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NEW YORK (Reuters Health) – Selective estrogen receptor-ß (ERß) agonists did not improve 
inflammation in women with rheumatoid arthritis (RA), according to a June 15 online report in 
Arthritis Care & Research.  
 
“I was not surprised by our results,” study investigator Dr. Maurizio Cutolo, a professor of 
rheumatology at the University of Genova, Italy, told Reuters Health in a phone interview. “In 
healthy women, estrogen protects from infection. However, stimulating estrogen-producing cells 
in women whose immune system is compromised may have the opposite effect.” 
 
Dr. Cutolo points out that his study is not first to show that exogenous estrogens do not improve 
RA. A study published in February 2010 
[http://www3.interscience.wiley.com/journal/123266753/abstract] found no clinical benefit in RA 
patients treated with an ER  agonist. In fact, some patients who received the agonist 
experienced worsened signs and symptoms. 
 
However, some evidence suggests that ER  and ERβ have different biological functions, which 
prompted Dr. Cutolo and his colleagues from Universidad Autónoma, Madrid, Spain, to evaluate 
the efficacy and safety of an ERβ agonist in subjects with RA. 
 
Dr. Cutolo’s team conducted a phase 2, double-blind comparative study from July 2005 to 
October 2006 at 55 sites worldwide. Two hundred and ninety one patients with active RA were 
randomly assigned to receive a placebo or 5, 25, or 75 mg oral ERB-041 once each day for 12 
weeks. All patients continued to take their weekly dose of methotrexate (7.5 to 20 mg).  
 
Two hundred and forty seven patients completed the study. At week 12, there was no significant 
difference in the American College of Rheumatology  20% improvement criteria (ACR20) 
responses in the ERB-041 agonist groups and placebo group (p=0.518).  
 
Similarly, there was no difference in the ACR50 and ACR70 response rates, health outcomes, C-
reactive protein levels, and overall incidence of adverse events in the placebo and treatment 
groups at week 12. 
 
“Though well tolerated and safe, ERB-041 failed to demonstrate anti-inflammatory efficacy in RA 
patients,” said Dr. Cutolo. “This study helps confirm that the use of estrogen in active autoimmune 
disease is not helpful.” 
 
Although the authors recommend further research to understand of the role of ERβ agonists in 
inflammatory diseases, Dr. Cutolo disagrees with this assessment.  
 
“Unlike my colleagues, I do not recommend continuing research in this way,” he said. I 
recommend doing the opposite—exploring whether antagonists of estrogen receptors improve 
symptoms in autoimmune disease.” 
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