
n Butt Out. Your patients’ reasons for
not quitting smoking may stay the same,
but at least you have more reason to push
them to quit. A new study in Archives of
Internal Medicine (June 9) has found an
association between smoking and poor
memory among middle-aged adults. The
study builds on a previous meta-analysis
that showed smoking increased the risk
for dementia. Researchers analyzed data
from more than 10,000 civil servants
working in London, ages 35 to 55 and
enrolled in the Whitehall II study from
1985 to 1988. Smokers had higher odds of
dying and lower odds of receiving cogni-
tive testing during the 17.1 years (average)
of follow-up.

n Out on a Limb. Pramipexole significant-
ly reduces RLS-related limb pain, according to
a study presented at the 22nd annual meeting
of the Associated Professional Sleep Societies.
The multi-national, randomized, double-blind,
placebo-controlled study found that the drug
significantly reduced limb pain in as little as
five days and continued to demonstrate
improvement during the 12-week study.

Limb pain was measured using a 100-item
visual analogue scale that gave 0 a value of “no
pain” and 100 “unbearable pain.” After five
days, the pramipexole group, with 178 mem-
bers, reported their limb pain was reduced by
15.5 points versus 5 points in the placebo
group, which had 179 members. At two weeks
and 12 weeks the reductions broke down to
27.5 and 33.5, respectively, in the pramipexole
group against 15 and 11, respectively, in the
placebo group.

n Suppression Surprise. High doses of
cyclophosphamide may decrease disease activity
and disability in patients with aggressive MS,
according to an article that will appear in the
August issue of Archives of Neurology. Previous
studies of cyclophosphamide in MS patients have
generated mixed results, and the agent was often
combined with bone marrow transplant. The cur-
rent study authors administered the drug with
transplant at 50mg/kg per day intravenously for
four consecutive days in a two-year, open label
trial with nine patients who had aggressive
relapsing-remitting MS. In the 23 months of fol-
low-up (average), no deaths or serious side
effects were reported. Participants averaged near-
ly a 40 percent decrease in disability and an 87
percent improvement in scores on a composite
test measuring mental and physical ability. A
reduction in MS-related brain lesions was seen,
from 6.5 to 1.2.
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FDA Wants Boxed Warning on Conventional Antipsychotics
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Labeling of conventional antipsychotic
drugs will warn about an increased
risk of death associated with the off-

label use of these drugs to treat behavioral
problems in older people with dementia,
thanks to a new FDA ruling.

Two recent observational epidemiolog-
ical studies compared the risk for death
with use of an atypical antipsychotic versus
either no antipsychotic or the use of a con-
ventional antipsychotic. Results of these
studies, along with the earlier evidence for
atypical antipsychotic drugs, suggest that
both classes of drugs should be considered
to have an increased risk of death when
used in elderly patients treated for demen-
tia-related psychosis, FDA concluded. The
agency ordered similar labeling changes in
2005 for atypical antipsychotic drugs.
Black boxes for both classes of drugs will
warn that clinical studies show that both
types of antipsychotic drugs are associated
with an increased risk of death when used
in elderly patients treated for dementia-
related psychosis.

“I believe that neurologists should

interpret the revised warnings as a message
that using antipsychotic drugs as a first line
approach to nonpsychotic agitation con-
veys significant risk to patients,” says
David Geldmacher, MD, Associate
Professor of Neurology, Director of the
Memory Disorders Program, and Medical
Director of the Fontaine Adult Neurology
Clinic at the University of Virginia.  

Neurologists should look to safer
agents when possible (e.g. SSRIs, tra-
zodone), he says. “They should look to
cholinesterase inhibitors (with or without
memantine) as a means of delaying or
deferring behavioral symptoms. The role
of caregiver education, such as through the
Alzheimer’s Association, and daycare pro-
grams to reduce adverse behaviors can’t be
neglected.”

