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QWhat’s the mechanism of action that
allows zonisamide to offer sympto-

matic relief in Parkinson’s? 

AUsing the AED in Parkinson’s patients
is somewhat unique, and many physi-

cians’ experience with the regimen is limit-
ed or nonexistent. However, zonisamide’s
use in PD received a boost when a study in
the January 2, 2007 Neurology concluded
it was “safe, effective and well tolerated at
25 to 100mg/day as an adjunctive treat-
ment in patients with Parkinson disease.”
The study found significant improvement
in the primary endpoint of change from
baseline in UPDRS Part III score. Off time
was reduced significantly in the 50mg and
100mg groups compared to placebo and
dyskinesias were not increased.

Mechanism of action, however, re-
mains a mystery. “It clearly does not work
through any of the traditional routes,” says
Stephen Gollomp, MD adding that he
feels there is likely an increase in dopamine
synthesis in the nigral neurons, but the
data are limited and conjectural. Study
author Miho Murata, MD, PhD agrees
that it increases dopamine synthesis and
moderately inhibits monoamine oxydase B
activity. “ZNS is also a T-type calcium
channel blocker and a sodium channel
blocker,” he adds. “These may have affect
on the great efficacy of ZNS on tremor.”

QWhen should you consider adding
zonisamide to levodopa therapy?

Can you anticipate the possible benefit or
is the response highly individualized?

AThe notion of using zonisamide for
PD, according to Dr. Murata, is that it

can improve “all the cardinal symptoms of
Parkinson’s disease, especially wearing off
and tremor.” He recommends considering
zonisamide when levodopa (and dopa-
mine agonists) have improved rigidity and

akinesia but tremor is still in existence and
end-of-dose wearing off is present. “There
is individual variation in the effects of
ZNS, as with other drugs. We are now car-
rying out the research about this problem
using SNP (single nucleotide polymor-
phism) chips,” he says.

Dr. Gollomp’s experience has been less
exciting. “I have been trying it all across
the board and in spite of the report I have
been very underwhelmed,” he says.
“However, its predominant use, based
upon data so far, is with fluctuators.”

QThe study tested zonisamide at 25,
50 and 100mg doses. Do adverse

effects make it prohibitive above 100mg?
Are there any instances when you might
go above the 100mg doses?

ABased on the data presented so far, Dr.
Gollomp says he hasn’t seen the need

to go above 50mg. “Zonisamide is a well
tolerated drug at up to 400 and 500mg per
day, so this dose should generally not be
much of a problem. We just don’t know.”
Dr. Murata says that a smaller previous
trial his team carried out showed “that
200mg of zonisamide is not so bad.” For
example, he says, improvement in UPDRS
III score is significantly better than place-
bo, but adverse effects such as appetite loss,
dyskinesia, and hallucination were noted.

And because the drug is marketed as an
anticonvulsant, that safety data could in
principle be extrapolated
from the seizure-related
adverse effect profile, says
Martin Gluck, MD, PhD.
One new study reasoned, “It
is expected that zonisamide
will be safe and tolerated in
patients with PD, as it has
been used as an antiepileptic
for more than 15 years.”

QDo you have any concerns that zon-
isamide coupled with levodopa can

exacerbate drowsiness? How would you
combat somnolescence?

AA double-blind trial showed that 50
and 100mg increases the incidence of

somnolescence versus the placebo group,
Dr. Murata says. “Sleepiness should be
monitored,” says Robert A. Hauser, MD.
“Modafinil or other wake-promoting
medications might be useful to combat
sleepiness but this has not been studied
with zonisamide.” Dr. Gluck says the
undesirable drowsiness might be avoided
or possibly prevented by staggering the
dosage schedule of the two medications so
that they are not given concurrently, possi-
bly two to three hours apart. This may be
an inconvenience to the patient but may
reduce the adverse drug interactions that
lead to increased somnolence. “I would
titrate the zonisamide slowly to increase
the probability of the patient eventually
tolerating the dual-therapy,” he says.

Dr. Murata says one strong attribute is
the incidence and level of somnolescence
of zonisamide is obviously lower than
those of dopamine agonists. “Further-
more, we have many patients of sleep
attacks due to pramipexole or ropinirol but
we have no patients of sleep attacks due to
ZNS,” he says.  PN
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