±4.87 8.77 ±9.78

Medication use

 � Prednisone, no. (%) 29 (29%) 14 (14%)

 � Methotrexate, no. (%) 78 (78%) 71 (71%)

 � No. concurrent csDMARDs 1.89 ±0.78 1.70 ± 0.99

 � bDMARD, no. (%) 63 (63%) 61 (61%)

 � Statin, no. (%) 39 (39%) 47 (47%)

Coronary plaque

 � Plaque presence (any), no. (%) 69 (69%) 69 (69%)

 � Number of plaques total 1.89 ±2.27 2.48 ±3.02

 � Number of non-calcified plaques 0.96 ±1.05 0.59 ±0.81

 � Number of partially calcified plaques 0.55 ±1.32 0.77 ±1.61

 � Number of fully calcified plaques 0.38 ±0.97 1.12 ±1.86

 � Coronary artery calcium score 72.61 ±284.68 144.30 ±456.77

Values are mean±SD or N (per cent).
ACPA, anticitrullinated protein antibodies; ASCVD, atherosclerotic cardiovascular disease score; bDMARD, biologic disease-modifying 
antirheumatic drug; CLC, cholesterol loading capacity; csDMARDs, conventional synthetic disease-modifying antirheumatic drugs; DAS28-
CRP, 28-joint disease activity score with C reactive protein; HDL-c, high-density lipoprotein cholesterol; LDL-c, low-density lipoprotein 
cholesterol; RF, rheumatoid factor.
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of new non-calcified (OR 2.55, 95% CI 1.22 to 5.35, 
p=0.013) and fully calcified plaque formation (OR 3.10, 
95% CI 1.67 to 5.76, p≤0.001, figures  1 and 2A) after 
adjusting for ASCVD risk score, follow-up duration, base-
line plaque, obesity and prednisone use during follow-up. 
Likewise, CLC change is associated with a greater likeli-
hood of CAC progression (OR 1.80, 95% CI 1.18 to 2.74, 
p=0.006, figures 1 and 2B) after adjustments for ASCVD 
score, follow-up duration, baseline CAC, time-averaged 
CRP and obesity. CLC change is also associated with the 
likelihood of new extensive or obstructive disease after 
adjusting for ASCVD score, follow-up duration, baseline 
plaque and time-averaged CRP (OR 2.43, 95% CI 1.11 to 
5.34, p=0.026, figures  1 and 2C). CLC change was not 
associated with a change in the number of total plaques 
or the progression of partially calcified plaque (figure 1).

Medication exposure influences the effect of CLC change on 
plaque progression
Greater CLC change was associated with 2.5 times 
increased likelihood of higher-risk partially calcified 
plaque progression in prednisone users and a 52% 
lower likelihood of such plaque progression in non-
users (p-for-interaction=0.004, table 2) after adjusting for 
ASCVD score, follow-up duration and baseline plaque. 
In contrast, in prednisone non-users but not users, CLC 
change was associated with a four times greater likeli-
hood of CAC progression (p-for-interaction=0.009) and a 
numerically greater likelihood of more stable, fully calci-
fied plaque progression after adjusting for ASCVD score, 

follow-up duration, baseline plaque, time-averaged CRP 
and statin exposure throughout follow-up.

Greater CLC change is associated with a higher 
likelihood of non-calcified plaque progression in 
bDMARD exposed but not unexposed patients (p-for-
interaction=0.003) and in statin exposed but not naive 
patients (p-for-interaction=0.048) after adjustments 
for ASCVD score, follow-up duration, baseline plaque, 
obesity and prednisone exposure throughout follow-up 
(table  2). Moreover, CLC change is associated with a 
greater likelihood of CAC progression in statin users but 
not in non-users (p-for-interaction=0.040) after adjusting 
for ASCVD score, follow-up duration, baseline CAC, 
time-averaged CRP, prednisone exposure and obesity. In 
contrast, CLC change predicted a greater likelihood of 
new extensive or obstructive plaque in statin non-users 
but not users (p-for-interaction=0.048) after adjusting for 
ASCVD score, follow-up duration, baseline plaque and 
time-averaged CRP.

DISCUSSION
This study is the first to examine the influence of changes 
in macrophage CLC on coronary atherosclerosis progres-
sion in RA or any disease state or population. This 
addresses an important clinical knowledge gap, as CLC 
has been linked to atherosclerosis burden and cardiovas-
cular risk in RA, independently of LDL levels.10 Previous 
studies have shown that plaque progression, which is 
more pronounced in RA,2 predicts cardiovascular event 

Figure 1  Impact of CLC change on plaque progression. CLC, cholesterol loading capacity; RR, rate ratio.

