
Just over a year after its voluntary with-
draw from the market, there are signs
that natalizumab (Tysabri) could soon

be an option for multiple sclerosis patients
again. On March 8th, the Food and Drug
Administration advisory panel voted 12-0
to recommend that Tysabri sales could
resume if Biogen Idec developed a manda-
tory patient registry to track adverse effects
of the treatment. The panel also voted 7-5
that Tysabri could be considered a first-
choice treatment for some patients. The
FDA will make its final decision at the end
of the month, but it usually follows adviso-
ry panel recommendations. 

MS expert Jeffrey I. Greenstein, MD,
of Greenstein Neurological Associates in
Philadelphia, says he is pleased by the

panel’s decision. “I think it’s very impor-
tant to offer it to people with multiple scle-
rosis,” he says.  However, he says, the expe-
rience of having three patients contract
PML, with two of them fatally succumb-
ing to the disease, has led to a new maturi-
ty in how MS therapeutics are seen. “We’re
going to have to accept that these drugs,
though effective, have a downside,” he
says. “On the other hand, when you see it
from the perspective of what MS can do to
people, you have to get some balance to see
what you’re looking at.”

Thomas Leist, MD, PhD of the
Department of Neurology at Thomas
Jefferson University in Philadelphia, says
he thinks the decision is a positive sign for
Tysabri but cautions that there are still

many unanswered questions about this
treatment. “One needs to be aware of the
fact that the phase III data involves relaps-
ing/remitting patients,” he says. “To date,
we don’t know if it will be effective for sec-
ondary progressive patients.”

Dr. Leist also notes that PML is not the
only condition neurologists will need to
watch for when monitoring patients. For
example, during the AFFIRM trial there
were several reported cases of urinary tract
infections. He also says there are little data
regarding efficacy and safety in different
doses, particularly since smaller doses
seemed effective in phase II trials. Also yet
to be answered is whether or not it can be
administered via means other than an
infusion. PN
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tion. In clinical trials the treatment was well
tolerated, with the most commonly reported
adverse effects being dizziness, nausea, con-
stipation, somnolence and flushing. 

n Safe for Colleges and Communities.
Most prospective trials assessing the safety
and efficacy of thrombolysis are conducted in
a university with ideal conditions, which rais-
es the question of how beneficial it is in a less
controlled community setting. Researchers at
Columbia University in New York decided to
take a look at how well this worked by exam-
ining cases reported in a discharge database
between 1999 and 2002 to cover a sample of
non-federal hospitals and found 248,964
patients admitted with acute ischemic stroke,
2,594 of whom were treated with thromboly-
sis. 

They found this cohort had a higher in-
hospital mortality rate than non-thrombolysis
patients (11.4 percent compared to 6.8 per-
cent), which was not surprising since the
more severe cases often receive treatment.
The rate of intracerebral hemorrhage was 4.4
percent for the thrombolysis group compared
to 0.4 percent, which is similar to what is
seen in academic settings. (Stroke

2006;37:440-335) 

n Clue for Mysterious Pain. A study
reported in Pain 2006;120:235-243 lends
support to the existence of one of the most
questioned conditions in pain management,
namely complex regional pain syndrome.
Researchers at Harvard Medical School in
Boston performed sensory testing and quan-
titative nerve assessment of affected and
unaffected sites on 18 patients with this con-
dition and compared the results with seven
patients without complex regional pain syn-
drome but with similar symptoms. 

The testing showed mechanical allodynia
and heat-pain hyperalgesia at the affected
sites, with those who had the condition show-
ing decreased axonal densities. The study’s
authors said this suggests persistent minimal
distal nerve injury affecting nociceptive small
fibers could be the cause for the pain. 

n Exit Exanta. Stroke care specialists
were disappointed over a year ago when the
anticoagulant ximelagatran (Exanta), which
was FDA approved for venous thromboem-
bolism following orthopedic surgery, proved
to do more harm than good as a vascular

n Hurting in Silence. Chronic pain may
seem like a common ailment in neurology,
but there may still be many people who suf-
fer from this condition that have not contact-
ed a physician. Barbara, P. Yawn, MD and
colleagues at the Olmstead Medical Center in
Rochester, MN, took a survey of 3,575 indi-
viduals, where 2,302 reported having chron-
ic pain and 2,221 answered the relevant
questions. The results showed that 497 per-
cent of these patients said they had not told
their physician about the pain. Of these, 70.6
percent had moderate or severe pain; 48.9
percent had pain for eight days or more per
month, and 40.6 percent met both criteria.
(Mayo Clin Proc 2006;81:167-171) 

n New Extended Option. Physicians
with patients who suffer from moderate to
moderately severe chronic pain now have a
new option for treatment. Ortho-McNeil and
Biovail Corp. announced that once-daily
extended release tablets of tramadol HCl
(Ultram ER) are now available by prescrip-
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Keeping a Fit Body Can Keep the Mind Fit As Well

