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Alzheimer’s Disease
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INVESTIGATORS AND STUDY ADMINISTRATIVE STRUCTURE

Protocol Number: E2020-G000-326

Title of Protocol: Double-Blind, Parallel-Group Comparison of 23 mg Donepezil
Sustained Release to 10 mg Donepezil Immediate Release in Patients
with Moderate to Severe Alzheimer’s Disease

EISAI Protocol Review Committee Date of Approval: 27-OCT-2006 (Revised per
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IND Number: 35,974

EudraCT Number  2006-004888-54

Number of Centers: Approximately 200 (Revised per Amendment 02)
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The sponsors for this study are Eisai Medical Research Inc and Eisai Limited (Revised per
Amendment 01).
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2. PROTOCOL SYNOPSIS

Eisai Sudy Number:

E2020-G000-326

Sudy Title:

Double-Blind, Parallel-Group Comparison of 23 mg Donepezil
Sustained Release to 10 mg Donepezil Immediate Release in
Patients with Moderate to Severe Alzheimer’s Disease

Objectives:

The primary objective of this study is to compare 23 mg donepezil
SR with 10 mg donepezil IR in the treatment of patients with
moderate to severe Alzheimer’s disease.

The secondary objectives are:

e To assess secondary efficacy parameters in support of the
co-primary efficacy parameters

e To perform exploratory quality-of-life assessments in patients
administered 23 mg donepezil SR and in their caregivers for
comparison with 10 mg donepezil IR

e To assess the safety and tolerability of 23 mg donepezil SR
during administration to Alzheimer’s disease patients

e To determine whether treatment response is related to rate of
drug metabolism as modified by CYP2D6 alleles and whether
treatment response is related to the presence of AD risk factor
APOE;y; exploratory analyses only (Added per Amendment 03,
revised per Amendment 04).

Sudy Phase:

III

Sudy Design:

The study consists of a double-blind, double-dummy,
parallel-group comparison of 23 mg donepezil SR to the currently
marketed formulation, 10 mg donepezil IR, in patients with
moderate to severe Alzheimer’s disease. A total of approximately
1200 patients will be enrolled to obtain complete data from
approximately 981 completed patients (revised per Amendment
04). The study will be performed at approximately 200 global sites
(Asia, Oceania, Europe, India, Israel, North America, South Africa
and South America) (Revised per Amendments 01 and 02).
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Study Design
(cont’d):

To be eligible, patients must have been taking 10 mg donepezil IR
(or a bioequivalent generic) for at least 3 months before the
Screening visit (Revised per Amendment 02). Patients will be
randomized in a2:1 ratio (23 mg donepezil SR to
10 mg donepezil IR, PO once daily). The study will consist of
visits at Screening, Baseline (at which time study medication will
be dispensed), 3 weeks (safety only), and 6, 12, 18 and 24 weeks or
early termination. A battery of psychometric assessments will be
administered during study visits to evaluate the patient’s cognitive
function and the patient’s and caregiver’s quality of life during
treatment with study medication. Concurrently, routine safety
assessments (physical examinations, vital sign monitoring, 12-lead
ECG and clinical laboratory tests) will be conducted during each
study visit. Blood will be drawn for donepezil blood level
determinations and (after separate consent) for genotyping.

An Independent Data Monitoring Committee (IDMC) will be
established to review safety aspects of the study and to evaluate the
results of a planned interim analysis. (Text deleted as per
Amendment 02)

Patients who complete study E2020-G000-326 may be referred for
possible enrollment into the open-label extension study,
E2020-G000-328.

Number of Centers:

Approximately 200 (Revised per Amendment 02)

Number of Patients:

Screening: 1700 patients (planned); enrollment: 1200 patients
(estimated) (Revised per Amendments 01, 02, and 04)

Type of Patients:

Patients will be adult male or female patients, 45 to 90 years of age
inclusive, who have been diagnosed with probable AD, consistent
with DSM-IV 290.00 or 290.10 and NINCDS-ADRDA criteria.
All patients must have caregivers who meet specified
inclusion/exclusion criteria.

Treatments:

Patients will receive study medication orally, once daily, for

24 weeks according to a double-dummy design:

e 23 mg donepezil SR concurrently with placebo identical in
appearance to the 10 mg donepezil IR formulation

e 10 mg donepezil IR concurrently with placebo identical in
appearance to the 23 mg donepezil SR formulation
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Sudy Procedures:

At the Screening visit, before screening procedures are initiated,
written informed consent will be obtained from the caregiver and
from the patient or (if applicable) the patient’s legal guardian or
other representative. The caregiver will undergo psychometric
screening to determine eligibility, using the MMSE for cognitive
function evaluation and the CES-D for assessment of possible
depression. Provided that the caregiver test scores meet eligibility
criteria, the patient will then undergo psychometric screening
consisting of the MMSE, the SIB (for assessment of cognitive
functioning), and the CSDD (for assessment of depression)
(Revised per Amendment 02). Patients will be eligible for the
study if their scores on these assessments meet specified criteria.
Subsequently, the eligible patient’s medical history and pertinent
patient and caregiver demographic information will be compiled.
The patient or (if applicable) the legal guardian or other
representative will be asked to give consent for genotyping.
Refusal of this consent will have no bearing on the patient’s
participation in the study as a whole.

Eligible patients will then undergo additional screening procedures
including vital signs, weight, height, complete physical
examination, complete neurological examination, and 12-lead ECG
(Revised per Amendment 01). A cranial MRI or CT will be
performed at Screening or before the Baseline visit if neither an
MRI nor a CT was conducted during the previous 12 months
(Revised per Amendment 02). Blood and urine samples will be
obtained for clinical laboratory assessments, and blood samples
will be taken from all patients (regardless of study center) for
plasma donepezil determinations. Information on prior and
concomitant medications will be obtained, and inclusion/ exclusion
criteria will be reviewed. (Revised per Amendment 02)

The Baseline visit will take place within 4 weeks after the
Screening visit. Patients will again be administered the MMSE and
SIB to confirm eligibility, and inclusion/exclusion criteria will be
reviewed. To obtain baseline psychometric assessment scores,
patients will additionally be administered the CIBIS+, the QoL-AD
and (where possible) the GAtS, and all caregivers will be
administered the ADCS-ADL, the CIBIS+ and the GAtS (Revised
per Amendments 01 and 02). Caregivers will also be administered
the QoL-AD and EQ-5D for proxy assessment of patient QoL
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Sudy Procedures
(cont’d):

(Revised per Amendments 01 and 02). Additionally, the TES and
SCB will also be administered to caregivers, except that
professional caregivers will be excluded from these interviews.
Clinical safety assessments, similar to those conducted during
Screening, will be performed on all patients. Patients at selected
study centers will have blood samples drawn for pharmacokinetic
analyses (Revised per Amendment 02). Blood samples for
genotyping will be drawn from patients who have given separate
informed consent for this procedure (Revised per Amendment 02).
Patients and their caregivers will be instructed to discontinue all
previous prescriptions of donepezil, and study medication will be
dispensed. The first dose of study medication will be taken in the
clinic, and subsequent doses will be taken at home once daily.
(Revised per Amendment 03). Recent Phase I studies of healthy
patients administered multiple doses of 23 mg SR have noted an
increased frequency of typical GI and CNS adverse events than are
seen with 10 mg IR in patients with AD. These adverse events
were generally mild to moderate in intensity and of short duration.
Details can be found in the current version of the Research
Investigator’s Brochure, Edition 7, and in the corresponding Safety
Supplement. Patients in the study may receive antiemetic treatment
for the management of GI symptoms. (Revised per Amendment
02)

Three weeks (+ 4 days) after Baseline, patients will return to the
clinic for a safety-oriented visit. During this visit, vital sign
assessments, a complete physical examination, and a basic
neurological examination will be performed, 12-lead ECG
recordings will be obtained, and blood will be drawn for clinical
laboratory tests. (Revised per Amendment 01)

The patient will then return to the clinic for visits at 6, 12, 18 and
24 weeks (£ 4 days, each interval) after the Baseline visit (Revised
per Amendment 01). Normally, the 24-week visit will constitute
the Final Visit. In the event of early termination, every effort will
be made to conduct the same procedures that would have taken
place at the 24-week visit.

During the 6-, 12-, 18- and 24-week visits, patients will be given
the MMSE, SIB and CIBIC+ tests. At the 24-week visit, they will
also be administered the QoL-AD and the GAtS. The caregiver
will be administered the CIBIC+ and ADCS-ADL tests during the
6-, 12-, 18- and 24-week visits. At the 24-week visit, the caregiver
will be also be administered the QoL-AD, the EQ-5D, the GAtS,
the SCB and the Treatment Outcome Scale (TOS), except that
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Sudy Procedures
(cont’d)

professional caregivers will be excluded from the SCB. (Revised
per Amendment 01)

Also at the 6-, 12-, 18- and 24-week study visits, patients will
undergo safety-related procedures similar to those conducted at
Screening and Baseline. A basic neurological examination will be
performed at the 6-, 12- and 18-week visits and a complete
neurological examination at the 24-week visit (added as per
Amendment 01). Study medication will be dispensed (except at the
24-week visit) and unused study medication will be retrieved. At
selected study centers, blood samples for pharmacokinetic analyses
will be drawn during the Baseline visit and the 6-, 12-, 18- and
24-week visits (Revised per Amendment 02).

Adverse events and concomitant medications will be monitored
during all visits, and compliance will be assessed at the 6-, 12-, 18-
and 24-week visits.

Study Duration

24 weeks

Efficacy Assessments:

Co-primary parameters: SIB (cognitive function of patient) and
CIBIC+ (global rating of patient functioning). For possible
registration purposes in Europe, the ADCS-ADL (functional
capabilities of patient) will be considered as a co-primary measure
in place of the SIB (revised per Amendments 03 and 04).
Secondary parameters: MMSE (cognitive function of patient);
ADCS-ADL (for possible registration purposes in Europe, the SIB
will replace the ADCS-ADL as a secondary parameter) (Revised
per Amendments 03 and 04)

Exploratory parameters: QoL-AD (quality of life, assessed directly
and by caregiver proxy), EQ-5D (quality of life, patient), SCB
(caregiver burden), TES (caregiver expectation of treatment), TOS
(caregiver rating of patient outcome), GAtS (caregiver/patient
treatment goals) (Revised per Amendment 01 and 03)

Safety Assessments:

Vital signs, weight, complete physical examination, neurological
examination, 12-lead ECG, clinical laboratory screens of blood and
urine, adverse event monitoring

Other Assessments:

Donepezil blood level determinations at all study centers; PK
assessments from samples obtained at selected study centers
(Revised per Amendment 02)

Genotyping for CYP2D6 and APOE, in patients who have given
separate informed consent (Revised per Amendment 01)

FINAL: 20-JUN-2008

Page 9 of 110



Eisai

E2020-G000-326

Satistics;

Sample sizes have been selected to support overall statistical power
of at least 80% to show a difference between treatment groups of
0.20 points on the CIBIC+ and a difference between treatment
groups of 3.0 points with respect to the change from baseline in the
SIB.  The sample sizes also support statistical power of
approximately 80% to detect a difference between treatment
groups, of 1.37 points on the ADCS-ADL (severe version).
(Revised per Amendments 02 and 04)

The analysis of efficacy will be conducted on the ITT population.
Unless otherwise specified, all statistical tests will be conducted at
the 0.05 level of significance (two-tailed). In order for the outcome
to be declared positive, both primary efficacy variables, SIB and
CIBIC+, must demonstrate superiority for 23 mg donepezil SR as
compared to 10 mg donepezil IR at Week 24 using the LOCF
approach. For possible registration purposes in Europe, both
primary efficacy variables, ADCS-ADL and CIBIC+, must
demonstrate superiority for 23 mg donepezil SR compared to
10 mg donepezil IR at Week 24 using the LOCF approach in order
for the outcome to be declared positive. (Revised; text deleted per
Amendment 04)

Other efficacy parameters will also be analyzed with the
expectation that they will support the co-primary parameter
analyses (Revised; text deleted per Amendments 02 and 04).

An interim analysis will be performed for safety and futility aspects
of the study. (Revised, text deleted per Amendment 04)

The analysis of the SIB will be performed using an ANCOVA
model with the treatment group and region as factors and the
baseline SIB score as a covariate (revised per Amendment 02). For
continuous variables, the analysis will be carried out using a
statistical model similar to that used for the primary efficacy
co-parameter, SIB (revised per Amendment 02). For the
co-primary efficacy variable, CIBIC+, the analysis will be
performed using ANCOVA combined with a Cochran-Mantel-
Haenszel test (added per Amendment 04). Details will be specified
in the statistical analysis plan, which will be finalized before
database lock.  (Added per Amendment 01, Revised per
Amendment 02)

The safety analysis will be based on the safety population. Safety
parameters, including adverse events, discontinuation from
treatment, study compliance, extent of exposure, clinical laboratory
data and findings from physical examinations, vital sign
assessments and ECG recordings will be presented in tabular and
(where appropriate) graphic format. Safety findings will be
reviewed by the IDMC.
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Donepezil blood levels will be calculated from available data,
Satigtics: (cont’d) | &roup means will be computed as appropriate, and results will be
presented graphically and in tabular format.
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21 PROTOCOL FLOWCHART

(Revised per Amendments 01, 02, and 04)

Assessments and Activities®

Screening
(-4 weeks
to Day 0)

Base-
line
visit

3 week visit
(Safety only)

week
visit

12
week
visit

18
week
visit

Final Visit (24
weeks) or Early
Termination

Informed Consent, caregiver

Informed Consent, patientb

Inclusion/Exclusion Criteria,
caregiver

Inclusion/Exclusion Criteria,
patient

Medical history (patient) and
demographics (patient and
caregiver)

o I B R I

MMSE’, caregiver

CES-D°, caregiver

MMSE?

cspp?

siB¢

| | R >R

=

o

CIBIS+, patient and caregiver

>

CIBICH, patient and caregiver

ADCS-ADL, caregiver

QoL-AD, patient and caregiver

EQ-5D, caregiver proxy
assessment

eltaltel

i dkadke

SCB, caregiver
(non-professional)

e

e

TES, caregiver (non-
professional)

TOS, caregiver

GALS, patient and caregiver

Vitals (with Weight)®

ke

< 4

Height

Complete physical examination

o

o

o

o

Complete neurological
examination

it el ke

ke

Basic neurological examination

>

12-Lead ECG

o

><"'>

el

Clinical laboratory tests®

e

e

Sampling for plasma donepezil
levels

|

IR IR

IR IR

| | A

Sampling for genotyping'

e

Cranial MRI or CT’

Dispense study medication
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(Sffe”egg Base | 5 4o | 6 12 | 18 | Fina Vist (24
Assessments and Activities® ) [;N o | line | onlvy | week | week | week | weeks) or Early
0Day0) | gy | (Saetyonly) | vigt | vist | vist |  Termination

Retrieve unused study X X X X

medication

Study medication compliance X X X X

Discharge from study X

Prior and concomitant <

medications

AEs' <

a- Unless otherwise indicated, procedures pertain to, and are performed only on, the patient.

b - If the patient is unable to provide written informed consent, written consent must be obtained from the patient’s
representative and verbal assent must be obtained from the patient. Separate consent will be required for
genotyping.

c - At Screening, caregivers will be administered the MMSE, then the CES-D, to confirm their eligibility.

d- The MMSE, CSDD, and SIB test instruments will be administered to patients after informed consent/assent has
been obtained from caregivers and patients and after caregiver eligibility has been established, but before clinical
laboratory tests are drawn, so as to avoid performing venipuncture on patients whose psychometric assessment
scores disqualify them from entry into the study (Revised per Amendment 02).

e - Blood pressure recordings should be the average of three separate recordings performed during the same visit (see
Section [L1.2.3)).

f- At Baseline, ECG is to be obtained before study drug is administered.

g - All clinical laboratory tests will include hematology, clinical chemistry and urinalysis. Additionally, at the
Screening visit only, assessments of serum vitamin By,, folate levels, thyroid profile and hepatitis B and C titers
will be obtained.

h - During Screening, blood samples will be drawn from every patient at every study site for determination of plasma
donepezil levels. At subsequent visits, additional samples for pharmacokinetic evaluations will be collected at
selected study sites. (Revised as per Amendment 02)

i- Separate informed consent for genotype determinations will also be requested from the patient or (where
applicable) legal representative. Refusal will have no bearing on participation in any other aspect of the study.

j- Ifneither a cranial MRI nor CT was conducted on the patient during the last 12 months, an MRI or CT will be
performed before the Baseline visit to rule out other causes of dementia (Revised per Amendment 02).

k - Patients and their caregivers will be instructed that patients must discontinue use of previous donepezil

prescription(s).
All AEs should be collected from the time of consent.
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4, LIST OF ABBREVIATIONSAND DEFINITION OF TERMS

Tablel

Glossary of Abbreviationsand Terms

(Revised per Amendment 02)

AChE
AD
ADCS-ADL

ADRs
AE

ALT
ANCOVA
APOE
APOE4
AST
AUC

BP

BUN

°C
CES-D
CFR
CHL
CIBIC+
CIBIS+
cm

Cmax
CNS
CPMP
CPK
CRF
CRO
CSDD
CT

Ccv
CYP2C9
CYP2D6
CYP3A4
CYP450
DSM-IV

E2020
ECG

Acetylcholinesterase

Alzheimer’s disease

Alzheimer’s Disease Cooperative Study - Activities of Daily
Living

Adverse drug reactions

Adverse event

Alanine aminotransferase

Analysis of Covariance (added as per Amendment 01)
Apolipoprotein E

Apolipoprotein E4

Aspartate aminotransferase

Area under curve

Blood pressure

Blood urea nitrogen

degrees celsius

Center for Epidemiologic Studies - Depression

Code of Federal Regulations

Chinese hamster lung

Clinician’s Interview-Based Impression of Change (Plus version)
Clinician’s Interview-Based Impression of Severity (Plus version)
centimeter

Maximum observed plasma concentration

Central Nervous System

Committee for Proprietary Medicinal Products

Creatine phosphokinase

Case report form

Contract Research Organization

Cornell Scale for Depression in Dementia

Computerized tomography

Curriculum vitae

A cytochrome P450 enzyme subtype

A subtype of the drug metabolizing enzyme, CYP450

A subtype of the drug metabolizing enzyme, CYP450

A major drug metabolizing enzyme

Diagnostic and Statistical Manual for Mental Disorders — version
v

Donepezil hydrochloride

Electrocardiogram

FINAL: 20-JUN-2008

Page 19 of 110



Eisai E2020-G000-326
ECL Eisai Co, Ltd
eCRF Electronic case report form
Enax Maximum effect
EQ-5D EuroQoL-5 Dimensions
ESL Eisai Limited
FDA Food and Drug Administration
FR Federal regulations
GAtS Goal Attainment Scale (added as per Amendment 01)
GCP Good Clinical Practice
GI Gastrointestinal
GLM General linear model
HbAlc Hemoglobin A-1c subtype, a marker for diabetes
HCI Hydrochloride
Hg Mercury
HIV Human Immunodeficiency Virus
ICH International Conference on Harmonization
IDMC Independent Data Monitoring Committee
IEC Independent Ethics Committee
IND Investigational New Drug
IR Immediate Release
IRB Institutional Review Board
ITT Intent to Treat (population)
IVRS Interactive Voice Response System
kg Kilogram
LDH Lactate dehydrogenase
LOCF Last Observation Carried Forward
MedDRA Medical Dictionary for Regulatory Activities
m’ square meters
mg milligram
mL milliliter
mm millimeter
MMSE Mini-Mental State Examination
MRI Magnetic Resonance Imaging
ng nanogram
NINCDS-ADRDA  National Institute of Neurological and Communicative Diseases
and Stroke - Alzheimer's Disease and Related Disorders
Association

NINDS-AIREN

nM
NSAIDs
oC
OMB

National Institute of Neurological Disorders and Stroke and
Association Internationale pour la Recherché et 1'Enseignement
en Neurosciences

nanomolar

Non steroidal anti-inflammatory drugs

Observed Cases

Office of Management and Budget
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PD Pharmacodynamics
PET Positron Emission Tomography
pH Hydrogen ion concentration
PI Principal Investigator
PK Pharmacokinetic
po per os (by mouth)
prn Per res notatum (as needed)
QoL-AD Quality of Life in Alzheimer’s Disease
RBC Red blood cell
SAE Serious adverse event
SAS Statistical Analysis System
SCB Screen for Caregiver Burden
SD Standard deviation
SIB Severe Impairment Battery
SR Sustained Release
SSRI Selective Serotonin Reuptake Inhibitor
SUSAR Suspected unexpected serious adverse reaction
T4 Iodine-containing amino acid derivative of thyronine
TES Treatment Expectation Scale
TESS Treatment Emergent Signs or Symptoms
TOS Treatment Outcome Scale
TSH Thyroid-stimulating hormone
UK United Kingdom
USA United States of America
VaD Vascular dementia
WBC White blood cell
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5. BACKGROUND
51 DONEPEZIL

Donepezil (donepezil hydrochloride, E2020, Aricept®) is a piperidine-based
acetylcholinesterase (AChE) inhibitor that is chemically distinct from other agents which
have been approved for the treatment of Alzheimer’s disease (AD)[Ifl Donepezil has been
demonstrated to be a potent and relatively specific inhibitor of AChERfl Both preclinical
toxicology studies and clinical studies conducted worldwide have demonstrated that the
toxicity of donepezil is consistent with the effects of a cholinomimetic agent, and is devoid of
the dose-limiting hepatotoxicity associated with acridine-based molecules such as tacrine
(Cognex™). '*™ In randomized clinical trials, donepezil has been shown to be effective and
safe as a treatment in the management of patients with mild to moderate dementia of AD and
is currently approved for this indication.[t E 1

ci0 Vi

=

| N «  HCI
AN
CH,0O
Figurel Chemical Sructure of Donepezil

Donepezil is the hydrochloride salt of ()-2, 3-dihydro-5, 6-dimethoxy-2{[1-(phenylmethyl)-
4-piperidinyl] methyl}-1H-inden-1-one hydrochloride (Revised per Amendment 02).

