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n Going the Distance? Finding the right
AED for an epilepsy patient is certainly a chal-
lenge, but making sure it remains effective
long-term may be even tougher. According to
a review of studies in Epilepsia 2006;47:1253-
1284, almost all first-, second- and third-gen-
eration AEDs lose their benefit over time in a
significant minority of patients. The study’s
authors identified two types of tolerances:
pharmacokinetic (metabolic), which can be
overcome by increasing dosage of the treat-
ment; and pharmacodynamic (functional)
caused by adaptation of AED targets such as
loss of receptor sensitivity. 

n Dementia Masks Pain Sensations.  It’s
been long assumed that Alzheimer’s patients
do not feel pain as sharply as other aging
adults, but a study reported in the September
6th online edition of Brain indicates they may
feel it just as powerfully. Researchers at the
University of Melbourne studied 14 patients
with mild-to-moderate AD and 15 age-

SHORTTAKES

The best news that an MS patient
can hear is that the condition isn’t
worsening or that symptoms are in

remission, but the best news an MS spe-
cialist can hear is that there may soon be
new treatment options to consider.
Fortunately, there are a couple of pros-
pects in the pipeline. 

First, the most recent MS treatment
now has more data supporting its efficacy.
Representatives from Elan Pharma-
ceuticals at the European Committee for
Treatment and Research in Multiple
Sclerosis in Madrid revealed data from a
new study of natalizumab (Tysabri) that
showed it has a sustained effect on relapse
rates for up to three years (annual relapse

rate was 0.23, consistent with the findings
of the AFFIRM study). There were about
1,900 participants in this study, including
250 who stayed on natalizumab mono-
therapy for almost three years.

Another new treatment is building up
some momentum as it comes down the
stretch. Representatives from Novartis
revealed at the European Committee for
Treatment and Research in Multiple
Sclerosis (ECTRIMS) conference the
results of a phase II study of a once-daily
treatment, currently called FTY720, that
showed that up to 77 percent of the
patients taking it remained free of relaps-
es over a two-year period. These patients
also maintained a low rate of inflamma-

tory disease as measured by MRI. New
preclinical data suggest this treatment
may work through multiple modes of
action and may even reduce neurodegen-
eration and may help repair CNS dam-
age caused by MS.

Furthermore, Serono announced that
its formulation of oral cladribine has
been designated a fast track product by
the FDA. This treatment is currently
being studied in the multi-center phase
III Cladribine Tablets Treating MS
Orally (CLARITY) study, a two-year,
double-blind placebo-controlled study
involving more than 1,200 patients with
enrollment planned to be completed by
the end of 2006.  PN

New Prospects for Multiple Sclerosis 
Could Broaden Treatment Armamentarium 

FDA Expands Lamictal Indications,
But Warns of Pregnancy Risk

Physicians who treat seizure 
disorders likely heard two pieces
of news about lamotrigine

(Lamictal) in September: that it can be
used for more patients than ever before,
but that the target population should
not include women in the early stage of
pregnancy. 

On September 25th the FDA ap-
proved lamotrigine for the treatment of
generalized tonic-clonic seizures. This
decision was based on data that showed
the treatment reduced primary general-
ized tonic-clonic seizures by 66 percent
(compared to 34 percent for placebo) in
patients whose seizures were not well
controlled, even when taking other
medications. 

Several days later the FDA issued a
warning to health care providers about
lamotrigine possibly increasing the risk
of cleft lip or palate in newborns when
administered to patients in the first
trimester of pregnancy. The basis for the
warning came from the North American
Antiepileptic Drug pregnancy Registry,
where preliminary information noted
8.9 cases of oral cleft per 1000 births,
and although this only came to five cases
in 564 women it is still far higher than
the average among the general popula-
tion. Further research will be required to
confirm this risk, but pregnant women
or those who are thinking of becoming
pregnant are urged not to start or to dis-
continue lamotrigine therapy.  PN
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sleep-related motor disturbances and a reduc-
tion in the frequency of nocturia. 