Figure 2  Association of CLC change with adjusted probability of (A) non-calcified plaque progression, (B) coronary artery 
calcium progression and (C) new extensive or obstructive plaque. CLC, cholesterol loading capacity.
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risk independently of baseline plaque.11 12 25 We observed 
that patients with atherosclerosis progression had greater 
CLC change compared with those without. CLC change 
was linked to non-calcified and calcified plaque progres-
sion, increased CAC and new extensive or obstructive 
plaque, the latter indicating very high cardiovascular 
risk in both patients with RA and controls.19 20 26 These 
findings suggest that novel therapies targeting choles-
terol loading and handling within macrophage foam 
cells in established atherosclerotic lesions could comple-
ment conventional preventive therapies to reduce 
cardiovascular risk.8 27 28 Notably, bDMARDs used to 
treat RA, such as TNFi and tocilizumab, may reduce 
cholesterol loading on macrophages independently of 
their anti-inflammatory effects.22 29 For example, adali-
mumab has been shown to decrease cholesterol uptake 
in lipopolysaccharide-primed human macrophages by 
binding to surface TNF, leading to internalisation and 
reverse signalling.22

CLC decreased in 68% of patients in our study. 
Improvements in systemic inflammation, oxidation and 
immunomodulator use may positively affect lipoprotein 
structure and function, leading to reductions in CLC 
and a shift towards normal cholesterol uptake through 
the LDL receptor.8 22 29 30 Indeed, greater reductions in 
CLC were associated with lower cumulative inflamma-
tion measured by time-averaged ESR. This aligns with 
our earlier report that increased inflammation augments 
the effect of oxLDL on CLC.8 We previously found that 
cumulative inflammation independently predicts coro-
nary plaque progression in RA.2 Here, we extend those 
findings by showing that reductions in CLC, reflecting 
lower cumulative inflammation, are linked to decreased 
atherosclerosis progression. The protective effect of 
CLC reduction is further supported by improvement in 
high-density lipoprotein (HDL) function. Specifically, 
in supplementary analyses, we showed that CLC change 
was inversely associated with a change in ATP-binding 

Table 2  Exposure to prednisone, bDMARDs and statins during follow-up influences the effect of CLC change on plaque 
progression