Molecular weight: 415.96; empirical formula: C, H ;NO,-HCI

5.2 MECHANISM OFACTION

Donepezil is a selective and reversible inhibitor of AChE both in the periphery as well as in
the central nervous system (CNS). It acts to increase the central cholinergic activity in the
brain. Inhibition of AChE activity prevents the breakdown of acetylcholine and results in
increased acetylcholine concentration at the synaptic site. fiAE Biochemical studies have
demonstrated that donepezil binds selectively to AChE, rather than butyrylcholinestrase, and
reversibly inhibits AChE activity in the periphery as well as in the rat cerebral cortex,
hippocampus, striatum, and hypothalamus.[TE] Donepezil binding to AChE has also been
shown in human brain by positron emission tomography (PET) imagingﬁﬂ
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53 PHARMACOKINETICSAND PHARMACODYNAMICS
5.3.1 Pharmacokinetics

The pharmacokinetics (PK) of donepezil immediate release (IR) are linear up to 10 mg, are
similar in young and elderly healthy patients, patients with AD, and in patients with renal
impairment, and are unaffected by the time of administration during the day. Following oral
administration of the regular marketed formulation of donepezil to healthy volunteers,
donepezil was slowly eliminated from the body with a mean t;,, of approximately 70 hours
The AUC increases in proportion to dose, and changes in dose do not affect clearance or half-
life.

Approximately 95% of circulating donepezil is bound to human plasma proteins, primarily
albumin (about 75%) and, to a lesser extent, alpha;-acid glycoprotein (about 21%). This
binding is not strong; studies have shown that donepezil does not displace strongly bound
drugs like furosemide, digoxin, and warfarin. Donepezil is excreted in the urine intact and
metabolized by the cytochrome P450 system and other enzymes to several metabolites,
which are also excreted in the urine and fecesF] Interaction studies have shown that
donepezil does not affect the clinical PK of theophyllineﬂ cimetidine1 warfarin[f
levodopa/carbidopaﬂ thioridazine[J risperidoneﬂ or digoxinﬂ Concurrent administration
of ketoconazole and donepezil resulted in increased plasma levels of donepezil at steady-state
between 23% and 30% without any resulting increases in the occurrence of treatment
emergent signs or symptoms (TESS).F]

5.3.2 Pharmacodynamics

After administration of single doses ranging from 2-6 mg, donepezil IR exhibited a
dose-proportional increase in the magnitude and duration of AChE enzyme inhibition in
erythrocyte, or red blood cell (RBC), membranes. Similar pharmacodynamic effects were
observed following repeated drug administration in healthy patients and patients at doses
ranging from 1 mg/day to 10 mg/day. The average peripheral (RBC) AChE inhibition in
these clinical trials was 63.6% at 5 mg of donepezil IR, and 77.3% at 10 mg. At these doses,
the average steady-state clearance of donepezil (uncorrected for bioavailability) in clinical
trials was 0.129 L/hr/kg, corresponding to average steady-state plasma concentrations of
24.4 ng/mL and 48.7 ng/mL for the 5 mg/day and 10 mg/day IR doses, respectively. The
relationship between plasma concentrations of donepezil and RBC-AChE inhibition was
stable over time, and was similar in healthy young patients and in elderly patients. No
special population of patients required dosage adjustment. Exploration of population
pharmacokinetics/pharmacodynamics (PK/PD) revealed no demographic variables,
concurrent or intercurrent medical conditions or concomitant medications that influenced the
disposition or activity of donepezil.

Cortical AChE is also inhibited by donepezil IR, according to several studies that used PET
to scan the cerebal cortex in AD patients. The degree of observed inhibition ranged from
19% to 39%[} [% ] and one studyf] reported that the degree of AChE inhibition was
correlated with improvement in Stroop Color Word Interference test scores. These
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observations suggest that increased exposure to donepezil may cause further inhibition of
cortical AChE in AD patients and thereby potentially enhance therapeutic benefit.

54 SAFETY

The most common side effects observed with donepezil administration are nausea and
diarrhea. Other less frequent side effects include vomiting, anorexia, insomnia, muscle
cramps, and fatigue il Additional information on the adverse effects of donepezil can be
found in the current Research Investigator’s Brochure. Additional data specific to donepezil
SR have been collected during three Phase I studies (single dose, multiple dose and
foodeffect). Findings are summarized below. (Added per Amendment 02)

e Most AEs reported during the studies were in the system organ class of gastrointestinal
disorders group, and of these, vomiting was the AE which most frequently led to
discontinuation.

e There were no clinically meaningful changes in lab parameters, vital signs, physical
examinations or ECGs from baseline to end of study during the three studies.

e The 23-mg single dose of the sustained release drug formulation resulted in significantly
more AEs, especially vomiting, than did the lower dose sustained release formulation
(14 mg) or the 10 mg immediate release formulation.

e The 23-mg dose caused a high incidence of nausea and vomiting. This is likely due to the
titration schedule used in the multiple dose study (2 weeks on 14 mg E2020 SR before
escalating to 23 mg). This schedule will not be used in the proposed Phase III clinical
program.

This study will only include patients who have been stable on donepezil therapy, 10 mg daily,
for at least 3 months before screening. It is expected that the long period of stability and
proven ability to tolerate the 10-mg dose of donepezil will decrease the incidence of
cholinergic symptoms that were observed during the Phase I studies. This expectation is also
supported by the Phase IV study E2020-A001-409, results of which are described below and
in the current Research Investigator’s Brochure. (Added per Amendment 02)

Study E2020-A001-409 evaluated the safety and tolerability of 15 mg/day and 20 mg/day of
donepezil IR in patients with mild to moderate AD (Revised per Amendment 02). In this
multi-center, randomized, double-blind, placebo-controlled pilot study, patients were to have
been previously maintained on 10 mg donepezil IR for at least 12 months, but no more
than 30 months, and to have had no more than minimal side effects under this regimen. A
total of 31 patients were randomized to receive either higher donepezil IR doses of
15 mg/day for the first 12 weeks, followed by 20 mg/day for an additional 12 weeks, or
standard donepezil treatment (doses of 10 mg/day) for the same period of time.
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No deaths, serious adverse events (SAEs), or severe adverse events (AEs) occurred during
the study and no patients discontinued due to an AE. All 31 randomized patients (16 patients
in the higher dose treatment group and 15 patients in the standard dose treatment group)
completed the study and were included in the data analysis. A total of 7 treatment-related
AEs in 6 patients were reported in the higher-dose treatment group. These 7 AEs were
diarrhea, vomiting, weight loss, myalgia, agitation, dizziness and tinnitus. The overall
incidence of bradycardia was similar in both groups, and none of the instances of bradycardia
were categorized or reported as an AE by the investigator. Two patients in the higher-dose
treatment group, and no patient in the standard-dose group, experienced clinically significant
weight loss (> 7% body weight).

6. RATIONALE
(Revised per Amendment 02)

Large-scale studies of donepezil, using the IR formulation, have not tested doses exceeding
10 mg (revised per Amendment 04). In a study of moderate to severe Alzheimer’s disease]
initial cognitive improvement was achieved by the IR formulation of donepezil, but was not
sustained. It is not surprising that symptomatic benefit is lost over time since the disease
process is not arrested by donepezil treatment. If higher doses can be achieved, however, it
may be possible to sustain treatment benefit for longer periods of time. Several
investigations have suggested that even a small, incremental degree of cognitive
improvement may achieve clinically meaningful results in AD. Studies of patients with
moderate to severe AD have suggested that those who experience improvements in cognition
may also show benefits in other domains (behavior, activities of daily living and global
function) (data on file). In addition, a recent study showed that even relatively small
decreases in MMSE scores were accompanied by impaired ability to perform activities of
daily living[]

Anecdotal observations indicate that some physicians have increased the dose of
donepezil IR off-label in an effort to sustain benefit in AD patients. The availability of the
SR formulation, at the 23 mg dose, provides an opportunity to evaluate systematically this
approach to the improvement of pharmacotherapy in patients with moderate to severe AD.

7. STUDY OBJECTIVES
7.1 PRIMARY OBJECTIVE

The primary objective of this study is to compare 23 mg donepezil SR with 10 mg
donepezil IR in the treatment of patients with moderate to severe Alzheimer’s disease.

7.2 SECONDARY OBJECTIVES

e Assess secondary efficacy parameters in support of the co-primary efficacy parameters

e Perform exploratory quality-of-life assessments in patients administered 23 mg
donepezil SR and in their caregivers for comparison with 10 mg donepezil IR
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e Assess the safety and tolerability of 23 mg donepezil SR during administration to
Alzheimer’s disease patients (Revised per Amendment 03)

e In exploratory analyses, determine whether treatment response is related to rate of drug
metabolism as modified by CYP2D6 alleles and whether treatment response is related to
the presence of AD risk factor APOE, (Added per Amendment 03)

8. INVESTIGATIONAL PLAN
8.1 OVERALL StuDY DESIGN AND PLAN —DESCRIPTION

This study consists of a double-blind, double-dummy, parallel-group comparison of 23 mg
donepezil SR with the currently marketed donepezil formulation (10 mg donepezil IR) in
patients with moderate to severe Alzheimer’s disease. Patients must have been taking
10 mg IR (or a bioequivalent generic) for at least 3 months prior to Screening. The study will
consist of 24 weeks of daily administration of study medication, with clinic visits at
Screening, Baseline, 3 weeks (safety only), 6 weeks, 12 weeks, 18 weeks and 24 weeks or
early termination. Patients will receive either 10 mg donepezil IR in combination with the
placebo corresponding to 23 mg donepezil SR, or 23 mg donepezil SR in combination with
the placebo corresponding to 10 mg donepezil IR.

A total of approximately 1200 patients will be enrolled (revised per Amendments 02 and 04).
During the Baseline visit, patients will be randomized in a 2:1 ratio (23 mg donepezil SR to
10 mg donepezil IR). The study will be performed at approximately 200 global sites (Asia,
Oceania, Europe, India, Israel, North America, South Africa, and South America) (Revised
per Amendments 01 and 02). An Independent Data Monitoring Committee (IDMC) will be
established to review safety aspects of the study and to evaluate the results of a planned
interim analysis.

Patients who complete the study may be eligible to undergo evaluation for enrollment into
the open-label extension study, E2020-G000-328.

8.2 DiscussioN OF STuDY DESIGN, INCLUDING THE CHOICE OF CONTROL GROUPS

The double-blind, parallel-group design is considered to be appropriate for the comparison of
efficacy and safety in patients receiving 23 mg donepezil SR with that in patients receiving
the currently marketed formulation, 10 mg donepezil IR. The intended sample size has been
selected to achieve sufficient power for comparisons of efficacy.

A double-dummy procedure has been incorporated into the design to ensure an identical
presentation of study medication to the patients and their caregivers, regardless of whether
the patient continues to receive 10 mg donepezil IR or 23 mg donepezil SR during the
treatment period. The 10 mg donepezil IR tablets and the corresponding placebo tablets will
have a color and appearance identical to each other and distinct from that of the 23 mg
donepezil SR tablets and the respective placebo tablets.
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9.

9.1

SELECTION OF STUDY POPULATION
NUMBER OF PATIENTS

Approximately 1700 patients will be screened, and it is estimated that approximately 1200
patients with moderate to severe AD (MMSE 1-20) will be enrolled (Revised per
Amendments 01, 02, 03, and 04).

9.2

INCLUSION CRITERIA

921 Inclusion Criteriafor Patients

(Revised and re-numbered per Amendment 02 and 03)

1)

2)

3)

4)

5)

6)

7)

Written informed consent will be obtained from the patient (if possible) or from the
patient’s legal guardian or other representative (according to local regulations as
appropriate) prior to beginning screening activities. Even if unable to provide written
informed consent, the patient must assent verbally to participating in the study and the
record should note this assent (according to local regulations as appropriate). The
caregiver must separately give informed consent for his or her own participation in the
study. (Revised per Amendment 04)

Patient Age range: Adult patients, 45 to 90 years of age inclusive.

The caregiver must separately meet the specified inclusion/exclusion criteria for

caregivers (Section and Section 0.3.3).

Gender distribution: men and women. Women must be of non-child-bearing potential
(>1 year post-menopausal or surgically sterile).

Diagnosis: diagnostic evidence of probable AD consistent with DSM-IV 290.00 or
290.10 and NINCDS-ADRDA criteria (Appendix 3 and [Appendix 6, respectively)
(Revised per Amendment 03).

Stable Aricept” dose of 10 mg IR (or 10 mg dose of generic donepezil bioequivalent to
Aricept”), taken as a single, daily dose for >3 months prior to the Screening visit.
Tablets must not be broken or crushed. Any patient who splits daily doses (for example,
Aricept” taken as two daily 5 mg doses instead of a single 10 mg dose) will not be
enrolled in the study. (Revised per Amendment 02)

Cranial image: no evidence of focal disease to account for dementia on any cranial image
(MRI or CT) obtained within 12 months prior to Baseline (Revised per Amendment 02).
If no cranial image (MRI or CT) obtained within 12 months prior to Baseline is available,
an attempt should be made to obtain the cranial image with contrast (CT and MRI),
unless the use of contrast is clinically contra-indicated. (Added per Amendment 03)
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8) Degree of dementia: MMSE score 1 to 20 at Screening and Baseline (Revised per
Amendment 04)

9) CSDD < 12 at Screening (Revised per Amendment 02)

10) SIB < 90 at both Screening and Baseline (Re-numbered as per Amendment 02). Patients
will be allowed to re-screen at a later time if their SIB scores are borderline (after 3
months if these scores are 91 or 92, or after 6 months if these scores are 93 or 94) (revised
per Amendment 04). At re-screening a new patient ID number will be assigned to these
patients, and all screening assessments will be repeated. (Added per Amendment 03)

11) Health: physically healthy and ambulatory or ambulatory-aided (ie, walker or cane);
Corrected vision and hearing sufficient for compliance with testing procedures, and able
to read pre-morbidly (Revised per Amendment 02)

12) Clinical laboratory values must be within normal limits or, if abnormal, must be judged
not clinically significant by the investigator. (Re-numbered per Amendment 02)

13) Specified doses of SSRIs are allowed in the study. Patients undergoing treatment with
selective serotonin reuptake inhibitors (SSRIs) at doses that are less than or equal to the
approved dose range of therapeutic efficacy as specified in the Physician’s Desk
Reference or regional equivalent may enter the study provided that the SSRI dose has
been stable for at least 3 months prior to Screening. (Added per Amendment 03)

14) Co-morbid medical conditions must be well-controlled and the patient maintained on
stable doses of medications for 3 months. Patients with risk factors of hypertension and
cardiac disease may be enrolled in the study, provided that hypertension is well controlled
by medication in the clinical judgment of the investigator (supine diastolic BP <95 mm
Hg) and cardiac disease (e.g. angina pectoris, congestive heart failure, or right bundle
branch block) is stable on appropriate medication for 3 months prior to Screening.
Peripheral vascular disease must have been stable for 3 months prior to Screening.
(Revised per Amendments 03 and 04)

15) Patients with diabetes mellitus or risk factors for diabetes mellitus may be enrolled in the
study provided that the patient’s disease is stable and that there have been no recent
(within 3 months of Screening) hospitalizations for diabetic ketoacidosis, hyperosmolar
coma, or hypoglycemia (Revised per Amendment 02). Patients with non-insulin-
dependent diabetes may enroll in the study if controlled on diet or oral medications. All
diabetic patients must have an HbAlc concentration of < 10% and a fasting (8 hours)
serum glucose concentration of < 170 mg/dL, or a random serum glucose concentration
of <250 mg/dL at Screening (Revised per Amendment 0O1).
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16) Patients whose serum Bj, levels at Screening are below the normal range may
nonetheless be admitted to the study if they subsequently show normal levels prior to
Baseline. Patients who are receiving Vitamin B, supplements should maintain a stable
dose/regimen throughout the study. (Revised per Amendments 03 and 04)

17) Patients with hypothyroidism who are on a stable dose of medication for at least 12
weeks prior to Screening, have normal TSH and free T4 at Screening, and are considered
euthyroid will be eligible.

18) Concomitant Medications: Patients undergoing treatment with the following medications
may be enrolled in the study provided these conditions are met:

a. Chronic daily benzodiazepine use may be allowed if doses are stable within
approved dose range consistent with currently accepted standards of practice for at
least 1 year prior to screening, to be confirmed by Medical Monitor. Chronic
intermittent use of benzodiazepines may be allowed pending consultation and
approval by the Medical Monitor but not within 48 hours of scheduled assessment.

b.  Bronchodilator medications for treatment of COPD may be allowed as long as
drug is administered via metered dose inhaler within approved dose range.

c.  Memantine is allowed if taken at prescribed doses that are less than or equal to
20 mg/day, provided that the dose has been stable for at least 3 months prior to
Screening. (Added per Amendment 03, revised per Amendment 04)

d.  Additional prescription treatments for AD, such as other cholinesterase
inhibitors, must have been discontinued for at least 3 months prior to screening.

Concomitant use of memantine is allowed as noted above. (Added per Amendments
03 and 04)

19) The patient must have a relative/caregiver who supervises the regular taking of the drug
at the correct dose and is alert for possible side effects, unless the patient’s legal guardian
takes on this task (Added per Amendment A - Germany).

20)No history of life-threatening arrhythmias. These include (but are not limited to):
unstable atrial flutter, unstable atrial fibrillation, ventricular tachycardia, ventricular
fibrillation, or torsade de pointes. In any case of doubt, a specialist should be consulted.
(Added per Amendment 03, revised per Amendment 04)

9.2.2 Inclusion Criteriafor Caregivers

The designated caregiver must be sufficiently familiar with the patient (as determined by the
investigator) to provide accurate data. The caregiver must have regular contact with the
patient (ie, an average of 10 or more hours per week), must be able to observe for possible
adverse events, and must be able to accompany the patient to all visits (Revised per
Amendment 02). If, during the study, the designated caregiver relinquishes his/her
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responsibilities to another caregiver, the new caregiver must give informed consent and
otherwise qualify for inclusion in the study. If no replacement caregiver is available who
meets the caregiver inclusion/exclusion criteria, the patient must be discontinued from the
study.

9.3 ExcLuUSION CRITERIA
9.3.1 Exclusion Criteriafor Patients

1) Patients taking (a) no medication for Alzheimer’s disease, (b) Aricept® or
bioequivalent generic donepezil at doses other than 10 mg daily, or 10 mg for
< 3 months before Screening; (c) other medications for Alzheimer’s disease, with the
following exceptions (Revised per Amendment 02):

a. Memantine is allowed if taken at prescribed doses that are less than or equal to
20 mg/day, provided that the dose has been stable for at least 3 months prior to
Screening (Revised per Amendments 03 and 04)

b. Vitamin E and/or fish oil and/or gingko biloba are allowed if the dose(s) have
been stable for at least 3 months prior to the Screening visit, provided that
doses are not changed during the study (revised per Amendment 04).

