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Abstract
Introduction: We aimed to investigate whether recognized hormonal predictors of rheumatoid arthritis (RA) also
influence the severity of RA.
Methods: One hundred thirty-four incident RA cases identified by four different local and national registers, who
had participated in a community-based health survey between 1991 and 1996, were included. By a retrospective
structured review of the medical records, information on the use of disease-modifying antirheumatic drugs
(DMARDs), erosions on radiographs, rheumatoid factor (RF) status, and disability measured by using the health
assessment questionnaire (HAQ) were collected. The variables were added to the SPSS TwoStep Cluster Analysis to
reveal natural groupings of RA severity. Known hormonal predictors analyzed were breastfeeding history, history of
oral contraceptive (OC) use, and menopausal age.
Results: The mean age at RA diagnosis was 63.4 years; 72% were RF positive, and 28% had received biological
treatment. Three clusters were identified, one with severe RA, one with mild/moderate RF-positive RA, and one
with mild/moderate RF-negative RA. A significant difference (P = 0.005) was found in the distribution of clusters
between patients with a history of early menopause compared with those with menopause after 45 years, with a
higher proportion with mild/moderate RF-negative RA in the early-menopause subset. No major difference in
severity of the disease was noted depending on OC use or history of breastfeeding.
Conclusions: Early menopause was associated with a milder form of RA. Hormonal changes may influence
pathways that are distinct from those leading to severe, progressive disease.

Introduction
Rheumatoid arthritis (RA) is a chronic, inflammatory
disease, with a female predominance [1,2]. Hormonal
factors have been suggested to influence the risk of RA.
A reduced incidence occurs during pregnancy, and also
an increased rate of clinical remission among women
with RA who become pregnant [3]. Low testosterone
levels have been described in both women and men
with RA [4-6], and a high incidence of RA is found during the peri- and postmenopausal period in women [7],
suggesting that hormones and hormonal changes may
influence pathogenesis and disease progression. The disease is heterogeneous and now often is regarded as a
syndrome of several distinct phenotypes instead of being
a single disease [8]. Hormonal factors could have diverse
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influences on older onset of RA compared with younger
onset, as well as on seropositive and seronegative
disease.
The effect of oral contraceptives (OCs) on RA has been
the subject of many studies and meta-analyses [9-11],
with diverging results. Variances in methods, doses, and
types of OC, as well as population differences, have been
proposed to explain some of these controversies. It has
been suggested that OCs alter the course of RA, instead
of acting as a predictor, and are associated with a milder
type of disease and less disability [12,13]. In a previous
study, we did not find any impact of a history of OC use
on the risk of RA [2]. We did, however, demonstrate an
association for early menopause (≤ 45 years) with
increased risk of RA, and a protective effect of long-term
breastfeeding [2,14] on postmenopausal onset of RA.
Jorgensen et al. [13] reported that the mean duration of
breastfeeding was longer in women who subsequently
developed a severe RA phenotype. To our knowledge, no
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studies have been conducted on the influence of menopausal age on the long-term outcome of RA.
The aim of this study was to investigate whether hormonal factors, such as breastfeeding history, OC use,
and menopausal age, influence the severity of RA.

Materials and methods
Malmö Diet and Cancer Study

The Malmö Diet and Cancer Study (MDCS) is a population-based prospective cohort study performed in
Malmö, Sweden, between 1991 and 1996. Baseline
examination included a self-administered questionnaire,
anthropometric measuring, and blood sampling, stored
in a biological bank. All individuals living in Malmö and
aged 44 through 74, on 1 January 1991, were invited. In
total, of 30,477 subjects (18,326 women) were recruited.
Language problems and mental retardation were the
only exclusion criteria [15].
By linking the MDCS to four registers (a communitybased RA-register, the local outpatient clinic administrative register, the National Hospital Discharge Register, and
the National Cause of Death Register), we identified individuals who had developed RA after their participation in
the MDCS (≥ 1 year before RA diagnosis). Based on a
review of the medical records, patients were classified
according to the 1987 American College of Rheumatology
(ACR) criteria for RA [16]. Female patients who been diagnosed before December 31, 2004, and fulfilled the ACR
criteria from 1987, were included in the present study.
Clinical-outcome measures