For 10 years, tPA has been the only
FDA-approved treatment for acute
stroke, yet it is still seldom adminis-

tered in emergency room settings. One
recent study, reported in Neurology
2006;66:306-312, looked at the stroke
admission records of 2,566 patients with
nonhemorrhagic stroke and found that
only 2.1 percent of cases received the
treatment, and of these only 330 were
considered eligible for tPA therapy. The
onset to arrival time being greater than
three hours accounted for 38 percent of
the reasons why the patient was consid-
ered not eligible for tPA, with an
unknown stroke onset time accounting
for 35 percent and an evidence of hem-
orrhage accounting for 21 percent of
cases. 

The study author, Matthew J. Reeves,
PhD of Michigan State University in
East Lansing, said this shows the need for
people to learn the symptoms of stroke

so they can call 911 immediately. 
Although the three-hour window

remains a solid rule, there is increasing
evidence that tPA may provide a modest
benefit if administered after this time
limit. At the 2006 International Stroke
Conference in Kissimmee, FL, Michael
P. Marks, MD of the Stanford Stroke
Center in Palo Alto, CA, reported the
results of the DEFUSE trial, which
involved 64 consecutive patients with
acute ischemic stroke presenting at seven
centers with a mean time from symptom
onset to an injection of tPA of 4.5 hours.
They found 12 of the patients had com-
plete recanalization; partial recanaliza-
tion occurred in seven others. However,
Dr. Marks noted this was a modest ben-
efit, and a certain subset of the study was
made worse.

For more news from the International
Stroke Conference, see this month’s
Vascular Clinic column on page 57. PN

Too Late for tPA? 

Usually, it’s general physicians or
internists who remind their
patients to get exercise, but some

recent studies show that neurologists
may want to start telling their patients to
stay in shape. A number of recent stud-
ies have suggested this could help keep
both dementia and Parkinson’s disease at
bay.

In Alzheimer’s & Dementia 2006:
2;12-32, researchers at Indiana Uni-
versity School of Medicine reported the
results of a review of 96 studies that
examined factors which could affect
brain health. They found the most com-
mon causes associated with poor cogni-
tive outcomes included hypertension,
low mood scores and a higher body mass

index. In contrast, better lung capacity
and more physical activity seemed to be
protective against decline. 

The notion of using exercise to pre-
vent Parkinson’s disease or help patients
with the condition improve their lives is
also gaining support. In February the
National Institute of Health organized a
meeting between researchers, patients,
dance instructors and personal trainers
to share their experiences in this therapy.
Some of the past success of research have
included a Harvard study showing that
men who exercised regularly as young
adults were 60 percent less likely to
develop the condition later in life
(Neurology 2005;64:664-669) and a
study by Michael J. Zigmond, PhD, of

the University of Pittsburgh who has
shown that exercise may have a protec-
tive effect in rat models.  PN

treatment. Now, no physicians will ever
write the name on their prescription pads.
New patient safety data derived from the
EXTEND clinical trial showed an adverse
event report of serious liver injury. The
treatment’s manufacturer, AstraZeneca,
said in a statement that physicians should
consider changing patients to an alternative
anticoagulant, and that they will maintain a
supply of Exanta for a short period to
accommodate the transition process.  

n Hereditary Hazard. While environ-
ment is an important factor in the develop-
ment of Alzheimer’s disease, inheritance
may play a role in four out of five cases. A
study reported in Arch Gen Psychiatry.
2006;63:168-174 compared 392 pairs of
twins in Sweden, both fraternal and identi-
cal, age 65 and beyond, at least one of
whom had been diagnosed with Alz-
heimer’s, with a similar group of twins who
were free of the disease. This analytical
model showed that hereditability was 79
percent likely in the best fitting analytical
model to explain the onset of the condition,
with the balance in variation explained by
non-shared environmental factors. 

                   