Patients undergoing any alternative medical techniques, such as acupuncture or
acupressure specifically for the treatment of AD, are not eligible to participate in this
study. (Added per Amendment 03, revised per Amendment 04)

2) No caregiver available to meet the inclusion criteria for caregivers

3) Patients who have no measurable concentrations of donepezil in blood samples
collected at Screening (Corrected per Amendment 02)

4) Patients with neurological disorders that affect cognition or the ability to assess
cognition but are distinguishable from Alzheimer’s disease, such as Parkinson’s
disease, multi-infarct dementia, dementia due to cerebrovascular disease,
Huntington’s disease, Pick’s disease, Creutzfeld-Jacob disease, Lewy Body disease,
normal pressure hydrocephalus, brain tumor, progressive supranuclear palsy, seizure
disorder, subdural hematoma, or multiple sclerosis, as well as patients with known
human immunodeficiency virus (HIV) disease, neurosyphilis, or a history of
significant head trauma followed by persistent neurological deficits or known
structural brain abnormalities

5) Patients with psychiatric disorders affecting the ability to assess cognition such as
schizophrenia, bipolar or unipolar depression. Patients with clinically significant
sleep disorders will also be excluded unless these are controlled by treatment and
clinically stable for > 3 months prior to screening (Revised per Amendment 0O1).
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6) Patients with dementia complicated by other organic disease or Alzheimer’s disease
with delirium (DSM IV 290.30 or 290.11;@)

7) Patients with drug or alcohol abuse or dependence within the past 5 years according

to DSM IV criteria (Appendix 3)

8) Patients with any active or clinically significant conditions affecting absorption,
distribution, or metabolism of the study medication (eg, inflammatory bowel disease,
gastric or duodenal ulcers, hepatic disease, or severe lactose intolerance)

9) Patients with evidence of clinically significant, active gastrointestinal, renal, hepatic,
respiratory, endocrine, or cardiovascular system disease (Revised per Amendment 02)

10) Patients with a history of malignant neoplasms (does not include basal or squamous
cell carcinoma of the skin) treated within 5 years prior to study entry, current
evidence of malignant neoplasm, recurrent, metastatic disease. Males with localized
prostate cancer requiring no treatment would not be excluded.

11)Known plan for elective surgery during the treatment period that would require
general anesthesia and administration of neuromuscular blocking agents, such as
succinylcholine, to induce paralysis/muscle relaxation. Minor surgery, such as
colonoscopy or cataract surgery, will be permitted as long as it does not require the
use of these paralytic agents. (Revised per Amendment 02)

12) Donation of blood or blood products during 30 days prior to Screening or plans to
donate blood while participating in the study or within 30 days after completion of the
study

13) Patients who are unwilling or unable to fulfill the requirements of the study

14) Known hypersensitivity to acetylcholinesterase inhibitors or memantine (Revised per
Amendment 01)

15) Use of any prohibited prior or concomitant medications as described in Section
and listed inm

16) Any condition that would make the patient, in the opinion of the investigator,
unsuitable for the study

17) Involvement in any other investigational drug clinical trial during the preceding
3 months, or likely involvement in any other such trial during the course of this study

18) Patients taking concomitant antidepressant medication known to have significant
anticholinergic effects, such as tricyclic antidepressants prescribed at doses
recommended for the treatment of major depression. Prohibited antidepressants are

listed in[Appendix 4. (Added per Amendment 02)
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19) Patients who cannot swallow or who have difficult swallowing whole tablets. (Added

per Amendment 02)

20) Patients with fecal and/or urinary incontinence who are unable to cooperate with

932

routine specimen collection (Added per Amendment 03).

Exclusion Criteriafor Caregivers

(Formatting corrected per Amendment 04)

1)

2)

3)

94

Caregivers who are unwilling or unable to give informed consent or otherwise to
fulfill the requirements of the study

Caregivers who score above 15 on the CES-D or below 27 on the MMSE (below 25 if
the caregiver is illiterate) (Revised per Amendment 02)

Any condition that would make the caregiver, in the opinion of the Investigator,
unsuitable for the study.

EXTENUATING CIRCUMSTANCES FOR PATIENTS

(Added per Amendment 03; section subheading eliminated and text revised per
Amendment 04)

The patient may be influenced by extenuating circumstances preventing enrollment within
the 4 week screening period. Up to an additional 2 weeks will be allowed for the following
scenarios:

1)
2)
3)
4)
5)
6)
7)

8)

Caregiver holiday schedule

Laboratory results not returned to the site within the screening period
Inability to schedule MRI/CT scan (eg, due to holiday schedule)
Caregiver or patient illness (eg, influenza)

Rater illness or extenuating personal conflicts (eg, death in the family)
Death of close friend or family member of the patient or caregiver
Change of caregiver

Natural or civil disaster
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95 REMOVAL OF PATIENTSFROM THERAPY OR ASSESSMENT
95.1 Scheduled Termination

The patient will be considered to have completed the treatment phase of the study after
24 weeks of double-blind treatment and completion of the Week 24 visit procedures. Upon
completion of the treatment phase, and after resolution of any AEs or laboratory
abnormalities that may be present on the last study day, the patient will be considered to have
completed the study. Patients who have completed the study may be referred for possible
enrollment in the 1-year extension study, E2020-G000-328.

9.5.2 Unscheduled Termination or Removal of Patients from the Sudy

In accordance with the Declaration of Helsinki (Appendix 1J), patients have the right to
withdraw from the study at any time and for any reason. The principal investigator (PI)
and/or Eisai have the right to withdraw a patient from the study for any of the following
reasons:

1. Adverse event (AE)
2. At the request of the patient, PI, or Eisai, whether for administrative or other reasons
3. Protocol violation or unreliable, disruptive behavior

4. Patients could be considered for withdrawal at any time from the study for lack of
efficacy or evidence of no therapeutic benefit. For example, attention can be directed
to the decline in SIB score from Baseline to Week 18. . If the decline in the SIB score
is > 6 points, then the patient may be discontinued if the PI concurs that it is in the
patient’s best interest. (Added per Amendment A)

5. Grounds for dismissal from the study also include patients beginning a memory
program or any medication or procedure not part of this study specifically aimed at
AD symptom improvement. (Added per Amendment 03)

If a patient decides to discontinue participation, or is removed from the study prior to
completion, the final discharge procedures as described in Section should be
conducted. Specific events leading to discontinuation and any related test results will be
recorded and explained in the eCRF.

If a patient decides to discontinue study medication for any reason, he/she will be instructed
to immediately notify the PI. In such cases, an early termination visit must be scheduled as
soon as possible, preferably within 1 to 3 days following discontinuation of study medication.
(Revised per Amendment 03)

The date and time of the last drug dose and all observations collected up to the time of
termination will be recorded in the source document and the corresponding eCRF along with
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the reason for termination. Procedures at discharge will be conducted, if possible, as
described under Scheduled Termination, Section R.5.1 (corrected per Amendment 04).

9.5.3 ReChallenge

Patients who were interrupted from one or both tablets of blinded study medication for 1-3
days should be restarted on both blinded study medication tablets. Patients who were
interrupted from blinded study medication for 4 to 7 days must be restarted on 10 mg
donepezil tablets for one week (7 daily doses) prior to resuming blinded study medication.
Only the 10 mg commercial tablets must be taken during the 7 days even if only one
blinded tablet had been temporarily discontinued. Patients who were interrupted from
either or both of the blinded study medications for 8 or more days must be discontinued
from the study and complete the early termination visit. (Added per Amendment 03)

9.54 Replacement Policy for Patients Withdrawn from the Sudy
(Subheading format corrected per Amendment 04)

Patients who discontinue participation or who are removed from the study prior to
completion will not be replaced.

10. TREATMENTS
10.1 IDENTITY OF INVESTIGATIONAL PRODUCT(S)

The 23 mg donepezil SR formulation and the 10 mg donepezil IR formulation, and the
matching placebos for each formulation, will be supplied as tablets in polypropylene bottles.
Each bottle will contain 23 mg donepezil SR, 10 mg donepezil IR, or one of the matching
placebos.

10.2 LABELINGAND PACKAGING OF TREATMENTS

The 23 mg donepezil SR formulation and the matching placebo will be manufactured by
Eisai Co., Ltd., Kawashima, Japan, and the 10 mg donepezil IR formulation and the matching
placebo will be manufactured by Eisai Inc., Research Triangle Park, NC 27709 (USA).
Clinical supplies will be packaged and labeled by Aptuit Inc., Allendale, NJ 07401 (USA).

All study medications will be packaged for double-blind, double-dummy presentation. For
patients randomized to the 23 mg SR group, the Visit Dispenser will contain one bottle of
23 mg donepezil SR tablets and 1 bottle of placebo tablets identical in appearance to the
10 mg donepezil IR tablets. Conversely, for patients randomized to the 10 mg IR group, the
Visit Dispenser will contain one bottle of 10 mg donepezil IR and one bottle of placebo
tablets identical in appearance to the 23 mg donepezil SR tablets. Each bottle will contain
50 tablets.
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The labels for the cartons and boxes will include the following minimal information:

1)
2)
3)
4)
S)
6)
7)
8)

Cautionary statement according to local regulatory requirements
Protocol number

Lot number/Packing reference number

Numbers of bottles in carton/box

Contents per bottle

Storage conditions

Name of Sponsor

Other information according to local regulatory requirements

Drug supplies will not be sent to the investigator until Eisai has received the following
documentation:

)
2)

3)

4)

5)
6)

7)
8)
9)

A signed Confidentiality Agreement, as appropriate (Revised per Amendment 02)

A copy of the protocol signature page signed and dated by both the Sponsor and the
investigator

Written proof of approval of the protocol and the consent forms by the Institutional
Review Board (IRB)/Independent Ethics Committee (IEC) of the institutions where
the study is to be conducted

A copy of the IRB/IEC approved Patient Information Leaflets (if applicable) and
Consent Forms to be used in the study

The IRB/IEC membership list or Health and Human Services Assurance number

A copy of the certification and a table of the normal ranges for the reference
laboratory conducting the clinical laboratory tests required by this protocol

A current (ie, within one year), signed and dated Curriculum Vitae (CV) of the PI
A signed Clinical Trial Agreement

Signed and dated CV's of all the sub-investigators listed on the Food and Drug
Administration (FDA) Form 1572

10) An acknowledgement of receipt of the Research Investigator’s Brochure

11) An importation license (where applicable)

12) Financial Disclosure Forms completed by the PI and sub-investigators
13) A signed and dated FDA Form 1572

14) A copy of Regulatory Authority approval (where applicable) for the country in which

the study is being conducted
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The investigator (or pharmacist, as appropriate) must maintain records of the delivery of the
study drug to the clinical center, the inventory at the clinical center, use for each patient, and
return of the study drug to a delegate of the Sponsor.

The Drug Dispensing Log must be available for monitoring, auditing, or inspection.
Section[16.1 details the accountability of clinical supplies through the use of a Drug
Dispensing Log.

A copy of the release form signed by the Eisai-designated Qualified Person for bulk packed
supplies will be on file at Eisai as applicable.

Study drug must be stored under a controlled room temperature not to exceed 30°C.

Some patients will be taking memantine at doses up to 20 mg/day throughout the study
(revised per Amendment 04). Memantine will not be provided to such patients and will not
be considered as a study medication.

10.3 ADMINISTRATION OF TREATMENTS

At the Baseline visit, the patient and caregiver will be instructed that the patient is to
discontinue use of all donepezil medication from previous prescriptions, so as to ensure that
the patient does not consume any doses of donepezil other than or in addition to study
medication. During the study patients will receive, by the oral route, either 10 mg
donepezil IR in combination with the placebo corresponding to 23 mg donepezil SR, or
23 mg donepezil SR in combination with the placebo corresponding to 10 mg donepezil IR.
The study medication will be dispensed to patients during the Baseline visit and again at the
6-, 12- and 18-week visits. At each visit, a single dose will be taken in the clinic under the
supervision of study site personnel. All other doses will be taken by, or administered to, the
patient at home once daily. (Revised per Amendment 03)

Study medication must be administered whole. Tablets cannot be split, broken or crushed
prior to administration. (Added per Amendment 02)

During the 6-, 12-, 18- and 24-week clinic visits, unused study drug will be retrieved and
compliance will be quantitatively assessed separately for the IR and SR formulations
(Revised per Amendment 02). An appropriate staff member at the study site will count the
tablets remaining in the dispensed bottle of medication and record the number of days since
the last visit (ie, the treatment period) (Revised per Amendment 01). To calculate the number
of tablets removed from the bottle by the patient/caregiver during the treatment period, the
number of tablets remaining in the bottle will be subtracted from the number originally
dispensed. Percent compliance will be calculated by dividing the number of tablets removed
from the bottle by the number of days of the treatment period. If compliance with the dose
regimen for either the IR or SR formulation is less than 80% or greater than 120% at any visit,
the reason(s) must be noted in the eCRF (Revised per Amendments 01, 02, 03, and 04).
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If patients discontinue blinded study medication for 4 to 7 consecutive days but continue in
the study, they will receive 10 mg donepezil IR for 7 days before re-starting blinded study
medication according to the original treatment assignment (revised per Amendment 04).

104 METHOD OF ASSIGNING PATIENTSTO TREATMENT GROUPS

Before or at the time of the Baseline Visit, patients will be randomly assigned to receive one
of the treatments according to a computer-generated randomization code generated by Aptuit,
Inc. Within each treatment group, patients will be stratified according to whether they
received donepezil alone or donepezil plus memantine during the study treatment period.

10.5 SELECTION OF DOSESFOR THE STUDY

The dose proposed for this study, 23 mg as the SR formulation, is higher than those
previously evaluated in large-scale clinical trials. The safety of 15 and 20 mg of donepezil IR
was examined in a 31-patient pilot study (Study No. E2020-A001-409) of patients who had
received 10 mg donepezil IR for at least 12 months prior to study enrollment (Section 5.4).
There were no discontinuations and no SAEs during this study. Thus, it appears likely that
the 23 mg donepezil SR dose would be associated with a reasonable degree of safety. The
selection of the dose to be tested was based on ability to increase the AUC above that
produced by the current IR formulation, accompanied by different release characteristics that
may improve tolerability. (Revised per Amendment 02)

It should be noted that the SR formulation differs from IR donepezil only with respect to the
excipients. Both the IR and SR formulations are once-daily tablets containing donepezil, and
the release pattern differs because of the excipients. (Revised as per Amendment 02)

10.6 BLINDING

Aptuit Inc. will produce a computerized randomization schedule.

An Interactive Voice Response System (IVRS) will be utilized to assign each patient to a
treatment group according to the randomization schedule provided by Aptuit, Inc. It will be
possible to unblind patient treatment assignments if necessary.

10.7 PRIORAND CONCOMITANT THERAPY

Any medication known to modulate the metabolism of donepezil or that substantially impacts
cognition (either by enhancing alertness or causing sedation) will not be permitted. Similarly,
drugs whose metabolism is known to be affected by donepezil will not be allowed. Certain
drugs known to have significant anticholinergic effects will also be prohibited (Revised per
Amendment 02). A list of prohibited classes of concomitant medications for this study is

provided in[Appendix 4.
(Text deleted per Amendment 04)

Patients cannot have taken an investigational drug during the 3 months (or five half-lives for
that investigational drug, whichever is longer) prior to Screening.
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All medications, including over-the counter preparations, dietary supplements, or alternative
medicines that are used by the patient within 4 weeks prior to Screening, must be recorded in
the eCRF, including the name of the preparation or drug, the dosage, the indication, and the
duration of treatment (Revised per Amendment 01). Patients may not take other drugs for
Alzheimer’s disease, except that memantine, fish oil. Vitamin E, and gingko biloba are
permitted (Revised per Amendment 02). If patients have been taking memantine at the time
of study entry, they must maintain a stable dose regimen throughout the study. Similarly, if
patients have been taking Vitamin E, Vitamin Bj,, fish oil, or gingko biloba, they must
maintain a stable dose during the study (Revised per Amendment 02). Non-pharmacological
procedures for AD or cognitive disorders are prohibited. (Revised per Amendment 04)

10.8 MANAGEMENT OF GI-RELATED ADVERSE EVENTS
(Added per Amendment 02)

Gastrointestinal-related adverse events have occurred during clinical trials of
23 mg E2020 SR in healthy volunteers. These adverse events were generally mild to
moderate in intensity and of short duration. If needed, antiemetics and antacids may be
administered to treat GI symptoms in accordance with generally accepted standards of
practice. Acceptable treatments may include domperidone, Emetrol®, metoclopramide, and
ondansetron.

11. ASSESSMENTS
11.1 PSYCHOMETRIC ASSESSMENTS

A number of standard psychometric assessments tools will be utilized for eligibility screening
of caregivers and patients and to assess the efficacy of the study drugs administered (Table 2).
These tools will assess patients’ cognitive function, functional capability and quality of life,
as well as caregiver burden.
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Table2

(Revised per Amendments 01, 02 and 03)

Psychometric Assessments Administered During Study

Purpose Assessment  Parameter Measured ~ Administered to:  Administered at Visits:
Tool
MMSE Cognitive function Caregiver and Screening, Baseline”
patient
CES-D Depression, caregiver Caregiver Screeningb
Exclusion Depression, patient Patient Screening’
criteria CSDD
SIB Cognitive function of Patient Screening; Baseline*
patient
SIB Cognitive function of Patient Screening; Baseline; 6, 12, 18,
Co-primary S{:Bondary in patient 24 weeks; early termination
parameters CIBICH Global rating of patient ~ Caregiver and 6, 12, 18 and 24 weeks; early
functioning patient termination
MMSE Cognitive function Patient Screening; Baseline; 6, 12, 18
and 24 weeks; early
termination
Secondary ADCS-ADL  Functional capabilities ~ Caregiver (proxy  Baseline; 6, 12, 18 and 24
parameters (Primary in of patient assessment) weeks; early termination
EU)
CIBIS+® Baseline global rating Caregiver and Baseline
of patient functioning patient
QoL-AD Quality of life, patient Caregiver (proxy  Baseline; 24 weeks; early
and caregiver assessment) and termination
patient
EQ-5D Quality of life, patient Caregiver (proxy  Baseline; 24 weeks; early
assessment) termination
SCB Caregiver burden Non-professional ~ Baseline; 24 weeks; early
Exploratory caregiver termination
TES Expectation of Non-professional ~ Baseline
treatment success caregiver
TOS Caregiver’s view of Caregiver 24 weeks; early termination
patient status
GALtS Goals, caregiver and Caregiver and Baseline; 24 weeks; early

patient

patient

termination

a - Caregiver receives MMSE only at Screening, not at Baseline; score of > 26 for caregiver required for
caregiver inclusion in study (> 24 if caregiver is illiterate). Patient to be administered MMSE at Screening
only if/after caregiver meets inclusion criteria. MMSE score of <20 at both Screening and Baseline
required for patient inclusion.

b - Score of < 15 required for caregiver inclusion

¢ - Score of < 12 required for patient inclusion in study

d - Score of < 90 at both Screening and Baseline required for patient inclusion. See Section P.21], Inclusion
Criterion 10, for re-screening criteria (revised per Amendment 04).

e - The CIBIS+ is a component of the CIBIC+.

f- For possible registration purposes in Europe, the co-primary endpoints will be the CIBIC+ and the ADCS-
ADL scales. (Revised per Amendment 03)

(Text deleted per Amendment 04)
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11.1.1 Screening Assessments

After informed consent has been obtained, but before any screening procedures are
conducted on the patient, the caregiver should undergo psychometric screening to establish
caregiver eligibility for the study (Revised per Amendment 01). Provided that the caregiver
is eligible, the patient will undergo psychometric screening before any other clinical
procedures are performed, such as venipuncture. Screening will stop if the patient fails to
meet psychometric criteria for inclusion.

11.1.1.1 Screening for Caregiver Eligibility

The Mini-Mental State Examination, to be administered first to the caregiver, is a brief,
30-item test of cognitive functionF] Items evaluate orientation to time and place, immediate
and delayed recall, attention, calculation and language. Scores range from 0 (most impaired)
to 30 (no impairment). The caregiver’s score must be >26 in order to participate in the study
(>24 if the caregiver is illiterate) (Revised per Amendments 01 and 02).

The Center for Epidemiological Studies-Depression (CES-D) scale will then be administered
to caregivers who meet the MMSE screening criterion. The CES-D instrument is a 20-item
self-report measure developed for use in a general population. Each item is scored on a
4-point scale, and the total score ranges from 0 to 60. Reliability and validity have been
demonstrated in a range of populations.[] The caregiver must score < 15 to participate in the
study, since higher scores are considered indicative of potentially significant depressive
symptoms.

11.1.1.2 Screening for Patient Eligibility

Provided that the eligibility of the caregiver has been confirmed, the patient will then undergo
screening, beginning with administration of the MMSE. The patient’s MMSE score must be
<20 for eligibility to enter the study.

Patients who remain eligible will then be rated according to the Cornell Scale for Depression
in Dementia (CSDD), a 19-item scale designed specifically to rate symptoms of depression in
dementiaff] To be included in the study, the patient must have a score of <12 on this scale.
(Revised and text deleted per Amendment 02) They will then receive the SIB, which has been
developed to evaluate the severity of cognitive dysfunction in patients with more advanced
dementiafIf This instrument was designed to minimize the occurrence of “floor” effects
commonly observed with other instruments in the assessment of severe dementia. The scale
evaluates the following nine domains (or sub-scales): memory, language, orientation,
attention, praxis, visual spatial ability, construction, orientation to name, and social
interaction. The SIB includes 40 items, some of which have multiple parts. Items are
presented as single verbal or one-step commands that are enhanced with gestural cues. Total
scores are the sum of all responses and range from 0 (worst score) to 100 (best score,
normal/good cognitive performance). The patient must score < 90 to remain in the study.
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At Baseline, both the MMSE and SIB will again be administered to the patient. If the
patient’s score is > 20 on the MMSE or > 90 on the SIB, the patient will be excluded from the
study regardless of the test score recorded at Screening.

