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Rheumatoid arthritis (RA) is a chronic autoimmune disease
that predominantly affects women. Several studies reported
that therapy with second-line antirheumatic drugs must be
started early if a beneficial effect on joint destruction is to be
expected1,2. Delay in diagnosis by the physician may
hamper early treatment3,4. Several studies have described
differences between sexes in the use of medical services4-8.
At the Department of Rheumatology of Leiden University
Medical Center, a special clinic for patients with arthritis of
recent onset was established, the early arthritis clinic (EAC).
Concerning the relevance of early treatment of patients with
RA, we investigated if sex differences in referral also exist
in RA patients in our EAC.

MATERIALS AND METHODS
Patients. The EAC was the only center for rheumatic patients in a semi-
rural area with 300,000 inhabitants. The general practitioners (GPs) were
motivated to refer patients if at least 2 of the following features were
present: joint pain, joint swelling, and reduction of joint mobility. All
patients referred to the special EAC by GP were seen within 2 weeks.
Patients were accepted in the EAC if (1) arthritis was confirmed by a
rheumatologist; (2) the history of symptoms lasted < 2 years; and (3) the
patient had not seen a rheumatologist elsewhere for the same problem9.

Subsequently, the diagnosis of definite RA was made according to the 1987
American College of Rheumatology (ACR) criteria10, but without the
requirement of a 6 week observation period of arthritis by a rheumatolo-
gist9.

A standard diagnostic investigation was performed at the first visit at
the EAC, consisting of patient history (age, sex, patient’s medical
encounter delay, family physician’s referral delay), physical examination [a
joint tenderness score (Ritchie)11 and swollen joint score], laboratory exam-
ination [erythrocyte sedimentation rate (ESR) and rheumatoid factor (RF)],
and radiological examination. The patient’s medical encounter delay was
the time between onset of complaints and first medical encounter. The
family physician’s referral delay was the time between the first medical
encounter of the patient and the first visit to the EAC referred by the GP.

A total of 54 joints were assessed for soft tissue swelling, with a
maximal swollen joint count of 22, since the metacarpophalangeal and
proximal and distal interphalangeal joints at each side were counted as one
joint. Also a disease activity score (DAS) was measured at the first visit12.
The DAS is a composite index of disease activity that includes the number
of painful joints, number of swollen joints, and ESR. It is used to monitor
disease activity in RA patients in clinical trials. The formula of the DAS
was as follows: DAS = 0.54 × (  Ritchie score) + 0.065 × (number of
swollen joints) + 0.33 × ln ESR + 0.224.

Statistical analysis. Differences between referral of men and women were
tested with the Mann-Whitney U test. The test was 2 tailed and p < 0.05
was considered significant.

RESULTS
Between 1993 and 1999, 142 female and 82 male consecu-
tive patients who entered the EAC and fulfilled the ACR
classification criteria for RA 2 weeks after EAC entry were
included in this report. Table 1 shows that both sexes were
comparable for medical encounter delay and demographic
and clinical data. However, we observed a significant differ-
ence in family physician’s delay in referring female patients
with RA to the EAC compared to male patients — a median
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of 93 days (1–697) vs 58 days (3–369) (p = 0.008). At 6
months, 89% of the men and 73% of the women had been
referred to a rheumatologist, with the median physician’s
delay being 55 (3–170) days in men and 73 (1–162) days in
women (p = 0.11).

DISCUSSION
This report shows a significantly delayed referral of female
patients with RA by general practitioners to a rheumatolo-
gist, although the disease activity on the first visit to the
EAC was similar for both sexes. Thus, the difference in
referral to a rheumatologist seems more likely to be sex-
specific than due to a difference in disease severity.
Möttönen, et al13 also observed no significant differences in
clinical activity in either sex at baseline.

Sex differences in the use of medical services has been
observed in other studies. Hawker, et al4 described a signif-
icant underuse of hip and knee arthroplasty in women with
severe arthritis compared to men. An explanation for this
difference suggested by the authors was that women were
less likely to be referred to orthopedic surgeons for consid-
eration of arthroplasty or perhaps were referred after a
longer interval. Other studies also show that women are less
likely to undergo orthopedic surgery for degenerative
arthritis, cardiac catheterization and revascularization, or
renal transplantation than are age matched men with similar
disease extent5-8.

Several possibilities could account for a delayed referral
of female patients to a rheumatologist. A possibility could be
that more women, more often, consult their GP for muscu-
loskeletal symptoms, which might make it difficult for GPs
to diagnose RA early in women. Another possibility could
be that male patients might be more demanding in medical
aid for socioeconomic reasons. It could also be hypothesized
that the referrals could happen at a certain level of severity
irrespective of duration, which might suggest that the
disease has a milder course in women. However, a milder
course in women in comparison with men has not been
observed in other studies.

Our study was limited because only one district has been
analyzed and because we were not able to know which
patients were not referred to the EAC. Whether this differ-

ence in referral is also observed in other districts or coun-
tries has not yet been reported.

For some men and women, the GP’s referral delay was 6
months or longer. As several studies1,2 have shown that early
antirheumatic drug treatment of RA is more beneficial than
delayed treatment, the lack of early referral of these patients
is worrisome.

Drossaers-Bakker, et al14 found in their cohort of patients
with RA a nearly linear joint damage progression in the radi-
ographs of hands and feet (measured according to the Sharp
method15) of Sharp score 9 per year. We observed a statisti-
cally significant difference of 35 days in GP’s referral delay
between men and women. Thus a 5 week difference in initi-
ation of treatment means a possible difference of 0.9 Sharp
score, which may not be judged as relevant. However,
because of the pain and discomfort of the disease and
untreated disability that may interfere with work or function
at home, it may be desirable to refer patients earlier.

We observed that there is a significant delay in referral of
female patients to rheumatologists compared to male
patients with RA. Special educational programs to instruct
family physicians on the importance of early detection and
early referral of RA patients may be beneficial.
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