In a separate, structured review of all medical records, performed by one of the authors (MP), data were collected on
clinical-outcome measures up to the date of the review
(between February and October 2010) or to the last day of
follow-up. Information on treatment with Disease Modifying Anti-Rheumatic Drugs, (DMARDs), including biologics, was collected. Treatment with biologics for RA in
Sweden is to a great extent based on national evidencebased guidelines. These were first formulated in 2002 and
were updated in 2004 and since 2008 on an annual basis
[17]. Although changes in the guidelines occurred over the
years, biologics are still recommended mainly for patients
with severe RA that is refractory to traditional DMARD
therapy [17]. Based on this, ever use of biologics can be
used as a surrogate marker for severe disease. Data on
exposure to biologics were also derived from linkage to a
regional follow-up system for patients with rheumatologic
diseases receiving such treatment, the South Swedish
Arthritis Treatment Group (SSATG) register [18]. The
SSATG was established in 1999 and includes patients
from a total of 10 rheumatology centers, of which six are
in the Region Skåne area in southern Sweden (~1.3 million
inhabitants). The register has been compared with
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pharmaceutical sales data and found to cover more than
90% of anti-TNF-treated patients in the area [18]. Further
clinical information collected from medical records
included data on prednisolone treatment at diagnosis (or
within 1 month before or after the time of diagnosis),
severe extraarticular manifestations (pericarditis, pleuritis,
vasculitis, Felty syndrome, glomerulonephritis, and interstitial lung disease) [19], and disability measured by using
the Health Assessment Questionnaire (HAQ) [20] at diagnosis and after 1 year (the closest value within 6 to 18
months was accepted), 5 years (4 to 6 years accepted), and
10 years (8 to 12 years accepted) from diagnosis. The
HAQ is a self-administered questionnaire, consisting of
questions about of 20 activities of daily living in eight categories. This instrument is useful in monitoring the
patient’s course and response to therapy and in assessing
functional disability. The HAQ form is distributed to all
patients with RA before visiting the outpatient clinic at the
University hospital in Malmö. The scale ranges from 0 to
3, with higher scores indicating greater disability. To be
able to classify HAQ scores in relation to disease duration,
the exact date of diagnosis was set as the day a rheumatologist gave a definitive (ICD-10) diagnosis of RA, independent of the beginning of symptoms. Data on rheumatoid
factor (RF) tests and tests for antibodies to cyclic citrullinated peptides (anti-CCP) were retrieved from the databases of the two clinical immunology laboratories in the
area. Patients with at least one positive test for RF or antiCCP were considered positive for this marker.
All available reports on radiographs of hands and feet
were reviewed. Based on the radiology reports, patients
were classified as ever having arthritic erosions, typical
of RA, or not. Data on smoking history, time of cessation, if applicable, number of children given birth to,
and ever use of hormonal replacement therapy (HRT)
were collected.
Hormonal exposure variables

Data on age at menopause, breastfeeding history, use of
OC, and level of formal education were retrieved from the
self-administered questionnaire used in the MDCS, and
assessed on average 5.5 years before RA diagnosis. All
female individuals in the present sample who answered
the MDCS questionnaire were 45 years of age or older. If
they reported menopause beginning after the age of 45, or
answered that they had not yet reached menopause, they
were classified in the group “normal/late menopause.” If
they had reached menopause before the age of 46, they
were included in the group “early menopause.”
Breastfeeding history was stratified into never having
breastfed, cumulative breastfeeding of 1 to 12 months, or
cumulative breastfeeding of ≥ 13 months, as previously
described [2]. Based on information on the use of OC,
cases were divided into three groups; never-users, 1 to
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5 years of use, and > 5 years of use. Nonresponders were
excluded from the analyses.

Table 1 Patient characteristics

Statistics
Clusters of RA severity were identified by using SPSS
TwoStep Clustering algorithm (version 19). This algorithm allows the use of both categoric and continuous
variables in the same model. Selected outcome measures
were based on data availability and clinical plausibility:
biologic treatment, presence of radiographic erosions,
RF status, and disability 5 years after diagnosis, measured by using the HAQ. The HAQ score at 5 years was
included in the model because data were available in a
greater number of patients at this time point. These outcome measures were added to the algorithm, and different numbers of natural groupings were explored.
The algorithm initially identified six clusters, but these
were considered difficult to interpret from a clinical
standpoint, and the small sample for each cluster was a
concern. In the subsequent analysis, the algorithm was
pre-set to identify three clusters. The model identifying
three clusters was chosen because these clusters were
considered to reflect clinically relevant phenotypes. Only
after this decision had been made was the distribution of
such clusters by baseline hormonal exposures examined
by using the c2 test.
For the individual outcome parameters, only descriptive data without formal statistical comparisons were
presented. Analysis of covariance (ANCOVA) was used
to compare mean HAQ between subsets defined by hormonal predictors, adjusted for age.
The regional research ethics committee for southern
Sweden approved the study. All patients gave their
informed consent to be included in the Malmö RA registers and the MDCS database. No informed consent was
obtained specifically for the present study.