Dr. Geldmacher says the warnings
emphasize a need for careful risk/benefit
analysis when prescribing antipsychotics.
“There are certainly times when the dis-
tress associated with psychosis warrants the
risk associated with treating it,” he says.
“Careful documentation of that risk/bene-

fit assessment and the concomitant discus-
sions with the family is important.” PN

SHORTTAKES

Conventional Antipsychotic Drugs
Compazine (prochlorperazine)
Haldol (haloperidol)
Loxitane (loxapine)
Mellaril (thioridazine)
Moban (molindrone)
Navane (thithixene)
Orap (pimozide)
Prolixin (fluphenazine)
Stelazine (trifluoperazine)
Thorazine (chlorpromazine)
Trilafon (perphenazine)

Atypical Antipsychotics
Abilify (aripiprazole)
Clozaril (clozapine)
FazaClo (clozapine)
Geodon (ziprasidone)
Invega (paliperidone)
Risperdal (risperidone)
Seroquel (quetiapine)
Zyprexa (olanzapine)
Symbyax (olanzapine and fluoxetine)
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Generic Drugs Assume Larger Share of Medicare Part D Market

About 63 percent of all prescription
claims filled under Medicare part
D in 2007 were for generic formu-

lations—up from 50 percent less than the
three years ago, according to a report
from Wolters Kluwer. “All in all, it bears
clear evidence of a growing affinity for
generics and a continual slide away from
brands,” the study concludes.

The research indicates that when a
patient enters the coverage gap or “dough-
nut hole,” he or she has a much stronger
preference for generics over brand name
drugs. The survey found that before Part
D was initiated in January 2006, the
generic-to-brand name ratio was evenly
split. By the end of 2006, within the Part
D population, that split increased to 56
percent for generics versus 43 percent for
brand names. But by 2007, that trend
grew stronger with 63 percent of all Part D
prescriptions going to generics versus 37
percent for brand names—a split of more
than 26 percentage points.

“What’s most striking, though, is the
fact that of those who discontinue their

branded drug therapy in the coverage gap,
only six percent return to them after leav-
ing the gap,” says a spokesman in a compa-
ny release. Key findings for 2007 include:

• Fewer patients entered the coverage
gap (15.5 percent vs. 17.1 percent in
2006).

• Patients are willing to stay on their
branded medication while in the coverage
gap for the first 60 to 90 days. However,
with the average stay in gap increasing to
over 100 days and the overall cost of brand
name medications rising, many patients
are choosing to replace their brand name
drugs with generics.

• Among those in the coverage gap who
discontinue their brands, only six percent

returned to brands after leaving the gap.
• Drugs show extraordinary price dis-

parity between brands and generics. For
example, in the lipid market there is a $72
difference in a 30-day supply to the patient
between a brand and a generic.

• Medicare patients paid, on average,
$21.99 for a 30-day supply of branded
drugs in the top 10 therapeutic categories
vs. $17.58 in 2006—a 25 percent increase.

• Commercial plan patients paid an
average of $26.31 for a 30-day supply—
only $4.32 more than Part D patients. In
2006, commercial plan patients paid an
average $37.54, suggesting commercial
plans decreased their costs on average by
$11.23 in 2007. PN

n Across The Pond Request. The European
Medicines Agency is recommending that ergot-
derived dopamine agonists have warnings due to
the risk of fibrosis, particularly cardiac fibrosis,
associated with chronic use. While this has been
a known side effect of ergot-derived dopamine
agonists, new data suggest that fibrosis can
develop before symptoms show. Because the risk
is not equally established in the drugs, the group
recommends warnings as such: For cabergoline
and pergolide: 1) patients must be monitored for
signs of fibrosis with echocardiography before
treatment is started and regularly during treat-
ment, 2) reduction of the maximum recommend-
ed dose to 3mg per day, 3) inclusion of cardiac
fibrosis as a very common side effect. For
bromocriptine and dihydroergocryptine: a con-
traindication for patients with pre-existing valve
problems. For bromocriptine: a restriction of the
maximum dose to 30mg per day. PN
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