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TITLE

A  RANDOMIZED, DOUBLE-BLIND, PLACEBO-
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DONEPEZIL. HYDROCHLORIDE (E2020) IN THE
MANAGEMENT OF PATIENTS WITH DEMENTIA IN
ALZHEIMER'S DISEASE IN A NURSING HOME FACILITY

PROJECT PHASE

PHASE [IIB

OBJECTIVES AND
STUDY DURATION

The primary objective of this study is to evaluate the effects of
donepezil hydrochloride (E2020, hereafter referred to as
donepezil) versus placebo in the management of patients with
Alzheimer's disease in Nursing Home facilities. Patients will
have a diagnosis of Possible or Probable Alzheimer’s disease, or
Alzheimer’s disease with cerebrovascular disease, according to
NINCDS criteria and will be receiving routine care by
professional staff in a Nursing home. Patients will receive
donepezil or placebo once a day for 24 weeks, after which the
patients will be eligible to enter an open-label donepezil treatment
prograrm.

STUDY DESIGN Double-blind, placebo-controlled, randomized, parallel-group
study.

SAMPLE SIZE Approximately 160 patients will be randomized to receive either
donepezil (approximately 80 patients) or placebo (approximately
80 patients).

NUMBER OF STUDY Approximately 15-20 sites will be used.

SITES

PATIENT TYPE Otherwise stable, ambulatory patients > 50 years of age, with a

diagnosis of Possible or Probable Alzheimer’s Disease or
Alzheimer's Disease with cerebrovascular disease, according to
NINCDS criteria, with a MMSE score 2 5 and < 26, with a
frequency of 4 in at least one of the items (domains) of the
NPI-NH, and under routine daily care by professional nursing
home staff will be eligible. Patients’ concomitant medications
will be reviewed in accordance with restrictions detailed in the
protocol.

it




SAFETY AND EFFICACY OF DONEPEZIL EM20-A00 131 142945
{

(-.

PROTOCOL SYNOPSIS

)

TEST DRUG DOSAGE Placebo or 10 mg of donepezil

FORMULATIONS 5.0 mg, 7 mm, film-coated donepezil tablets

Placebo, 7 mm, film-coated tablets to match
METHOD OF All doses will be administered by the oral route. Patients
ADMINISTRATION randomized to receive donepezil will receive the 5 mg daily"

dose of donepezil for 28 days, after which their dose will be
increased to 10 mg/day. The dose may be reduced back to 5 mg
if necessary to improve tolerance, however, the intent is to
maintain the 10 mg dose whenever possible.

STUDY PARAMETERS  The primary efficacy measure will be the Neuropsychiatric
Inventory-Nursing Home Version (NPI-NH). Secondary
measures will include the Mini-Mental State Exam (MMSE),
the Physical Self-Maintenance Scale (PSMS), the Clinical
Dementia Rating-Expanded Version (CDR) and the Multi-
observational Scale for Elderly Subjects- Social Activities
Subscale (MOSES). Safety will be monitored by physical
examinations and clinical laboratory tests.

PROCEDURES Patients with Probable or Possible Alzheimer's Disease or
Alzheimer’s Disease with cerebrovascular disease will be
screened by physical, laboratory, psychometric, neurologic, and
behavioral examinations < 4 weeks prior to initiating drug
administration. Baseline safety, behavioral, and psychometric
tests will be conducted along with the Cumulative Illness
Rating Scale (CIRS) to measure medical burden (Screen only).
Eligible patients will then be randomized to receive either
donepezil or placebo. Patients will be evaluated at the end of
Weeks 4, 8, 12, 16, 20 and 24. Patients who complete the 24-
week study will be eligible to enter an open-label donepezil
treatment program.




