ALS clinical trial finds that minocycline accelerates disease progression

What do these findings mean for the HD community?

A newly published study reports that a Phase III clinical trial of 400 mg per day of minocycline accelerated disease progression in amyotrophic lateral sclerosis (ALS) patients.  The lead author of the study, Dr. Paul Gordon, called for researchers conducting or planning trials of minocycline in other neurodegenerative disorders to do a safety reassessment.

Since minocycline is currently in a Phase II clinical trial with Huntington’s Disease patients, at a lower dosage of 200 mg, and since some HD patients may be taking minocycline for other medical reasons, I conducted the Huntington Study Group for information.  I was invited to speak with Dr. Merit Cudkowicz, who along with Dr. Karl Kieburtz, is lead investigator for the HD minocycline study, which is called DOMINO.

Dr. Cudkowicz reports that the safety reassessment has already been conducted.  The investigators were informed of the ALS results in April 2007, as soon as they were available and before the study was published in Lancet Neurology this week.  Dr. Gordon was invited to speak to DOMINO’s Data Safety Monitoring Committee and present and discuss his results.  

After reviewing ALS and HD minocycline data, the Committee decided that no changes were needed in the DOMINO study.  They did, however, add in one more safety analysis to the Data Safety Monitoring Charter. A Data Safety  Monitoring Board reviews all safety data every three months and an independent Medical Monitor reviews all safety data monthly.

The concerns of the ALS researchers and the results of the committee’s safety  reassessment were reported this to the hospital regulatory boards (Institutional Review Boards) for each site participating in the HD study.  All of the site IRBs agreed with the
safety monitoring plan and with continuing the HD study at 200 mg/day.


A safety and tolerability study was conducted with HD patients and published in 2004, before DOMINO was planned.  The abstract states that “In a double-blind, randomized, placebo-controlled study of minocycline in 60 HD patients, the authors determined that over 8 weeks, minocycline at 100 and 200 mg/day was well tolerated and safe in HD patients. Tolerability and adverse event frequency were similar between treatment and placebo groups.”  

Dr. Cudkowicz discussed these results and also pointed out that, “There has been a study of minocycline at 200 mg/day in people with Parkinson's disease that demonstrated good tolerability and safety. “


”I think the key messages are that in HD we are using a lower dosage; that the two disorders are very different, and that preliminary studies in people with ALS at 400 mg/day showed an increased risk of side effects and worsening in function, while preliminary studies in people with HD at 200 mg/day did not show any adverse effects.  The DOMINO study is very carefully monitored for safety,” said Dr. Cudkowicz.

--- Marsha L. Miller, Ph.D.
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