11.1.2 Co-Primary Parameters

The co-primary parameters for this study are the Severe Impairment Battery (SIB) change
from Baseline and the CIBIC+ change from Baseline in the Intent to Treat population using
Last Observation Carried Forward (ITT-LOCF) imputation for missing data. For possible
registration applications in Europe, the co-primary endpoints are the CIBIC+ and the
ADCS-ADL scales (Revised per Amendment 03). It is preferable that each test be
administered by the same rater throughout the trial. One rater should conduct the SIB and
MMSE throughout the study, and another rater should administer the CIBIC+. The co-
primary parameter tests should preferably be administered before the other psychometric
assessments, except that the MMSE (Section [[L.1.3.1)) should be administered beforehand.
(Revised per Amendment 01)

11.1.2.1 Severe Impairment Battery (SIB)

The SIB (described in Section [LL1.1d) will be administered to patients during the Screening
and Baseline Visits and at the 6-, 12-, 18- and 24-week visits. It is essential that the SIB be
completed in its entirety at Baseline. If for any reason this assessment is not completed at
this visit, the patient will be discontinued. (Revised per Amendment 02)

11.1.2.2 The Clinician’s Interview-Based Impression of Severity Plus (CIBIS+) and the
Clinician’s Interview-Based Impression of Change Plus (CIBIC+)

The Clinician’s Interview-Based Impression of Change Plus (CIBIC+) is designed to measure
various domains that describe patient function: general, mental/cognitive state, behavior, and
activities of daily living[] It is a semi-structured global rating derived from a comprehensive
interview with the patient and caregiver by an independent rater. This rater will have access
to source data and psychometric test scores at Baseline for the CIBIS+, but not at any other
time during the study. The rater will refer to the CIBIS+ to complete the CIBIC+ at Weeks 6,
12, 18 and 24. (Revised per Amendment 01)

At Baseline, this independent rater will use a related tool, the Clinician Interview-Based
Impression of Severity (CIBIS+). This scale, which assesses disease severity on a 7-point
scale from 1 = normal to 7 = extremely ill, establishes a point of reference for subsequent
interviews using the CIBIC+. During the 6-, 12-, 18- and 24-week study visits, the rater will
administer the CIBIC+ separately to the patient and the caregiver. At the end of each pair of
interviews during each of these study visits, the rater alone will determine separately for each
of the 4 domains whether the disease has improved, worsened, or remained unchanged since
the baseline evaluation, The CIBIC+ scores are: 1 (markedly improved), 2 (moderately
improved), 3 (mildly improved), 4 (no change), 5 (mildly worse), 6 (moderately worse) and
7 (markedly worse).
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It is essential that the CIBIS+ be completed in its entirety at Baseline. If for any reason this
assessment is not completed at this visit, the patient will be discontinued. (Added per
Amendment 02)

11.1.3 Secondary Parameters

The secondary parameters for this study will be the MMSE and the ADCS-ADL (severe
scale) except for possible registration purposes in Europe, where the ADCS-ADL and
CIBIC+ will be considered as a co-primary parameter. (Revised and text deleted per
Amendment 03) Every effort should be made to have the same raters administer these tests
throughout the study. These tests should, if at all possible, be administered before the tests
specified in Section (Exploratory Parameters) (corrected per Amendment 04). The
MMSE should be administered before the SIB, the ADCS-ADL, and the CIBIC+ (Section
[[112) (Revised per Amendment 02).

11.1.3.1 Mini-Mental State Examination (MMSE)

This instrument, briefly described in Section [L1.1.1], is expected to provide an indication of
cognitive function. In addition to its use at Screening (Section [LL.1.1l), it will be administered
to patients by the rater at Baseline and at all subsequent visits except for the 3-week safety
visit. It should be administered before the SIB and the CIBIC+.

It is essential that the MMSE be completed in its entirety at Baseline. If for any reason this
assessment is not completed at this visit, the patient will be discontinued. (Added as per
Amendment 02)

11.1.3.2 Modified Alzheimer’s Disease Cooperative Study Activities of Daily Living
(ADCS-ADL)

The ADCS-ADL (severe scale) consists of a comprehensive battery of ADL questions used to
measure a patient’s functional capabilities [1f] The modified ADCS-ADL-severe scale is a
19-item scale that has been validated for the assessment of patients with moderate to severe
dementia. It measures the most appropriate basic and instrumental abilities (such as walking,
grooming, bathing, and eating) in this patient population. Each ADL item is rated from the
highest level of independent performance to complete dependence. The scale has a scoring
range of 0 to 54, with the lower scores indicating greater functional impairment.

This inventory will be administered at Baseline and at the 6-, 12-, 18-, and 24-week (or early
termination) visits as a rater-administered interview with the caregiver, and will cover the
patient’s most typical and consistent performance of each ADL during the previous 4 weeks.

It is essential that the ADCS-ADL be completed in its entirety at Baseline. If for any reason
this assessment is not completed at this visit, the patient will be discontinued. (Added per
Amendment 02)
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11.1.4 Exploratory Parameters

The exploratory parameters for this study include the Quality of Life-Alzheimer’s Disease
(QoL-AD) scale, the EuroQoL-5 Dimensions (EQ-5D) scale, the Screen for Caregiver
Burden (SCB), the Treatment Expectation Scale (TES), the Treatment Outcome Evaluation
Scale (TOS), and the Goal Attainment Scale (GAtS). It is preferable that these quality-of-life
assessments be administered in the order given below and that they be administered by the
same rater(s) throughout the study. If possible, these tests should be given after completion
of the co-primary and secondary parameter assessments. (Revised per Amendment 01)

11.1.4.1 Quality of Life — Alzheimer’s Disease (QoL-AD)

The QoL-AD is a 13-item quality of life instrument developed specifically for use in
demential] Each item is scored on a 4-point scale (poor, fair, good, excellent) and a single
score is calculated, ranging from 13 (low functioning) to 52 (normal function). Although
initially developed for use in patients with MMSE score > 10, the QoL-AD can be used in
patients with MMSE scores as low as 3.[] Responsiveness has been demonstrated in a
randomized placebo-controlled trial of cognitive stimulation therapy in which the change in
QoL was significantly correlated with improvement in cognitionﬁ The QoL-AD will be
administered to both patient (interviewer assessment) and caregiver (proxy assessment of
patient QoL) at the Baseline visit and at 24 weeks or (if applicable) the early termination visit.

11.1.4.2 EuroQoL-5 Dimension (EQ-5D).

The EQ-5D is a multi-attribute preference-based generic quality of life instrument that
classifies patient health states across 5 domains: mobility, self-care, usual activities,
pain/discomfort, and anxiety/depression. Each domain has 3 levels. The EQ-5D has
24 possible health states to which patient utilities can be assignedP] In dementia studies,
preference-based generic instruments, including the EQ-5D, have performed best when
proxy-administered./] At Baseline and at 24 weeks or (where applicable) the early
termination visit, the EQ-5D will be completed by caregivers as a proxy assessment of
patient functioning. The Visual Analog Scale component of the EQ-5D will not be used
(Added per Amendment 01).

11.1.4.3 Screen for Caregiver Burden (SCB)

The SCB is a 25-item instrument that questions caregivers about the occurrence and degree
of distress as aspects of the burden of care during the preceding two weeks.[d It was designed
specifically for use with caregivers of Alzheimer's disease patients. Each item is assessed on
a 5-point scale ranging from "0" (no occurrence) to "4" (occurrence with severe distress). Six
domains are covered by the SCB: two patient domains (cognition concerns and behavior) and
four career domains (social, emotional, economic and physical concerns). At Baseline and at
24 weeks or (where applicable) the early termination visit, the SCB will be administered to
non-professional caregivers (for example, relatives and volunteers). Professional caregivers,
defined as visiting nurses, home health aides, nursing home staff and others who provide care
as a profession, will not take part in the SCB.
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11.1.4.4 Treatment Expectation Scale (TES)

The Treatment Expectation Scale (TES) is a 5-point Likert scale that has been devised to
assess the caregiver’s view of the likelihood of treatment success from the study. The
caregiver will be asked “From what you have been told about this study, how much do you
think the patient will be helped by participating?” The five-point scale will range from 1 (ie,
study very helpful) to 5 (study not helpful at all). At the Baseline visit, non-professional
caregivers (for example, relatives and volunteers) will undergo this interview. Professional
caregivers, defined as visiting nurses, home health aides, nursing home staff and others who
provide care as a profession, will not complete the TES.

11.1.4.5 Treatment Outcome Scale (TOS)

This scale is a pilot instrument designed to evaluate the caregiver’s assessment of the
patient’s status. The caregiver will be asked “From what you have observed about the patient
during the course of the study, how much do you think the patient has been helped by
participating in the study?” This instrument comprises a 7-point Likert scale in which a
rating of “1” corresponds to marked improvement, a rating of “4” indicates no change, and a
rating of “7” indicates marked worsening. The caregiver will be administered this test at the
24-week visit or (where applicable) at the early termination visit.

11.1.4.6 Goal Attainment Scale (GAtS)

The GAtS is a technique that is standardized with respect to the general approach, but
individualized with respect to the outcome goals of each patient.f] It is designed to provide
insight into the changes that are considered as important by the caregiver and (if feasible) by
the patient. At study initiation, the patient (if capable) and, separately, the caregiver will be
asked to specify up to 4 goals for the patient during study participation. For each goal, a
description of the current state (or one supplied with the help of the clinician if necessary)
will be provided to anchor the baseline assessment at 0, and other possible outcomes will be
described. The outcome for each goal will be quantified by a 4-point scale that provides for
improvement (+1, +2), no change (0) or worsening (-1, -2). The GAtS will be initiated at
Baseline and completed at the 24-week visit or (where applicable) the early termination visit.

11.2 SAFETY ASSESSMENTS

11.2.1 Medical History and Demographics

A careful history will be obtained at Screening, at which time particular attention should be
paid to historical information germane to determining whether the patient has met all of the
inclusion and exclusion criteria. In addition, the patient and caregiver will be asked to
provide the following demographic information:
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e Level of education; both patient and caregiver

e Type of residence; both patient and caregiver (eg, private home, nursing home or assisted
living facility)

e Type of caregiving; caregiver only (eg, family/friend, visiting nurse, home health aide,
nursing home staff, etc.)

11.2.2 Prior/Concomitant M edications

At Screening and during all study visits, patients and caregivers will be carefully questioned
about all use of medications by the patient, including prescription or over-the-counter
medications, dietary supplements, or systemic agents obtained from alternative medicine
sources.

11.2.3 Vital Signs

Vital signs will be recorded at Screening and during each study visit.

Blood pressure will be measured according to the American Heart Association
recommendations. The blood pressure measurement should be taken after at least 5 minutes
resting in the supine position. The patient should then stand for 2 minutes, at which time the
blood pressure should be taken in the standing position. The average of three separate

readings in each position taken on the same visit should be recorded. The same arm should
be used for the duration of the study.

Heart rate will be determined supine and standing at the same times as the blood pressure
measurements from the radial pulse, by auscultation over the heart with a stethoscope, or by
other accepted means.

Temperature (oral, °C), and respiratory rate (breaths per minute) will also be recorded.

11.2.4 Weight

Weight will be recorded in kg whenever vital signs are taken.

1125 Height

During the Screening visit, height will be recorded in cm.

11.2.6 Physical Examination

A complete physical examination will be conducted at Screening and Baseline and during all
subsequent visits. This examination will consist of evaluation of the head, eyes, ears, nose,
throat, neck, heart, chest, lungs, abdomen, extremities, peripheral pulses, skin, and other
physical conditions of note.
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11.2.7 Neurological Examination

A complete neurological examination will be conducted at Screening and at the Final Visit or
the early termination visit. During the Baseline Visit and the 3-, 6-, 12- and 18-week visits, a
basic neurological examination will be performed. General neurological condition will be
assessed by bedside evaluation of higher integrative functions, cranial nerves, sensorimotor
system, cerebellar function, reflexes, and gait. (Revised per Amendment 01)

11.2.8 12-Lead Electrocardiogram (ECG)

A standardized, 12-lead ECG recording will be performed at Screening, during the Baseline
visit before study drug is administered, and at all subsequent study visits. At Baseline, the
ECG is to be administered before the patient receives study medication. The 12-lead ECGs
must be properly mounted and the recordings must be read by a cardiologist within one week
of the recording. A copy of the ECG and the evaluation report must be kept in the
investigator’s file.

11.2.9 Laboratory Assessments

At all visits, a blood sample and a urine sample are to be obtained for clinical laboratory
assessments as listed below. The blood volume to be drawn will be up to 42 mL at the
Screening Visit and up to 30 mL at all other visits, and the urine sample volume will be at
least 10 mL at all visits including the Screening Visit (Revised per Amendment 03). These
samples will be shipped to Quintiles Laboratories (Revised per Amendment 02).
Additionally, serum vitamin By, levels will be obtained at Screening and may be repeated
prior to Baseline; folate levels, thyroid profile and hepatitis B and C titers will be determined
from blood samples obtained at Screening only. (Revised per Amendments 01 and 03)

Fasting will not be required prior to blood draws for clinical laboratory evaluations (Revised
per Amendments 01 and 02).

11.2.9.1 Hematology
(Revised per Amendment 01)

RBC Bands Eosinophils
Hemoglobin Neutrophils Basophils
Hematocrit Lymphocytes Platelet count
WBC Monocytes

In addition, prothrombin time and activated partial thromboplastin time should be obtained
for patients who are taking anticoagulants (eg, warfarin, fluindione).
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11.2.9.2 Clinical Chemistry
(Revised per Amendment 01)

Albumin LDH Chloride
Alkaline Phosphatase Creatinine BUN

ALT Glucose Phosphorus

AST Total Bilirubin Total Protein
Calcium Sodium Total Cholesterol
Magnesium Potassium Triglycerides

Creatine phosphokinase *
a — The CPK isoenzyme, MB, should be evaluated if CPK is greater than the upper limit of
the normal range.

11.2.9.3 Urinalysis

Protein Specific gravity
pH Microscopic exam of sediment *
Glucose Hemoglobin (or blood)

a - if urine dipstick test is abnormal

11.2.10 Cranial MRl or CT
(Revised per Amendments 02, 03, and 04)

If neither a cranial MRI nor CT was conducted, preferably with contrast, on the patient
during the last 12 months before the Screening visit, an MRI or CT will be performed during
the interval between the Screening and Baseline visits to rule out causes of dementia other
than Alzheimer’s disease.

11.2.11 Adverse Events

All AEs, including SAEs, will be recorded from the time of consent. Recording of AEs will
cease after the Final Visit or early discontinuation, except that SAEs will continue to be
monitored for 30 days following study drug discontinuation (Added per Amendment 01).

11.3 DONEPEZIL PLASMA LEVELS

During the Screening visit, blood samples (6 mL) will be taken from all patients at all sites
for determination of donepezil plasma levels (Revised per Amendments 01 and 02). Blood
levels of donepezil must be confirmed by the analytical laboratory prior to the Baseline visit.
Subsequently, at selected study sites, blood samples (4 mL per draw) will be taken for
pharmacokinetic analyses at Baseline and during the 6-, 12-, 18- and 24-week clinic visits
(Revised per Amendment 01). This blood sampling will take place before study medication
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is administered. When these samples are drawn, study site personnel should note the time at
which the last dose of study medication was taken during the previous day. (Revised as per
Amendment 02)

Blood samples will be processed according to procedures stipulated in a Laboratory Manual
to be provided to the site under separate cover. All samples for donepezil blood level
determinations and pharmacokinetic analyses will be shipped to Quintiles Laboratories
(Revised per Amendments 02 and 03). Plasma concentrations of donepezil will be measured
by validated modified analytical methods previously developed by Eisai Co. Ltd. (ECL).
Prior to the analysis of study samples, assay sensitivity, specificity, linearity, and
reproducibility will be documented. (Revised per Amendment 01)

11.4 PHARMACOGENETIC STUDIES

From consenting patients, a 6-mL blood sample will be collected at Baseline for the
determination of genotype for the drug metabolizing enzyme, CYP2D6, and the identified
apolipoprotein APOE, (Revised per Amendment 02). The CYP2D6 enzyme subtype of
CYP450 has been associated with the metabolism of donepezilf] and the E4 subtype of APOE
has been implicated in the neuropathology of AD.[H The genotyping is being performed in
order to conduct 2 exploratory analyses. The first analysis will determine whether variants in
the allele of CYP2D6 that controls the rate of metabolism of donepezil are related to
treatment response. The second analysis will determine whether the APOE,4 genotype, a risk
factor for AD, leads to a differential treatment response. Written informed consent/assent for
this determination will be obtained from the patient (or where applicable, the legal
representative) according to local regulations as appropriate. Patient consent/assent will be
separate from the informed consent required for participation in all other aspects of the study
(Revised per Amendments 02 and 04). The blood samples will be labeled with a patient
identification number so that patients may revoke their specimens prior to analysis, as well as
link them to efficacy assessments. Patients will not be able to revoke the data from their
specimens once the analysis has taken place and the results have been entered into the
database. Blood samples will be processed and shipped to Quintiles Laboratories as described
in a Laboratory Manual to be provided to the study site (Revised per Amendment 02). These
samples, and data collected from them, will not be shared with anyone not associated with
this study. After analysis, samples will be destroyed and will not enter any data banks.
(Revised per Amendments 01 and 03)

Refusal to consent to this genotyping will have no bearing on the patient’s participation in
any other aspect of the study.

12. SCHEDULE OF ASSESSMENTS

12.1 SCREENING/BASELINE VISITS

The nature of the study and the associated potential risks will be explained to all study
patients. Before screening begins, written informed consent must be obtained from the
patient (if possible) or from the patient’s legal guardian or other representative. Even if
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unable to provide written informed consent, the patient must assent verbally to study
participation, and the record should note this assent. The caregiver must separately give
written informed consent for his or her own participation in the study. If the caregiver is
illiterate, he/she will signify consent by a thumbprint or other personally identifiable method
acceptable by the ethics committee, in lieu of a signature. (Revised per Amendment 02)

12.1.1 Screening Visit

Screening is to be performed within 4 weeks prior to the start of study treatment, and is to
include the assessments listed below. During Screening, the following procedures are to be
conducted in the order indicated. If any of the psychometric test scores indicate that either
the caregiver or the patient is ineligible for the study, no further assessments are to be
performed.

(Revised per Amendment 02)
1. Patient Informed Consent/Assent and Caregiver Informed Consent
2. Psychometric screening of caregiver for eligibility (CES-D, MMSE)
3. Psychometric screening of patient for eligibility (MMSE, CSDD, then SIB)
4. Patient medical history; patient and caregiver demographic information
5. Informed Consent for patient genotyping
6. Clinic Visit/Safety Procedures as follows:
e Vital signs and weight
e Height
e Complete physical examination
e Complete neurological examination (Revised per Amendment 01
e [2-Lead ECG

e Blood and urine samples for clinical laboratory tests; additionally, assessments of
serum vitamin By, folate levels, thyroid profile and hepatitis B and C titers

¢ Blood sample for plasma donepezil determination

e Prior and concomitant medications

e Adverse events to be collected from the time of consent
7. Review of inclusion/exclusion criteria

8. Ifneeded, cranial MRI or CT to be performed before Baseline visit
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12.1.2 BasdlineVisit
(Revised per Amendments 01 and 02)

At the Baseline visit, the MMSE, SIB, ADCS-ADL and CIBIS+ must be completed in full.
Scores of 0 are acceptable on any sub-item, but no item, component or section should be
missing. If any of these co-primary or secondary assessments is not completed at this visit,
the patient will be discontinued from the study. Although all other (ie, exploratory)
psychometric assessments should also be completed, any omissions of these additional
assessments will not in themselves cause the patient to be excluded from the study.

