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pain and a groin mass in a patient with underlying rheuma- 
toid arthritis might be absent. Computed tomography of the 
hip region best demonstrates the enlarged bursa. A treat- 
ment regimen consisting of aspiration of the bursa and 
instillation of corticosteroids into the bursa (under CT guid- 
ance) should be attempted prior to more drastic surgical 
interventions such as open drainage or bursectomy. 

Simon M. Helfgott, MD 
Harvard Medical School 
Boston. MA 
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Bromocriptine and cyclosporin A combination therapy 
in rheumatoid arthritis 

To the Editor: 
Previously, we reported clinical results of an open 

trial of cyclosporin A (CsA) in rheumatoid arthritis (RA) (1). 
These findings suggested dose-related efficacy, but also drug 
toxicity ( I ) .  Because lowering serum prolactin would possi- 
bly have a synergistic effect on the immunosuppressive 
capacity of CsA (2), we investigated the association of 
bromocriptine in 6 of the 12 CsA-treated RA patients previ- 
ously reported (1). 

The patients were 5 women and 1 man (mean * SD 
age 57.5 2 9.9 years). Mean * SD disease duration was 11.0 
2 8.1 years, and all patients were seropositive. Two had a 
sicca syndrome. All but 1 had previously received 2 or more 
slow-acting drugs. They had received oral CsA twice daily 
for a mean & SD of 14.1 +- 5.2 months, at a mean t SD 
dosage of 4.6 2 1.9 mg/kg/day. Corticosteroids and nonste- 
roidal antiinflammatory drugs and/or analgesics were contin- 
ued during the trial, and dosages were recorded. 

Bromocriptine was introduced at a dosage of 1.25 
mglday, and was increased by 1.25 mg/day, up to 6.25 mg/ 
day, according to tolerance. Each patient was examined at 
monthly intervals by the same investigator. Clinical efficacy 
variables were duration of morning stiffness (minutes), pain 
assessment (100 mm on a visual analog scale), Ritchie 
articular index, number of swollen joints, and average daily 

prednisone consumption (mg). At each visit, a complete 
blood count was taken, and the erythrocyte sedimentation 
rate (ESR) and levels of serum creatinine, transaminases, 
alkaline phosphatases, and plasma CsA were assessed. 

We compared the changes in clinical and laboratory 
variables observed during bromocriptine therapy with those 
during the control period, using the nonparametric Wilcoxon 
test. For each patient, the control period was defined as a 
period immediately preceding the introduction of bromocrip- 
tine and of a duration similar to the bromocriptine treatment 
period. 

Three patients discontinued brornocriptine because 
of nausea (at days 8, 30, and 60, while receiving bromocrip- 
tine at 5, 3.75, and 5 mg/day, respectively). Two patients 
discontinued bromocriptine because of inefficacy (at day 
120, while receiving 6.25 mg/day). In the sixth patient, 
bromocriptine (6.25 mg/day) was discontinued after 1 year to 
assess its efficacy. 

As shown in Table 1 ,  there was no significant differ- 
ence in clinical and laboratory variables between the 2 
periods studied. In 1 patient, bromocriptine was continued 1 
year while the CsA daily dosage was reduced from 7.3 mg/kg 
to 3.1 mg/kg, with no change in clinical variables. To assess 
the role of the bromocriptine therapy in the possibility of 
reduction of CsA dosage, bromocriptine therapy was discon- 
tinued while CsA daily dosage remained unchanged. A flare 
of the disease occurred 3 months later, including an increase 
of pain (from 46 to 94 on the visual analog scale) and 
synovitis of both knees. 

Nausea was the reason for withdrawal in 3 patients 
and was associated with headache, dizziness, and edema in 
2 patients. These side effects disappeared within I week after 
discontinuation of bromocriptine. 

