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LETTERS 

Clomiphene therapy and its potential role in 
rheumatic symptoms: comment on the article by 
A. and E. Ben-Chetrit 

To the Editor: 
We were interested in the article by Drs. Ben-Chetrit 

on systemic lupus erythematosus (SLE) induced by ovula- 
tion induction treatment (Ben-Chetrit A, Ben-Chetrit E: 
Systemic lupus erythematosus induced by ovulation in- 
duction treatment. Arthritis Rheum 37: 1614-1617, 1994). 
Recently, we have observed 2 patients in whom clomi- 
phene appears to have had some association with rheumatic 
symptoms. 

Patient 1, a 29-year-old woman, started clomiphene 
therapy for infertility and continued the treatment for 3 
months. During this period she developed persistent fatigue, 
arthralgias, myalgias, and mouth ulcers that were still 
present when she was seen 9 months after the initiation of 
therapy. The patient’s medical history included symptoms of 
Raynaud’s disease for many years, mild asthma for 13 years, 
and one spontaneous abortion. Physical examination re- 
vealed no evidence of synovitis or abnormality of the mus- 
culoskeletal system. Laboratory test results were negative 
for antinuclear antibodies (ANA) and extractable nuclear 
antigens, but the C3 and C4 levels were both markedly 
reduced, and perinuclear antineutrophil cytoplasmic anti- 
bodies were positive at 1:32. The IgM anticardiolipin anti- 
body level was very mildly elevated. 

During the next 8 months the complement levels 
returned to normal and the ANA results remained negative. 
Clinically, the patient’s symptoms resolved and she has 
since avoided any further treatment with clomiphene. 

Patient 2, a 34-year-old woman, presented with 
symptoms of an asymmetric polyarthritis associated with 
early morning stiffness, which became persistent over 6 
months. She had been on a regimen of clomiphene for the 
previous 2 years. There were no symptoms suggestive of a 
connective tissue disease or infectious etiology. Definite 
synovitis was found over the left metacarpophalangeal and 
proximal interphalangeal joints. The erythrocyte sedimenta- 
tion rate (ESR) was elevated at 46 mmhour, but rheumatoid 
factor and ANA were negative; the remainder of the test 
results were unremarkable. With discontinuation of clomi- 
phene all symptoms resolved within 2 months. 

The above-described patients showed symptoms that 
were temporally related to the use of clomiphene, an estro- 
gen antagonist which has estrogenic and antiestrogenic ef- 
fects. Symptoms resolved in both patients when the clomi- 
phene therapy was discontinued. 

As in the report by Drs. Ben-Chetrit, in neither 
patient was an ANA screen or an ESR test performed prior 
to the use of clomiphene. It cannot be determined whether 
the therapy precipitated an otherwise quiescent underlying 
disease or whether it had a direct effect on the musculoskel- 
etal system. In patient 2 there had certainly been prolonged 
use of the agent, and this could play a role. Further deter- 

mination of the role of clomiphene in SLE or inflammatory 
arthritis must be undertaken. 

Janice M. G. Canvin, MD 
Hilary A. Capell, MD 
Glasgow Royal Infirmary 
Glasgow, Scotland 

To the Editor: 
We thank Drs. Canvin and Capell for their interest in 

our article. The 2 cases they describe may serve as addi- 
tional support for the role of estrogen in causing rheumatic 
symptoms and SLE as we reported. However, neither 
patient developed a clinically definable disease, and their 
symptoms subsided immediately after cessation of the clo- 
miphene treatment. 

Possible explanations for this observation are as 
follows. 1) The symptoms may represent an as-yet- 
unreported adverse reaction to clomiphene. 2) As we wrote 
in our article, it is possible that the occurrence of SLE 
following such treatment requires a particular genetic andor  
environmental background as a prerequisite condition. 3) It 
is tempting to speculate that if a patient has such a back- 
ground, low estrogen levels may cause transient symptoms 
while higher estrogen levels may induce the full-blown 
disease. We agree that these observations call for further 
determination of the role of ovulation induction agents in 
SLE and other rheumatic diseases. 

A. Ben-Chetrit, MD 
Shaare Zedek Medical Center 
E. Ben-Chetrit, MD 
Hadassah University Hospital 
Jerusalem, Israel 

Severity of rheumatoid arthritis in Greek versus 
English patients: comment on the article by 
Drosos et a1 

To the Editor: 
I read with interest the article by Drosos et al, 

comparing rheumatoid arthritis (RA) patients seen in the 
outpatients clinics at Ioannina University Hospital, Greece, 
and at Guy’s Hospital, England (Drosos AA, Lanchbury JS, 
Panayi GS, Moutsopoulos HM: Rheumatoid arthritis in 
Greek and British patients: a comparative clinical, radio- 
logic, and serologic study. Arthritis Rheum 35:745-748, 
1992). Their study indicated that RA is less severe in Greek 
than in British patients. However, patient selection may 
account for this difference: in Greece, patients contact 
outpatient clinics of university hospitals directly, whereas in 
England, patients are referred to outpatient clinics by their 
general practitioners. It is very likely that general practi- 
tioners refer the patients whose RA is difficult to treat. 
Therefore, the entire spectrum of RA manifestations would 
be seen at the rheumatology outpatient clinic of Ioannina 




