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Abstract
Background: Identification of risk factors for rapid joint destruction in early rheumatoid arthritis (RA) can be helpful
for optimizing treatment, and improving our understanding of destructive arthritis and its mechanisms. The objective
of this study was to investigate the relationship between early RA patient characteristics and subsequent rapid
radiographic progression (RRP).
Methods: An inception cohort of patients with early RA (symptom duration < 12 months), recruited during 1995–2005
from a defined area (Malmö, Sweden), was investigated. Radiographs of the hands and feet were scored in chronological
order according to the modified Sharp–van der Heijde score (SHS), by a trained reader. RRP was defined as an increase
of ≥ 5 points in SHS per year.
Results: Two hundred and thirty-three patients were included. Radiographs were available from 216 patients at baseline,
206 patients at 1 year, and 171 patients at 5 years. Thirty-six patients (22%) had RRP up to 5 years. In logistic regression
models, rheumatoid factor (RF) and anti-cyclic citrullinated peptides (anti-CCP), and increased erythrocyte sedimentation
rate (ESR) or C-reactive protein (CRP) at baseline, predicted RRP over 5 years. Patients identified as overweight or obese
had a significantly reduced risk of RRP up to 5 years (odds ratio (OR) 0.26; 95% confidence interval (CI) 0.11–0.63;
adjusted for RF, baseline erosions, and ESR). Similar point estimates were obtained when stratifying for antibody
status, and in models adjusted for smoking. A history of ever smoking was associated with a significantly increased risk
of RRP up to 5 years, independent of body mass index (BMI) (OR 3.17; 95% CI 1.22–8.28; adjusted for BMI). At the 1-year
follow-up, erosive changes, Disease Activity Score of 28 joints, Health Assessment Questionnaire, swollen joint count,
and patient’s global assessment of disease activity and pain were also significantly associated with RRP up to 5 years.
Conclusions: A history of smoking, presence of RF and/or anti-CCP and early erosions, high initial disease activity and
active disease at 1 year, all increase the risk of RRP. Patients with a high BMI may have a reduced risk of severe joint
damage. This pattern was not explained by differences in disease activity or antibody status. The results of this study
suggest independent effects of smoking and BMI on the risk of RRP.
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Background
In order to optimize treatment in patients with early
rheumatoid arthritis (RA), with the intention to stop
progression of joint destruction, it is important at an
early stage to identify patients at high risk of rapid
radiographic progression (RRP). Finding early risk factors is therefore of key importance. Previous research
shows that patients with rheumatoid factor (RF) and
anti-citrullinated protein antibodies (ACPA) have more
severe disease with more extensive radiographic progression [1, 2]. Early joint erosions as well as high levels of
markers of inflammation have also been associated with
worse radiographic outcomes [3–6]. Environmental factors, such as smoking, may also affect the course of RA.
Smoking is a risk factor for developing RA [7, 8], as well
as for extra-articular manifestations in patients with
established disease [9]. In addition, it has been suggested
that smoking increases the risk for radiographic progression [10]. However, results from previous studies on
smoking and radiographic damage are mixed [10–14].
Intricate relationships between smoking, antibodies,
body composition, treatment response, and disease activity as well as differences in the design of previous studies
make it difficult to assess the independent effect of
smoking on the risk of radiographic progression.
Furthermore, although a high level of inflammation in
the early stages of disease is a known risk factor for
radiographic progression, the utility of the commonly
used composite measure Disease Activity Score of 28
joints (DAS28) for identifying patients at risk and the
importance of persistent disease activity are less clear
[12, 15–17]. Previous research has indicated better outcomes for patients receiving disease-modifying antirheumatic drugs (DMARDs) at an early stage [18, 19].
However, such effects may vary across populations and
depend on current treatment strategies.
Patients with high body mass index (BMI) have been
shown in large studies to have higher disease activity
[20, 21], to be less likely to respond to treatment [22],
and to have more extensive disability [23]. Despite this,
high BMI has been associated with reduced radiographic
progression in a limited number of studies [24–28].
The purpose of this study was to investigate how patient characteristics, smoking status, disease activity
measures over time, BMI, and time to initiation of
DMARD treatment relate to subsequent RRP in patients
with early RA.
Methods
Patients