Mean age at diagnosis; years (SD) (range)

63.2 (8.3) (47-80)

Mean follow-up time; years (SD)

10.1 (3.5)

RF positive (%)

94/132 (71.2)

Anti-CCP positive (%)

34/57 (59.6)

Results
Of the 136 incident female patients previously described
[2], two patients on long-term follow-up were found to
develop a phenotype compatible with erosive osteoarthritis rather than RA, and were therefore excluded from this
study. Median time from inclusion in MDCS to RA diagnosis was 5.5 years. The mean age at RA diagnosis was
63.4 years, and the mean disease duration at the last
follow-up was 10.1 years (SD, 3.5). Ninety-four (71.2%)
were RF positive. Twenty-eight percent received biologic
treatment during follow-up, and the median number of
DMARDs used was two. Almost 60% of the patients had
documented radiographic erosions, and 5% had severe
extraarticular manifestations (Table 1). Availability of
data on HAQ was limited and varied for different time
points (Table 1), but no major differences was noted in
the proportions with missing HAQ at different time

All patients
n = 134

Smoking at diagnosis (%)

39/118 (33.1)

Low formal education (< 8 years of school) (%)

66/128 (49.3)

Prednisolone at diagnosis (%)

39/120 (32.5)

Biological treatment ever (%)

37/133 (27.8)

Number of used DMARDS; median (IQR)

2 (1-3)

> 3 DMARDs used (%)

30 (22.4)

DMARDS in combination (%)

54 (40.3)

Documented radiographic erosions (ever) (%)

71/125 (56.8)

Severe extraarticular manifestations (%)

7 (5.2)

Median HAQ at diagnosisa

0.87
a

Median HAQ 1 year after diagnosis

0.75

Median HAQ 5 years after diagnosisa

0.75

Median HAQ 10 years after diagnosisa

0.88

CCP, cyclic citrullinated peptide; DMARD, disease-modifying antirheumatic
drug; HAQ, Health Assessment Questionnaire; IQR, interquartile range; RF,
rheumatoid factor; SD, standard deviation. aData available for HAQ at
diagnosis in 70 cases, for HAQ at 1 year in 82 cases, for HAQ at 5 years in 92
cases, and for HAQ at 10 years in 63 cases.

points between those with early and normal/late menopause (52% versus 46% at diagnosis, 52% versus 36% at
1 year, 24% versus 33% at 5 years, and 52% versus 52% at
10 years).
All patients with complete data for the relevant outcome variables (n = 90) were included in the cluster
analysis. Three different clusters of RA severity were
identified, of which cluster I represented a severe RA
phenotype; cluster II, a moderate/mild RF-positive RA
phenotype; and cluster III, a moderate/mild RF-negative
RA phenotype (Table 2).
Because HAQ-score values had a normal distribution
among patients in cluster I, and a skewed distribution in
clusters II and III, means with standard deviations as
well as medians with interquartile ranges are presented
(Table 2). In the group with severe RA, all patients had
been treated with biologics; 89% were RF positive, 85%
had documented erosions, and the mean HAQ score
after 5 years was 1.17. In the mild/moderate RF-positive
and RF-negative clusters, no one had received biologics;
the proportions with documented erosions was lower,
and mean HAQ scores after 5 years were lower than
those in the severe RA cluster (Table 2).
Hormonal factors and disease outcome

The duration of follow-up was similar in patients with a
history of early versus normal/late menopause (Table 3)
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Table 2 Distribution of clusters of clinical outcomes
Cluster I: Severe RA (n Cluster II: Mild/moderate seropositive
= 26)
RA (n = 25)

Cluster 3: Mild/moderate seronegative
RA (n = 39)

Treated with biologics (ever)

100%

0

0

RF positive

88.5%

100%

0

Documented erosions on
radiographs (ever)

84.6%

56.4%

52.0%

HAQ after 5 years
Mean (SD)

1.17 (0.61)

0.74 (0.61)

0.88 (0.66)

Median (IQR)

1.00 (0.72-1.66)

0.63 (0.38-0.88)

0.88 (0.25-1.25)

HAQ, Health Assessment Questionnaire; IQR, interquartile range; RF, rheumatoid factor; SD, standard deviation.

and also similar across strata of length of breastfeeding
(Table 4) and use of OC (Table 5). No major difference
was found in the mean age at diagnosis between patients
with early menopause (65.2 years) and normal/late menopause (62.8 years). A significant difference appeared in the
distribution of patients between the clusters, depending on
menopausal age (P = 0.005), with more women with early
menopause developing RF-negative mild/moderate RA
(Figure 1). The age-adjusted mean HAQ scores were
lower among women with early menopause at all time
points (Table 3). No significant interaction occurred
between age at RA diagnosis and early versus normal/late
menopause status in analyses of their impact on HAQ
(data not shown). In analyses adjusted for age, a borderline
association was found between early menopause and lower
HAQ at diagnosis (b = -0.38; 95% CI, -0. 78 to 0.01), with
a similar tendency at other time points (data not shown).
No significant differences in the distribution of clusters of clinical-outcome measures were seen in analysis

by breastfeeding history (P = 0.88) or previous use of
OC (P = 0.56) (Tables 4 and 5). Women who had used
OC > 5 years tended to be in the cluster of severe RA,
and the mean age at RA diagnosis was lower in this subset (Table 5). Overall, individuals who were younger at
diagnosis were more likely to be treated with biologics
(data not shown). No major differences were noted in
age at diagnosis, depending on breastfeeding history
(Table 4).
Women who hade normal/late menopause were more
likely to receive treatment with biologics and DMARDS
in combination, but no major differences appeared in the
number of different DMARDS used during the follow-up
(Table 3).