RR or OR (95% CI; p-value) per SD higher CLC change

P-Int.Medication unexposed Medication exposed

Number of new plaques total

 � Prednisone 0.99 (0.67 to 1.47; p=0.978) 1.44 (0.97 to 2.14; p=0.070) 0.211

 � bDMARDs 0.95 (0.62 to 1.46; p=0.821) 1.28 (0.94 to 1.74; p=0.122) 0.316

 � Statins 1.32 (0.94 to 1.86; p=0.104) 1.16 (0.88 to 1.53; p=0.285) 0.553

Non-calcified plaque progression

 � Prednisone 2.85 (0.79 to 10.30; p=0.109) 1.45 (0.67 to 3.10; p=0.345) 0.375

 � bDMARDs 0.81 (0.27 to 2.39; p=0.701) 4.27 (1.80 to 10.17; p=0.001) 0.003

 � Statins 1.27 (0.46 to 3.50; p=0.638) 5.41 (1.84 to 15.84; p=0.002) 0.048

Partially calcified plaque progression

 � Prednisone 0.48 (0.23 to 0.99; p=0.048) 2.50 (1.19 to 5.27; p=0.016) 0.004

 � bDMARDs 0.88 (0.42 to 1.83; p=0.733) 0.94 (0.52 to 1.68; p=0.834) 0.892

 � Statins 1.30 (0.60 to 2.79; p=0.509) 0.79 (0.43 to 1.47; p=0.465) 0.329

Calcified plaque progression

 � Prednisone 5.58 (2.09 to 14.88; p=0.001) 2.25 (0.91 to 5.60; p=0.081) 0.158

 � bDMARDs 2.78 (0.77 to 10.03; p=0.118) 3.79 (1.98 to 7.26; p<0.001) 0.660

 � Statins 3.93 (1.64 to 9.47; p=0.002) 3.05 (1.38 to 6.71; p=0.006) 0.662

Coronary artery calcium progression

 � Prednisone 4.13 (1.86 to 9.15; p<0.001) 0.98 (0.50 to 1.92; p=0.962) 0.009

 � bDMARDs 2.10 (0.88 to 4.97; p=0.093) 1.98 (1.10 to 3.59; p=0.023) 0.761

 � Statins 1.22 (0.68 to 2.19; p=0.513) 3.86 (1.56 to 9.55; p=0.004) 0.040

New extensive/obstructive plaque

 � Prednisone 2.74 (0.60 to 12.52; p=0.193) 1.37 (0.73 to 2.58; p=0.324) 0.416

 � bDMARDs 1.36 (0.30 to 6.23; p=0.688) 2.04 (0.99 to 4.21; p=0.054) 0.644

 � Statins 4.11 (2.07 to 8.19; p=<0.001) 1.48 (0.66 to 3.31; p=0.335) 0.048

bDMARDs, biologic disease-modifying antirheumatic drugs; CLC, cholesterol loading capacity; P-int., P value for CLC change by medication 
exposure interaction; RR, rate ratio.;
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cassette transporter G1 (ABCG1)-mediated cholesterol 
efflux (results not shown). Consequently, greater reduc-
tions in macrophage cholesterol loading over time coin-
cided with greater increases in efflux of cholesterol out 
of arterial wall macrophages. This is consistent with our 
earlier finding of an inverse relationship between CLC 
and ABCG1-mediated cholesterol efflux.31

Patients with higher baseline CLC demonstrated 
greater reductions at follow-up. This could be explained 
in part by higher baseline inflammation in these 
patients, which might render them more responsive to 
antirheumatic therapies that improve lipoprotein func-
tion. Indeed, we previously reported that inflammation 
promoted macrophage cholesterol loading via oxLDL 
through upregulation of anti-oxLDL IgG and propro-
tein convertase subtilisin kexin type-9.8 Moreover, tocili-
zumab was shown to induce the greatest CLC reductions 
in patients with the highest baseline levels.29 Another 
possible explanation for this finding may reflect tissue-
level changes. The number of foam cells in atheroscle-
rotic lesions increases with plaque growth and decreases 
with regression,32–34 while foam cell size and granularity 
increase in response to lipid droplet accumulation.35 
Consistent with this, we found that higher baseline 
CLC was associated with greater atherosclerosis burden 
at baseline.10 Yet, upon excess lipid loading, foam cells 
undergo extensive transcriptional reprogramming, 
downregulating proinflammatory genes and increasing 
expression of genes involved in cholesterol processing 
and efflux.35–37 This reprogramming leads to the devel-
opment of a profibrotic phenotype, which has been asso-
ciated with plaque stability in animal models.38 Thus, 
the highest baseline CLC, while reflecting past systemic 
inflammation and oxidation, may also coincide with the 
onset of this beneficial transcriptional reprogramming 
in foam cells. As immunomodulatory treatments reduce 
the recruitment of new inflammatory cells to plaques and 
improve the antiatherogenic function of circulating LDL 
and HDL,39 40 plaque progression may slow and even 
regress.41 This reduction in proinflammatory activity of 
macrophages by immunomodulatory therapies, as indi-
cated by decreasing CLC, may further improve systemic 
inflammation and lipoprotein function. The association 
between greater reductions in CLC and lower cumulative 
inflammation supports this hypothesis.

Although we did not observe differences in CLC 
change between patients exposed or unexposed to pred-
nisone, bDMARDs or statins, these therapies influenced 
the relationship between CLC change and atherosclerosis 
progression. Previous reports demonstrated that predni-
sone use independently predicts coronary atherosclerosis 
progression2 and cardiovascular risk in RA.16 Greater 
CLC change was linked to increased high risk, partially 
calcified plaque progression in prednisone users, while 
in non-users, it is associated with decreased partially calci-
fied plaque progression and greater progression of CAC 
and stable fully calcified plaque. Prednisone contributes 
to excessive intracellular cholesterol via macrophage 

loading through the LDL receptor42 and increases 
expression of macrophage migration inhibitory factor, 
which may offset some of its anti-inflammatory effects.43 
In fact, migration inhibitory factor has been shown to 
promote monocyte influx, macrophage activation and 
cytokine production in plaques and lead to more severe 
RA and atherosclerosis.43 44 Consequently, increasing 
CLC in the context of a greater arterial macrophage 
burden facilitated by corticosteroid use could accelerate 
plaque progression.