An inception cohort of 233 consecutive patients with
early RA was investigated. The catchment area was
the city of Malmö, Sweden (population 259,579 in
2000). Patients were recruited from the rheumatology
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outpatient clinic of Malmö University Hospital, the
only hospital serving the city, or from the four rheumatologists in private practice in the area, between
1995 and 2005.
The patients were diagnosed with RA by a specialist in
rheumatology, fulfilled the 1987 American College of
Rheumatology classification criteria for RA [29], and had
a duration of symptoms ≤ 12 months at the time of inclusion. There were no additional exclusion criteria. All
patients gave their written consent for participation in
the study, including data collection and inclusion in the
database. The study was approved by the Regional Ethical
Review Board for southern Sweden (Lund, Sweden), and
complied with the Declaration of Helsinki.
Results on clinical parameters and grip strength in
a subset of the included patients have been reported
previously [30].

Clinical assessment

Patients were followed according to a structured program with evaluations at inclusion, 12 months, and
60 months. The same rheumatologist performed all of
the clinical examinations. Patient characteristics and disease activity parameters were recorded, and radiographs
of the hands and feet were obtained. The presence of
erosions (present vs absent) was determined by a radiologist as part of standard clinical practice. Disability
was assessed using the Swedish version of the Stanford
Health Assessment Questionnaire (HAQ) [31]. Visual
analogue scales (VASs) were used to evaluate the patients’ global assessment of disease activity and the patient’s assessment of pain. All patients were managed
according to usual care with no prespecified protocol
for antirheumatic treatment. The patients were included before the current practice of treat to target
[32] was implemented, and before early treatment with
biologic DMARDs came into widespread use. Information on height, weight, and smoking history (current/
previous/never) was collected at inclusion through a
self-administered questionnaire. For confirmation, information on smoking was also gathered through caserecord reviews, with previous smoking being defined
as a history of daily smoking for more than 6 months
at anytime earlier in the patient’s life. The time from
symptom onset to first start of DMARD treatment was
assessed based on a review of medical records.
Data on treatment with biologic DMARDs at any time
during the study period were obtained through linkage
to a regional biologics register [33].
Changes in disease activity (DAS28) from baseline to
the 1-year follow-up were categorized according to the
European League Against Rheumatism (EULAR) response criteria [34].
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Laboratory investigations

RF and antibodies to cyclic citrullinated peptides (antiCCP) were analyzed using standard ELISA methods at
the immunology laboratories of the University Hospitals
in Malmö and Lund. IgM RF was analyzed using
ELISA, which was calibrated against the World Health
Organization (WHO) RF reference preparation. AntiCCP antibodies were analyzed using the Quanta Lite CCP
IgG ELISA (INOVA Diagnostics, USA). The erythrocyte
sedimentation rate (ESR) and C-reactive protein (CRP) were
assessed according to standard methods at the Department
of Clinical Chemistry, Malmö University Hospital.
Radiographic assessment

Radiographs of the hands and feet were scored in chronological order according to the modified Sharp–van der
Heijde score (SHS), by a trained reader (KF, coauthor)
who was blinded to the clinical data. The intraclass correlation coefficient (ICC) from two readings with 2-week intervals for a subset of the cohort (n = 30) was 0.97. Based
on the excellent ICC, a single reading was performed. The
primary outcome, RRP, was defined as an increase of ≥ 5
points in SHS per year [35]. We also assessed SHS progression above the median as an outcome.
Statistical analysis

Potential associations between each individual baseline
variable with RRP over the first 5 years, as well as with
above median progression of SHS during the same time
period, were assessed using logistic regression analyses.
Furthermore, the relation between 1-year variables and
RRP between the follow-ups at 1 and 5 years was
evaluated.
The covariates for the multivariate models were
chosen based on the literature and the unadjusted analyses. Due to colinearity, we did not include both RF and
anti-CCP. RF was chosen over anti-CCP due to the
smaller number of patients with missing data for RF.
The final multivariate analyses were adjusted for RF and
for the presence of erosions according to standard radiologist assessment (independent of SHS scoring).
During part of the study period, high-sensitivity CRP
analysis was not available and CRP values between 0
and 9 mg/l were reported by the laboratory as < 9 mg/l.
In logistic regression models, CRP was therefore included as a dichotomized variable; that is, above versus
below the median (9 mg/l) at inclusion and above versus below the 75th percentile (10 mg/l) at 1 year (since
the median at 1 year was < 9 mg/l). Current smoking,
previous smoking, and ever smoking were each compared to the reference category, never smoking.
BMI was included as a continuous variable. Furthermore, the risk of RRP in individuals fulfilling the WHO
criteria for overweight or obesity (≥ 25 kg/m2), overweight
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(25–29.99 kg/m2), or obesity (≥ 30 kg/m2) was compared to
that in individuals with normal BMI (18.5–24.99 kg/m2).
Predictors of SHS progression above the median were
assessed in the same manner.
Statistical analysis was performed using IBM SPSS
Statistics version 22.0 (IBM Corp. Armonk, NY, USA).

