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and controls" may help to solve the rheumatoid arthritis
mystery.
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Fig. I Skin test response to tluberculin.

between rheumatoid arthritis and oral contraceptive use.

The patients had suffered from definite or classical rheum-
atoid arthritis, according to American Rheumatism Asso-
ciation criteria, for one to three years. The controls were

female patients seen in an outpatient rheumatology clinic
because of soft tissue disorders. All were aged between 20
and 50 years. Anergy was excluded by testing all women
for skin responsiveness to four common antigens (mumps,
candida, trichophyton, and Varidase).
We found a positive skin response to tuberculin in three

of 19 HLA-DR4 positive patients with rheumatoid arthritis,
in six of 19 HLA-DR4 positive controls, and in three of 17
HLA-DR4 negative controls (Fig. 1).
From these relatively small numbers we suggest that in

this population there is no relation between responsiveness
to tuberculin and HLA-DR4 individuals with or without
rheumatoid arthritis. Although Leiden is known in the
Netherlands as the 'key town', in this case the Leiden
women did not provide us with 'a clue to the pathogenesis
of rheumatoid arthritis'.' As previously discussed,t one

explanation for these negative results is that in contrast
with patients with leprosy these women may respond to
both common and species specific antigens, which may

mask a possible immune response-gene effect for
M tuberculosis antigens. Bahr et al, however, using the
same skin test preparation have recently shown high
responsiveness to tuberculin in HLA-DR4 patients with
rheumatoid arthritis from Kuwait and a lack of ability of
their patients to respond to common mycobacterial antigens
similar to that observed in leprosy.5 Differences between
the studies may reflect differences in environmental
mycobacterial flora. We hope that our current efforts to
define the M tuberculosis epitopes recognised by synovial
T cells from HLA typed patients with rheumatoid arthritis

J L STANFORD

References

I Ottenhof T H M, Torres P, Terencio de las Aguas J, et al.

Evidence for an HLA-DR4-associated immune-response gene

for Mycobacterium tuberculosis. Lantcet 1986; ii: 310-2.
2 Stastny P. Association of the B-cell alloantigen DRw4 with
rheumatoid arthritis. N Engi J Med 1978; 298: 869-71.

3 Holoshitz J, Klajman A, Drucker 1, et al. T lymphocytes of
rheumatoid arthritis patients show augmented reactivity to a

fraction of mycobacteria cross-reactive with cartilage. Lancet
1986; ii: 305-9.

4 Holoshitz J. Matitiau A. Cohen I R. Arthritis induced in rats by

cloned T lymphocytes responsive to mycobacteria but not to
collagen type 11. J Cliti Invest 1984; 73: 211-5.

5 Bahr G M, Sattar M A, Stanford J L, et al. HLA-DR and
tuberculin tests in rheumatoid arthritis and tuberculosis. Ann
Rheum Dis 1989; 48: 63-8.

6 Res P C M, Schaar C G, Brecdveld F C, et al. Synovial fluid
T cell reactivity against 65 kD hcat shock protein of mycobactcria
in carly chronic arthritis. Lantcet 1988; ii: 478-80.

Note
Physical medicine and
rehabilitation
A course providing a comprehensive review of physical
medicine and rehabilitation will be held on 10-15 April
1989 at the NYU Medical Center, New York City. Fee
$695. CME: 55 category I credit hours-AMA. Further
details from NYU Medical Center, Post-Graduate Medical
School, 550 First Avenue. New York, NY 10016, USA.
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