Discussion
We previously showed that hormonal factors such as
early menopause and breastfeeding history influence the
risk of RA [2,14]. In particular, early menopause was a

Table 3 Clinical outcomes by age at menopause

Mean age at diagnosis; years (SD)

Early menopause
(< 46 years) (n = 25)a

Normal/late menopause
(≥ 46 years) (n = 102)a

65.2 (6.94)

62.8 (8.48)

Mean follow-up time; years (SD)

10.5 (3.0)

10.1 (3.6)

> 3 DMARDs used (%)

5/25 (20.0)

23/101 (22.8)

DMARDs in combination (%)

8/25 (32.0)

45/101 (44.6)

Biological treatment ever (%)

3/25 (12.0)

33/101 (32.7)

Documented radiographic erosions (ever) (%)

14/23 (60.9)

52/96 (54.2)

RF positive (%)

11/25 (44.0)

78/100 (78.0)

0.58 (0.22-0.93) (n = 12)

0.96 (0.79-1.12) (n = 55)

Mean HAQ 1 year after diagnosis (CI)

0.45 (0.08-0.83) (n = 12)

0.86 (0.70-1.02) (n = 65)

Mean HAQ 5 years after diagnosis (CI)b

0.88 (0.60-1.15) (n = 19)

0.90 (0.76-1.05) (n = 68)

Mean HAQ 10 years after diagnosis (CI)b

0.67 (0.34-1.00) (n = 12)

0.98 (0.82-1.14) (n = 49)

Mean HAQ at diagnosis (CI)b
b

Cluster distribution (P = 0.005)
Severe RA (%)

3 (15.8%)

23 (34.8%)

Mild/moderate seropos RA (%)

5 (26.3%)

30 (45.5%)

Mild/moderate seroneg RA (%)

11 (57.9%)

13 (19.7%)

CI, confidence Interval; HAQ, Health Assessment Questionnaire; RF, rheumatoid factor; SD, standard deviation. aIn case of missing data, numbers (n) indicated for
each variable. bAdjusted for age at diagnosis.
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Table 4 Clinical outcomes by duration of breastfeeding
Breastfeeding 0 months
(n = 43)a

Breastfeeding 1-12 months
(n = 72)a

Breastfeeding > 12 months
(n = 19)a

Mean age at diagnosis; years (SD)

63.6 (8.37)

62.8 (8.30)

64.2 (8.27)

Mean follow-up time; years (SD)

9.6 (3.4)

10.3 (3.7)

10.5 (2.8)

> 3 DMARDs used (%)

8/43(18.6)

17/71 (23.9)

5/19 (26.3)

DMARDs in combination (%)

14/43 (32.6)

32/71 (45.1)

8/19 (42.1)

Biological treatment ever (%)

10/43(23.3)

21/71 (29.6)

6/19 (31.6)

Documented radiographic erosions (ever) (%)

25/39 (64.1)

36/70 (51.4)

10/16 (62.5)

RF positive (%)

28/43 (65.1)

53/71 (74.6)

13/18 (72.2)

Mean HAQ at diagnosis (CI)b

0.91 (0.64-1.18) (n = 21)

0.89 (0.69-1.09) (n = 39)

0.86 (0.47-1.25) (n = 10)

Mean HAQ 1 year after diagnosis (CI)b

0.76 (0.49-1.03) (n = 24)

0.86 (0.66-1.06) (n = 44)

0.68 (0.32-1.03) (n = 14)

Mean HAQ 5 years after diagnosis (CI)b

0.91 (0.68-1.14) (n = 31)

0.90 (0.72-1.09) (n = 49)

0.85 (0.48-1.22) (n = 12)

Mean HAQ 10 years after diagnosis (CI)b

0.78 (0.50-1.06) (n = 16)

0.94 (0.76-1.13) (n = 38)

1.08 (0.70-1.45) (n = 9)

Severe RA (%)

8/31 (25.8)

15/48 (31.2)

3/11 (27.3)

Mild/moderate seropos RA (%)

13/31 (41.9)

20/48 (41.7)

6/11 (54.5)

Mild/moderate seroneg RA (%)

10/31 (32.3)

13/48 (27.1)

2/11 (18.2)

Cluster distribution (P = 0.88)

CI, confidence interval; HAQ, Health Assessment Questionnaire; RF, rheumatoid factor; SD, standard deviation. aIn case of missing data, numbers (n) indicated for
each variable. bAdjusted for age at diagnosis.

