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For the treatment of acute manic and mixed episodes associated with 

www.equetro.com Please see important safety information and brief summary of Prescribing Information on the following page.
EquetroTM is a trademark of Shire LLC.

*In clinical trials, 10% of patients treated with EquetroTM discontinued due to lack of efficacy vs 22% of patients on placebo.
†Clinically significant weight gain was defined as an increase from baseline of G7%. Mean weight gain at study 
endpoint in 3-week trials was 2.3 lb in the EquetroTM group vs 0.1 lb in the placebo group (P < 0.001).

New EquetroTM effectively treats acute manic and mix
and has a low incidence of clinically significant wei

Help her out of the mania. And int

Important Safety Information The most frequently observed adverse reactions, particularly during 
the initial phases of therapy, are dizziness, drowsiness, unsteadiness, nausea, and vomiting.
Aplastic anemia and agranulocytosis have been reported in association with the use of 
carbamazepine. Reports of transient or persistent decreased platelet or white blood cell counts 
are not uncommon in association with the use of carbamazepine. However, the vast majority of 
the cases of leukopenia have not progressed to the more serious conditions of aplastic anemia 
or agranulocytosis. Nonetheless, complete pretreatment hematological testing should be 
obtained as a baseline. If a patient in the course of treatment exhibits low or decreased 
white blood cell or platelet counts, the patient should be monitored closely. Discontinuation of the
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Ramelteon Improves Chronic Insomnia in Elderly
B Y  D A M I A N  M c N A M A R A

Miami Bureau

B O C A R A T O N ,  F L A .  —  The newly ap-
proved drug ramelteon significantly re-
duced sleep latency and increased total
sleep time in a phase III study of elderly
patients with chronic insomnia. In addi-
tion, researchers reported no evidence of
next-day residual cognitive, psychomotor,
or memory effects.

“There was really no problem with next-
day psychomotor impairment that you
can see with gamma-aminobutyric acid
(GABA)-ergic agents. This study was done
in an elderly population, so that is partic-
ularly important,” David Seiden, M.D.,
said in an interview at a poster presented
at a meeting of the New Clinical Drug
Evaluation Unit, sponsored by the Na-
tional Institute of Mental Health. Use of
sedative-hypnotic agents has been associ-
ated with increased risk of hip fractures
from falls ( J. Am. Geriatr. Soc. 1999;47:30-
9).

Most agents approved by the Food and
Drug Administration to treat insomnia
work through the GABA-ergic system, in-
cluding zolpidem (Ambien) or zaleplon
(Sonata). But Dr. Seiden said ramelteon
uses a novel approach and has a different
mechanism of action through the mela-
tonin system. 

As a melatonin agonist, ramelteon has
the ability to induce sleep and modulate

circadian rhythm by binding to the same
receptors, M1 and M2, targeted by en-
dogenous melatonin, said Dr. Seiden,
medical director of the Broward Research
Group and Sleep-Wake Disorders Center
of South Florida in Pembroke Pines. 

Dr. Seiden and his associates studied 100
elderly patients with chronic insomnia in
a crossover design. The mean age was 71
years, and 37 participants were men. Each
participant took either ramelteon 4
mg/night, ramelteon 8 mg/night, or

placebo for 5 weeks, followed by a 5- to 12-
day washout period before switching. The
drug was administered 30 minutes before
the patient’s usual bedtime. 

The researchers used overnight
polysomnography to assess efficacy. Pa-
tients also completed a postsleep ques-
tionnaire, Digital Symbol Substitution
Test, and immediate and delayed memo-
ry recall tests.

“The major finding here is, there is an
improvement in sleep latency,” he said.

Participants taking 4-mg/night
ramelteon fell asleep faster than those tak-
ing a placebo (29 minutes versus 38 min-
utes), according to polysomnography. Sim-
ilar improvements occurred with the
higher dose of ramelteon (31 minutes).
These differences were statistically signif-
icant.

Patients’ subjective assessments of sleep
latency were significantly different be-
tween those taking the 4-mg/night dose
of ramelteon and those taking placebo (48

Is Drink a Day

Good for Women?