MMSE (patient only)

SIB (patient only)

Inclusion/exclusion criteria, patient (after MMSE and SIB)
ADCS-ADL (caregiver only)

CIBIS+ (caregiver and patient)

QoL-AD (caregiver and patient)

EQ-5D (caregiver only)

SCB (non-professional caregiver only)

TES (non-professional caregiver only)

GATtS (caregiver and patient)

Vital signs and weight

Complete physical examination

Basic neurological examination

12-Lead ECG (to be obtained before administering study drug)
Blood and urine samples for clinical laboratory tests

Blood samples at selected study centers for pharmacokinetic evaluation (blood
obtained before administering study drug)

Blood sample for genotyping (separate informed consent required)
Prior and concomitant medications

Adverse events

Patients instructed to discontinue previous donepezil prescription

Study medication dispensed; first dose administered in clinic
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12.2 TREATMENT PERIOD

(Revised per Amendment 01)

1221 Week 3Visit
(Revised per Amendment 01)

Performed for safety only. A + 4-day visit window will be allowed.

e Vital signs and weight

e Complete physical examination

e Basic neurological examination

e 12-Lead ECG

e Blood and urine samples for clinical laboratory tests
e Prior and concomitant medications

e Adverse events

12.2.2 Week 6 Visit
(Revised per Amendments 01 and 02)

A + 4-day visit window will be allowed.

e MMSE (patient only)

e SIB (patient only)

e CIBIC+ (caregiver and patient)

e ADCS-ADL (caregiver only)

e Vital signs and weight

e Complete physical examination

e Basic neurological examination

e 12-Lead ECG

e Blood and urine samples for clinical laboratory tests

e Blood samples at selected study centers for pharmacokinetic evaluation (blood
obtained before administering study drug)

e Prior and concomitant medications

e Adverse events
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e Unused study medication retrieved
e Study medication compliance

e Study medication dispensed; one dose administered in clinic

12.2.3 Week 12 Visit
(Revised per Amendments 01 and 02)

A £ 4-day visit window will be allowed.

e MMSE (patient only)

e SIB (patient only)

e CIBIC+ (caregiver and patient)

e ADCS-ADL (caregiver only)

e Vital signs and weight

e Complete physical examination

e Basic neurological examination

e 12-Lead ECG

e Blood and urine samples for clinical laboratory tests

e Blood samples at selected study centers for pharmacokinetic evaluation (blood
obtained before administering study drug)

e Prior and concomitant medications
e Adverse events

e Unused study medication retrieved
e Study medication compliance

e Study medication dispensed; one dose administered in clinic

12.2.4 Week 18 Visit
(Revised per Amendments 01 and 02)

A + 4-day visit window will be allowed.

e MMSE (patient only)
e SIB (patient only)
e CIBIC+ (caregiver and patient)
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e ADCS-ADL (caregiver only)

e Vital signs and weight

e Complete physical examination

e Basic neurological examination

e 12-Lead ECG

e Blood and urine samples for clinical laboratory tests

e Blood samples at selected study centers for pharmacokinetic evaluation (blood
obtained before administering study drug)

e Prior and concomitant medications
e Adverse events

e Unused study medication retrieved
e Study medication compliance

¢ Study medication dispensed; one dose administered in clinic

12.25 Week 24, Final Visit
(Revised per Amendments 01 and 02)

Performed at Week 24 or early termination. A + 4-day visit window will be allowed.

e MMSE (patient only)

e SIB (patient only)

e CIBIC+ (caregiver and patient)
e ADCS-ADL (caregiver only)

e QoL-AD (caregiver and patient)
e EQ-5D (caregiver only)

e SCB (non-professional caregiver only)
e TOS scale (caregiver only)

e GATtS (caregiver and patient)

e Vital signs and weight

e Complete physical examination

e Complete neurological examination
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13.
13.1

12-Lead ECG
Blood and urine samples for clinical laboratory tests

Blood samples at selected study centers for pharmacokinetic evaluation
Prior and concomitant medications

Adverse events

Unused study medication retrieved

Study medication compliance

Patients referred for possible enrollment in extension study E2020-G000-328

Discharge from study

ADVERSE EVENTS, SERIOUSADVERSE EVENTSAND REPORTING
ADVERSE EVENTS, SEVERITY AND RELATIONSHIP

Adverse Event (AE): Any untoward medical occurrence in a patient or clinical investigation
patient administered an investigational product. An adverse event does not necessarily have a
causal relationship with the medicinal product. For this study the investigational medicinal
products are 23 mg donepezil SR and 10 mg donepezil IR.

All adverse events encountered during the clinical study will be reported on the
electronic Case Report Form (eCRF). All adverse events, regardless of relationship to
study drug or procedure, should be collected beginning from the time the patient signs
the study consent. Adverse Events in clinical investigation patients include any
changes in the patient’s condition. This includes symptoms, physical findings or
clinical syndromes.

An abnormal laboratory value may be considered an adverse event if the identified
laboratory abnormality leads to any type of intervention whether prescribed in the
protocol or not. It is up to the investigator to determine whether an abnormal
laboratory value constitutes an adverse event.

Examples of laboratory abnormalities, which should be considered as adverse events,
include those which result in withdrawal of the study treatment, withholding study
treatment pending some investigational outcome, reduction of dose of the study
treatment, or additional concomitant treatment. All laboratory abnormalities
considered to constitute an adverse event should be reported on the appropriate page
of the eCRF. Laboratory abnormalities do not need to be listed as separate adverse
events if they are considered to be part of a clinical syndrome that is being reported as
an adverse event. It is the responsibility of the investigator to review all laboratory
findings in all patients. Abnormal values should be commented upon as to clinical
relevance or importance on the eCRF or the laboratory report as appropriate. Medical
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and scientific judgment should be exercised in deciding whether an isolated
laboratory abnormality should be classified as an adverse event.

Every effort must be made by the investigator to categorize each adverse event
according toits severity and itsrelationship to the study treatment.

13.1.1 Assessing Severity of Adver se Events
Adverse events will be graded on a three-point scale (mild, moderate, severe) and reported in
the detail indicated on the eCRF. The definitions are as follows:

MILD Discomfort noticed, but no disruption of normal daily activity
MODERATE  Discomfort sufficient to reduce or affect normal daily activity

SEVERE Incapacitating, with inability to work or to perform normal daily activity

13.1.2 Assessing Relationship to Study Treatment

Items to be considered when assessing the relationship of an adverse event to the study treatment
are:

e Temporal relationship of the onset of the event to the initiation of the study treatment.

e The course of the event, considering especially the effect of discontinuation of study
treatment or reintroduction of study treatment, as applicable.

e  Whether the event is known to be associated with the study treatment, or with other
similar treatments.

e The presence of risk factors in the study patient known to increase the occurrence of
the event.

e The presence of non-study treatment related factors which are known to be associated
with the occurrence of the event.

13.1.3 Classification of Causality

Not Related: A causal relationship between the study treatment and the adverse event is not a
reasonable possibility.

Related: A causal relationship between the study treatment and the adverse event is a
reasonable possibility. The investigator must further qualify the degree of certainty as
“possible” or “probable.”
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13.2 SERIOUSADVERSE EVENTS
13.2.1 Definition of Serious Adverse Events

A serious adverse event (experience) or reaction is any untoward medical occurrence which:
e Results in death

e [s life-threatening (Note: The term “life-threatening” in the definition of “serious”
refers to an event in which the patient was at risk of death at the time of the event; it
does not refer to an event which hypothetically might have caused death if it had been
more severe.)

e Requires in-patient hospitalization or prolongation of existing hospitalization
e Results in persistent or significant disability/incapacity
e [s a congenital anomaly/birth defect

Medical and scientific judgment should be exercised in deciding whether expedited reporting
is appropriate in other situations, such as important medical events that may not be
immediately life-threatening or result in death or hospitalization, but may jeopardize the
patient or may require intervention to prevent one of the other outcomes listed in the
definition above. These should also usually be considered serious.

The following hospitalizations are not considered to be Serious Adverse Events because there
is no “adverse event” (ie, there is no untoward medical occurrence) associated with the
hospitalization:

e Hospitalizations for respite care
e Planned hospitalizations required by the protocol

e Hospitalization planned prior to informed consent (where the condition requiring
the hospitalization has not changed post study drug administration)

e Hospitalization for administration of study drug or insertion of access for
administration of study drug

13.2.2 Reporting of SeriousAdverse Events

(Revised per Amendment 04)

All Serious Adverse Events, irrespective of relationship to study treatment, must be
reported as soon as possible by fax, but no later that one business day, to ICON Medical

Affairs. The“Clinical Trial Serious Adverse Event Report Form (SAE form)” must be
used for reporting.
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The fax numbersto be used for reporting are listed in Table 3

Table3  Fax Numbersfor Reporting Serious Adver se Events and Pregnancies and
Telephone Numbersfor Reporting Deaths and Life-Threatening Events

Country Where SAE Occurred Fax Telephone
USA or Canada PRD PPD
D (business
Europe, Russia, Israel or South Africa  PPP hours), PPP
(after business hours)
Argentina, remainder of South PR (toll free),
American, and Central America i FPD (non-toll
except for Chile and Mexico free)
PPD (toll free),
Chile PPD PPD (non-toll
free)
BEe (toll free),
Mexico FPD FPD (non-toll
free)
Australia, Hong Kong, India,
Philippines, Taiwan, China, PPD PPD
Singapore, Thailand, Malaysia, and
Korea

Deaths and Life-threatening events should be reported immediately by telephone, using
the applicable telephone number listed in |i55ié§i

Theimmediate report of SAEs should be followed-up within one business day by faxing
a completed SAE form to the appropriate regional Medical Affairs fax number aslisted
in

For Urgent Safety Issues, or in the event that the SAE report fax transmission is not
successful, call the appropriate regional SAE hotline number as shown in

It is very important that the serious adverse event report form be filled out as completely as
possible at the time of the initial report. This includes the investigator’s assessment of
causality. All serious adverse events must be followed to resolution, or if resolution is
unlikely, to stabilization (added as per Amendment 01). Any follow-up information received
on serious adverse events should be forwarded within one business day of its receipt. If the
follow-up information changes the investigator’s assessment of causality, this should also be
noted on the follow-up SAE form.
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Serious adverse events, regardless of causality assessment, must be collected through the
termination visit and for 30 days following study drug discontinuation, whichever is longer.
(Revised per Amendment 01)

Any serious adverse event judged by the investigator to be related to the study treatment
should be reported to the Sponsor regardless of the length of time that has passed since study
completion.

Preliminary SAE reports should be followed as soon as possible by detailed descriptions
including copies of hospital case reports, autopsy reports and other documents requested by
the Sponsor.

The investigator should notify his/her Institutional/Ethics Committee/IRB of the occurrence
of the serious adverse event, in writing, in accordance with local requirements. A copy of this

communication must be made available to the study monitor (Revised per Amendments 01
and 02).

13.2.3 Regulatory Reporting of Adverse Events
(Added per Amendment 02)

Adverse events will be reported to regulatory authorities in compliance with local and
regional law and established guidance by Eisai, or a third party acting on behalf of Eisai. The
format of these reports will be dictated by the local and regional requirements.

All studies that are conducted within any European country will comply with the European
Clinical Trial Directive 2001/20/EC. All suspected unexpected serious adverse reactions
(SUSARSs) will be reported as required to the Competent Authorities of all involved European
member states.

13.24 Pregnancy Reporting
(Added in Amendment 03)

Any Pregnancy whose estimated date of conception occurred prior to the termination visit of
the study and for 30 days following study treatment discontinuation must be reported,
whichever is longer.

If an adverse outcome of a pregnancy is suspected to be related to study drug exposure, this
should be reported regardless of the length of time that has passed since the exposure to study
treatment.

An induced abortion or a spontaneous abortion is considered to be a serious adverse event
and should be reported in the same timeframe and in the same format as all other serious
adverse events.
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Pregnancies must be reported as soon as possible but no later than one business day by Fax to
ICON Medical Affairs (revised per Amendment 04). The same reporting procedures must be
followed as for other serious adverse events (Section [[3.2.7).

The “Pregnancy Report Form” must be used for reporting.

All Pregnancies must be followed to outcome. The outcome of the pregnancy must be
reported as soon as possible but not later than one business day.

The “Pregnancy Outcome Form” must be used for reporting the outcome of the pregnancy.
A patient who becomes pregnant must be withdrawn from the study.

13.3 BREAKING THE BLIND

In the case of a medical emergency where the appropriate treatment of the patient requires
knowledge of the dose of test medication, the investigator may break the randomization code
for an individual patient. In all such cases, the adverse event necessitating the emergency
blind break will be handled as a serious adverse event in accordance with the procedures
indicated above. Any broken code will be clearly justified, explained by a comment on the
eCRF and in the source documents, and captured on the Serious Adverse Event Form. The
Medical Monitor must be notified immediately of the blind break.

ICON Clinical Research will provide instructions for breaking the blind.

14. STATISTICAL METHODS
141 DETERMINATION OF SAMPLE SIZE

Sample sizes were determined by the power analysis below.

The sample size determination is based on a Type I error = 0.05, two-sided t-test, using the
pooled standard deviations from the ITT-LOCF Week 24 analysis (Revised as per
Amendment 01). The overall study sample is estimated on the basis of the primary efficacy
variables, SIB and CIBIC+ (Revised per Amendment 02).

The power calculations presented in Table 4 support overall statistical power of at least 80%
to show a difference, between tre groups, of 0.20-points on the CIBIC+, and a
difference, between treatment groups, of 3.0 points with respect to the change from baseline
in the SIB. An estimated sample size of 981 patients is needed (654:327 for 23 mg SR to 10
mg IR). To allow for an approximately 80% rate of completion, the planned total number of
patients to be randomized is approximately 1200 patients (800:400; 23 mg SR to 10 mg IR).
The sample sizes also support statistical power of approximately 80% to detect a difference,
between treatment groups, of 1.37 points on the ADCS-ADL (severe version). (Revised per
Amendment 02, 03, and 04).
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Table4  Power Calculationsfor Primary Efficacy Variables
(Revised per Amendments 02 and 04)

Variable Improvement SD Power
CIBIC+ 0.2 1.053 80%
SIB 3.0 9.544 >99%
ADCS-ADL 1.37 7.18 80%

14.2 STATISTICAL PLAN

(Revised per Amendment 04)

All statistical analyses will be performed using SAS 8.0 or higher. Except where otherwise
specified, all statistical tests will be conducted at the 0.05 level of significance, two-tailed,
and the treatment effect will be analyzed using type III sums of square. (Revised per
Amendment 02)

The efficacy variables will be analyzed by comparing the treatment effect of
23 mg donepezil SR with that of 10 mg donepezil IR (Revised per Amendment 02). (Revised
per Amendment 01)

Demographic and baseline characteristics will be summarized by treatment groups.

14.2.1 Definition of Sudy Populations and Time Pointsfor Analysis
14.2.1.1 Safety Population

Patients included in the Safety population will be those who were randomized and took at
least one dose of study medication.

14.2.1.2 Intent-to-Treat Population
(Revised per Amendment 04)

The Intent-to-Treat population (ITT) will consist of all randomized patients who took at least
one dose of study medication and for whom either (a) SIB data are available at Baseline and
at least one subsequent SIB data point is available from the treatment period, or (b) CIBIS+
data are available at Baseline and at least one CIBIC+ data point is available from the
treatment period (Revised per Amendment 01). For purposes of possible registration in
Europe, the ITT population will consist of all randomized patients who took at least one dose
of study medication and for whom either (a) ADCS-ADL data are available at Baseline and at
least one subsequent ADCS-ADL data point is available from the treatment period, or (b)
CIBIS+ data are available at Baseline and at least one CIBIC+ data point is available from
the treatment period. (Revised per Amendment 03).
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14.2.2 Analysisof Efficacy Variables
(Revised per Amendments 01, 02, and 04)

The analysis of efficacy will be conducted on the ITT population using both the Last
Observation Carried Forward (LOCF) and the Observed Case (OC) approaches. Details will
be specified in the Statistical Analysis Plan, which will be finalized before database lock.

Both primary efficacy variables, SIB and CIBIC+, must demonstrate superiority for
23 mg donepezil SR as compared to 10 mg donepezil IR at Week 24 using the LOCF
approach in order for the study to be declared positive. For possible registration purposes in
Europe, both primary efficacy variables, ADCS-ADL and CIBIC+, must demonstrate
superiority for 23 mg donepezil SR compared to 10 mg donepezil IR in order for the study to
be declared positive. (Revised per Amendment 03).

The analysis of the SIB data will be performed using an ANCOVA model with the treatment
group and region as factors and the baseline SIB score as a covariate.  For
continuous variables, the analysis will be carried out using a statistical model similar to that
used for the SIB efficacy variable. For the co-primary efficacy variable, CIBIC+, the
analysis will be performed using an analysis of covariance combined with a Cochran-Mantel-
Haenszl test. Details will be specified in the statistical analysis plan, which will be finalized
before database lock.

The effects of co-treatment (ie, with donepezil + memantine compared with donepezil alone)
will be explored for the primary variables. Details of the above analyses will be specified in
the statistical analysis plan, which will be finalized before database lock.

14.2.2.1 Primary Efficacy Variables
(Revised per Amendments 02 and 04)

The following primary efficacy variables, using the LOCF approach, are expected to
establish the efficacy of 23 mg donepezil SR versus 10 mg donepezil IR:

e SIB; change from Baseline to Week 24 in the total score

e CIBIC+; impression-of-change score at Week 24

For possible registration purposes in Europe, the following efficacy variables, using the
LOCF approach, are expected to establish the efficacy of 23 mg donepezil SR versus
10 mg donepezil IR.

e CIBIC+, impression-of-change score at Week 24

e ADCS-ADL; change from Baseline to Week 24 in the total score (revised per
Amendment 03)
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14.2.2.2 Secondary Efficacy Variables
(Revised per Amendments 02, 03, and 04)

The following secondary efficacy variables, using the LOCF approach, are expected to
support the efficacy of 23 mg donepezil SR versus 10 mg donepezil IR:

e ADCS-ADL; change from Baseline to Week 24 in the total score
e  MMSE; change from Baseline to Week 24 in the total score

14.2.2.3 Exploratory Efficacy Variables
(Revised per Amendments 02 and 04)

The following exploratory variables, using both the LOCF and OC approaches, are expected
to support the efficacy of 23 mg donepezil SR versus 10 mg donepezil IR.

e SIB; change from Baseline to Weeks 6, 12, and 18 in the total score using the LOCF
approach and change from Baseline to Weeks 6, 12, 18, and 24 using the OC approach

e CIBICH+, impression-of-change score at Weeks 6, 12, and 18 using the LOCF approach
and change from Baseline to Weeks 6, 12, 18, and 24 using the OC approach

e ADCS-ADL, change from Baseline to Weeks 6, 12, and 18 in the total score using the
LOCF approach and change from Baseline to Weeks 6, 12, 18, and 24 using the OC
approach

e MMSE, change from Baseline to Weeks 6, 12, 18, and 24 in the total score, using both
approaches

e  QoL-AD; change from Baseline to Week 24, using both approaches

e EQ-5D; change from Baseline to Week 24 in utility scores attributed to the health state
profiles described by this assessment, using both approaches

e SCB; change from Baseline to Week 24 for the objective burden (OB) and subjective
burden (SB), using both approaches

e TES at Baseline
e TOS at Week 24 or the early termination visit

e GAtS; change from Baseline to Week 24, using both approaches (added as per
Amendment 01)
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14.2.3 Analysisof Safety Variables

The Safety analysis will be based on the safety population. The following tabulations and
presentations of safety variables are expected to establish safety (Revised per
Amendment 02). Safety findings will be reviewed by the IDMC.

14.2.3.1 Discontinuation from Treatment

All patients who discontinued from treatment will be listed and the reasons for
discontinuation will be tabulated.

14.2.3.2 Prior and Concomitant Medications

Data on medications, other than the test medications, used by patients prior to or during the
course of the study will be summarized.

14.2.3.3 Adverse Events

Adverse Events will be listed by patient, and will include both MedDRA and investigator
Terminology. Incidence rate tables will be constructed by severity and by relationship to the
treatment.

14.2.3.4 Laboratory Data
Changes in laboratory test results from Baseline to the endpoint visit will be summarized
both numerically and graphically.

14.2.3.5 Physical Examinations and ECG Measurements

Changes from Baseline or Screening to the last visit in the 12-lead ECG or physical
examination during the double-blind phase will be calculated by the incidence of a new or
worsening clinically significant finding.

14.2.3.6 Vital Signs

Changes in vital signs from Baseline to each study visit will be summarized both numerically
and graphically.

14.2.3.7 Extent of Exposure

Study compliance and the extent of exposure to the medication will be summarized.

14.2.4 Analysisof Pharmacokinetic Variables

Donepezil concentrations at each visit will be presented in tabular and graphic format.
Possible relationships between donepezil levels and the efficacy variables for each of the PD
parameters will be explored using an En.x model (Revised per Amendment 02). In addition,
exploratory PK/PD analysis using the most appropriate models will be applied to these data
to assess potential relationships between donepezil concentrations and clinical efficacy and
safety findings. Standard software analysis packages will be used (WinNonlin, Pharsight Inc.,
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NONMEM, S-Plus), although specific new models may have to be written within the
software where necessary.

14.2.5 Genotyping

If applicable, the incidence of specified polymorphisms detected by genotyping will be
tabulated. Possible relationships of genotypes to treatment response will be explored.

14.2.6 Interim Analysis

One interim analysis will be performed for safety and futility aspects of the study (revised per
Amendments 02, 03, and 04). The results of the interim analysis will be reviewed by the
Independent Data Monitoring Committee (IDMC). All unblinded analyses provided to the
IDMC will be performed by an independent statistician other than the study statistician
(revised per Amendment 04). Persons working directly on the study will be blinded to the
results of the interim analysis.