Results
Patient characteristics

A total of 233 patients with early RA (median symptom
duration 7 months; interquartile range (IQR) 5–10) were
included in this study. Characteristics at baseline and at
the 1-year follow-up in patients with available radiographic data are presented in Table 1. A majority of the
patients was treated with methotrexate (MTX) (Table 1),
and 17% of all patients in the cohort (n = 40) were
treated with a biologic DMARD at some time during the
first 5 years. Among those with radiographic data, the
most frequently used type of non-MTX DMARD was
antimalarials (29% at inclusion, 20% at 1 year). Combination treatment (≥ 2 DMARDs) was used in three patients at baseline (2%) and in 13 patients (8%) at 1 year.
Radiographic progression

Radiographs were available for 216 patients at baseline,
206 patients at 1 year, and 171 patients at 5 years. Mean
progression of SHS from baseline to 1 year, from baseline
to 5 years, and from 1 year to 5 years was 4.0 (n = 194,
standard deviation (SD) = 6.3), 17.4 (n = 162, SD = 20.0),
and 13.8 (n = 161, SD = 19.0), respectively. Compared to
baseline SHS values, 60 patients (31%) had RRP at 1 year
(21 men, 39 women) and 36 patients (22%) up to 5 years
(11 men, 25 women). Thirty-six patients (22%) had RRP
from the 1-year follow-up to the 5-year follow-up (9 men,
27 women). The median SHS progression from baseline
to 5 years was 12.
Baseline predictors of RRP

Results of analyses of associations between baseline
variables and RRP up to 5 years as well as above median progression in SHS up to 5 years are presented in
Tables 2 and 3, respectively. Crude estimates and estimates adjusted for RF and baseline presence of erosions
are presented. Age and sex were not significant predictors of RRP at 5 years in crude or adjusted analysis
(Table 2).
Disease severity

Positive RF was a significant predictor of RRP over
5 years (odds ratio (OR) 5.23; 95% confidence interval
(CI) 1.73–15.86; adjusted for baseline erosions). Significant associations for baseline variables with RRP up to
5 years were seen in adjusted models for anti-CCP
positivity, ESR, and CRP (Table 2). No significant

Rydell et al. Arthritis Research & Therapy (2018) 20:82

Page 4 of 11

Table 1 Characteristics of patients with radiographic data
Data available at inclusion
and 5 years (n = 162)

Data available at 1 year
and 5 years (n = 161)

Characteristics at inclusion

Characteristics at 1 year

Demographics and history
Female sex, n (%)

114 (70)

116 (72)

Age at inclusion (years)

62 (52–70)

62 (52–70)

Symptom duration at inclusion (months)

7 (5–10)

7 (5–10)

Time to first DMARD (months)a

5 (3–7)

5 (3–7)

138 (85)

135 (84)

Current treatment
DMARD (any), n (%)
MTX, n (%)
MTX dose (mg/week)
Other DMARDs, n (%)
Concurrent prednisolone, n (%)
Prednisolone dose (mg/day)

85 (52)

97 (60)

10.0 (7.5–10.0)

10.0 (7.5–15.0)

56 (35)

51 (32)

60 (37)

45 (28)

7.5 (5.0–15.0)

5.0 (3.75–7.5)

Anthropometrics
BMI (kg/m2)

25 (23–28)

NR

Obeseb, n (%)

19 (12)

NR

Overweightb, n (%)

69 (45)

NR

Normal BMIb, n (%)

66 (43)

NR

49 (32)

NR

Cigarette smoking status
Current smokers, n (%)
Previous smokers, n (%)