We also observed that greater CLC change is associated 
with a higher likelihood of lipid-rich non-calcified plaque 
formation, especially in bDMARD and statin users. 
Since previous studies have reported that, in principle, 
bDMARDs and statins reduce CLC22 29 45 46 and decrease 
non-calcified plaque progression,14 15 our current results 
suggest that increasing CLC notwithstanding treat-
ment with these agents may identify extremely high-risk 
subgroups. It is conceivable that a greater inflammatory 
burden2 47 or presence of extra-articular disease48 may 
underlie such increases in CLC over time and despite treat-
ment with bDMARDs and statins. However, in sensitivity 
analyses, CLC change was not associated with the presence 
of rheumatoid nodules or interstitial lung disease or an 
expanded definition of extra-articular disease including 
rheumatoid nodules, interstitial lung disease, Sjogren’s 
syndrome, scleritis, peripheral neuropathy and vasculitis. 
Moreover, we found no differences in either baseline or 
time-averaged DAS28CRP, CRP or ESR in bDMARD users 
with increasing versus decreasing CLC (data not shown). 
Indeed, in these very high-risk patients, increasing CLC 
could still result in greater non-calcified plaque forma-
tion. However, this increase was accompanied by acceler-
ated calcification and stabilisation, evidenced by greater 
calcified plaque and CAC progression. This is consistent 
with our prior work showing accelerated calcification of 
both prevalent and incident plaques in patients treated 
with bDMARDs and statins.14 15 Notably, greater CLC 
change predicted new extensive or obstructive disease 
only in statin non-users, in line with prior reports of 
statins attenuating non-calcified plaque progression or 
even fostering regression15 and further supporting their 
protective role in preventing high-risk plaque.

Our study has certain limitations. The effect of CLC 
change on plaque progression was not a prespecified 
analysis in our original study design,1 so these findings 
should be considered exploratory. They should there-
fore be validated in adequately powered future studies, 
preferably including a non-autoimmune disease control 
group, to extend the presence and relevance of these 
findings in other populations. Most patients in our 
cohort had established RA and self-identified as white 
Hispanic, limiting the generalisability of our findings to 
other populations. As CLC assessments were performed 
on both baseline and follow-up samples simultaneously, 
the baseline samples had been in storage longer, and this 
may have affected measurement accuracy. However, the 
available literature suggests that significant lipoprotein 
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modification is unlikely in storage at −70°.49 50 Finally, 
while CLC reductions might reflect regression to the 
mean, the consistent directional associations observed 
between CLC change and plaque progression support 
the robustness of our findings.

CONCLUSION
Increases in CLC, reflecting enhanced serum lipoprotein 
capacity to load cholesterol in arterial macrophages, are 
associated with coronary atherosclerosis progression in 
a dose-dependent manner, including new high-risk non-
calcified and extensive or obstructive plaque. Therapies 
designed to decrease or inhibit cholesterol loading and 
uptake by macrophages within established atheroscle-
rotic lesions may complement existing preventive and 
anti-inflammatory strategies, offering a more compre-
hensive approach to cardiovascular risk reduction in 
RA.

Acknowledgements  We thank Drs Benedict Chou, Gopika Miller and Viet Bui 
for assistance with clinical assessments and Lorena Ruiz for facilitating study 
coordination.

Contributors  GAK: conceptualisation, methodology, formal analysis, investigation, 
resources, data curation, writing the original draft, writing the review and editing, 
visualisation, supervision, project administration and funding acquisition. BP: 
investigation, writing the review and editing. SRO: formal analysis, data curation, 
writing the review and editing and visualisation. MP: investigation, writing the 
review and editing. EH: investigation, data curation, writing the review and editing. 
MPA: investigation, writing the review and editing. FZ: investigation, writing the 
review and editing. MB: conceptualisation, methodology, software, validation, 
formal analysis, investigation, resources, data curation, writing the review and 
editing. NR: conceptualisation, methodology validation, investigation, resources, 
supervision, data curation, writing the review and editing. All authors critically 
revised the manuscript for important intellectual content and approved the final 
version to be published. GAK is the guarantor.

Funding  This work was supported by the American Heart Association (grant 
number AHA-09CRP2251004) and Pfizer through an investigator-initiated grant 
award (grant ID number 68633259) to GAK. The sponsors were not involved 
in the study design, study-related procedures, data collection, data analysis or 
interpretation, manuscript drafting or manuscript submission.

Competing interests  GAK has received consulting and speaker fees from Sanofi-
Genzyme-Regeneron, Bristol-Meyer-Squibb and Janssen (less than US$10 000 
each). MJB has received consulting and speaker fees from Pfizer (less than US$10 
000). BP, SRO, MP, EH, MPA, FZ and NR have nothing to disclose.

Patient consent for publication  Not applicable.

Ethics approval  This study involves human participants and was approved by 
John F Wolf Human Subjects Committee18-CR-22637-01. Participants gave 
informed consent to participate in the study before taking part.

Provenance and peer review  Not commissioned; externally peer reviewed.

Data availability statement  Data are available upon reasonable request.