If no sign of efficacy is observed at the interim analysis, the IDMC may recommend that the
trial be stopped on grounds of futility. Details of the futility rules will be specified in the
IDMC charter before the interim analysis takes place. (Revised per Amendment 04)

15. ETHICS
15.1 INDEPENDENT ETHICS COMMITTEE (IEC) OR INSTITUTIONAL REVIEW BOARD
(IRB)

Prior to initiation of the study at each investigational site, the protocol, the informed consent
form(s), the patient information sheet(s), details of the patient recruitment procedures and any
other relevant study documentation will be submitted to the responsible local and/or national
IEC/IRB.

The investigator will report promptly to the IEC/IRB any new information that may
adversely affect the safety of patients or the conduct of the study. Similarly, the investigator
will submit written summaries of the study status to the IEC/IRB annually, or more
frequently if requested by the IEC/IRB. Upon completion of the study, the investigator will
provide the IEC/IRB with a brief report of the outcome of the study, if required.

The investigator should promptly report to the IRB/IEC:

a. Deviations from, or changes of, the protocol to eliminate immediate hazards to
the trial patients

b. Changes increasing the risk to patients and/or affecting significantly the
conduct of the trial

c. All adverse drug reactions (ADRs) that are both serious and unexpected
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15.2 ETHICAL CONDUCT OF THE STUDY

The guidelines of the World Medical Association Declaration of Helsinki in its revised
edition (48th General Assembly, Somerset West, Republic of South Africa, October 1996),
the guidelines of ICH GCP (CPMP/ICH/135/95), as well as the demands of national drug and
data protection laws and other applicable regulatory requirements, will be strictly followed.
Approval will be obtained from the appropriate regulatory authorities of participating
countries before sites are initiated. A copy of the Declaration of Helsinki is located in

A ppendix 1

15.3 PATIENT INFORMATION AND CONSENT

The investigator is responsible for ensuring that no patient is subject to any study-related
examination or activity before that patient has given informed consent. Written informed
consent will be obtained from the patient (if possible) or from the patient’s legal guardian or
other representative, according to local regulations as appropriate, prior to beginning
screening activities. Even if unable to provide written informed consent, the patient must
assent verbally to participating in the study and the record should note this assent (according
to local regulations as appropriate). The caregiver must separately give informed consent for
his or her own participation in the study. If the caregiver is illiterate, consent will be
signified by a thumbprint or another personally identifiable method acceptable in lieu of a
signature (Revised per Amendments 02 and 04).

Patients who have capacity to sign informed consent at the beginning of the study should be
encouraged to appoint a proxy in the event that they lose capacity over the course of the study.
This proxy would be responsible for determining if the patient can remain in the study in
accordance with the patient prior instructions. (Added per Amendment 03)

Before consent is given, the patient (or legal representative, if applicable) and the caregiver
will receive detailed information. The verbal explanation will cover all the elements
specified in the written information provided for the patient. The investigator will inform the
patient of the aims, methods, anticipated benefits and potential hazards of the study, including
any discomfort it may entail. The patient (or legal representative, if applicable) and the
caregiver must be given every opportunity to clarify any points he/she does not understand
and if necessary, ask for more information. At the end of the interview, the patient (or legal
representative, if applicable) and the caregiver may be given time to reflect if this is required,
or if more time is requested. Patients and/or legal representative, and caregivers, will be
required to sign and date the informed consent form. After completion, informed consent
forms will be kept and archived by the investigator in the investigator's study file.

It should be emphasized that the patient, the legal representative and/or the caregiver is at
liberty to withdraw their consent to participate at any time, without penalty or loss of benefits
to which the patient is otherwise entitled. Patients who refuse to give, or withdraw, written
informed consent may not be included or continued in this study, but this will not impact on
their subsequent care.
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16. TREATMENT COMPLIANCE
16.1 DRUG ACCOUNTABILITY PROCEDURES

A Drug Dispensing Log must be kept current and should contain the following information:
e The study identification number of each patient to whom drug was administered
e The date(s), quantities, and lot numbers for all test substances administered
e Initial inventory upon receipt of supplies at the study site
e Final Inventory (upon completion of the study)
This inventory must be available for inspection by the clinical trial monitor.

Following the closeout of the study, all unused clinical supplies are to be shipped by the
monitor to Eisai’s designated site.

16.2 RECEIPT OF STUDY DRUG

The investigator (or pharmacist, as appropriate) must maintain records of the delivery of the
study medication to the study site, the inventory at the site, the use for each patient, and the
return to a delegate of the sponsor.

16.3 HANDLING OF STUDY DRUG

Study medication must be kept in a secure location and carefully stored at the study site,
safely and separately from other drugs, within its original container.

16.4 RECORDSOF STUDY DRUG

Details of the accountability of clinical supplies will be recorded in a Drug Dispensing Log.
The Drug Dispensing Log must be available for monitoring, auditing, or inspection.

17.  STUDY MANAGEMENT AND ADMINISTRATION

17.1 WARNINGSAND PRECAUTIONS

The clinical trial and marketing experience for donepezil is extensive, and has generated a
well-characterized safety profile (added per Amendment 04). The investigative staff should
be familiar with the warnings and precautions for donepezil as presented in the Research
Investigator’s Brochure.

17.1.1 Undesirable Effects
(Added per Amendment 04)

In clinical studies of mild to moderate Alzheimer’s disease, the most common adverse events
(incidence >5% and twice the frequency of placebo in patients receiving 10 mg/day) were
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diarrhea, muscle cramps, fatigue, nausea, vomiting, and insomnia. Cases of syncope,
bradycardia, sinoatrial block, and atrioventricular block were observed. No notable
abnormalities in laboratory values associated with treatment were observed except for minor
increases in serum concentrations of muscle creatinine kinase.

In clinical studies of severe Alzheimer’s disease, the most common adverse events
(incidence >5% and twice the frequency of placebo) were diarrhea, nausea and aggression.

17.1.2 Warnings
(Re-numbered per Amendment 04)

Anesthesia: Donepezil, as a cholinesterase inhibitor, is likely to exaggerate succinylcholine-
type muscle relaxation during anesthesia.

Cardiovascular Conditions: Because of their pharmacological actions, cholinesterase
inhibitors may have vagotonic effects on the sinoatrial and atrioventricular nodes. This effect
may manifest as bradycardia or heart block in patients both with and without known
underlying cardiac conduction abnormalities. Syncopal episodes have been reported in
association with the use of donepezil.

Gastrointestinal Conditions: Through their primary action, cholinesterase inhibitors may be
expected to increase gastric acid secretion due to increased cholinergic activity. Therefore,
patients should be monitored closely for symptoms of active or occult gastrointestinal
bleeding, especially those at increased risk for developing ulcers, e.g., those with a history of
ulcer disease or those receiving concurrent nonsteroidal anti-inflammatory drugs (NSAIDs).
Clinical studies of donepezil have shown no increase, relative to placebo, in the incidence of
either peptic ulcer disease or gastrointestinal bleeding.

Donepezil, as a predictable consequence of its pharmacological properties, has been shown to
produce diarrhea, nausea and vomiting. These effects, when they occur, appear more
frequently with the 10 mg/day dose than with the 5 mg/day dose. In most cases, these effects
have been mild and transient, sometimes lasting 1 to 3 weeks, and have resolved during
continued use of donepezil.

Genitourinary: Although not observed in clinical trials of donepezil, cholinomimetics may
cause bladder outflow obstruction.

Neurological Conditions. Seizures: Cholinomimetics are believed to have some potential to
cause generalized convulsions. However, seizure activity also may be a manifestation of
more advanced Alzheimer’s disease.

Pulmonary Conditions: Because of their cholinomimetic actions, cholinesterase inhibitors
should be prescribed with care to patients with a history of asthma or obstructive pulmonary
disease.
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Mortality in Vascular Dementia Clinical Trials. Three clinical trials of 6 months duration
were conducted studying individuals meeting the NINDS-AIREN criteria for probable or
possible vascular dementia (VaD). The NINDS-AIREN criteria are designed to identify
patients whose dementia appears to be due solely to vascular causes and to exclude patients
with Alzheimer’s disease. In the first study, the mortality rates were 2/198 (1.0%) on 5 mg
donepezil, 5/206 (2.4%) on 10 mg donepezil and 7/199 (3.5%) on placebo. In the second
study, the mortality rates were 4/208 (1.9%) on 5 mg donepezil, 3/215 (1.4%) on 10 mg
donepezil and 1/193 (0.5%) on placebo. In the third study, the mortality rates were
11/648 (1.7%) on 5 mg donepezil and 0/326 (0%) on placebo. The mortality rate for the
three VaD studies combined in the donepezil hydrochloride group (1.7%) was numerically
higher than in the placebo group (1.1%); however, this difference was not statistically
significant. The majority of deaths in patients taking either donepezil or placebo appear to
result from various vascular related causes, which could be expected in this elderly
population with underlying vascular disease. An analysis of all serious non-fatal and fatal
vascular events showed no difference in the rate of occurrence in the donepezil group relative
to placebo.

In pooled Alzheimer’s disease studies (n = 4146), and when these Alzheimer’s disease studies
were pooled with other dementia studies including the vascular dementia studies (total
n = 6888), the mortality rate in the placebo groups numerically exceeded that in the donepezil
groups.

17.1.3 Precautions
(Re-numbered per Amendment 04)

(&) Drug-Drug Interactions
(Revised per Amendment 01)

Effect of Donepezil on the Metabolism of Other Drugs: No in vivo clinical trials have
investigated the effect of donepezil on the clearance of drugs metabolized by CYP3A4 (e.g.
cisapride, terfenadine) or by CYP2D6 (e.g. imipramine). However, in vitro studies show a
low rate of binding to these enzymes (mean K; about 50-130 nM), that, given the therapeutic
plasma concentrations of donepezil (164 nM), indicates little likelihood of interference.

Whether donepezil has any potential for enzyme induction is not known.

Formal pharmacokinetic studies evaluated the potential of donepezil for interaction with
theophylline, cimetidine, warfarin, digoxin and ketoconazole. No effects of donepezil on the
pharmacokinetics of these drugs were observed.

Effect of Other Drugs on the Metabolism of Donepezil: Quinidine and ketoconazole,
inhibitors of CYP2D6 and CYP3A4 respectively, inhibit donepezil metabolism in vitro.
Whether there is a clinical effect of quinidine is not known. In a 7-day crossover study in 18
healthy volunteers, ketoconazole (200 mg once daily) increased mean donepezil (5 mg once
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daily) concentrations (AUC.24 and Cpax) by 36%. The clinical relevance of this increase in
concentration is unknown.

Inducers of CYP2D6 and CYP3A4 (e.g., phenytoin, carbamazepine, dexamethasone,
rifampin, and phenobarbital) could increase the rate of elimination of donepezil.

Formal pharmacokinetic studies have demonstrated that the metabolism of donepezil is not
significantly affected by concurrent administration of digoxin or cimetidine.

Use with Anticholinergics. Because of their mechanism of action, cholinesterase inhibitors
have the potential to interfere with the activity of anticholinergic medications.

Use with Cholinomimetics and Other Cholinesterase Inhibitors: A synergistic effect may
be expected when cholinesterase inhibitors are given concurrently with succinylcholine,
similar neuromuscular blocking agents or cholinergic agonists such as bethanechol.

(b) Carcinogenesis, Mutagenesis and | mpair ment of Fertility

Carcinogenesis: Carcinogenicity studies of donepezil conducted in mice and rats were
negative.

Mutagenesis: Donepezil was not mutagenic in the Ames reverse mutation assay in bacteria.
In the chromosome aberration test in cultures of Chinese hamster lung (CHL) cells, some
clastogenic effects were observed. Donepezil was not clastogenic in the in vivo mouse
micronucleus test.

Fertility: Donepezil had no effect on fertility in rats at doses up to 10 mg/kg/day
(approximately 8 times the maximum recommended human dose on a mg/m” basis).

(c) Pregnancy

Pregnancy Category C: Teratology studies conducted in pregnant rats at doses up to
16 mg/kg/day (approximately 13 times the maximum recommended human dose on a mg/m?
basis) and in pregnant rabbits at doses up to 10 mg/kg/day (approximately 16 times the
maximum recommended human dose on a mg/m? basis) did not disclose any evidence for a
teratogenic potential of donepezil. However, in a study in which pregnant rats were given up
to 10 mg/kg/day (approximately 8 times the maximum recommended human dose on a
mg/m” basis) from Day 17 of gestation through Day 20 postpartum, there was a slight
increase in still births and a slight decrease in pup survival through Day 4 postpartum at this
dose; the next lower dose tested was 3 mg/kg/day. There are no adequate or well-controlled
studies in pregnant women. Donepezil should be used during pregnancy only if the potential
benefit justifies the potential risk to the fetus.

Nursing Mothers: It is not known whether donepezil is excreted in human breast milk.
Donepezil has no indication for use in nursing mothers.
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Pediatric Use: There are no adequate and well-controlled trials to document the safety and
efficacy of donepezil in any illness occurring in children.

17.1.4 Risk/Benefit Satement
(Re-numbered per Amendment 04)

(Added per Amendment 03)

This is a study of the safety and efficacy of donepezil in patients with moderate to severe
Alzheimer’s disease. Although specific risks have been identified above, as with any
medication, it must be emphasized that serious adverse experiences, previously identified or
not, may occur. Patients participating in this study cannot be guaranteed a clinical benefit
from administration of the test drugs. Thus, for each patient, the possibility of a positive
therapeutic effect and their contribution to the scientific understanding of the properties and
actions of donepezil are the only benefits. (Revised per Amendment 03)

17.2 MONITORING

It is understood that Eisai or its designee will contact and visit the investigator regularly for
monitoring purposes. The monitor will be allowed, on request, to inspect the various records
of the trial (eCRFs, source documents and any other pertinent data) provided that patient
confidentiality is maintained in accordance with local requirements. It will be the monitor's
responsibility to inspect the eCRFs at regular intervals throughout the study, to verify the
adherence to the protocol and the completeness, consistency and accuracy of the data being
entered. The monitor must have access to laboratory test reports and other patient records
needed to verify the entries on the eCRF. The investigator (or her/his designee(s)) agrees to
cooperate with the monitor to ensure that any problems detected in the course of these
monitoring visits are resolved.

17.3 AUDIT AND INSPECTION

Investigator sites, the study database and study documentation may be subject to quality
assurance audits during the course of the study either by Eisai, or their appointed
representatives. In addition, regulatory bodies at their discretion may conduct inspections.

174 SOURCE DOCUMENTS

The investigator shall permit the authorized sponsor, agents of the sponsor, and regulatory
agency employees to enter and inspect any site where the drug or records pertaining to the
drug are held, and to inspect and copy all records relating to an investigation, including
patient records. The eCRFs must be made available by the investigator for review by the
sponsor, agents of the sponsor, the clinical monitor and the regulatory agencies. To ensure
the accuracy of data submitted, it is mandatory that representatives of the sponsor and of the
regulatory agencies have direct access to source documents (e.g., patient medical records,
charts, worksheets, laboratory reports, etc.). Patient confidentiality will be protected at all
times.
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175 CAsE REPORT FORMS

The eCRF and the protocol are both confidential. The eCRF will remain the property of
Eisai at all times.

e An electronic copy of the eCRF will be archived and returned to the sponsor.

e All eCRFs are to be completed by the examining personnel and reviewed and signed by
the investigator(s).

e Any change or corrections made on the eCRFs will be tracked by the EDC System audit
trail.

e [t is each investigator’s responsibility to ensure that all DISCONTINUED orders or
changes in the study or other medications entered on the patient’s eCRF correspond to
the entries on the patient’s medical records.

e The eCRFs for any patient leaving the study should be completed at the time medication
is terminated for whatever reason.

e ¢CRFs must accurately reflect data contained in patient’s records (e.g., source
documents).

176 INVESTIGATOR SITEFILE

At the beginning of the study, an investigator’s study file will be established at the study
center. The investigator/institution is responsible for maintaining the study documents as
specified in the guideline for ICH GCP (CPMP/ICH/135/95) and as required by the
applicable regulatory requirement(s). The investigator/institution must take measures to
prevent accidental or premature destruction of these documents.

The following guidelines, instructions and certifications are regarded as relevant supplements
and will be provided for the investigator's study file at each center:

e Research Investigator’s Brochure
e Instructions for completion of the eCRF
e Sample shipment details

177 PREMATURE TERMINATION OF THE STUDY

If the study is prematurely terminated or suspended, Eisai or its representatives will promptly
inform the investigators/institutions and the regulatory authorities of the termination or
suspension and the reason(s) for the termination or suspension. The ethics committee will
also be promptly informed and provided with the reason(s) for the termination or suspension
by FEisai or by the investigator/institution, as specified by the applicable regulatory
requirement(s).
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17.8 CLINICAL STUDY REPORT

A final integrated clinical/statistical report will be prepared that is compliant with the ICH
Harmonised Tripartite Guideline: Structure and content of clinical study reports
(CPMP/ICH/137/95).

179 PATIENT INSURANCE AND INDEMNITY

Eisai will provide the insurance in accordance with local guidelines and requirements as a
minimum for the patients participating in this study. The terms of insurance will be kept by
the sponsor.

17.10 AMENDMENTSTO THE PROTOCOL

Modifications of the signed protocol are only possible by approved protocol amendments and
with the agreement of all responsible persons. The procedure for approval of a protocol
amendment is identical to that for approval of the protocol. The ethics committee must be
informed of all protocol amendments and should be asked for its opinion as to whether a full
re-evaluation of the ethical aspects of the study is necessary by the committee. This should
be fully documented.

The investigator must not implement any deviation from or change to the protocol, without
discussion with and agreement by Eisai and prior review and documented approval/favorable
opinion of the amendment from the relevant ethics committee, except where it is necessary to
eliminate an immediate hazard to study patients, or where the change(s) involves only
logistical or administrative aspects of the study (e.g., change in monitor(s), change of
telephone number(s)).

Protocol amendments will be submitted to the appropriate authorities as required by the
applicable regulatory requirement(s).

17.11 DISCLOSURE OF INFORMATION AND RESULTS

In signing the final protocol, every participating investigator agrees to keep all information
and results concerning the study and the investigational product confidential. The
confidentiality obligation applies to all personnel involved at the investigational site.

17.12 PUBLICATION AND PRESENTATION PoOLICY

The results of this study will be published and/or presented at scientific meetings in a timely
manner. Any formal publication of study results will be a collaborative effort between Eisai
and the investigator(s). All manuscripts or abstracts will be reviewed and approved in
writing by Eisai prior to submission.

17.13 ARCHIVING AND DATA RETENTION

Copies of all study documents should be retained by the investigator until at least two years
after the last approval of a marketing application in an ICH region and until there are no
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pending or contemplated marketing applications in an ICH region or at least two years have
elapsed since the formal discontinuation of clinical development of the investigational
product. These documents should be retained for a longer period however, if required by
regulatory requirements or by agreement with the sponsor. It is the responsibility of the
sponsor to inform the investigator/institution as to when these documents no longer need to
be retained.

The final database will be archived by Eisai according to the regulatory requirements.

17.14 DATA PROTECTION

If applicable, the guidance set out in the European Directive 95/46/EC will be strictly
adhered to when conducting clinical studies.

Personal and sensitive personal data will be treated as confidential. The results of the study
will be made available for review by authorized representatives of Eisai and/or submitted to
one or more sponsor offices worldwide, the ethics committee and regulatory authorities.

For this purpose, the data will be transferred within Europe or to countries outside the
European Union, where the laws about the protection of personal/sensitive data may not be as
strict as in Europe. The data collected from this study are considered as personal/sensitive
data as defined under the European Union Directive 95/45/EC. The data controller of Eisai
will take steps to ensure that data are protected.

Prior to the patient’s enrollment in the study, the patient’s consent is required for the data to
be used for these purposes and to gain direct access to their medical records for data
verification purposes.

The patient must be assured that his/her identity will be protected. To facilitate this, a unique
identification code will be assigned by the investigator to each study patient. This will be
used instead of the patient’s name and cross-referenced with the patient’s date of birth when
reporting AEs and /or other study-related data.
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19. APPENDICES
Appendix 1 World Medical Association Declaration of Helsinki
October 1996 Original: English

WORLD MEDICAL ASSOCIATION DECLARATION OF HEL SINKI

Recommendations guiding physicians
in biomedical resear ch involving human subjects
Adopted by the 18th World Medical Assembly
Helsinki, Finland, June 1964
and amended by the
29th World Medical Assembly, Tokyo, Japan, October 1975
35th World Medical Assembly, Venice, Italy, October 1983
41st World Medical Assembly, Hong Kong, September 1989
and the
48th General Assembly, Somerset West, Republic of South Africa, October 1996

INTRODUCTION

It is the mission of the physician to safeguard the health of the people. His or her knowledge
and conscience are dedicated to the fulfillment of this mission.

The Declaration of Geneva of the World Medical Association binds the physician with the
words, "The Health of my patient will be my first consideration," and the International Code
of Medical Ethics declares that, "A physician shall act only in the patient's interest when
providing medical care which might have the effect of weakening the physical and mental
condition of the patient."