51 (33)

NR

Never smokers, n (%)

55 (36)

NR

RF-positive at inclusion, n (%)

105 (65)

104 (65)

Anti-CCP antibody-positive at inclusion, n (%)

83 (59)

80 (58)

Modified Sharp–van der Heijde score

2 (0–8)

6 (1–16)

Disease parameters

Joint space narrowing score

0 (0–6)

4 (0–11)

Erosion score

0 (0–2)

2 (0–4)

Erosions presentc, n (%)

28 (17)

47 (30)

DAS28

4.7 (3.6–5.7)

3.6 (2.7–4.4)

Remissiond, n (%)

12 (8)

36 (23)

Low disease activityd, n (%)

27 (17)

56 (36)

Moderate disease activityd, n (%)

75 (47)

80 (51)

High disease activityd, n (%)

59 (37)

21 (13)

HAQ

0.75 (0.38–1.25)

0.50 (0.13–0.88)

Swollen joint count (out of 28)

7 (5–11)

4 (2–6)

Tender joint count (out of 28)

4 (2–9)

2 (0–5)

ESR (mm/h)

22 (11–43)

16 (8–30)
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Table 1 Characteristics of patients with radiographic data (Continued)
Data available at inclusion
and 5 years (n = 162)

Data available at 1 year
and 5 years (n = 161)

Characteristics at inclusion

Characteristics at 1 year

CRP (mg/l)e

9 (< 9–28)

< 9 (< 9–11)

Patient’s global assessment (VAS 0–100)

46 (21–65)

24 (11–48)

Pain (VAS 0–100)

40 (19–61)

24 (11–44)

Median (interquartile range) presented unless otherwise stated
For characteristics in patients with radiographic data available and included in the analysis for inclusion/1 year, missing numbers were as follows: symptom
duration = 1/NA, time to DMARD = 15/NA, BMI = 5/NR, cigarette smoking status = 7/NR, RF = 1/1, anti-CCP = 22/22, erosion present = 1/2, DAS28 = 1/4, HAQ = 1/0,
swollen joint count = 1/1, tender joint count = 1/1, ESR = 1/3, CRP = 1/2, patient’s global assessment = 1/2, pain = 1/2
DMARD disease-modifying antirheumatic drug, MTX methotrexate, BMI body mass index, NR not reported, RF rheumatoid factor, anti-CCP antibodies to cyclic
citrullinated peptides, DAS28 Disease Activity Score of 28 joints, HAQ Health Assessment Questionnaire, ESR erythrocyte sedimentation rate, CRP C-reactive protein,
VAS visual analogue scale, NA not applicable
a
Duration from rheumatoid arthritis symptom onset to start of first DMARD
b
Definitions based on BMI: obese ≥ 30 kg/m2; overweight 25–29.99 kg/m2; normal 18.5–24.99 kg/m2. Three patients with BMI ≤ 18.5 kg/m2 were excluded from
this analysis
c
By standard radiographic evaluation, independent of modified Sharp–van der Heijde scoring
d
Definitions based on DAS28: remission ≤ 2.6; low ≤ 3.2; moderate > 3.2 to ≤ 5.1; high > 5.1
e
Analysis sensitivity differs, with some data ranging from 0 to 9 (mg/l) only reported as < 9 (mg/l)

associations were observed for DAS28, HAQ, swollen
and tender joint counts, VAS for patients’ global assessment of disease activity or pain, or time from symptom
onset to DMARD initiation, when analyzed as continuous
variables, for RRP up to 5 years (Table 2). Separate analysis
of the baseline category of disease activity revealed a significantly increased risk of RRP up to 5 years for patients
with high baseline DAS28 (> 5.1) compared to those with
low to moderate disease activity (Table 2).
Baseline presence of erosions tended to predict RRP
up to 5 years in unadjusted analysis (OR 2.29; 95% CI
0.95–5.53) (Table 2).
Results of analyses of predictors of SHS progression
above the median (Table 3) were largely similar to the
main results.
Smoking and BMI

