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enzyme controlled by the gene GCH1, and
found that they became more sensitive to pain.
They then tested 400 healthy human volun-
teers and found that those with two copies of
the protective gene variant seemed less sensi-
tive to pain in tests, and that these participants
had the lowest risk of developing chronic pain,
while those with only one copy had an inter-
mediate risk and those with no copies had the
highest risk. 

n Rolling on the River. Children with
ADHD will soon have a new option for treat-
ment, although it remains to be seen how tight
a leash the FDA will put on it. Last month,
Shire Pharmaceuticals and its partner New
River Pharmaceuticals announced that they
received an approvable letter for lisdexamfeta-
mine dimesylate (NRP104) to treat pediatric
ADHD. Earlier this year New River’s data from
clinical abuse liability studies showed that the
treatment caused less euphoria and had a later
peak time than d-amphetamine sulfate and
was well tolerated by adults with a history of
substance abuse, indicating it could be less
potentially addictive than other ADHD treat-

ments. The Controlled Substance staff of the
FDA initially proposed that the treatment be
placed in Schedule II of the Controlled
Substance Act, but so far no final decision has
been made on this matter.

n Crazy to Use Antipsychotics? The
adverse effects caused by three common atyp-
ical antipsychotic drugs may be worse than the
benefits when administered to patients with
Alzheimer’s disease. A double-blind, placebo-
controlled trial reported in NEJM 2006;
355:1525-38 compared olanzapine (Zyprexa),
risperidone (Risperal), quetiapine (Seroquel)
and placebo in 421 participants who had
exhibited delusions, hallucinations, aggression
or agitation that developed after the onset of
dementia. Researchers found that there were
no significant differences among the groups as
measured by the Clinical Global Impression of
Change Scale, and only olanzapine proved sig-
nificantly better than placebo in an initial
assessment with the Cox model but not when
a Hochberg adjustment for multiple compar-
isons was used.  

n Stroke of Bad Luck. The investigational

n A Drug for All Seasons. No matter
what phase of Alzheimer’s disease a patient is
in, one drug now has the FDA’s approval for
treating it. On October 13th, the agency
approved the cholinesterase inhibitor
donepezil (Aricept) for severe forms of the
disease after reviewing data from two ran-
domized, placebo-controlled 24-week trials
involving more than 500 patients with severe
AD in Sweden and Japan that found a clear
cognitive benefit in the treated arms.
Donepezil earned an indication for mild to
moderate forms of the disease in 2003. 

n Tough Genes. Why do some patients
seem to be natural stoics regarding pain while
others are more susceptible? Tests on both
murine models and human participants indi-
cate that the answer may be genetic. A study
reported in the Oct. 22nd online edition of
Nature Medicine showed how German
researchers injected rats with a drug that
interfered with GTP cyclohydrolase, the
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APET scan may be today’s gold stan-
dard for Alzheimer’s diagnosis, but
like gold it is expensive and often

hard to obtain. The cost of the equipment
has kept it from becoming a common clin-
ical tool for diagnosis and evaluation, and
managed care payers can balk at the price
associated with the procedure. This
impasse has inspired some researchers to
look for other ways to detect the condition
in its earlier phases. 

British researchers with the Institute of
Psychiatry at King’s College London have
found that a clue about this condition
could be revealed by taking a proteomic
approach when investigating blood sam-
ples. In Brain 2006;129(11):3042-3050, a

case-controlled study compared plasma
samples from 50 patients with Alzheimer’s
disease to 50 age-matched controls validat-
ed against a total of 511 samples from
patients with Alzheimer’s and other neu-
rodegenerative diseases and normal elderly
controls. The image analysis of protein dis-
tribution identified disease cases with 56
percent sensitivity and 80 percent specifici-
ty. The study’s authors wrote that the find-
ings suggest that there could be biomarkers
in the blood, although it would take fur-
ther research to improve the accuracy of
these methods. 

Those with an interest in neuropsy-
chological assessments who find them-
selves frustrated by the limitations of the

MMSE for diagnosing mild neurocogni-
tive disorder  (MNCD) may want to
consider using the St. Louis University
Mental Status (SLUMS) examination.
This 30-point screening questionnaire
tests for orientation, memory, attention
and executive function. In a head-to-
head comparison among 702 patients
with a mean age of 75.3 years, SLUMS
proved just as effective as the MMSE for
diagnosing dementia and statistically
more effective for MNCD. While the
results were promising, the study’s
authors said further investigation is
needed, particularly since the definition
of MCND is still controversial. (Am J
Geriatr Psychiatry 2006;14:900-910) PN
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A t this time a year ago, physicians
were likely advising their patients
to start reviewing the Medicare

Part D plans to see which would be the
best choice. Now, physicians may want
to advise patients to check the plan they
chose to make sure it still meets their
needs. In some states, physicians may
have to warn patients to be sure they can
cover the increasing costs associated with
the “doughnut hole” gap in coverage.