The purpose of biomedical research involving human subjects must be to improve diagnostic,
therapeutic and prophylactic procedures and the understanding of the etiology and
pathogenesis of disease.

In current medical practice most diagnostic, therapeutic or prophylactic procedures involve
hazards. This applies especially to biomedical research.

Medical progress is based on research which ultimately must rest in part on experimentation
involving human subjects.

In the field of biomedical research a fundamental distinction must be recognized between
medical research in which the aim is essentially diagnostic or therapeutic for a subject, and
medical research, the essential object of which is purely scientific and without implying
direct diagnostic or therapeutic value to the person subjected to the research.
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Special caution must be exercised in the conduct of research which may affect the
environment, and the welfare of animals used for research must be respected.

Because it is essential that the results of laboratory experiments be applied to human beings
to further scientific knowledge and to help suffering humanity, the World Medical
Association has prepared the following recommendations as a guide to every physician in
biomedical research involving human subjects. They should be kept under review in the
future. It must be stressed that the standards as drafted are only a guide to physicians all over
the world. Physicians are not relieved from criminal, civil and ethical responsibilities under
the laws of their own countries.

. BASIC PRINCIPLES

1. Biomedical research involving human subjects must conform to generally accepted
scientific principles and should be based on adequately performed laboratory and animal
experimentation and on a thorough knowledge of the scientific literature.

2. The design and performance of each experimental procedure involving human subjects
should be clearly formulated in an experimental protocol which should be transmitted for
consideration, comment and guidance to a specially appointed committee independent of
the investigator and the sponsor provided that this independent committee is in
conformity with the laws and regulations of the country in which the research experiment
is performed.

3. Biomedical research involving human subjects should be conducted only by scientifically
qualified persons and under the supervision of a clinically competent medical person.
The responsibility for the human subjects must always rest with a medically qualified
person and never rest on the subject of the research, even though the subject has given his
or her consent.

4. Biomedical research involving human subjects cannot legitimately be carried out unless
the importance of the objective is in proportion to the inherent risk to the subject.

5. Every biomedical research project involving human subjects should be preceded by
careful assessment of predictable risks in comparison with foreseeable benefits to the
subject or to others. Concern for the interests of the subject must always prevail over the
interests of science and society.

6. The right of the research subject to safeguard his or her integrity must always be
respected. Every precaution should be taken to respect the privacy of the subject and to
minimize the impact of the study on the subject’s physical and mental integrity and on the
personality of the subject.

7. Physicians should abstain from engaging in research projects involving human subjects
unless they are satisfied that the hazards involved are believed to be predictable.
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10.

11.

12.

Physicians should cease any investigation if the hazards are found to outweigh the
potential benefits.

In publication of the results of his or her research, the physician is obliged to preserve the
accuracy of the results. Reports of experimentation not in accordance with the principles
laid down in this Declaration should not be accepted for publication.

In any research on human beings, each potential subject must be adequately informed of
the aims, methods, anticipated benefits and potential hazards of the study and the
discomfort it may entail. He or she should be informed that he or she is at liberty to
abstain from participation in the study and that he or she is free to withdraw his or her
consent to participation at any time. The physician should then obtain the subject’s
freely-given informed consent, preferably in writing.

When obtaining informed consent for the research project the physician should be
particularly cautious if the subject is in a dependent relationship to him or her or may
consent under duress. In that case the informed consent should be obtained by a
physician who is not engaged in the investigation and who is completely independent of
this official relationship.

In case of legal incompetence, informed consent should be obtained from the legal
guardian in accordance with national legislation. Where physical or mental incapacity
makes it impossible to obtain informed consent, or when the subject is a minor,
permission from the responsible relative replaces that of the subject in accordance with
national legislation. Whenever the minor child is in fact able to give consent, the minor's
consent must be obtained in addition to the consent of the minor's legal guardian.

The research protocol should always contain a statement of the ethical considerations
involved and should indicate that the principles enunciated in the present Declaration are
complied with.

II. MEDICAL RESEARCH COMBINED WITH PROFESSIONAL CARE

(Clinical Research)

1.

In the treatment of the sick person, the physician must be free to use a new diagnostic and
therapeutic measure, if in his or her judgment it offers hope of saving life, reestablishing
health or alleviating suffering.

The potential benefits, hazards and discomfort of a new method should be weighed
against the advantages of the best current diagnostic and therapeutic methods.

In any medical study, every patient - including those of a control group, if any - should be
assured of the best proven diagnostic and therapeutic method. This does not exclude the
use of inert placebo in studies where no proven diagnostic or therapeutic method exists.
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4. The refusal of the patient to participate in a study must never interfere with the physician-
patient relationship.

5. If the physician considers it essential not to obtain informed consent, the specific reasons
for this proposal should be stated in the experimental protocol for transmission to the
independent committee (I, 2).

6. The physician can combine medical research with professional care, the objective being
the acquisition of new medical knowledge, only to the extent that medical research is
justified by its potential diagnostic or therapeutic value for the patient.

[11. NON-THERAPEUTIC BIOMEDICAL RESEARCH INVOLVING HUMAN
SUBJECTS (Non-Clinical Biomedical Resear ch)

1. In the purely scientific application of medical research carried out on a human being, it is
the duty of the physician to remain the protector of the life and health of that person on
whom biomedical research is being carried out.

2. The subjects should be volunteers - either healthy persons or subjects for whom the
experimental design is not related to the subject’s illness.

3. The investigator or the investigating team should discontinue the research if in his/her or
their judgment it may, if continued, be harmful to the individual.

4. In research on man, the interest of science and society should never take precedence over
considerations related to the well-being of the subject.
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Appendix 2 Consent for Use of I nvestigational New Drug (IND) on Human Subjects:
Satement of Policy

The investigator is required to ensure the Sponsor that informed consent of human subjects
has been obtained in accordance with Title 21 of the CFR, Part 50 — Protection of Human
Subjects.

SUBPART B - INFORMED CONSENT OF HUMAN SUBJECTS:
50.20 General requirementsfor informed consent.

Except as provided in §§ 50.23 and 50.24, no investigator may involve a human being as a
subject in research covered by these regulations unless the investigator has obtained the
legally effective informed consent of the subject or the subject’s legally authorized
representative. An investigator shall seek such consent only under circumstances that
provide the prospective subject or the representative sufficient opportunity to consider
whether or not to participate and that minimize the possibility of coercion or undue influence.
The information that is given to the subject or the representative shall be in language
understandable to the subject or the representative. No informed consent, whether oral or
written, may include any exculpatory language through which the subject or the
representative is made to waive or appear to waive any of the subject’s legal rights, or
releases or appears to release the investigator, the Sponsor, the institution, or its agents from
liability for negligence. [46 FR 8951, Jan. 27, 1981, as amended at 64 FR 10942, Mar. 8,
1999]

50.25 Elements of informed consent.

a) Basic elements of informed consent. In seeking informed consent, the following
information shall be provided to each subject:

1) A statement that the study involves research, an explanation of the purposes of
the research and the expected duration of the subject’s participation, a
description of the procedures to be followed, and identification of any
procedures which are experimental.

2) A description of any reasonably foreseeable risks or discomforts to the subject.

3) A description of any benefits to the subject or to others which may reasonably
be expected from the research.

4) A disclosure of appropriate alternative procedures or courses of treatment, if
any, that might be advantageous to the subject.

5) A statement describing the extent, if any, to which confidentiality of records
identifying the subject will be maintained and that notes the possibility that the
FDA may inspect the records.
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b)

d)

6)

7)

8)

For research involving more than minimal risk, an explanation as to whether
any compensation and an explanation as to whether any medical treatments
are available if injury occurs and, if so, what they consist of, or where further
information may be obtained.

An explanation of whom to contact for answers to pertinent questions about
the research and research subject’s rights, and whom to contact in the event of
a research-related injury to the subject.

A statement that participation is voluntary, that refusal to participate will
involve no penalty or loss of benefits to which the subject is otherwise entitled
and that the subject may discontinue participation at any time without penalty
or loss of benefits to which the subject is otherwise entitled.

Additional elements of informed consent. When appropriate, one or more of the
following elements of information shall also be provided to each subject:

)

2)

3)

4)

5)

6)

A statement that the particular treatment or procedure may involve risks to the
subject (or to the embryo or fetus, if the subject is or may become pregnant)
which are currently unforeseeable.

Anticipated circumstances under which the subject’s participation may be
terminated by the investigator without regard to the subject’s consent.

Any additional costs to the subject that may result from participation in the
research.

The consequences of a subject’s decision to withdraw from the research and
procedures for orderly termination of participation by the subject.

A statement that significant new findings developed during the course of the
research which may relate to the subject’s willingness to continue participation
will be provided to the subject.

The approximate number of subjects involved in the study.

The informed consent requirements in these regulations are not intended to
preempt any applicable Federal, State, or local laws which require additional
information to be disclosed for informed consent to be legally effective.

Nothing in these regulations is intended to limit the authority of a physician to
provide emergency medical care to the extent the physician is permitted to do so
under applicable Federal, State, or local law.
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50.27 Documentation of infor med consent

a) Except as provided in § 56.109(c), informed consent shall be documented by the use of a
written consent form approved by the IRB and signed and dated by the subject or the
subject’s legally authorized representative at the time of consent. A copy shall be given to
the person signing the form.

b) Except as provided in § 56.109(c), the consent form may be either of the following:

1)

2)

A written consent document that embodies the elements of informed consent
required by § 50.25. This form may be read to the subject or the subject’s
legally authorized representative, but, in any event, the investigator shall give
either the subject or the representative adequate opportunity to read it before it
is signed.

A short form written consent document stating that the elements of informed
consent required by § 50.25 have been presented orally to the subject or the
subject’s legally authorized representative. When this method is used, there
shall be a witness to the oral presentation. Also, the IRB shall approve a
written summary of what is to be said to the subject or the representative.
Only the short form itself is to be signed by the subject or the representative.
However, the witness shall sign both the short form and a copy of the
summary, and the person actually obtaining the consent shall sign a copy of
the summary. A copy of the summary shall be given to the subject or the
representative in addition to a copy of the short form.

[46 FR 8951, Jan. 27, 1981, as amended at 61 FR 57280, Nov. 5, 1996]
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Appendix 3  Organization and Procedural Requirementsfor Institutional Review
Boards: Satement of Policy

Clinical investigations must be subject to prior and continuing review and approval by an
independent IRB in accordance with Title 21 of the CFR, Part 56 - IRBs.

The investigator is required to assure the Sponsor that the studies will not be initiated until
the IRB has reviewed and approved the study.

SUBPART B - ORGANIZATION AND PERSONNEL :
56.107 |RB member ship.

a) Each IRB shall have at least five members, with varying backgrounds to promote
complete and adequate review of research activities commonly conducted by the
institution. The IRB shall be sufficiently qualified through the experience and
expertise of its members, and the diversity of the members, including
consideration of race, gender, cultural backgrounds, and sensitivity to such issues
as community attitudes, to promote respect for its advice and counsel in
safeguarding the rights and welfare of human subjects. In addition to possessing
the professional competence necessary to review the specific research activities,
the IRB shall be able to ascertain the acceptability of proposed research in terms
of institutional commitments and regulations, applicable law, and standards or
professional conduct and practice. The IRB shall therefore include persons
knowledgeable in these areas. If an IRB regularly reviews research that involves
a vulnerable category of subjects, such as children, prisoners, pregnant women, or
handicapped or mentally disabled persons, consideration shall be given to the
inclusion of one or more individuals who are knowledgeable about and
experienced in working with those subjects.

b) Every nondiscriminatory effort will be made to ensure that no IRB consists
entirely of men or entirely of women, including the institution's consideration of
qualified persons of both sexes, so long as no selection is made to the IRB on the
basis of gender. No IRB may consist entirely of members of one profession.

c) Each IRB shall include at least one member whose primary concerns are in the
scientific area and at least one member whose primary concerns are in
nonscientific areas.
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d) Each IRB shall include at least one member who is not otherwise affiliated with
the institution and who is not part of the immediate family of a person who is
affiliated with the institution.

e) No IRB may have a member participate in the IRBs initial or continuing review of
any project in which the member has a conflicting interest, except to provide
information requested by the IRB.

f) An IRB may, in its discretion, invite individuals with competence in special areas
to assist in the review of complex issues which require expertise beyond or in
addition to that available on the IRB. These individuals may not vote with the
IRB.

[46 FR 8975, Jan. 27, 1981, as amended at 56 FR 28028, June 18, 1991; 56 FR 29756,
June 28, 1991]

SUBPART C- IRB FUNCTIONSAND OPERATIONS:

56.108 |IRB functionsand operations.

In order to fulfill the requirements of these regulations, each IRB shall:

a)

b)

Follow written procedures: (1) For conducting its initial and continuing review of
research and for reporting its findings and actions to the investigator and the institution;
(2) for determining which projects require review more often than annually and which
projects need verification from sources other than the investigator that no material
changes have occurred since previous IRB review; (3) for ensuring prompt reporting to
the IRB of changes in research activity; and (4) for ensuring that changes in approved
research, during the period for which IRB approval has already been given, may not be
initiated without IRB review and approval except where necessary to eliminate apparent
immediate hazards to the human subjects.

Follow written procedures for ensuring prompt reporting to the IRB, appropriate
institutional officials, and the Food and Drug Administration of: (1) Any unanticipated
problems involving risks to human subjects or others; (2) any instance of serious or
continuing noncompliance with these regulations or the requirements or determinations of
the IRB; or (3) any suspension or termination of IRB approval.
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c)

Except when an expedited review procedure is used (see § 56.110), review proposed
research at convened meetings at which a majority of the members of the IRB are present,
including at least one member whose primary concerns are in nonscientific areas. In
order for the research to be approved, it shall receive the approval of a majority of those
members present at the meeting.

(Information collection requirements in this section were approved by the Office of
Management and Budget (OMB) and assigned OMB control number 0910-0130)

[46 FR 8975, Jan. 27, 1981, as amended at 56 FR 28028, June 18, 1991]

56.109 |IRB review of research.

a)

b)

d)

An IRB shall review and have authority to approve, require modifications in (to secure
approval), or disapprove all research activities covered by these regulations.

An IRB shall require that information given to subjects as part of informed consent is in
accordance with § 50.25. The IRB may require that information, in addition to that
specifically mentioned in § 50.25, be given to the subjects when in the IRB's judgment
the information would meaningfully add to the protection of the rights and welfare of
subjects.

An IRB shall require documentation of informed consent in accordance with § 50.27 of
this chapter, except as follows: (1) The IRB may, for some or all subjects, waive the
requirement that the subject or the subject’s legally authorized representative sign a
written consent form if it finds that the research presents no more than minimal risk of
harm to subjects and involves no procedures for which written consent is normally
required outside the research context; or (2) The IRB may, for some or all subjects, find
that the requirements in § 50.24 of this chapter for an exception from informed consent
for emergency research are met.

In cases where the documentation requirement is waived under paragraph (c) (1) of this
section, the IRB may require the investigator to provide subjects with a written statement
regarding the research.

An IRB shall notify investigators and the institution in writing of its decision to approve
or disapprove the proposed research activity or of modifications required to secure IRB
approval of the research activity. If the IRB decides to disapprove a research activity, it
shall include in its written notification a statement of the reasons for its decision and give
the investigator an opportunity to respond in person or in writing. For investigations
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g)

h)

involving an exception to informed consent under § 50.24 of this chapter, an IRB shall
promptly notify in writing the investigator and the sponsor of the research when an IRB
determines that it cannot approve the research because it does not meet the criteria in the
exception provided under § 50.24(a) of this chapter or because of other relevant ethical
concerns. The written notification shall include a statement of the reasons for the IRB's
determination.

An IRB shall conduct continuing review of research covered by these regulations at
intervals appropriate to the degree of risk, but not less than once per year, and shall have
authority to observe or have a third party observe the consent process and the research.

An IRB shall provide in writing to the sponsor of research involving an exception to
informed consent under § 50.24 of this chapter a copy of information that has been
publicly disclosed under § 50.24(a) (7) (ii) and (a) (7) (ii1) of this chapter. The IRB shall
provide this information to the sponsor promptly so that the sponsor is aware that such
disclosure has occurred. Upon receipt, the sponsor shall provide copies of the
information disclosed to FDA.

When some or all of the subjects in a study are children, an IRB must determine that the
research study is in compliance with part 50, subpart D of this chapter, at the time of its
initial review of the research. When some or all of the subjects in a study that is ongoing
on April 30, 2001 are children, an IRB must conduct a review of the research to
determine compliance with part 50, subpart D of this chapter, either at the time of
continuing review or, at the discretion of the IRB, at an earlier date.

[46 FR 8975, Jan. 27, 1981 as amended at 61 FR 51529, Oct. 2, 1996]

56.110  Expedited review procedures for certain kinds of research involving no more

b)

than minimal risk, and for minor changesin approved research.

The Food and Drug Administration has established, and published in the FEDERAL
REGISTER, a list of categories of research that may be reviewed by the IRB through an
expedited review procedure. The list will be amended, as appropriate, through periodic
republication in the FEDERAL REGISTER.

An IRB may use the expedited review procedure to review either or both of the
following: (1) Some or all of the research appearing on the list and found by the
reviewer(s) to involve no more than minimal risk, (2) minor changes in previously
approved research during the period (of one year or less) for which approval is authorized.
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d)

Under an expedited review procedure, the review may be carried out by the IRB
chairperson or by one or more experienced reviewers designated by the IRB chairperson
from among the members of the IRB. In reviewing the research, the reviewers may
exercise all of the authorities of the IRB except that the reviewers may not disapprove the
research. A research activity may be disapproved only after review in accordance with
the nonexpedited review procedure set forth in § 56.108(c).

Each IRB which uses an expedited review procedure shall adopt a method for keeping all
members advised of research proposals which have been approved under the procedure.

The Food and Drug Administration may restrict, suspend, or terminate an institution's or
IRB's use of the expedited review procedure when necessary to protect the rights or
welfare of subjects.

[46 FR 8975, Jan. 27, 1981, as amended at 56 FR 28029, June 18, 1991]

56.111 Criteriafor IRB approval of research.

a)

In order to approve research covered by these regulations the IRB shall determine that all
of the following requirements are satisfied:

1) Risks to subjects are minimized: (i) By using procedures which are consistent
with sound research design and which do not unnecessarily expose subjects to
risk, and (i) whenever appropriate, by using procedures already being
performed on the subjects for diagnostic or treatment purposes.

2) Risks to subjects are reasonable in relation to anticipated benefits, if any, to
subjects, and the importance of the knowledge that may be expected to result.
In evaluating risks and benefits, the IRB should consider only those risks and
benefits that may result from the research (as distinguished from risks and
benefits of therapies that subjects would receive even if not participating in the
research). The IRB should not consider possible long-range effects of applying
knowledge gained in the research (for example, the possible effects of the research
on public policy) as among those research risks that fall within the purview of
its responsibility.

3) Selection of subjects is equitable. In making this assessment the IRB should
take into account the purposes of the research and the setting in which the
research will be conducted and should be particularly cognizant of the special
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problems of research involving vulnerable populations, such as children,
prisoners, pregnant women, handicapped, or mentally disabled persons, or
economically or educationally disadvantaged persons.

4) Informed consent will be sought from each prospective subject or the subject’s
legally authorized representative, in accordance with and to the extent
required by part 50.

5) Informed consent will be appropriately documented, in accordance with and to
the extent required by § 50.27.

6) Where appropriate, the research plan makes adequate provision for monitoring
the data collected to ensure the safety of subjects.

7) Where appropriate, there are adequate provisions to protect the privacy of
subjects and to maintain the confidentiality of data.

b) When some or all of the subjects, such as children, prisoners, pregnant women,
handicapped, or mentally disabled persons, or economically or educationally
disadvantaged persons, are likely to be vulnerable to coercion or undue influence
additional safeguards have been included in the study to protect the rights and welfare of
these subjects.

c) In order to approve research in which some or all of the subjects are children, an IRB
must determine that all research is in compliance with part 50, subpart D of this chapter.

[46 FR 8975, Jan. 27, 1981, as amended at 56 FR 28029, June 18, 1991]
56.112 Review by institution.

Research covered by these regulations that has been approved by an IRB may be subject to
further appropriate review and approval or disapproval by officials of the institution.
However, those officials may not approve the research if it has not been approved by an IRB.

56.113 Suspension or termination of IRB approval of research.

An IRB shall have authority to suspend or terminate approval of research that is not being
conducted in accordance with the IRB's requirements or that has been associated with
unexpected serious harm to subjects. Any suspension or termination of approval shall
include a statement of the reasons for the IRB's action and shall be reported promptly to the
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investigator, appropriate institutional officials, and the Food and Drug Administration.
56.114 Cooperative research.

In complying with these regulations, institutions involved in multi-institutional studies may
use joint review, reliance upon the review of another qualified IRB, or similar arrangements
aimed at avoidance of duplication of effort.