Significant associations with RRP from baseline up to
5 years were observed for current and ever smoking in
crude and adjusted models (Table 2). Similar point estimates for the impact of ever smoking on the risk of RRP
were obtained in analyses additionally adjusted for ESR
(OR 2.69; 95% CI 0.98–7.44) or for DAS28 (OR 2.51;
95% CI 0.93–6.76). The pattern was similar for current
smoking.
Obese or overweight patients had a reduced risk of
RRP up to 5 years compared to those with normal BMI,
with a numerically stronger effect for those who fulfilled
the criteria for obesity (Table 2). The estimated impact
of overweight/obesity (BMI > 25 kg/m2) on RRP up to
5 years was similar in RF-positive (OR 0.27; 95% CI 0.
11–0.65) and RF-negative (OR 0.27; 95% CI 0.03–2.80)
patients, and also in analyses stratified for anti-CCP status (positive OR 0.25 (95% CI 0.09–0.68); negative OR 0.
26 (95% CI 0.03–2.70)). The presence of overweight/
obesity was associated with a significantly reduced risk

of RRP up to 5 years in analyses adjusted for RF and
presence of erosions at baseline (Table 2), and also when
additionally adjusting for ESR (OR 0.26; 95% CI 0.11–0.63).
There were no major differences in baseline CRP, ESR, or
DAS28 across categories of BMI (data not shown). In analyses stratified by sex, the negative association for overweight/obesity reached statistical significance in men (OR
0.17; 95% CI 0.04–0.74), with a similar trend in women
(OR 0.43; 95% CI 0.17–1.07).
In multivariate analyses, adjusted for BMI, current
smoking (OR 3.54; 95% CI 1.24–10.13) and ever smoking
(OR 3.17; 95% CI 1.22–8.28) were both predictive of RRP
over 5 years. Overweight/obesity was negatively associated
with 5-year RRP, adjusted for ever smoking (OR 0.29; 95%
CI 0.13–0.67), with a similar trend in analysis adjusted for
current smoking (OR 0.44; 95% CI 0.16–1.23).
There were no significant associations between smoking
or overweight/obesity and SHS progression above the
median (Table 3).
One-year variables as predictors of RRP

Disease activity parameters at 1 year had a significant
impact on subsequent RRP up to 5 years (Table 4). Not
only high ESR and CRP, but also DAS28, HAQ, swollen
joint count, VAS global, and VAS pain analyzed as continuous variables, as well as the presence of erosions at
the 1-year radiographic evaluation, were significantly associated with RRP up to 5 years in crude and adjusted
models (Table 4). Additional analyses of erosive changes
during the first year revealed that progression of SHS,
total change in SHS, as well as RRP up to 1 year also significantly predicted RRP up to 5 years, in unadjusted
models (Table 4). Numerically, presence of erosions,
RRP during first year, CRP > 10 mg/l, and high/moderate
disease activity at 1 year were the strongest predictors.
Correspondingly, decreasing disease activity at 1 year,
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Table 2 Baseline predictors of rapid radiographic progression up to 5 years
Adjusteda

Crude
OR

95% CI

OR

95% CI

Demographics and anthropometrics
Male sex

1.06

(0.47–2.37)

0.81

(0.34–1.89)

Age (per SD)b

1.20

(0.81–1.77)

1.34

(0.86–2.10)

Time to first DMARD (per SD)b

0.57

(0.25–1.30)

0.57

(0.23–1.42)

BMI (per SD)b

0.76

(0.51–1.15)

0.67

(0.44–1.03)

c

Normal BMI (reference)

1.00

Obesec

0.10

(0.01–0.83)

0.07

(0.01–0.58)

Obese or overweight

0.32

(0.15–0.71)

0.27

(0.12–0.63)

Overweightc

0.39

(0.18–0.88)

0.36

(0.15–0.84)

c

1.00

Smoking habits
Never smoker (reference)

1.00

1.00

Current smoker

3.60

(1.27–10.22)

2.92

(1.00–8.56)

Ever smoker

3.18

(1.22–8.24)

2.69

(1.01–7.18)

Previous smoker

2.79

(0.97–8.03)

2.50

(0.83–7.55)

RF positivity

5.70

(1.90–17.10)

NA

NA

Anti-CCP positivity

6.04

(1.98–18.47)

3.69

(1.12–12.17)

Erosions present

2.29

(0.95–5.53)

NA

NA

DAS28 (per SD)b

1.47

(0.99–2.18)

1.41

(0.94–2.11)