Supplemental material  This content has been supplied by the author(s). It has 
not been vetted by BMJ Publishing Group Limited (BMJ) and may not have been 
peer-reviewed. Any opinions or recommendations discussed are solely those 
of the author(s) and are not endorsed by BMJ. BMJ disclaims all liability and 
responsibility arising from any reliance placed on the content. Where the content 
includes any translated material, BMJ does not warrant the accuracy and reliability 
of the translations (including but not limited to local regulations, clinical guidelines, 
terminology, drug names and drug dosages), and is not responsible for any error 
and/or omissions arising from translation and adaptation or otherwise.

Open access  This is an open access article distributed in accordance with the 
Creative Commons Attribution Non Commercial (CC BY-NC 4.0) license, which 
permits others to distribute, remix, adapt, build upon this work non-commercially, 
and license their derivative works on different terms, provided the original work is 
properly cited, appropriate credit is given, any changes made indicated, and the 
use is non-commercial. See: http://creativecommons.org/licenses/by-nc/4.0/.

ORCID iD
George Athanasios Karpouzas http://orcid.org/0000-0003-1065-1563

REFERENCES
	 1	 Karpouzas GA, Malpeso J, Choi T-Y, et al. Prevalence, extent and 

composition of coronary plaque in patients with rheumatoid arthritis 
without symptoms or prior diagnosis of coronary artery disease. Ann 
Rheum Dis 2014;73:1797–804. 

	 2	 Karpouzas GA, Ormseth SR, Hernandez E, et al. Impact of 
Cumulative Inflammation, Cardiac Risk Factors, and Medication 
Exposure on Coronary Atherosclerosis Progression in Rheumatoid 
Arthritis. Arthritis Rheumatol 2020;72:400–8. 

	 3	 Avina-Zubieta JA, Thomas J, Sadatsafavi M, et al. Risk of incident 
cardiovascular events in patients with rheumatoid arthritis: a meta-
analysis of observational studies. Ann Rheum Dis 2012;71:1524–9. 

	 4	 Miller YI, Choi S-H, Fang L, et al. Lipoprotein modification and 
macrophage uptake: role of pathologic cholesterol transport in 
atherogenesis. Subcell Biochem 2010;51:229–51. 

	 5	 Lourida ES, Georgiadis AN, Papavasiliou EC, et al. Patients with 
early rheumatoid arthritis exhibit elevated autoantibody titers against 
mildly oxidized low-density lipoprotein and exhibit decreased activity 
of the lipoprotein-associated phospholipase A2. Arthritis Res Ther 
2007;9:R19. 

	 6	 Karpouzas GA, Ormseth SR, Ronda N, et al. Lipoprotein oxidation 
may underlie the paradoxical association of low cholesterol with 
coronary atherosclerotic risk in rheumatoid arthritis. J Autoimmun 
2022;129:102815. 

	 7	 Ahmed H, Youssef M, Mosaad YM. Antibodies against oxidized low-
density lipoprotein are associated with subclinical atherosclerosis in 
recent-onset rheumatoid arthritis. Clin Rheumatol 2010;29:1237–43. 

	 8	 Karpouzas GA, Papotti B, Ormseth SR, et al. Serum cholesterol 
loading capacity of macrophages is regulated by seropositivity and 
C-reactive protein in rheumatoid arthritis patients. Rheumatology 
(Oxford) 2023;62:1254–63. 

	 9	 Voloshyna I, Modayil S, Littlefield MJ, et al. Plasma from rheumatoid 
arthritis patients promotes pro-atherogenic cholesterol transport 
gene expression in THP-1 human macrophages. Exp Biol Med 
(Maywood) 2013;238:1192–7. 

	10	 Karpouzas GA, Papotti B, Ormseth S, et al. Serum cholesterol 
loading capacity on macrophages is linked to coronary 
atherosclerosis and cardiovascular event risk in rheumatoid arthritis. 
RMD Open 2022;8:e002411. 

	11	 Motoyama S, Ito H, Sarai M, et al. Plaque Characterization by 
Coronary Computed Tomography Angiography and the Likelihood 
of Acute Coronary Events in Mid-Term Follow-Up. J Am Coll Cardiol 
2015;66:337–46. 

	12	 Gu H, Gao Y, Wang H, et al. Sex differences in coronary 
atherosclerosis progression and major adverse cardiac events in 
patients with suspected coronary artery disease. J Cardiovasc 
Comput Tomogr 2017;11:367–72. 

	13	 Iatan I, Guan M, Humphries KH, et al. Atherosclerotic Coronary 
Plaque Regression and Risk of Adverse Cardiovascular Events: A 
Systematic Review and Updated Meta-Regression Analysis. JAMA 
Cardiol 2023;8:937–45. 