robust risk factor for RA [14]. In this study, we demonstrated that early menopause predicts a milder type of
RA.
Estrogen is suggested to suppress cellular immunity
directly but to stimulate the humoral immune system
[21]. A decrease in estrogen levels may thus contribute
to a T-cell differentiation skewed toward the T-helper 1
(Th1) subset. This has previously been implicated as an
important part of the pathogenesis of RA [22,23].
Further studies should examine the impact of the timing

of menopause on immunologic and inflammatory pathways leading to RA.
Dysfunctions of the hypothalamic-pituitary-adrenocortical axis (HPA axis), the hypothalamic-pituitary-gonadal
(HPG axis), and the autonomic nervous system have all
been suggested to be a part of the complex pathogenesis
of RA [24,25]. Similar observations have been made in
primary Sjögren syndrome [26]. A gradual decline in the
function of the HPG axis is considered a key element in
the development of menopause [27,28]. We propose that

Table 5 Clinical outcomes by history of use of oral contraceptives
Never used (n = 67)a

1-5 years of use (n = 17)a

> 5 years of use (n = 43)a

Mean age at diagnosis; years (SD)

66.2 (7.82)

58.8 (8.19)

60.1 (7.17)

Mean follow-up time; years (SD)

10.4 (3.3)

9.9 (3.1)

10.0 (3.8)

> 3 DMARDs used (%)

11/67 (16.4)

4/17 (23.5)

14/42 (33.3)

DMARDs in combination (%)

26/67 (38.8)

8/17 (47.1)

20/42 (47.6)

Biological treatment ever (%)

14/67 (20.9)

4/17 (23.5)

19/42 (45.2)

Documented radiographic erosions (ever) (%)

37/62 (59.7)

10/17 (58.8)

20/40 (50.0)

RF positive (%)

46/66 (69.7)

10/16 (62.5)

34/43 (79.1)

Mean HAQ at diagnosis (CI)b

0.75 (0.53-0.97) (n = 34)

0.93 (0.42-1.43) (n = 6)

1.06 (0.81-1.30) (n = 27)

Mean HAQ 1 year after diagnosis (CI)b

0.83 (0.61-1.05) (n = 39)

0.64 (0.20-1.09) (n = 9)

0.81 (0.56-1.06) (n = 29)

Mean HAQ 5 years after diagnosis (CI)b

0.93 (0.75-1.11) (n = 47)

0.80 (0.46-1.15) (n = 13)

0.86 (0.62-1.10) (n = 26)

Mean HAQ 10 years after diagnosis (CI)b

0.79 (0.59-1.00) (n = 33)

1.20 (0.77-1.63) (n = 7)

1.00 (0.75-1.26) (n = 21)

Cluster distribution (P = 0.56)
Severe RA (%)

12/47 (25.5)

3/12 (25.0)

11/25 (44.0)

Mild/moderate seropos RA (%)

21/47 (44.7)

5/12 (41.7)

9/25 (36.0)

Mild/moderate seroneg RA (%)

14/47 (29.8)

4/12 (33.3)

5/25 (20.0)

CI, confidence interval; HAQ, Health Assessment Questionnaire; RF, rheumatoid factor; SD, standard deviation. aIn case of missing data, numbers (n) indicated for
each variable. bAdjusted for age at diagnosis.
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Figure 1 Distribution of clusters of clinical outcomes defining
disease severity by age at menopause. P = 0.005.

