
Q The FDA recently approved
Xenazin (tetrabenazine, Ovation

Pharmaceuticals) for the treatment of
chorea in people with Huntington’s
disease. How long have you been
using the drug with HD patients?
What has been your experience? 

ATetrabenazine, a dopamine-deplet-
ing agent first synthesized half a

century ago, was originally developed
for the treatment of schizophrenia.
Neurologists have been using tetra-
benazine for the treatment of chorea in
HD for the last few decades. Physicians
were able to get the drug across the
pond and across the border from phar-
macies in England and Canada, but the
cost has gotten prohibitive, acknowl-
edges Amy Colcher, MD.

“Patients like it in contrast to the
conventional and atypical antipsy-
chotics (dopamine blocking agents),
which have been the mainstay of
chorea-suppressing drugs in the past,”
she says. “The older medications make
people feel drugged and sedated, and
they and their families hate that feel-
ing.”

The study1 that led to FDA approval
found that tetrabenazine reduced invol-
untary movements by about 25 percent
on average, with some patients experi-
encing a greater improvement. Overall,
patients who received the medication
were six times as likely to be considered
by their physicians to have improved
considerably compared to the placebo
group.

There is also evidence that the drug
is safe for long-term use. One study2

witnessed patients “remain on treatment
for a mean of 2.3 +/- 3.4 years and
reported that an efficacy response rating
of 1 or 2 was sustained in the majority
of patients between the first and last
visit.” Common side effects included
drowsiness (25 percent), Parkinsonism
(15.4 percent), depression (7.6 per-
cent), and akathisia (7.6 percent). “TBZ
is a safe and effective drug for the long-
term treatment of hyperkinetic move-
ment disorders,” the study authors con-
cluded.

QWhat is the mechanism of action?
What can your patient expect in

terms of efficacy when beginning
tetrabenazine treatment? 

ATetrabenazine is a presynaptic
dopamine depletor. It interferes

with the storage of monaminergic neu-
rotransmitters in the brain. It works on
VMAT2, which is a component of the
transport mechanism for monoamine
neurotransmitters in the brain,” Dr.
Colcher says.
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Tetrabenazine Officially Crosses the US
Border to Treat Chorea in HD Patients 
Some neurologists have already been using the drug—developed a half century ago—
to treat chorea. Here’s a look at their clinical experience.
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Approvals in Norway (1982) and Hong Kong (1983) have lapsed. A marketing application has
been submitted recently in Spain.

Tetrabenazine was granted Orphan Drug designation by FDA in 2004 for the indication “treat-
ment of HD.”
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Huntington's chorea

Huntington's chorea and tardive dyskinesia

Organic movement disorders and tardive dyskinesia

Huntington's chorea and hemiballismus

Organic movement disorders and tardive dyskinesia

Organic movement disorders and tardive dyskinesia

Organic movement disorders and tardive dyskinesia
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Organic movement disorders and tardive dyskinesia

Organic movement disorders and tardive dyskinesia

Organic movement disorders (tardive refused)

Organic movement disorders and tardive dyskinesia

Table 1. Tetrabenazine’s Worldwide Approvals*

Country Indication(s)
Year of
Approval

* From: Tetrabenazine Briefing Document for Peripheral and Central Nervous System Advisory Committee, December 6, 2007;
accessed at www.fda.gov/ohrms/dockets/ac/07/briefing/2007-4328b1-02-Prestwick.pdf



“It works fairly quickly with effects
being detectable within 48 hours,” says
Stephen Gollomp, MD. About 70 to 80
percent of HD patients will notice a
reduction in their chorea, according to
Lawrence Elmer, MD, PhD. Dosing
can last anywhere from three to eight
hours.3

Q Is history of depression a con-
traindication to treatment with

tetrabenazine? What issues need to be
addressed in such cases and what is
the course of action if a person
becomes depressed while taking
tetrabenazine?

ATetrabenazine can also deplete
norephinephrine and serotonin

from the presynaptic neuron, thereby
provoking or worsening depression, says
Fred Marshall, MD, who was primary
investigator in TETRA-HD, the study

that was the basis for FDA approval of
tetrabenazine or TBZ. “In a patient tak-
ing TBZ, the dosage of TBZ should be
halved if either paroxetine or fluoxetine
is added because of the CYP2D6 inter-
action. If depression or suicidality
occurs in a patient taking TBZ, the dose
of TBZ should be reduced.” Treatment
with an antidepressant may be initiated,
or, if the patient is already taking an
antidepressant, the dosage of the antide-
pressant may need to be increased. It is
also important to know that TBZ is
contraindicated in patients treated with
monoamine oxidase inhibitors, he adds.

“A history of depression is a relative
contraindication,” says Dr. Gollomp.
“Antidepressant medication can be
helpful in alleviating this ill effect but is
frequently imperfect. I have used them
frequently in this setting and have not
been very satisfied with the results.”

The patient and family need to be
informed about this risk and must be

counseled to report immediately if the
depression worsens, says Daniel Tarsy,
MD. With the elevated incidence of
suicide in HD patients, this needs to be
watched very carefully. Active or
untreated depression are absolute con-
traindications, he adds.

“Tetrabenazine has the potential of
causing or worsening an underlying
depression, but I would not consider
that an absolute contraindication,” adds
Dr. Elmer. “During the uptitration
phase, however, I would probably pro-
ceed more slowly with someone experi-
encing depression as well as monitor
them more closely.” PN
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Orphan drug status came into existence 25 years ago with passage of the aptly named Orphan
Drug Act. Until recently, tetrabenazine was available in the US as one of more than 1,700 drugs
and biologics designated as orphan drugs. Here are some facts about orphan drugs as reported
by the FDA (fda.gov):

Number of American candidates for orphan drug therapy: More than 25 million
Americans who currently have one of 7,000 rare diseases or conditions.

Number of orphan drugs ultimately FDA approved: More than 300 treatments
since 1983.

“Orphan drug" definition: A drug or biologic, such as a vaccine or blood product, that
treats a rare disease or condition.

A “rare” disease affects: Fewer than 200,000 people in the US.

Financial benefits and incentives for orphan drug developers:

• Tax credits for the costs of clinical research

• Annual grant funding to defray the costs of qualified clinical testing expenses 
($14 million total for 2008)

• Assistance in clinical research study designs

• Seven-year period of exclusive marketing after an orphan drug is approved

• Waiver of Prescription Drug User Fee Act (PDUFA) filing fees 
(about $1,000,000 per application for FY 2008) 

A Closer Look: Orphan Drugs