	14	 Karpouzas GA, Ormseth SR, Hernandez E, et al. Biologics May 
Prevent Cardiovascular Events in Rheumatoid Arthritis by Inhibiting 
Coronary Plaque Formation and Stabilizing High‐Risk Lesions. 
Arthritis Rheumatol 2020;72:1467–75. 

	15	 Karpouzas GA, Ormseth SR, Hernandez E, et al. The impact of 
statins on coronary atherosclerosis progression and long-term 
cardiovascular disease risk in rheumatoid arthritis. Rheumatology 
(Oxford) 2022;61:1857–66. 

	16	 Evans MR, Escalante A, Battafarano DF, et al. Carotid 
atherosclerosis predicts incident acute coronary syndromes in 
rheumatoid arthritis. Arthritis Rheum 2011;63:1211–20. 

	17	 Agatston AS, Janowitz WR, Hildner FJ, et al. Quantification of 
coronary artery calcium using ultrafast computed tomography. J Am 
Coll Cardiol 1990;15:827–32. 

	18	 Leipsic J, Abbara S, Achenbach S, et al. SCCT guidelines for the 
interpretation and reporting of coronary CT angiography: a report 
of the Society of Cardiovascular Computed Tomography Guidelines 
Committee. J Cardiovasc Comput Tomogr 2014;8:342–58. 

	19	 Andreini D, Pontone G, Mushtaq S, et al. A long-term prognostic 
value of coronary CT angiography in suspected coronary artery 
disease. JACC Cardiovasc Imaging 2012;5:690–701. 

	20	 Hou Z, Lu B, Gao Y, et al. Prognostic value of coronary CT 
angiography and calcium score for major adverse cardiac events in 
outpatients. JACC Cardiovasc Imaging 2012;5:990–9. 

http://creativecommons.org/licenses/by-nc/4.0/
http://orcid.org/0000-0003-1065-1563
http://dx.doi.org/10.1136/annrheumdis-2013-203617
http://dx.doi.org/10.1136/annrheumdis-2013-203617
http://dx.doi.org/10.1002/art.41122
http://dx.doi.org/10.1136/annrheumdis-2011-200726
http://dx.doi.org/10.1007/978-90-481-8622-8_8
http://dx.doi.org/10.1186/ar2129
http://dx.doi.org/10.1016/j.jaut.2022.102815
http://dx.doi.org/10.1007/s10067-010-1436-0
http://dx.doi.org/10.1093/rheumatology/keac394
http://dx.doi.org/10.1093/rheumatology/keac394
http://dx.doi.org/10.1177/1535370213503262
http://dx.doi.org/10.1177/1535370213503262
http://dx.doi.org/10.1136/rmdopen-2022-002411
http://dx.doi.org/10.1016/j.jacc.2015.05.069
http://dx.doi.org/10.1016/j.jcct.2017.07.002
http://dx.doi.org/10.1016/j.jcct.2017.07.002
http://dx.doi.org/10.1001/jamacardio.2023.2731
http://dx.doi.org/10.1001/jamacardio.2023.2731
http://dx.doi.org/10.1002/art.41293
http://dx.doi.org/10.1093/rheumatology/keab642
http://dx.doi.org/10.1093/rheumatology/keab642
http://dx.doi.org/10.1002/art.30265
http://dx.doi.org/10.1016/0735-1097(90)90282-t
http://dx.doi.org/10.1016/0735-1097(90)90282-t
http://dx.doi.org/10.1016/j.jcct.2014.07.003
http://dx.doi.org/10.1016/j.jcmg.2012.03.009
http://dx.doi.org/10.1016/j.jcmg.2012.06.006


9Karpouzas GA, et al. RMD Open 2024;10:e004991. doi:10.1136/rmdopen-2024-004991

Rheumatoid arthritisRheumatoid arthritisRheumatoid arthritis

	21	 Peters MJL, Symmons DPM, McCarey D, et al. EULAR evidence-
based recommendations for cardiovascular risk management in 
patients with rheumatoid arthritis and other forms of inflammatory 
arthritis. Ann Rheum Dis 2010;69:325–31. 

	22	 Ronda N, Greco D, Adorni MP, et al. Newly identified 
antiatherosclerotic activity of methotrexate and adalimumab: 
complementary effects on lipoprotein function and macrophage 
cholesterol metabolism. Arthritis Rheumatol 2015;67:1155–64. 

	23	 Nichol A, Bailey M, Egi M, et al. Dynamic lactate indices 
as predictors of outcome in critically ill patients. Crit Care 
2011;15:R242. 

	24	 Hokanson JE, MacKenzie T, Kinney G, et al. Evaluating changes 
in coronary artery calcium: an analytic method that accounts for 
interscan variability. AJR Am J Roentgenol 2004;182:1327–32. 