women with a less-responsive HPG axis, leading to an
increased risk of early menopause, may also have a primarily malfunctioning or “sluggish” HPA axis. A reduced
response of the HPA axis to inflammation would make
them more susceptible to develop a chronic inflammatory disease. In support of this, it has been found that
women who develop RA later in life have higher birth
weight than do normal controls [29,30], and some data
link high birth weight with a less-responsive HPA function later in life [31]. This may reflect an impact of HPA
function on chronic inflammation in general, rather than
on the specific pathogenesis of erosive arthritis.
In this study, women with a history of early menopause
in whom RA developed were more likely to have a mild
disease course, and less likely to progress to severe RA.
This suggests that different predictors may be associated
with distinct clinical outcomes. For example, other
known risk factors for RA, such as the shared epitope of
HLA-DRB1, and smoking, may, in comparison with early
menopause, be more specifically associated with a severe
phenotype of RA [32,33].
A recent study [12] suggested that OC use is associated
with mild RA and demonstrated a reduction of disability,
measured by HAQ over time, in former OC users, compared with nonusers. Furthermore, current OC users had
lower HAQ scores at baseline and over time than did previous users. Jorgensen et al. [13] found that OC is both
protective for RA and associated with a mild phenotype in
individuals who develop RA. Yet another study did not
find a protective effect of current use of OC for RA [34].
Because our patients were older, with a mean age at diagnosis of 63 years (range, 47 to 80 years), only one patient
reported current use of OC at diagnosis, and we could
therefore not address the effect of current use of OC. The
mean time between OC use and RA diagnosis was 20
years, which may explain the limited impact of former OC
use on the severity of RA. In our sample, the former users
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rather tended to develop a more-severe RA, at least by
some outcome measures. This could be biased by their
younger age at diagnosis. In particular, the difference in
the proportion treated with biologics may be due to more
extensive prescription of such drugs for younger individuals with RA, as was the case in the present study and
also reported in a recent national survey [35].
Barrett et al. [36] suggested that breastfeeding is a risk
factor for a more-severe inflammatory polyarthritis in a
small group of genetically susceptible women, based on
the linkage between HLA-DRB1 alleles and the prolactin
gene on chromosome 6 [37]. In a prospective short-term
study of pregnant women with inflammatory polyarthritis, they found that women who breastfed after a first
pregnancy had a more-severe disease 6 months postpartum compared with non-breastfeeders and previous
breastfeeders [36]. However, in the present study, we
could not demonstrate any significant long-term effect
of breastfeeding on the severity of RA. Our study design
excludes the smaller group of women who develop RA
during their younger years, which could affect our
results. The immune-stimulating effect of prolactin
could also be short term, and breastfeeding could have a
different long-term immune-modulating effect, suggested by the results from the Nurses Health Study [38]
and our previous results [2].
Limitations of this study include the retrospective data
collection, because information in medical records is
sometimes incomplete and not always coherent, due to
diverse assessments by different physicians. Because riskfactor information and clinical records are two completely unrelated sources of information, it is unlikely that
such incompleteness is differential between risk factorexposure categories. Nevertheless, the relatively large
proportion of missing data of HAQ at specific time
points is a limitation. Because some physicians may be
less prone to collect HAQ routinely, and this may also
change over time, we cannot exclude a systematic bias
based on this. However, no major differences were found
in the proportions with missing HAQ between those
with early and normal/late menopause.
Because of differences in management practice, the
methods used to define clusters of disease severity may
not be valid in other populations. Another limitation is
the relatively small sample size, which affects analyses of
subsets with different risk-factor profiles.
Strengths include the prospective assessment of hormone-related factors before disease onset, which limits
the risk of recall bias, and the population-based
approach, which reduces the risk of selection bias.

Conclusions
We report that early menopause is associated with a
mild type of RA among women with disease onset after
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45 years of age. Hormonal changes may influence pathways that are distinct from those leading to severe, progressive disease. To our knowledge, this is the first
study on the impact of menopausal age on the severity
of RA, and our findings must be confirmed in other studies of larger samples. Such studies require that data on
the exposure (that is, age at menopause) have been collected in a consistent and valid manner. If our results
are confirmed, it may in the future be relevant to check
for early menopause in women with RA.

Key messages
• Early menopause is associated with a mild seronegative RA phenotype.
• Breastfeeding history and former use of oral contraceptives did not influence the severity of RA.
• Hormonal changes may influence pathways leading
to a mild type of rheumatoid arthritis.

Page 7 of 8

2.

3.

4.

5.

6.

7.

8.

9.
Abbreviations
ACR: American College of Rheumatology; anti-CCP: antibodies to cyclic
citrullinated peptides; ANCOVA: analysis of covariance; DMARDs: diseasemodifying antirheumatic drugs; HAQ: Health Assessment Questionnaire; HRT:
hormone replacement therapy; HPA axis: hypothalamic-pituitaryadrenocortical axis; HPG axis: hypothalamic-pituitary-gonadal axis; MDCS:
Malmö Diet and Cancer Study; OC: oral contraceptive; RA: rheumatoid
arthritis; RF: rheumatoid factor; SSATG: South Swedish Arthritis Treatment
Group; Th-1 cell: T-helper 1 cell.
Acknowledgements
We thank Anders Dahlin for excellent help with data extraction from the
MDCS Database, Pierre Geborek for providing data from the SSATG register,
Lennart Truedsson and Gunnel Henriksson for providing information from
databases of RF and anti-CCP tests, Minna Willim, for excellent help with
data management, and Göran Berglund for his contributions to the study
design. This study was funded by The Swedish Research Council, Lund
University, The County of Skåne, and the Swedish Rheumatism Association.
Author details
1
Department of Rheumatology, Institution of Clinical Sciences, Inga Marie
Nilssons gata 32, 205 02, Malmö, Sweden. 2Deptartment of Rheumatology &
Inflammation Research, Institution of Medicin, University of Gothemburg,
Guldhedsgatan 10 A, 405 30 Göteborg, Sweden.
Authors’ contributions
MP carried out data collection, participated in the design of the study and
the statistical analysis, and wrote the article. J-ÅN contributed to the
statistical analysis and writing. UB identified cases and controls and
contributed to the writing of the article. LJ participated in the design of the
study and writing. CT contributed to the study design, statistical analysis,
research supervision, and writing. All authors read and approved the final
version.

10.

11.
12.

13.

14.

15.

16.

17.

18.
Competing interests
The authors have no potential conflicts of interest regarding this article.
Received: 8 May 2012 Revised: 27 July 2012 Accepted: 17 August 2012
Published: 17 August 2012

19.
20.