Except in 1 patient, the addition of bromocriptine did 
not seem to potentiate CsA efficacy, since no significant 
clinical improvement was observed and there was no reduc- 
tion in CsA daily dosage. The small number of patients 
studied, however, and the low bromocriptine dosage used 
(versus 7.5 mg/day given in heart transplant patients 131 or 
1.8 mg/kg/day in experimental autoimmune uveitis in the rat 
[2]), preclude any definite conclusion. It should be empha- 
sized that, even when using low doses of bromocriptine, we 
observed a high frequency of side effects, suggesting that RA 
patients might, as a group, have particular sensitivity to this 
drug (4), and/or that the combination of bromocriptine with 
CsA might be without clinical benefit in RA. 
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Table 1. Clinical and biologic variables at the beginning of the control period, at bromocriptine 
introduction, and at the conclusion of bromocriptine therapy in 6 rheumatoid arthritis patients 
treated with cyclosporin A (CsA)" 

Beginning Conclusion, 
control Bromocriptine bromocriptine 

Variable period introduction therapy 

LETTERS 

Morning stiffness 80.0 ? 105.1 65.0 2 72.0 90.0 * 93.0 

Pain (VAS) 38.8 2 29.3 37.3 2 25.2 48.7 2 32.6 
Ritchie articular index 8.7 ? 4.3 10.2 2 6.5 8.8 2 6.4 

ESR (mmihour) 56.0 2 29.4 50.8 2 24.4 50.0 2 17.5 

(minutes) 

No. of swollen joints 7.0 * 3.0 7.5 2 2.3 7.2 * 3.5 

Prednisone consumption 3.3 2 2.2 4.1 2 2.0 4.1 2 2.0 

CsA dosage (mglkglday) 3.2 t 1.8 4.6 ? 1.9 4.0 2 1.2 
CsA plasma level (nghnl) 47.1 * 59.8 73.2 2 62.4 64.3 2 80.7 
Creatinine plasma level 1.21 t 0.26 1.34 t 0.26 1.32 2 0.29 

(mglday) 

(mddl) 

* Values are the mean 
rate. 

SD. Vas = 100-mm visual analog scale; ESR = erythrocyte sedimentation 
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Reply to the letter by Hoffman 

To the Editor: 
We would like to thank Dr. Hoffman (1) for his 

interesting comments on our findings regarding T cell clones 
that -proliferate when incubated with peripheral blood mono- 
nuclear cells from juvenile arthritis (JA) patients (2). We are 
aware of the association of JA with HLA-DPw2 that was 
reported by Hoffman and associates (3) and confirmed by 
investigators in Copenhagen (4). However, it is unlikely that 
our T cell lines were recognizing HLA-DP, rather than 
HLA-DR antigens (2). 

Five of the monoclonal antibodies that we used (I- 
LR2, MCS7, 7.3.19.1, TU22, and IVD12) are not known to 
have any reactivity with HLA-DP molecules. In our study, 
each T cell was blocked by at least 1 of these antibodies. The 
inhibition of the T cell responses by L227 (which is known to 
have major reactivity with DR and some cross-reactivity 
with DP) and I-LR1 (which reacts with DR5, DPw2, and 
DPw3) was therefore thought to be due to the reaction of 
these 2 antibodies with DR molecules. All of the data seem 
to best fit the interpretation that these T cell clones (and sera 
with similar panel reactivity) recognized DR epitopes shared 
by DR5, DRw6, and DRw8 cells. 

The findings of Odum and colleagues (4) suggested 
that the increases of DR5 and DPw2 seen in pauciarticular 
JA were independent of each other, and frequently occurred 
on different haplotypes in the patients. Thus, one might 
anticipate independent T cell recognition epitopes associated 

with DR5 and DPw2. We would favor the proposition that 
both DRw52-associated epitopes (occurring with DRS, 
DRw6, and DRw8) recognized by our T cell clones and 
DPwZlike determinants described by Hoffman and col- 
leagues are associated with the disease, but are independent 
of each other. The alternative possibility, that some cross- 
reactivity also exists, is supported by the sharing of epitopes 
recognized by some monoclonal antibodies. Whether the 
epitopes recognized by these T cells are the disease predis- 
position factors themselves, or are simply in linkage dis- 
equilibrium with such factors remains to be determined. 
Also intriguing is the question of how 2 independent HLA- 
associated susceptibility factors might operate in the devel- 
opment of JA. 

Current investigations in progress in our laboratory 
are directed at elucidating some of these questions. Both the 
T cell response against determinants associaJed with DRw5, 
DRw6, and DRw8 and the response to DPw2 are being 
reexamined. In addition, certain class I1 HLA gene se- 
quences that appear to encode the susceptibility epitopes for 
JA are being analyzed by hybridization of synthetic oligonu- 
cleotides to polymerase chain reaction-amplified DNA. 
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