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Exercise Protective for Mild Memory Impairment

BY MARY ANN MOON
Contributing Writer

oderate physical activity im-
Mproved cognition in people aged
50 years and older who had mild
memory impairment, according to find-
ings of a recently reported clinical trial.
The cognitive benefits of a light exercise
program—the equivalent of walking for 20
minutes per day—became apparent with-
in 6 months and persisted for an addition-

al year after the exercise intervention was
stopped, said Dr. Nicola T. Lautenschlager
of the University of Melbourne, and her
associates (JAMA 2008;300:1027-37).

The investigators conducted the single-
site trial to test whether a 6-month home-
based exercise program would help fore-
stall dementia. Research has suggested
that people who are physically active are
less likely than sedentary people to devel-
op dementia in later life. Studies also have
shown that adults with mild memory im-

pairment are more likely than those with-
out it to develop dementia.

Dr. Lautenschlager and her colleagues as-
sessed 170 people aged 50 and older who
reported that they had memory problems
but showed no dementia. In addition to this
subjective memory assessment, 59 subjects
were found on objective testing to have
amnestic mild cognitive impairment in a sin-
gle domain, 28 were found to have amnes-
tic mild cognitive impairment in multiple
domains, and 15 were found to have non-

amnestic mild cognitive impairment.

A total of 85 subjects were randomly as-
signed to the intervention group and en-
couraged to perform moderate physical
activity (usually walking) in three 50-
minute sessions per week. The other 85
served as a control group.

The exercise intervention included a
behavioral component with a workshop,
a manual and workbook, and periodic
newsletters and phone calls to encourage
exercising. At the conclusion of the 6-
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Important Safety Information for SEROQUEL, continued

* Hyperglycemia, in some cases extreme and associated with ketoacidosis, hyperosmolar coma, or death, has been reported in patients
treated with atypical antipsychotics, including SEROQUEL. The relationship of atypical use and glucose abnormalities is complicated by the
possibility of increased risk of diabetes in the schizophrenic population and the increasing incidence of diabetes in the general population.
However, epidemiological studies suggest an increased risk of treatment-emergent, hyperglycemia-related adverse reactions in patients
treated with atypical antipsychotics. Patients starting treatment with atypical antipsychotics who have or are at risk for diabetes should
undergo fasting blood glucose testing at the beginning of and periodically during treatment. Patients who develop symptoms of
hyperglycemia should also undergo fasting blood glucose testing

A potentially fatal symptom complex, sometimes referred to as Neuroleptic Malignant Syndrome (NMS), has been reported in association

with administration of antipsychotic drugs, including SEROQUEL. Rare cases of NMS have been reported with SEROQUEL. Clinical
manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental status, and evidence of autonomic instability (irregular pulse or
blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmia). Additional signs may include elevated creatine phosphokinase,
myoglobinuria (thabdomyolysis), and acute renal failure. The management of NMS should include immediate discontinuation of

antipsychotic drugs

Leukopenia, neutropenia, and agranulocytosis (including fatal cases), have been reported temporally related to atypical antipsychotics,

including SEROQUEL. Patients with a pre-existing low white blood cell (WBC) count or a history of drug induced leukopenia/neutropenia
should have their complete blood count monitored frequently during the first few months of therapy. In these patients, SEROQUEL should
be discontinued at the first sign of a decline in WBC absent other causative factors. Patients with neutropenia should be carefully monitored,
and SEROQUEL should be discontinued in any patient if the absolute neutrophil count is < 1000/mm3

Tardive dyskinesia (TD), a potentially irreversible syndrome of involuntary dyskinetic movements, may develop in patients treated with

antipsychotic drugs. The risk of developing TD and the likelihood that it will become irreversible are believed to increase as the duration of
treatment and total cumulative dose of antipsychotic drugs administered to the patient increase. TD may remit, partially or completely, if
antipsychotic treatment is withdrawn. SEROQUEL should be prescribed in a manner that is most likely to minimize the occurrence of TD

Please see additional Important Safety Information on the adjacent pages, and
Brief Summary, induding Boxed Warnings, adjacent to this ad.
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month intervention, subjects in the ac-
tivity group were walking about 9,000
steps per week more than were subjects
in the control group, as assessed by
pedometers.

