Enrollment for DIMOND was completed in March 2008.  Dimebon clinical trial is recruiting.
There’s still time to participate in the Phase II clinical trials of Dimebon, also  called the DIMOND study.

Dimebon is a drug that has been used as an antihistamine in Russia for more  than two decades. A few years ago, interest developed in the drug's potential to  treat neurodegenerative disorders and Medivation, Inc. acquired the rights to the  drug.  Medivation contracted with the Huntington Study Group to conduct the  clinical trials and a phase II study has begun.  Dr. Karl Kieburtz is the lead  investigator for the trial.

Ninety participants will participate in the study; fifty people have already  enrolled and there is space for forty more.  The study is looking for volunteers  with early to moderate signs of HD who are walking independently and are  self-sufficient in activities of daily living, such as eating, dressing, and bathing.

Although there has been considerable interest in the study in the HD community,  two factors slowed enrollment in the beginning.  One was that there was an initial  concern that Paxil and Prozac might interact with the drug and volunteers taking  either of these SSRI antidepressants were [image: image1.wmf]excluded from participating.  Further  studies have been done showing that Dimebon does not interact with either  medication and those restrictions have been lifted.

The other limiting factor is distance.  DIMOND is a smaller study with only fifteen  participating sites.  However, Medivation is willing to pay transportation costs  including airfare for those wishing to participate who do not live near a study site.                   Dr. Karl Kieburtz
Dimebon has several promising mechanisms. It inhibits acetylcholinesterase and  regulates glutamate.  In addition, research in Russia also suggests that this drug  may regulate calcium homeostasis, preventing the pathological opening of the  mitochondrial permeability transition pores.  Calcium handling is impaired in  Huntington’s Disease.

Acetylcholinesterase inhibitors function to increase the level and duration of the  neurotransmitter acetylcholine.  Acetylcholine signaling is known to be disrupted in Huntington’s Disease.  Acetylcholine is involved in short term memory and learning. 

Dimebon also regulates glutamate much like the Alzheimer’s drug memantine  which is now in clinical trials for Huntington’s Disease.  By regulating glutamate,  Dimebon may address a pathological process called excitotoxicity  in which  overstimulation of glutamate receptors leads to cell death. Excitoxicity is thought  to occur in neurodegenerative disorders and brain injury. 

Inhibiting acetylcholinesterase and regulating glutamate may address cognitive  and behavioral problems in Huntington’s Disease.  Research with animal models  also suggests that Dimebon might inhibit cell death, but this study will focus on  its effect on cognitive and behavioral symptoms.  This is a good strategy for the  Huntington’s Disease community since clinical trials to address symptoms are  much shorter than those designed to ascertain whether a drug is neuroprotective.   If Dimebon does safely and effectively improve cognition and behavior, it can be  made available much sooner.

This is the first clinical trial to address symptoms of Huntington’s other than the  movement disorder.  Dr. Kieburtz commented, “It is wonderful for a company to be  pursuing this particular aspect of Huntington’s Disease.  It’s an area of great unmet  need.”

Dr. Kieburtz is optimistic about the future.  “I can’t remember a time when we were  contemplating, planning and running so many clinical trials for Huntington’s Disease.   This is the fruit of investment in basic science to understand the mechanism of the  illness.”   He credits the Huntington’s Disease Society of America, the Hereditary  Disease Foundation, the Huntington Society of Canada, and the High Q foundation  for funding promising research and bringing in new investigators who have new perspectives.

For more information or to sign up for the DIMOND trial, call the Huntington Study  Group at 1-800-487-7671. A list of participating sites with contact information can  be found here: http://www.huntington-study-group.org/DIMONDSiteList.html
References and Resources
Huntington Study Group’s DIMOND brochure: http://www.huntington-study-group.org/Resources/DIMONDPressReleaseJuly2007.pdf
Medivation’s Dimebon information: http://www.medivation.com/pipeline_dimebon.html S. Bachurin, E. Bukatina, N. Lermontova, S. Tkachenko, A. Afanasiev, V. Grigoriev,  I. Grigorieva, Yu. Ivanov, S. Sablin, and N. Zefirov. "Antihistamine Agent Dimebon As a  Novel Neuroprotector and a Cognition Enhancer." Annals of the N.Y. Academy of  Sciences 939(June 2001): 425-435.   S. Bachurin, E. P. Shevtsova, E. G. Kireeva, G. F. Oxenkrug, and S. O. Sablin. "Mitochondria  as a Target for Neurotoxins and Neuroprotective Agents." Annals of the New York Academy  of Sciences 993(May 2003):334-344.   - Marsha L. Miller, Ph.D., January 28, 2008