References
1. Englund M, Joud A, Geborek P, Felson DT, Jacobsson LT, Petersson IF:
Prevalence and incidence of rheumatoid arthritis in southern Sweden
2008 and their relation to prescribed biologics. Rheumatology (Oxford)
2010, 49:1563-1569.

21.

Pikwer M, Bergstrom U, Nilsson JA, Jacobsson L, Berglund G, Turesson C:
Breast feeding, but not use of oral contraceptives, is associated with a
reduced risk of rheumatoid arthritis. Ann Rheum Dis 2009, 68:526-530.
Hazes JM, Coulie PG, Geenen V, Vermeire S, Carbonnel F, Louis E, Masson P,
De Keyser F: Rheumatoid arthritis and pregnancy: evolution of disease
activity and pathophysiological considerations for drug use.
Rheumatology (Oxford) 2011, 50:1955-1968.
Cutolo M, Balleari E, Giusti M, Monachesi M, Accardo S: Sex hormone
status of male patients with rheumatoid arthritis: evidence of low serum
concentrations of testosterone at baseline and after human chorionic
gonadotropin stimulation. Arthritis Rheum 1988, 31:1314-1317.
Tengstrand B, Carlstrom K, Hafstrom I: Gonadal hormones in men with
rheumatoid arthritis: from onset through 2 years. J Rheumatol 2009,
36:887-892.
Masi AT, Chatterton RT, Aldag JC: Perturbations of hypothalamic-pituitarygonadal axis and adrenal androgen functions in rheumatoid arthritis: an
odyssey of hormonal relationships to the disease. Ann N Y Acad Sci 1999,
876:53-62, discussion 62-53.
Doran MF, Pond GR, Crowson CS, O’Fallon WM, Gabriel SE: Trends in
incidence and mortality in rheumatoid arthritis in Rochester, Minnesota,
over a forty-year period. Arthritis Rheum 2002, 46:625-631.
Scott IC, Steer S, Lewis CM, Cope AP: Precipitating and perpetuating
factors of rheumatoid arthritis immunopathology: linking the triad of
genetic predisposition, environmental risk factors and autoimmunity to
disease pathogenesis. Best Pract Res Clin Rheumatol 2011, 25:447-468.
Vandenbroucke JP, Valkenburg HA, Boersma JW, Cats A, Festen JJ, HuberBruning O, Rasker JJ: Oral contraceptives and rheumatoid arthritis: further
evidence for a preventive effect. Lancet 1982, 2:839-842.
Drossaers-Bakker KW, Zwinderman AH, van Zeben D, Breedveld FC,
Hazes JM: Pregnancy and oral contraceptive use do not significantly
influence outcome in long term rheumatoid arthritis. Ann Rheum Dis
2002, 61:405-408.
Oliver JE, Silman AJ: Risk factors for the development of rheumatoid
arthritis. Scand J Rheumatol 2006, 35:169-174.
Camacho EM, Lunt M, Farragher TM, Verstappen SM, Bunn DK,
Symmons DP: The relationship between oral contraceptive use and
functional outcome in women with recent-onset inflammatory
polyarthritis: results from the Norfolk Arthritis Register. Arthritis Rheum
2011, 63:2183-2191.
Jorgensen C, Picot MC, Bologna C, Sany J: Oral contraception, parity,
breast feeding, and severity of rheumatoid arthritis. Ann Rheum Dis 1996,
55:94-98.
Pikwer M, Bergstrom U, Nilsson JA, Jacobsson L, Turesson C: Early
menopause is an independent predictor of rheumatoid arthritis. Ann
Rheum Dis 2012, 71:378-81.
Manjer J, Carlsson S, Elmstahl S, Gullberg B, Janzon L, Lindstrom M,
Mattisson I, Berglund G: The Malmo Diet and Cancer Study:
representativity, cancer incidence and mortality in participants and nonparticipants. Eur J Cancer Prev 2001, 10:489-499.
Arnett FC, Edworthy SM, Bloch DA, McShane DJ, Fries JF, Cooper NS,
Healey LA, Kaplan SR, Liang MH, Luthra HS, Medsger TA Jr, Mitchell DM,
Neustadt DH, Pinals RS, Schaller JG, Sharp JT, Wilder RL, Hunder GG: The
American Rheumatism Association 1987 revised criteria for the
classification of rheumatoid arthritis. Arthritis Rheum 1988, 31:315-324.
Turesson C, Baecklund E, Forsblad d’Elia H: Guidelines for the
pharmaceutical management of rheumatoid arthritis. 2012 [http://www.
svenskreumatologi.se/kunder/srf/sites/default/files/49/
Guidelines_for_the_Pharmaceutical_Management_of_Rheumatoid_Arthritis.
pdf], The Swedish Society of Rheumatology; (Accessed October 14, 2012).
Geborek P, Nitelius E, Noltorp S, Petri H, Jacobsson L, Larsson L, Saxne T,
Leden I: Population based studies of biological antirheumatic drug use
in southern Sweden: comparison with pharmaceutical sales. Ann Rheum
Dis 2005, 64:1805-1807.
Turesson C, Jacobsson LT: Epidemiology of extra-articular manifestations
in rheumatoid arthritis. Scand J Rheumatol 2004, 33:65-72.
Fries JF, Spitz PW, Young DY: The dimensions of health outcomes: the
health assessment questionnaire, disability and pain scales. J Rheumatol
1982, 9:789-793.
Straub RH: The complex role of estrogens in inflammation. Endocr Rev
2007, 28:521-574.