Adrink a day appears to protect elderly
women from cognitive decline, ac-

cording to new data from the ongoing
Nurses’ Health Study.

During a 2-year follow-up study, inter-
viewers administered four cognitive tests
to more than 11,000 women aged 70-81
years, said Meir Stampfer, M.D., of
Brigham and Women’s Hospital, Boston,
and colleagues. They found that moderate
drinkers (about one drink/day) had a 20%
lower risk of cognitive decline than either
nondrinkers or those who drank two or
more drinks/day. Both wine and beer
were associated with the protective effect
(N. Engl. J. Med. 2005;3:245-53).

Moderate alcohol intake elevates the
HDL level and reduces that of fibrinogen
and other thrombic factors. “Thus, mod-
erate intake of alcohol may help preserve
brain vasculature, may prevent subclinical
strokes, and could thus result in better cog-
nitive function,” the authors said.

But more studies are needed before doc-
tors advise elderly women to start hitting
the bottle, Denis Evans, M.D., of Rush
University, Chicago, said in an accompa-
nying editorial: “Persons seeking to max-
imize cognition in old age must keep in
mind both the uncertainty of the current
results and the knowledge that alcohol
consumption can be a double-edged
sword, with the dangers of overindul-
gence being all too familiar.”

—Michele G. Sullivan
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drug should be considered if any evidence of 
significant bone marrow depression develops.
Carbamazepine should not be used in patients
with a history of previous bone marrow depression,
hypersensitivity to the drug, or known sensitivity
to any of the tricyclic compounds.
Because the possibility of suicide attempt is 
inherent in bipolar disorder, close supervision of
high-risk patients should accompany drug therapy.
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EquetroTM contains carbamazepine.
Please ensure patient is not taking any other form of carbamazepine.

Reminder: 
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min vs. 58 min). However, patients taking
the 8-mg/night dose reported it took them
51 minutes to fall asleep, which was not
statistically different from results seen with
placebo.

“Another positive finding was improve-
ment in total sleep time. It could be an ef-
fect of them falling asleep quicker,” Dr.
Seiden said. During the placebo phase, par-
ticipants slept a mean of 350 total minutes,
according to polysomnography. Total
sleep time increased to 359 minutes at the
4-mg dose of ramelteon and 362 minutes
at the 8-mg dose.

There were no consistent differences in
wake time after sleep onset or number of

nighttime awakenings between the two
treatment groups. 

“This drug has a really well tolerated
side effect profile,” said Dr. Seiden, who
has no financial affiliation with the com-
pany. 

The most commonly reported adverse
events were headache and nausea. Over-
all incidence of adverse events was similar
between placebo (9%), ramelteon 4 mg
(14%), and ramelteon 8 mg (7%) groups. 

Dr. Seiden noted that the developer of
ramelteon, Takeda Pharmaceuticals North
America Inc., is currently looking at addi-
tional applications for the drug, including
jet lag and shift work disorders. ■

Statins Don’t Cut Dementia Risk

Statins do not appear to decrease the
risk of Alzheimer’s disease and other

dementias, as several studies have sug-
gested, reported Peter P. Zandi, Ph.D., of
Johns Hopkins University, Baltimore, and
his associates.

At least six observational studies have
suggested an inverse association between
statin use and dementia, but three ran-
domized trials have found no such pro-
tective effect. To shed light on the issue,
Dr. Zandi and his associates analyzed
data from a study of nearly 5,000 elder-
ly subjects living in Cache County, Utah.

Initial analyses of the investigators’
data suggested that statin use lowered
the risk of dementia. But that link dis-
appeared in further analyses that adjust-
ed for covariates, particularly subject age
and sex.

The investigators concluded that the
purported protective effect of statins
that was found in cross-sectional studies
is an artifact of the study design and sim-
ply is not borne out by further prospec-
tive analyses (Arch. Gen. Psychiatry
2005;62:217-24).

—Mary Ann Moon
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