	25	 Inoue K, Motoyama S, Sarai M, et al. Serial coronary CT 
angiography-verified changes in plaque characteristics as an end 
point: evaluation of effect of statin intervention. JACC Cardiovasc 
Imaging 2010;3:691–8. 

	26	 Karpouzas GA, Estis J, Rezaeian P, et al. High-sensitivity cardiac 
troponin I is a biomarker for occult coronary plaque burden 
and cardiovascular events in patients with rheumatoid arthritis. 
Rheumatology (Oxford) 2018;57:1080–8. 

	27	 National Library of Medicine. A proof-of-activity study with 
orticumab in subjects with psoriasis and cardiometabolic risk 
factors, 2021. Available: https://www.clinicaltrials.gov/ct2/show/​
NCT04776629

	28	 Galindo CL, Khan S, Zhang X, et al. Lipid-laden foam cells in the 
pathology of atherosclerosis: shedding light on new therapeutic 
targets. Expert Opin Ther Targets 2023;27:1231–45. 

	29	 Greco D, Gualtierotti R, Agosti P, et al. Anti-atherogenic 
Modification of Serum Lipoprotein Function in Patients with 
Rheumatoid Arthritis after Tocilizumab Treatment, a Pilot Study. J 
Clin Med 2020;9:2157. 

	30	 McInnes IB, Thompson L, Giles JT, et al. Effect of interleukin-6 
receptor blockade on surrogates of vascular risk in rheumatoid 
arthritis: MEASURE, a randomised, placebo-controlled study. Ann 
Rheum Dis 2015;74:694–702. 

	31	 Karpouzas GA, Papotti B, Ormseth SR, et al. Statins influence 
the relationship between ATP-binding cassette A1 membrane 
transporter-mediated cholesterol efflux capacity and coronary 
atherosclerosis in rheumatoid arthritis. J Transl Autoimmun 
2023;7:100206. 

	32	 Feig JE, Pineda-Torra I, Sanson M, et al. LXR promotes the maximal 
egress of monocyte-derived cells from mouse aortic plaques during 
atherosclerosis regression. J Clin Invest 2010;120:4415–24. 

	33	 Potteaux S, Gautier EL, Hutchison SB, et al. Suppressed monocyte 
recruitment drives macrophage removal from atherosclerotic 
plaques of Apoe-/- mice during disease regression. J Clin Invest 
2011;121:2025–36. 

	34	 Luo Y, Duan H, Qian Y, et al. Macrophagic CD146 promotes foam 
cell formation and retention during atherosclerosis. Cell Res 
2017;27:352–72. 

	35	 Kim K, Shim D, Lee JS, et al. Transcriptome Analysis Reveals 
Nonfoamy Rather Than Foamy Plaque Macrophages Are 
Proinflammatory in Atherosclerotic Murine Models. Circ Res 
2018;123:1127–42. 

	36	 Lappalainen J, Yeung N, Nguyen SD, et al. Cholesterol loading 
suppresses the atheroinflammatory gene polarization of human 
macrophages induced by colony stimulating factors. Sci Rep 
2021;11:4923. 

	37	 Lee-Rueckert M, Lappalainen J, Kovanen PT, et al. Lipid-Laden 
Macrophages and Inflammation in Atherosclerosis and Cancer: An 
Integrative View. Front Cardiovasc Med 2022;9:777822. 

	38	 Thomas AC, Eijgelaar WJ, Daemen MJAP, et al. Foam Cell Formation 
In Vivo Converts Macrophages to a Pro-Fibrotic Phenotype. PLoS 
One 2015;10:e0128163. 

	39	 Karpouzas GA, Bui VL, Ronda N, et al. Biologics and atherosclerotic 
cardiovascular risk in rheumatoid arthritis: a review of evidence and 
mechanistic insights. Expert Rev Clin Immunol 2021;17:355–74. 

	40	 Hokstad I, Greco D, Deyab G, et al. Effects of Antirheumatic 
Treatment on Cell Cholesterol Efflux and Loading Capacity of Serum 
Lipoproteins in Spondylarthropathies. J Clin Med 2022;11:7330. 

	41	 Rahman K, Fisher EA. Insights From Pre-Clinical and Clinical Studies 
on the Role of Innate Inflammation in Atherosclerosis Regression. 
Front Cardiovasc Med 2018;5:32. 

	42	 Greco D, Favari E, Adorni MP, et al. Hydrocortisone directly 
promotes cholesterol accumulation in macrophages. Ann Rheum Dis 
2014;73:1274–6. 

	43	 Morand EF, Leech M, Bernhagen J. MIF: a new cytokine link 
between rheumatoid arthritis and atherosclerosis. Nat Rev Drug 
Discov 2006;5:399–410. 