Baseline disease parameters

d

c

Disease activity

Low/moderate (reference)
High

1.00

1.00

2.76

(1.29–5.89)

2.70

(1.21–6.03)

HAQ (per SD)b

1.37

(0.96–1.96)

1.55

(1.05–2.28)

ESR (per SD)b

1.89

(1.33–2.69)

1.70

(1.17–2.46)

CRP below median (reference)

1.00

1.00

CRP above median (> 9 mg/l)

2.89

(1.31–6.39)

2.36

(1.04–5.38)

Swollen joint count (per SD)b

1.26

(0.87–1.84)

1.26

(0.86–1.86)

Tender joint count (per SD)b

0.85

(0.55–1.32)

0.94

(0.60–1.48)

Patient’s global assessment (VAS; per SD)b

1.36

(0.92–2.00)

1.29

(0.85–1.94)

1.16

(0.79–1.69)

1.18

(0.79–1.77)

b

Pain (VAS; per SD)

OR odds ratio, CI confidence interval, SD standard deviation, DMARD disease-modifying antirheumatic drug, BMI body mass index, NA not applicable, RF rheumatoid factor,
anti-CCP antibodies to cyclic citrullinated peptides, DAS28 Disease Activity Score of 28 joints, HAQ Health Assessment Questionnaire, ESR erythrocyte sedimentation rate,
CRP C-reactive protein, VAS visual analogue scale
a
Adjusted for RF and presence of erosions
b
SD: age 15 years; time to first DMARD 5.8 months; BMI 4.0 kg/m2; DAS28 1.4; HAQ 0.64; ESR 26 mm/h; swollen joint count 4.9; tender joint count 5.8; patient’s
global assessment 26; pain 26
c
For definitions see Table 1
d
By standard radiographic evaluation, independent of modified Sharp–van der Heijde scoring

demonstrated by a greater change in DAS28 from baseline to 1 year or defined according to the EULAR response criteria as a good response at 1 year, drastically
decreased the risk of RRP between the 1-year and 5-year
follow-ups (Table 5).

Discussion
In this inception cohort study, over 20% of patients with
early RA had a substantial radiographic progression over

the first 5 years of follow-up. There was a reduced risk of
RRP in overweight and obese patients, and smoking was
predictive of RRP, independent of BMI. These exposures
appeared to affect the risk of rapid progression, rather than
minor joint damage, as they were not significantly associated with SHS progression above the median (12 units over
5 years) in this study. Our results on the predictive value of
seropositivity, erosions and high inflammatory markers at
baseline are in agreement with the literature [36].
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Table 3 Baseline predictors of radiographic progression with change in SHS above the median (i.e. > 12) up to 5 years
Adjusteda

Crude
OR

95% CI

OR

95% CI

Male sex

1.25

(0.64–2.46)

0.96

(0.46–1.98)

Age (per SD)b

1.18

(0.86–1.62)

1.23

(0.88–1.74)

Time to first DMARD (per SD)

1.08

(0.80–1.45)

1.06

(0.74–1.53)

BMI (per SD)b

0.93

(0.67–1.29)

0.84

(0.59–1.19)

Demographics and anthropometrics

b

c

Normal BMI (reference)

1.00

Obesec

0.98

(0.35–2.74)

0.79

(0.26–2.37)

Obese or overweight

0.71

(0.37–1.34)

0.67

(0.33–1.34)

Overweightc

0.64

(0.33–1.27)

0.64

(0.31–1.33)

c

1.00

Smoking habits
Never smoker (reference)

1.00

1.00

Current smoker

2.16

(0.99–4.73)

1.82

(0.80–4.16)

Ever smoker

1.83

(0.93–3.57)

1.55

(0.76–3.16)

Previous smoker

1.56

(0.72–3.37)

1.39

(0.61–3.17)

Baseline disease parameters
RF positivity

3.18

(1.60–6.34)

NA

NA

Anti-CCP positivity

2.47

(1.24–4.94)

1.41

(0.64–3.13)

Erosions presentd

4.00

(1.59–10.06)

NA

NA

DAS28 (per SD)b

1.07

(0.78–1.47)

1.06

(0.75–1.49)

c

Disease activity

Low/moderate (reference)

1.00

High

1.44

(0.76–2.75)

1.44

(0.72–2.86)

0.99

(0.73–1.34)