n Post-Stroke Blues. Depression is one
of the most common conditions experienced
by long-term stroke survivors, yet it may
also be one of the most untreated.
According to an analysis published in the
September 28th online edition of Stroke,
only a small fraction of depressed stroke
patients may be receiving antidepressant
medication. The research examined data
from 441 patients who were five-year stroke
survivors and assessed for depression in
289 of them through a standard question-
naire-based test. They found that 17 percent
of subjects had clinical depression, but only
22 percent of those were taking an antide-
pressant; however, only 28 percent of those
taking an antidepressant still showed signs
of the condition.

n Tramadol Falls Short of Endpoint.  A
clinical trial for an extended-release formu-
lation of the synthetic opioid Tramadol (CIP-
Tramadol ER) indicated that it provided little
more relief than placebo. Cipher Pharma-

ceuticals announced preliminary data from a
phase III study that demonstrated the treat-
ment produced a reduction in pain, but the
efficacy was  statically insignificant relative
to the placebo with respect to the primary
endpoint. However, the manufacturer said in
a statement that this is not an uncommon
occurrence in placebo-controlled pain trials
and they intend to analyze the study to find
why the placebo effect was so high.

n Stimulating Cognitive Therapy Vagus
nerve stimulation has been studied for
Parkinson’s and epilepsy, and now it seems
it may be useful for Alzheimer’s. A pilot
study reported in J Clin Psychiatry 2006;
67:1171-1178 reported the results of 17
patients over a one-year period. At follow-
up, just over 40 percent showed improve-
ment or no decline as measured by ADAS-
Cog after one year of treatment and 70.6
percent had an improvement or no decline
from baseline on the MMSE. They also
found that the treatment was well tolerated
and all the patients volunteered to continue
the therapy after the trial.  PN

matched controls and administered a test
where a device pressed their thumbs until they
felt just noticeable pain, weak pain or moder-
ate pain while using fMRI to look for activity in
the brain’s major pain channels. They found
pain activity in the brain was just as strong in
the AD patients as in healthy volunteers, and
the activity often lasted longer in the
Alzheimer’s patients. 

n Sweet Dreams Are Made of This. Park-
inson’s patients who have a hard time getting
to sleep at night may benefit from having
something more than pajamas against their
skin. Data presented at the 10th Congress of
the European Federation of Neurological
Societies in Glasgow found that, according to
two open-label trials, the use of the rotigotine
transdermal patch (Neupro) seemed to
improve sleep in patients in both the early and
advanced stages of the condition. In particular,
researchers noted a decrease in the number of

SHORTTAKES

When taking the history of a
Parkinson’s suspect, most neurol-
ogists do not ask if the patient has

been sneezing more lately. And while
recent lawsuits over compulsive gambling
linked to treatments have left some physi-
cians concerned about impulse control dis-
orders, most practitioners are more con-
cerned about the motor-related symptoms
to think about what this means about the
patient’s mental health. Two recent studies
in Neurology may add nuances to how
physicians diagnose and treat this condi-
tion by showing us some unlikely symp-
toms. 

A study in Neurology 2006;67:494-496
suggests that allergies and Parkinson’s may
have similar origins, with an elevated

inflammatory response in people with
atopic allergic diseases possibly being pre-
disposed to Parkinson’s later in life.
Researchers at the Mayo Clinic in
Rochester, MN compared 196 patients
who developed the condition over a 20-
year period to age- and gender-matched
controls and found that those with imme-
diate-type hypersensitivity had almost
twice the risk of developing the condition
Parkinson’s, with those who reported aller-
gic rhinitis having almost three times the
risk. There appeared to be no significant
correlation between Parkinson’s and other
immunologic conditions. 

Parkinson’s patients who develop im-
pulse control are also likely to develop
other psychiatric disorders, according to a

study published in Neurology 2006;
67:1258-1261. Laura Marsh, MD and col-
leagues at John Hopkins University School
of Medicine in Baltimore administered a
standard battery of psychiatric tests to 100
Parkinson’s patients (66 men and 34
women) who were receiving a full range of
anti-Parkinson’s treatments. They found
nine who had impulse control disorder (all
of whom were receiving a dopamine ago-
nist in addition to other medications) and
that, compared to those without an
impulse control disorder, they were more
than twice as likely to have depressive
symptoms, three times as likely to have
appetite changes, and more than six times
as likely to have symptoms of irritability
and disinhibition. PN

Unlikely Symptoms May Herald Onset 
or Changes in Parkinson’s Disease
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