SUBPART D - RECORDSAND REPORTS:

56.115 |IRB records.

a) An institution, or where appropriate an IRB, shall prepare and maintain adequate
documentation of IRB activities, including the following:

1) Copies of all research proposals reviewed, scientific evaluations, if any, that
accompany the proposals, approved sample consent documents, progress reports
submitted by investigators, and reports of injuries to subjects.

2) Minutes of IRB meetings which shall be in sufficient detail to show attendance at
the meetings; actions taken by the IRB; the vote on these actions including the
number of members voting for, against, and abstaining; the basis for requiring
changes in or disapproving research; and a written summary of the discussion of
controverted issues and their resolution.

3) Records of continuing review activities.
4) Copies of all correspondence between the IRB and the investigators.

5) A list of IRB members identified by name; earned degrees; representative capacity;
indications of experience such as board certifications, licenses, etc., sufficient to
describe each member's chief anticipated contributions to IRB deliberations; and any
employment or other relationship between each member and the institution; for
example: full-time employee, part-time employee, a member of governing panel or
board, stockholder, paid or unpaid consultant.

6) Written procedures for the IRB as required by § 56.108 (a) and (b).

7) Statements of significant new findings provided to subjects, as required by § 50.25.
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b) The records required by this regulation shall be retained for at least three years after
completion of the research, and the records shall be accessible for inspection and
copying by authorized representatives of the Food and Drug Administration at
reasonable times and in a reasonable manner.

c) The Food and Drug Administration may refuse to consider a clinical investigation in
support of an application for a research or marketing permit if the institution or the IRB
that reviewed the investigation refuses to allow an inspection under this section.

(Information collection requirements in this section were approved by the Office of
Management and Budget (OMB) and assigned OMB control number 0910-0130)

[46 FR 8975, Jan. 27, 1981, as amended at 56 FR 28029, June 18, 1991]
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Appendix 4  Excluded Concomitant Medications

The following medications are NOT ALLOWED as concomitant medications during the
study. This list is not exhaustive, and therefore the investigator is asked to contact Eisai for
clarification regarding the acceptability of other agents.
(Revised as per Amendment 02)

Page 1 of 4

Drug class Prohibited Medication, Generic Name
Analgesics Cyclobenzaprine
Meperidine

Marcaine

Pethidine

Tramadol
Anesthetics/Muscle Relaxants Halothane and other general anesthetics.
Anticholinergics Amantadine

Atropine

Benztropine
Cyproheptadine
Dicyclomine
Diphenhydramine
Hydroxyzine

Meclizine

Oxybutynin
Prochlorperazine
Promethazine
Trihexyphenidyl
Trimethobenzamide
Anticonvulsants Carbamezepine
Clonazepam

Primidone

Antidepressants Amitriptyline (> 50 mg daily)
Amoxapine

Clomipramine

Doxepin

Imipramine

Lofepramine

Mirtazepine

Nefazodone

Protriptyline

Trazodone (> 100 mg daily)
Trimipramine

Excluded Concomitant M edications
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Page 2 of 4

Drug class

Prohibited M edication, Generic Name

Antihypertensives

Guanadrel

Guanethidine

Methyldopa

Reserpine

Antiparkinsonian Agents

Bromocriptine

Deprenyl

Levodopa

Pergolide

Selegiline

Antipsychotics

Chlorpromazine

Fluphenazine

Perphenazine

Thioridazine

Thiothixene

Trifluoperazine

Anxiolytics/ Benzodiazepines

Alprazolam

Buspirone

Chlorazepate

Chlordiazepoxide

Diazepam

Estazolam

Flurazepam

Lorazepam

Meprobamate

Temazepam

Triazolam

Cholinergic Agents

Bethanechol

Galantamine

Pilocarpine

Physostigmine

Rivastigmine

Tacrine

NMDA Antagonists

Dextromethorphan (present in many antitussive
preparations)
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Excluded Concomitant M edications
Page 3 of 4

Drug class

Prohibited M edication, Generic Name

Stimulants and
Suppressants

Appetite

Amphetamine; dextroamphetamine

Benzphetamine

Dexfenfluramine

Diethylpropion

Fenfluramine

Mazindole

Methamphetamine

Methamphetamine

Methylphenidate

Modafinil

Pemoline

Phendimetrazine

Phentermine

Phenylpropanolamine

Sibutramine

Sympathomimetics

Albuterol

Aminophylline

Bitolterol

Dopamine

Ephedra (present in many dietary
supplements)

Ephedrine

Epinephrine/Adrenaline

Isoproterenol

Isoethrine

Metaraminol

Metaproterenol

Nasal decongestants (eg, naphazoline,
oxymethazoline, tetrahydroline,
xylometazoline, etc.)

Norephinephrine

Phenylephrine

Phenylpropanolamine

Pirbuterol

Pseudoephedrine

Ritodrine

Salmeterol

Terbutaline

Theophylline
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(Revised per Amendment 04)

Excluded Concomitant M edications
Page 4 of 4

Drug class

Prohibited Medication, Generic Name

Other Agents

Almatriptan

Apraclonidine

Avitriptan

Brimondine

Dipivefrin

Eletriptan

Ergoloid mesylates

Frovatriptan

Gentamicin (except for life-threatening
infections)

Isoxsuprine

Papaverine

Pentoxifylline

FINAL: 20-JUN-2008

Page 98 of 110



Eisai E2020-G000-326

Appendix5 DSM-IV Diagnostic Criteria for Dementia of the Alzheimer’s Type
(Alzheimer's Disease)

Dementia

Dementia is characterized by the development of multiple cognitive deficits (including
memory impairment) that are due to the direct physiological effects of a general medical
condition, to the persisting effects of a substance, or to multiple etiologies (e.g., the combined
effects of cerebrovascular disease and Alzheimer’s Disease).

Diagnostic Features

The essential feature of a dementia is the development of multiple cognitive deficits that
include memory impairment and at least one of the following cognitive disturbances: aphasia,
apraxia, agnosia, or a disturbance in executive functioning. The cognitive deficits must be
sufficiently severe to cause impairment in occupational or social functioning and must
represent a decline from a previously higher level of functioning. A diagnosis of a dementia
should not be made if the cognitive deficits occur exclusively during the course of a delirium.
However, a dementia and a delirium may both be diagnosed if the dementia is present at
times when the delirium is not present. Dementia may be etiologically related to a general
medical condition, to the persisting effects of substance use (including toxin exposure), or to
a combination of these factors.

Memory impairment is required to make the diagnosis of a dementia and is a prominent early
symptom (Criterion Al). Individuals with dementia become impaired in their ability to learn
new material, or they forget previously learned material. Most individuals with dementia
have both forms of memory impairment, although it is sometimes difficult to demonstrate the
loss of previously learned material early in the course of the disorder. They may lose
valuables like wallets and keys, forget food cooking on the stove, and become lost in
unfamiliar neighborhoods. In advanced stages of dementia, memory impairment is so severe
that the person forgets his or her occupation, schooling, birthday, family members and
sometimes even name.

Memory may be formally tested by asking the person to register, retain, recall, and recognize
information. The ability to learn new information may be assessed by asking the individual
to learn a list of words. The individual is requested to repeat the words (registration), to
recall the information after a delay of several minutes (retention, recall), and to recognize the
words from a multiple list (recognition). Individuals with difficulty learning new information
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are not helped by clues or prompts (e.g., multiple-choice questions) because they did not
learn the material initially.

In contrast, individuals with primarily retrieval deficits can be helped by clues and prompts
because their impairment is in the ability to access their memories. Remote memory may be
tested by asking the individual to recall personal information or past material that the
individual found of interest (e.g., politics, sports, entertainment). It is also useful to
determine (from the individual and informants) the impact of the memory disturbances on the
individual’s functioning (e.g., ability to work, shop, cook, pay bills, return home without
getting lost).

Deterioration of language function (aphasia) may be manifested by difficulty producing the
names of individuals and objects (Criterion A2a). The speech of individuals with aphasia
may become vague or empty, with long circumlocutory phrases and excessive use of terms of
indefinite reference such as “thing” and “it”. Comprehension of spoken and written language
and repetition of language may also be compromised. In the advanced stages of dementia,
individuals may be mute or have a deteriorated speech pattern characterized by echolalia (i.e.,
echoing what is heard) or palilalia (i.e., repeating sounds or words over and over). Language
is tested by asking the individual to name objects in the room (e.g., tie, dress, desk, lamp) or
body parts (e.g., nose, chin, shoulder), follow commands (“Point at the door and then at the
table”), or repeat phrases (“no ifs, ands, or buts”).

Individuals with dementia may exhibit apraxia (i.e., impaired ability to execute motor
activities despite intact motor abilities, sensory function, and comprehension of the required
task) (Criterion A2b). They will be impaired in their ability to pantomime the use of objects
(e.g., combing hair) or to execute known motor acts (e.g. waving goodbye). Apraxia may
contribute to deficits in cooking, dressing, and drawing. Motor skill disturbances may be
tested by asking the individual to execute motor functions (e.g., to show how to brush teeth,
to copy intersecting pentagons, to assemble blocks, or to arrange sticks in specific designs).

Individuals with dementia may exhibit agnosia (i.e., failure to recognize or identify objects
despite intact sensory function) (Criterion A2¢). For example, the individual may have
normal visual acuity but lose the ability to recognize objects such as chairs or pencils.
Eventually they may be unable to recognize family members or even their own reflection in
the mirror. Similarly, they may have normal tactile sensation, but be unable to identify
objects placed in their hands by touch alone (e.g., a coin or keys).
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Disturbances in executive functioning are a common manifestation of dementia (Criterion
A2d) and may be related especially to disorders of the frontal lobe or associated subcortical
pathways. Executive functioning involves the ability to think abstractly and to plan, initiate,
sequence, monitor, and stop complex behavior. Impairment in abstract thinking may be
manifested by the individual having difficulty coping with novel tasks and avoiding
situations that require the processing of new and complex information.

The ability to abstract can be formally assessed by asking the person to find similarities or
differences between related words. Executive dysfunction is also evident in a reduced ability
to shift mental sets, to generate novel verbal or nonverbal information, and to execute serial
motor activities. Tests for executive function include asking the individual to count to 10,
recite the alphabet, subtract serial 7s, state as many animals as possible in 1 minute, or draw a
continuous line consisting of alternating m’s and n’s. It is also useful to determine (from the
individual and informants) the impact of the disturbances in executive functioning on the
individual’s daily life (e.g., ability to work, plan activities, budget).

The items in both Criterion A1 (memory impairment) and Criterion A2 (aphasia, apraxia,
agnosia, or disturbance in executive functioning) must be severe enough to cause significant
impairment in social or occupational functioning (e.g., going to school, working, shopping,
dressing, bathing, handling finances, and other activities of daily living) and must represent a
decline from a previous level of functioning (Criterion B). The nature and degree of
impairment are variable and often depend on the particular social setting of the individual.
The same level of cognitive impairment may significantly impair an individual’s ability to
perform a complex job, but not a job that is less demanding. Standardized published rating
scales that measure physical maintenance (e.g., personal hygiene), intellectual functioning,
and the ability to use implements or tools (e.g., telephone, washing machine) can be used to
measure the severity of impairment.

Dementia is not diagnosed if these symptoms occur exclusively during the course of a
delirium. However, a delirium may be superimposed on a preexisting dementia, in which
case both diagnoses should be given.
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DEMENTIA OF THEALZHEIMER TYPE
Diagnostic Features

The cognitive deficits (Criterion A) and the required impairment (Criterion B) are discussed
above. The onset of Dementia of the Alzheimer’s Type is gradual and involves continuing
cognitive decline (Criterion C). Because of the difficulty of obtaining direct pathological
evidence of the presence of Alzheimer’s Disease, the diagnosis can be made only when other
etiologies for the dementia have been ruled out. Specifically, the cognitive deficits are not
due to other central nervous system conditions that cause progressive deficits in memory or
cognition (e.g., cerebrovascular disease, Parkinson’s disease, Huntington’s disease), systemic
conditions that are known to cause dementia (e.g., hypothyroidism, vitamin B,, deficiency,
HIV infection), or the persisting effects of a substance (e.g., alcohol) (Criterion D). If there is
an additional etiology (e.g. head trauma worsening a Dementia of the Alzheimer’s Type) both
types of dementia should be coded (see Dementia Due to Multiple Etiologies, p. 154).
Dementia of the Alzheimer’s Type should not be diagnosed if the symptoms occur
exclusively during delirium (Criterion E).

However, delirium may be superimposed on a preexisting Dementia of the Alzheimer’s Type,
in which case the With Delirium subtype should be indicated. Finally, the cognitive deficits
are not better accounted for by another Axis I disorder (e.g., Major Depressive Disorder or
Schizophrenia) (Criterion F).

Diagnostic Criteria
A. The development of multiple cognitive deficits manifested by both
1) Memory impairment (impaired ability to learn new information or to recall previously
learned information)
2) One (or more) of the following cognitive disturbances:

a) Aphasia (language disturbance)

b) Apraxia (impaired ability to carry out motor activities despite intact motor
function)

c) Agnosia (failure to recognize or identify objects despite intact sensory function)

d) Disturbance in executive functioning (i.e., planning, organizing, sequencing,
abstracting)
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B. The cognitive deficits in Criteria A1 and A2 each cause significant impairment in social or
occupational functioning and represent a significant decline from a previous level of
functioning.

C. The course is characterized by gradual onset and continuing cognitive decline.
D. The cognitive deficits in Criteria A1 and A2 are not due to any of the following:

1) Other central nervous system conditions that cause progressive deficits in memory
and cognition (e.g., cerebrovascular disease, Parkinson’s disease, Huntington’s
disease, subdural hematoma, normal pressure hydrocephalus, brain tumor)

2) Systemic conditions that are known to cause dementia, (e.g., hypothyroidism, vitamin
B12 or folic acid deficiency, niacin deficiency, hypercalcemia, neurosyphilis, HIV
infection)

3) Substance-induced conditions.

E. The deficits do not occur exclusively during the course of a delirium.

F. The disturbance is not better accounted for by another Axis I disorder (e.g., Major
Depressive Disorder, Schizophrenia).

Types (including DSM-IV code)
Dementia of the Alzheimer Type, Late Onset (onset after age 65)

290.30 with delirium
290.20 with delusions
290.21 with depressed mood

290.00 uncomplicated
Dementia of the Alzheimer Type, Early Onset (onset at age 65 or below)

290.11 with delirium

290.12 with delusions
290.13 with depressed mood
290.10 uncomplicated
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Appendix 6 NINCDS-ADRDA Criteriafor Alzheimer’s Disease
A. Criteriafor Dementia Syndrome

Dementia is the decline of memory and other cognitive functions in comparison with the
subject’s previous level of function as determined by a history of decline in performance and
by abnormalities noted from clinical examination and neuropsychological tests. A diagnosis
of dementia cannot be made when consciousness is impaired by delirium, drowsiness, stupor,
or coma or when other clinical abnormalities prevent adequate evaluation of mental status.
Dementia is a diagnosis based on behavior and cannot be determined by computerized
tomography, electroencephalography, or other laboratory instructions, although specific
causes of dementia may be identified by these means.

B. Criteriafor Alzheimer's Disease

Alzheimer’s Disease is a progressive, dementing disorder, usually of middle or late life. The
clinical criteria for the diagnosis of PROBABLE, POSSIBLE and DEFINITE Alzheimer’s
Disease are outlined below (Revised per Amendment 01). A clinical diagnosis of probable
Alzheimer’s Disease can be made with confidence if there is a typical insidious onset of
dementia with progression and if there are no other systemic or brain diseases that could
account for the progressive memory and other cognitive deficits. Among the disorders that
must be excluded are manic depressive disorder, Parkinson's disease, multi-infarct dementia,
and drug intoxication; less commonly encountered disorders that may cause dementia include
thyroid disease, pernicious anemia, luetic brain disease and other chronic infections of the
nervous system, subdural hematoma, occult hydrocephalus, Huntington's disease,
Creutzfeldt-Jakob disease, and brain tumors.

A diagnosis of definite Alzheimer’s Disease requires histopathologic confirmation. A clinical
diagnosis of possible Alzheimer’s Disease may be made in the presence of other significant
diseases, particularly if, on clinical judgment, Alzheimer’s Disease is considered the more
likely cause of the progressive dementia. The clinical diagnosis of possible rather than
probable Alzheimer’s Disease may be used if the presentation or course is somewhat aberrant.
The information needed to apply these criteria is obtained by standard methods of
examination: the medical history; neurologic; psychiatric, and clinical examinations;
neuropsychological tests; and laboratory studies.
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l. The criteria for the clinical diagnosis of PROBABLE Alzheimer’s Disease
include:

Dementia established status by clinical examination and documented by the Mini-Mental Test,
Blessed Dementia Scale or some similar examination, and

e Confirmed by neuropsychological tests;

e Deficits in two or more areas of cognition,;

e Progressive worsening of memory and other cognitive functions;
e No disturbances of consciousness;

e Onset between ages 40 and 90, most often after age 65; and

e Absence of systemic disorders or other brain diseases that in and of themselves could
account for the progressive deficits in memory and cognition.

. Thediagnosis of PROBABL E Alzheimer’s Disease is supported by:

e Progressive deterioration of specific cognitive functions such as language (aphasia),
motor skills (apraxia), and perception (agnosia);

e Impaired activities of daily living and altered patterns of behavior;
e Family history of similar disorders, particularly if confirmed neuropathologically; and
e Laboratory results of:

a) Normal lumbar puncture as evaluated by standard techniques,

b) Normal pattern or nonspecific changes in EEG, such as increased slow wave
activity, and

c) Evidence of cerebral atrophy on CT with progression documented by serial
observation.

[I1.  Other clinical features consistent with the diagnosis of PROBABLE Alzheimer’s
Disease, after exclusion of causes of dementia other than Alzheimer's Disease, include:
plateausin the course of progression of theillness;

e Associated symptoms of depression, insomnia, incontinence, delusions, illusions,
hallucinations, catastrophic verbal, emotional, or physical outbursts, sexual disorders and
weight loss; other neurologic abnormalities in some subjects, especially with more
advanced disease and including motor signs such as increased muscle tone, myoclonus,
or gait disorder;

e  Seizures in advanced disease; and
e CT normal for age

V. Features that make the diagnosis of PROBABLE Alzheimer’s Disease uncertain
or unlikely include:
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VI.

Sudden, apoplectic onset;

Focal neurologic findings such as hemiparesis, sensory loss, visual field deficits, and
incoordination early in the course of the illness; and

Seizures or gait disturbances at the onset or very early in the course of the illness
Clinical diagnosis of POSSIBL E Alzheimer’s Disease:

May be made on the basis of the dementia syndrome, in the absence of other neurologic,
psychiatric, or systemic disorders sufficient to cause dementia, and in the presence of
variations in the onset, in the presentation, or in the clinical course;

May be made in the presence of a second systemic or brain disorder sufficient to produce
dementia, which is not considered to be the cause of the dementia; and

Should be used in research studies when a single, gradually progressive severe cognitive
deficit is identified in the absence of other identifiable cause

Criteriafor diagnosis of DEFINITE Alzheimer’s Disease are:
The clinical criteria for probable Alzheimer’s Disease and

Histopathologic evidence obtained from a biopsy or autopsy

VIl. Classification of Alzheimer’s Disease for research purposes should specify
featuresthat may differentiate subtypes of the disorder, such as:

Familial occurrence;
Onset before age of 65;
Presence of trisomy-21; and

Coexistence of other relevant conditions such as Parkinson's disease
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Appendix 7

Instructionsfor the Processing and Stor age of Blood Samplesfor

Donepezil PK Assessments and Phar macogenetics

(Revised as per Amendments 01, 02, and 04)

Blood samples for donepezil blood level determinations and pharmacogenetics will be
processed according to procedures stipulated in a Laboratory Manual to be provided to the

site under separate cover.

All samples should be shipped to Quintiles Laboratories at one of the following locations:

Quintiles Laboratories Limited

Quintiles Laboratories Coordination Center

1600 Terrell Mill Road Quintiles Argentina

Suite 100 Heredia 563 - 2° floor
Marietta, GA 30067 C1427CNG — Buenos Aires
USA Argentina

Quintiles Laboratories Europe CentralLab

Simpson Parkway

Cnel. Niceto Vega 5651

Kirkton Campus

C1414BFE — Buenos Aires

Livingston Argentina

East Lothian

EH54 7BH, UK Diagnosticos da America
Av. Jurua 434

Quintiles Laboratories East Asia 06455-010 — Barueri — SP

1 Jalan Kilang #03-02 Brazil

Dynasty Industrial Building

Singapore 159402

Quintiles Laboratories South Africa

Pencardia 1 Ground Floor

509 Pretorius Street

Aracadia 0083

Pretoria RSA
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Appendix 8 Instructionsfor the Processing and Storage of Blood Samples for
Genotyping

Revised as per Amendment 01

[Appendix 8 deleted]
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