1.08

(0.78–1.49)

ESR (per SD)

1.73

(1.23–2.44)

1.57

(1.10–2.24)

CRP below median (reference)

1.00

CRP above median (> 9 mg/l)

2.07

(1.11–3.88)

1.64

(0.84–3.19)

Swollen joint count (per SD)b

0.94

(0.68–1.30)

0.93

(0.66–1.32)

Tender joint count (per SD)

0.61

(0.42–0.89)

0.66

(0.45–0.98)

Patient’s global assessment (VAS; per SD)b

1.16

(0.84–1.60)

1.13

(0.80–1.60)

0.99

(0.72–1.36)

1.03

(0.73–1.44)

HAQ (per SD)b
b

b

b

Pain (VAS; per SD)

1.00

1.00

OR odds ratio, CI confidence interval, SD standard deviation, DMARD disease-modifying antirheumatic drug, BMI body mass index, NA not applicable, RF rheumatoid factor,
anti-CCP antibodies to cyclic citrullinated peptides, DAS28 Disease Activity Score of 28 joints, HAQ Health Assessment Questionnaire, ESR erythrocyte sedimentation rate,
CRP C-reactive protein, VAS visual analogue scale
a
Adjusted for RF and presence of erosions
b
SD: age 15 years; time to first DMARD 5.8 months; BMI 4.0 kg/m2; DAS28 1.4; HAQ 0.64; ESR 26 mm/h; swollen joint count 4.9; tender joint count 5.8; patient’s
global assessment 26; pain 26
c
For definitions see Table 1
d
By standard radiographic evaluation, independent of modified Sharp–van der Heijde scoring

Previous research on the influence of smoking on
radiographic progression has been somewhat inconclusive. Several studies have indicated an association
between smoking and worse radiographic outcomes
[10–12, 37–40], while some have shown no such association [13, 14, 41, 42]. Differences in adjustments for
other possible contributors to joint damage, such as
RF, ACPA, and disease activity, when examining the
effects of smoking on radiographic progression limit

comparability between studies. Another concern is the
effect of smoking on body composition and BMI,
which could be of importance in this context. However, our study suggests that smoking and BMI have
independent effects on radiographic outcomes in RA.
The finding that patients with high BMI at inclusion
were less likely to have rapidly progressive joint damage
is consistent with previous research in the field [24–28].
In the Swedish SWEFOT study, a similar negative
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Table 4 One-year predictors of rapid radiographic progression up to 5 years
Adjusteda

Crude
OR

95% CI

OR

95% CI

Erosions presentb

6.16

(2.77–13.73)

NA

NA

First-year progression (≥ 1 unit increase in SHS)

5.25

(1.90–14.47)

NA

NA

First-year change in SHS (per SD)

2.31

(1.51–3.54)

NA

NA

RRP during first year

6.87

(2.98–15.82)

NA

NA

2.89

(1.81–4.61)

2.54

(1.54–4.19)

1-year disease parameters

c

c

DAS28 (per SD)

Disease activityd
Low (reference)

1.00

Moderate

7.13

High

1.00
(2.02–25.13)

6.14

(1.68–22.40)

13.25

(3.11–56.44)

9.05

(1.91–42.84)

HAQ (per SD)c

1.62

(1.12–2.33)

1.75

(1.18–2.61)

ESR (per SD)c

2.82

(1.77–4.50)

2.10

(1.30–3.37)

CRP below 75th percentile (reference)

1.00

1.00

CRP above 75th percentile (> 10 mg/l)

10.32

(4.44–24.00)

6.98

(2.85–17.14)

Swollen joint count (per SD)c

1.97

(1.35–2.87)

1.79

(1.18–2.70)

Tender joint count (per SD)c

1.49

(1.01–2.19)

1.46

(0.94–2.29)

Patient’s global assessment (VAS; per SD)C

1.59

(1.08–2.34)

1.71

(1.10–2.66)

1.71

(1.16–2.52)

1.86

(1.19–2.91)

c

Pain (VAS; per SD)