Patients who are already enrolled
may want to review the terms and con-
sider changing during the current sign-
up period, which ends Dec. 31st, as pre-
miums may be set to increase or insur-
ers may have merged, which could
change the terms of their coverage. This
year the Medicare Rights Center is pro-
viding free access to its plan finder at
www.medicarerights.org/help.html. 

Contacting the Part D information
centers that are run by private companies
may lead patients to the wrong choice, as a
study from the Government Account-
ability Office found these only provide
correct answers about drug plans approxi-
mately one third of the time; in contrast,
the CMS’s hotline (1-800-MEDICARE)
provided correct information two-thirds of
the time. Patients who have not signed up
but are eligible should do so soon: the
penalty on premiums, currently set at
seven percent, will increase one percent
with each subsequent month. 

Patients also may need to take precau-
tions to get through the “doughnut hole”
gap in coverage, which happens after the
plan participant reaches $2,250 in drug
costs. Last year, participants had to spend
$2,850 more in drug costs before cata-
strophic coverage paid for 95 percent of
additional drug costs; in 2007, the gap

will increase to $3,051. According to the
health care advocacy organization
Families USA, there could be fewer
options for people who need supplemen-
tal coverage for the most common med-
ications used by senior citizens. When
the plan first passed in 2006, four states
(Alaska, Hawaii, Maine and New
Hampshire) did not offer their residents
meaningful plans to help cover treatment
costs; in 2007, nine more states
(Connecticut, Florida, Massachusetts,
Michigan, New York, North Carolina,
Rhode Island, Vermont and Wisconsin)
now share this distinction. While there
were 375,000 Medicare beneficiaries in
the four states with no Part D plans that
had inadequate doughnut-hole coverage,
Families USA calculates that number will
grow to 6.6 million in 2007. 

However, Leslie V. Norwalk, acting
deputy administrator for the Centers for
Medicare and Medicaid Services, told the
Washington Post that Families USA’s report
presents a distorted picture because it
ignores plans that fill the gaps in coverage
with generic drugs. “The report focuses on
a very limited number of drugs used by
beneficiaries and does not acknowledge
the significant additional savings possible
through the use of lower-cost generics and
therapeutic substitutes, “ she says. 

The costs and merits of Part D remain
a hot political issue, but at least by now
most eligible participants have some
familiarity with how to use the system to
evaluate plans. And after this year, they’ll
be familiar with the need to always make
sure they’re enrolled in the best plan
available.  PN
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stroke drug NXY-059 (Cerovive) has been
pulled from the pipeline and the treatment’s
manufacturer has no plans to revive it.
AstraZeneca made this decision after receiv-
ing results from the Phase III Stroke Acute
Ischemic NXY-059 Trial (SAINT II) that
showed the treatment was no more effective
in preventing stroke-related disability than
placebo. The full results of the study will be
presented at the International Stroke
Conference in February 2007 in San Fran-
cisco. 

n Warning for Warfarin. A commonly
prescribed blood thinner for stroke patients
now comes with a new label—and it features
a black box warning. Bristol-Myers Squibb
added a warning to the packaging for war-
farin (Coumadin) that indicates the drug “can
cause major or fatal bleeding,” and that this

risk is more likely to occur soon after patients
start using the drug and with higher doses. It
also warns that patients age 65 or older and
those with a history of gastrointestinal bleed-
ing hypertension or serious heart disease
among other risk factors also had an
increased risk. 

n Radiation Fallout. For survivors of
childhood cancer, being exposed to radiation
therapy may raise their risk of developing
CNS tumors later in life. New data from the
Childhood Cancer Survivor Study indicates
that radiation treatment is associated with an
odds ratio of 6.78 for survivors developing
subsequent glioma and 9.94 for subsequent
meningioma, with the greatest risk occurring
for those who were treated while five years of
age or younger. Nevertheless, the study’s
authors note that radiation treatment is still
justified because most childhood cancer sur-
vivors age five and over die from a recurrence
or progression of the original disease. (J Natl
Cancer Inst 2006;98:1528-1537) PN
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A Bigger Doughnut Hole: Will the Medicare
Coverage Gap Be Even Worse in 2007?

                  