	44	 Ayoub S, Hickey MJ, Morand EF. Mechanisms of Disease: 
macrophage migration inhibitory factor in SLE, RA and 
atherosclerosis. Nat Rev Rheumatol 2008;4:98–105. 

	45	 Li DY, Chen HJ, Mehta JL. Statins inhibit oxidized-LDL-mediated 
LOX-1 expression, uptake of oxidized-LDL and reduction in PKB 
phosphorylation. Cardiovasc Res 2001;52:130–5. 

	46	 Yang X, Yin M, Yu L, et al. Simvastatin inhibited oxLDL-induced 
proatherogenic effects through calpain-1-PPARγ-CD36 pathway. 
Can J Physiol Pharmacol 2016;94:1336–43. 

	47	 Gonzalez-Gay MA, Gonzalez-Juanatey C, Piñeiro A, et al. High-
grade C-reactive protein elevation correlates with accelerated 
atherogenesis in patients with rheumatoid arthritis. J Rheumatol 
2005;32:1219–23.

	48	 Gonzalez-Juanatey C, Llorca J, Testa A, et al. Increased prevalence 
of severe subclinical atherosclerotic findings in long-term treated 
rheumatoid arthritis patients without clinically evident atherosclerotic 
disease. Medicine (Baltimore) 2003;82:407–13. 

	49	 Beekhof PK, Gorshunska M, Jansen EHJM. Long term stability of 
paraoxonase-1 and high-density lipoprotein in human serum. Lipids 
Health Dis 2012;11:53. 

	50	 Jansen EHJM, Beekhof PK, Viezeliene D, et al. Long-term stability 
of oxidative stress biomarkers in human serum. Free Radic Res 
2017;51:970–7. 

http://dx.doi.org/10.1136/ard.2009.113696
http://dx.doi.org/10.1002/art.39039
http://dx.doi.org/10.1186/cc10497
http://dx.doi.org/10.2214/ajr.182.5.1821327
http://dx.doi.org/10.1016/j.jcmg.2010.04.011
http://dx.doi.org/10.1016/j.jcmg.2010.04.011
http://dx.doi.org/10.1093/rheumatology/key057
https://www.clinicaltrials.gov/ct2/show/NCT04776629
https://www.clinicaltrials.gov/ct2/show/NCT04776629
http://dx.doi.org/10.1080/14728222.2023.2288272
http://dx.doi.org/10.3390/jcm9072157
http://dx.doi.org/10.3390/jcm9072157
http://dx.doi.org/10.1136/annrheumdis-2013-204345
http://dx.doi.org/10.1136/annrheumdis-2013-204345
http://dx.doi.org/10.1016/j.jtauto.2023.100206
http://dx.doi.org/10.1172/JCI38911
http://dx.doi.org/10.1172/JCI43802
http://dx.doi.org/10.1038/cr.2017.8
http://dx.doi.org/10.1161/CIRCRESAHA.118.312804
http://dx.doi.org/10.1038/s41598-021-84249-y
http://dx.doi.org/10.3389/fcvm.2022.777822
http://dx.doi.org/10.1371/journal.pone.0128163
http://dx.doi.org/10.1371/journal.pone.0128163
http://dx.doi.org/10.1080/1744666X.2021.1899809
http://dx.doi.org/10.3390/jcm11247330
http://dx.doi.org/10.3389/fcvm.2018.00032
http://dx.doi.org/10.1136/annrheumdis-2013-204806
http://dx.doi.org/10.1038/nrd2029
http://dx.doi.org/10.1038/nrd2029
http://dx.doi.org/10.1038/ncprheum0701
http://dx.doi.org/10.1016/s0008-6363(01)00371-6
http://dx.doi.org/10.1139/cjpp-2016-0295
https://pubmed.ncbi.nlm.nih.gov/15996055
http://dx.doi.org/10.1097/01.md.0000101572.76273.60
http://dx.doi.org/10.1186/1476-511X-11-53
http://dx.doi.org/10.1186/1476-511X-11-53
http://dx.doi.org/10.1080/10715762.2017.1398403

	Changes in serum cholesterol loading capacity are linked to coronary atherosclerosis progression in rheumatoid arthritis
	Abstract
	Introduction﻿﻿
	Methods
	Patient recruitment
	Coronary CT angiography
	Laboratory evaluations
	Serum CLC
	Covariates and outcomes
	Statistical analysis

	Results
	Change in serum CLC over time
	Higher CLC change is linked to accelerated plaque progression
	Medication exposure influences the effect of CLC change on plaque progression

	Discussion
	Conclusion
	References