The intervention group showed sig-
nificantly better delayed recall, lower
scores on the Clinical Dementia Rating,
and better scores on the Alzheimer’s
Disease Assessment Scale-Cognitive
subscale at 6-, 12-, and 18-month as-
sessments, the investigators said.

Although the average improvement on
cognitive testing was “modest,” it was sig-
nificant and greater than that reported
with donepezil (Aricept) therapy. Even a

small improvement is important “when

one considers the relatively modest

amount of physical activity undertaken by
The cognitive benefits of a light
exercise program hecame apparent

within 6 months and persisted for an

additional year after the exercise
intervention was stopped.

participants in the study,” Dr. Lauten-
schlager and her associates noted.

The mechanism by which physical ac-
tivity improves brain function is not yet

known, but it is possible that exercise im-

proves cerebral vascular functioning and

brain perfusion. Other researchers have

suggested that physical activity stim-

ulates synaptogenesis and neurogen-

esis, and also may preserve brain

function by attenuating brain re-
sponses to stress.

In an accompanying editorial, Dr.

Eric B. Larson of Group Health Cen-

ter for Health Studies, Seattle, said

this study, “using rigorous methods,

makes the important contribution of

‘proof of concept’ by establishing that a

relatively small dose of habitual exercise

modestly improved cognition relative to
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placebo, and therefore has the potential to
help prevent Alzheimer’s disease.”
Delaying the onset of dementia, even in
a small portion of the population at risk,
“can produce a large absolute decline in dis-
ease prevalence because of competing
sources of mortality—a patient may die of
another disease before dementia can de-
velop,” he said (JAMA 2008;300:1077-9).
“If exercise is protective and if its effects
can be sustained, presumably with mini-
mal adverse effects and costs, then it be-
comes an attractive option and perhaps a
key strategy to help reduce cognitive mor-
bidity in an increasingly aging society,” he
said. |
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Important Safety Information for SEROQUEL, continued

* Warnings and Precautions also include the risk of orthostatic hypotension, cataracts, seizures, hyperlipidemia, and possibility of suicide
attempts. Examination of the lens by methods adequate to detect cataract formation, such as slit lamp exam or other appropriately sensitive
methods, is recommended at initiation of treatment or shortly thereafter, and at 6-month intervals during chronic treatment. The possibility
of a suicide attempt is inherent in schizophrenia, and close supervision of high risk patients should accompany drug therapy

* The most commonly observed adverse reactions associated with the use of SEROQUEL versus placebo in clinical trials for schizophrenia and
bipolar disorder were dry mouth (9%-44% vs 3%-13%), sedation (30% vs 8%), somnolence (18%-34% vs 7%-9%), dizziness (9%-18% vs
5%-7%), constipation (8%-10% vs 3%-5%), asthenia (5%-10% vs 3%-4%), abdominal pain (4%-7% vs 1%-3%), postural hypotension
(4%-7% vs 1%-2%), pharyngitis (4%-6% vs 3%), weight gain (5%-6% vs 1%-3%), lethargy (5% vs 2%), nasal congestion (5% vs 3%),
SGPT increased (5% vs 1%), and dyspepsia (5%-7% vs 1%-4%)

* In long-term clinical trials of quetiapine, hyperglycemia (fasting glucose > 126 mg/dL) was observed in 10.7% of patients receiving
quetiapine (mean exposure 213 days) vs 4.6% in patients receiving placebo (mean exposure 152 days)

References: 1. SEROQUEL Prescribing Information.
2. Data on file, DA-SER-51, AstraZeneca Pharmaceuticals LP.
3. Data on file, 263170, AstraZeneca Pharmaceuticals LP.
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