Pikwer et al. Arthritis Research & Therapy 2012, 14:R190
http://arthritis-research.com/content/14/4/R190

Page 8 of 8

22. McInnes IB, Schett G: Cytokines in the pathogenesis of rheumatoid
arthritis. Nat Rev Immunol 2007, 7:429-442.
23. Schulze-Koops H, Kalden JR: The balance of Th1/Th2 cytokines in
rheumatoid arthritis. Best Pract Res Clin Rheumatol 2001, 15:677-691.
24. Wahle M, Krause A, Pierer M, Hantzschel H, Baerwald CG:
Immunopathogenesis of rheumatic diseases in the context of
neuroendocrine interactions. Ann N Y Acad Sci 2002, 966:355-364.
25. Cutolo M, Sulli A, Pizzorni C, Craviotto C, Straub RH: Hypothalamicpituitary-adrenocortical and gonadal functions in rheumatoid arthritis.
Ann N Y Acad Sci 2003, 992:107-117.
26. Johnson EO, Skopouli FN, Moutsopoulos HM: Neuroendocrine
manifestations in Sjogren’s syndrome. Rheum Dis Clin North Am 2000,
26:927-949.
27. Wu JM, Zelinski MB, Ingram DK, Ottinger MA: Ovarian aging and
menopause: current theories, hypotheses, and research models. Exp Biol
Med (Maywood) 2005, 230:818-828.
28. Downs JL, Wise PM: The role of the brain in female reproductive aging.
Mol Cell Endocrinol 2009, 299:32-38.
29. Jacobsson LT, Jacobsson ME, Askling J, Knowler WC: Perinatal
characteristics and risk of rheumatoid arthritis. BMJ 2003, 326:1068-1069.
30. Mandl LA, Costenbader KH, Simard JF, Karlson EW: Is birthweight
associated with risk of rheumatoid arthritis? Data from a large cohort
study. Ann Rheum Dis 2009, 68:514-518.
31. Phillips DI, Barker DJ, Fall CH, Seckl JR, Whorwood CB, Wood PJ, Walker BR:
Elevated plasma cortisol concentrations: a link between low birth
weight and the insulin resistance syndrome? J Clin Endocrinol Metab
1998, 83:757-760.
32. de Rooy DP, van der Linden MP, Knevel R, Huizinga TW, van der Helm-van
Mil AH: Predicting arthritis outcomes: what can be learned from the
Leiden Early Arthritis Clinic? Rheumatology (Oxford) 2011, 50:93-100.
33. Nyhall-Wahlin BM, Petersson IF, Nilsson JA, Jacobsson LT, Turesson C: High
disease activity disability burden and smoking predict severe extraarticular manifestations in early rheumatoid arthritis. Rheumatology
(Oxford) 2009, 48:416-420.
34. Brennan P, Bankhead C, Silman A, Symmons D: Oral contraceptives and
rheumatoid arthritis: results from a primary care-based incident casecontrol study. Semin Arthritis Rheum 1997, 26:817-823.
35. Neovius M, Simard JF, Askling J: Nationwide prevalence of rheumatoid
arthritis and penetration of disease-modifying drugs in Sweden. Ann
Rheum Dis 2011, 70:624-629.
36. Barrett JH, Brennan P, Fiddler M, Silman A: Breast-feeding and postpartum
relapse in women with rheumatoid and inflammatory arthritis. Arthritis
Rheum 2000, 43:1010-1015.
37. Brennan P, Ollier B, Worthington J, Hajeer A, Silman A: Are both genetic
and reproductive associations with rheumatoid arthritis linked to
prolactin? Lancet 1996, 348:106-109.
38. Karlson EW, Mandl LA, Hankinson SE, Grodstein F: Do breast-feeding and
other reproductive factors influence future risk of rheumatoid arthritis?
Results from the Nurses’ Health Study. Arthritis Rheum 2004, 50:3458-3467.
doi:10.1186/ar4021
Cite this article as: Pikwer et al.: Early menopause and severity of
rheumatoid arthritis in women older than 45 years. Arthritis Research &
Therapy 2012 14:R190.

Submit your next manuscript to BioMed Central
and take full advantage of:
• Convenient online submission
• Thorough peer review
• No space constraints or color figure charges
• Immediate publication on acceptance
• Inclusion in PubMed, CAS, Scopus and Google Scholar
• Research which is freely available for redistribution
Submit your manuscript at
www.biomedcentral.com/submit