OR odds ratio, CI confidence interval, NA not applicable, SHS Sharp–van der Heijde score, SD standard deviation, RRP rapid radiographic progression,
DAS28 Disease Activity Score of 28 joints, HAQ Health Assessment Questionnaire, ESR erythrocyte sedimentation rate, CRP C-reactive protein, VAS visual analogue scale
a
Adjusted for rheumatoid factor and presence of erosions
b
By standard radiographic evaluation, independent of modified SHS
c
SD: first year change in SHS 6.3; DAS28 1.3; HAQ 0.58; ESR 19 mm/h; swollen joint count 4.0, tender joint count 4.1; patient’s global assessment 23; pain 23
d
For definitions see Table 1

association between obesity and SHS progression over
2 years was observed, although it did not reach significance in the fully adjusted model, which included
current smoking [43]. Apart from the SWEFOT study,
only one other previously published study on this subject included adjustment for smoking [25], whereas
others did not [24, 26–28]. In previous studies, the
Table 5 DAS28 response at 1 year and risk of rapid
radiographic progression up to 5 years
Adjusteda

Crude
b

Change in DAS28 (per SD)

OR

95% CI

OR

95% CI

0.52

(0.34–0.81)

0.53

(0.33–0.86)

EULAR responsec
No response (reference)

1.00

Moderate response

0.54

(0.24–1.21)
(0.01–0.49)

Good response

0.06

Moderate response (reference)

1.00

Good response

0.12

1.00
0.58

(0.24–1.41)

0.08

(0.01–0.64)

1.00
(0.01–0.93)

0.14

(0.02–1.14)

DAS28 Disease Activity Score of 28 joints, OR odds ratio, CI confidence interval,
SD standard deviation, EULAR European League Against Rheumatism
a
Adjusted for rheumatoid factor and presence of erosions at 1 year
b
Standard deviation: 1.6
c
Moderate response n = 61 (39%); good response n = 33 (21%)

association with high BMI and less radiographic progression was found only to be significant among seropositive
patients [25, 26]. Although the statistical power was
limited for subanalyses of the RF or ACPA-negative
patients in the present study, crude estimates on the impact of overweight/obesity in these subsets were similar
to seropositive patients.
A recent study demonstrated a negative association
between BMI and MRI-detected synovitis and bone marrow edema in patients with RA, while the reverse was
observed for other types of arthritis [44]. This suggests
that high BMI is specifically associated with downregulation of destructive arthritis in RA. The underlying
pathways could be related to differences in adipokine
production [45, 46], or other metabolic or hormonal
factors, and should be furthered studied. The worse
clinical symptoms observed in obese RA patients [47]
may be due to other mechanisms including nonspecific
pain, comorbidities, and immobility.
The associations for high baseline disease activity
and failure to reduce DAS28 within 1 year with RRP
are in accordance with some [12, 15, 17, 48], but not
all [16, 49], previous studies. Differences in follow-up and
in baseline disease activity and rates of radiographic
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progression may explain these discrepancies. Taken together, the ability to identify patients at higher risk of
radiographic progression may improve when analyzing
DAS28 over time, as both patients with high initial disease
activity and those with active disease 1 year after diagnosis
appear to be more prone to developing severe radiographic damage. Finally, early development of joint
damage was a strong predictor of RRP.
In our study, time to initiation of DMARD treatment
was not associated with RRP. Previous studies have
shown that early treatment may alter the long-term
course of disease and is of great importance in order to
reduce radiographic progression over time [50]. Generally, short disease duration and small individual differences in time to initiation of treatment in our cohort are
possible explanations for our results.
Limitations in this study include the relatively small
sample size, which affects statistical power for the
multivariate analyses. As data on smoking and BMI
were only available at baseline, longitudinal evaluation
of the impact of these factors was not possible. Since
high-sensitivity CRP was not available during part of
the follow-up, we could only estimate the impact of CRP
by treating it as a dichotomous variable (see Statistical
analysis section for further details).
Strengths of our study include the structured longitudinal follow-up of an inception cohort from a defined
catchment area. Therefore, selection bias is not a major
issue in this study, and the results could be generalized
to patients with RA seen in clinical practice.

Conclusion
A history of smoking, presence of RF and/or anti-CCP
and early erosions, high initial disease activity and active
disease at 1 year, all increase the risk of RRP. Patients
with a high BMI may have a reduced risk of severe joint
damage. This pattern was not explained by differences in
disease activity or antibody status. The results of this
study suggest independent effects of smoking and BMI
on the risk of RRP.
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