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Alzheimer’s Trial Dims Outlook for Dimebon

BY JEFF EVANS

he investigational drug dimebon

I failed to show any benefit over

placebo for patients with mild to

moderate Alzheimer’s disease on any of

the efficacy end points in a 6-month,

phase III trial, drug manufacturers Medi-
vation Inc. and Pfizer Inc. announced.

Although the tolerability of the drug
was confirmed in the efficacy study, called
CONNECTION, and in a separate phase
I1I safety and tolerability study, the results
put the future of the drug in doubt.

Dr. Marwan N. Sabbagh said that he
and other Alzheimer’s disease (AD) in-
vestigators “were extremely disappoint-
ed with the results, and frankly, sur-
prised.”

The disappointing efficacy results in
the CONNECTION trial came as a sur-
prise because dimebon showed strong
signs of efficacy in an earlier phase II trial
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of 183 patients in Russia (Lancet 2008;
372:207-15).

Four other phase III trials of dimebon
(proposed generic name latrepirdine) are
currently enrolling patients. In a 12-
month trial called CONCERT, the drug
is being testing in combination with
donepezil (Aricept) in patients with mild
to moderate AD.

Two other trials — CONTACT and
CONSTELLATION - are testing dime-
bon in combination with donepezil or
memantine (Namenda), respectively, for
moderate to severe AD.

The fourth study, the HORIZON tri-
al, is enrolling patients with Huntington’s
disease after dimebon was well tolerat-
ed and showed some signs of improving
cognition in a phase II trial.

The remaining trials in AD patients
will help to determine whether dimebon
has a synergistic effect with donepezil or
memantine, Dr. Sabbagh said. “If it
doesn’t show any shred of evidence in
those two studies, I think the future of
dimebon is seriously in doubt, unless it
shows a benefit for Huntington’s.”

Dr. Sabbagh is the medical and scien-
tific director of the Cleo Roberts Center
of Clinical Research at the Banner Sun
Health Research Institute, Sun City, Ariz.
His center was involved in a phase I
study of dimebon and is participating in
the CONCERT trial. He said that he has
no other relevant disclosures.

Investigators believed that dimebon
blocked the induction of the mitochon-
drial membrane permeability transition
pore, which when open may lead to a loss
of energy production and intake of small
molecules that contribute to cell death
(Ann. N.Y. Acad. Sci. 2003;993:334-44).

Other studies have shown it increases
neurite outgrowth and can raise amyloid-
beta levels in interstitial brain fluid of
transgenic mouse models of AD (“Dime-
bon’s Effect May Challenge Amyloid The-
ory,” September/October 2009, p. 11).
The rise and apparent fall of dimebon
in the clinical drug development process
mirrors the recent history of tramiprosate
and tarenflurbil for AD, both of which
had positive results in phase II trials that
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were not replicated in phase III trials.

It could be near the end of 2011 before
another drug for AD comes through the
Food and Drug Administration’s review
process for potential approval. The can-
didates that will probably be reviewed
first are semagacestat, a gamma-secre-
tase inhibitor, and bapineuzumab, a
monoclonal antibody against amyloid-
beta, Dr. Sabbagh said.

The CONNECTION study enrolled

598 patients with mild to moderate AD
at 63 sites in North America, Europe, and
South America. Patients were random-
ized to dimebon 20 mg, dimebon 5 mg,
or placebo three times daily for 6
months. u

Jessica Merrill of “The Pink Sheet”
contributed to this report. CLINICAL
PsYCHIATRY NEWS and “The Pink Sheet”
are published by Elsevier.
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Darwin is rated “Excellent” by
AM . Best Co. and anticipates a
further upgrade in its rating
very soon not a downgrade.
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