
FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE
Donepezil hydrochloride tablets are indicated for the treatment of dementia 

2 DOSAGE AND ADMINISTRATION
2.1 Dosing in Mild to Moderate Alzheimer’s Disease
The recommended starting dosage of donepezil hydrochloride is 5 mg ad-

not be administered until patients have been on a daily dose of 5 mg for 4 

2.2 Dosing in Moderate to Severe Alzheimer’s Disease
The recommended starting dosage of donepezil hydrochloride is 5 mg ad-

-

not be administered until patients have been on a daily dose of 5 mg for 4 to 

2.3  Administration Information
-

3 DOSAGE FORMS AND STRENGTHS

4 CONTRAINDICATIONS
-

5 WARNINGS AND PRECAUTIONS
5.1 Anesthesia

-

5.2 Cardiovascular Conditions
Because of their pharmacological action, cholinesterase inhibitors may 

-

5.3 Nausea and Vomiting
Donepezil hydrochloride, as a predictable consequence of its pharma-

-

Although in most cases, these effects have been transient, sometimes last-
-

pezil hydrochloride, patients should be observed closely at the initiation of 

5.4 Peptic Ulcer Disease and GI Bleeding

-
fore, patients should be monitored closely for symptoms of active or occult 

-

no increase, relative to placebo, in the incidence of either peptic ulcer dis-

5.5 Weight Loss
-

decrease of 

5.6 Genitourinary Conditions
Although not observed in clinical trials of donepezil hydrochloride, cholino-

5.7 Neurological Conditions: Seizures

-

5.8 Pulmonary Conditions
Because of their cholinomimetic actions, cholinesterase inhibitors should 

6 ADVERSE REACTIONS
-

• [see Warnings and Precautions (5.2)] 
• [see Warnings and Precautions (5.3)] 
• [see Warnings and Precautions 

(5.4)] 
• Weight Loss [see Warnings and Precautions (5.5)] 
• [see Warnings and Precautions (5.6)] 
• [see Warnings and Precautions (5.7)] 
• [see Warnings and Precautions (5.8)] 
6.1 Clinical Trials Experience

adverse reaction rates observed in the clinical trials of a drug cannot be 
directly compared to rates in the clinical trials of another drug and may not 

-

-
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to 
-
-

CHLORIDE TABLETS.

INDICATIONS AND USAGE 
Donepezil hydrochloride tablets are an acetylcholinesterase inhibitor 

DOSAGE AND ADMINISTRATION
• 

• 

DOSAGE FORMS AND STRENGTHS
• 

CONTRAINDICATIONS

WARNINGS AND PRECAUTIONS
• 

• 
sinoatrial and atrioventricular nodes manifesting as bradycardia or 

• 
observed closely at initiation of treatment and after dose increases 

• Patients should be monitored closely for symptoms of active or 

• 

• 
• 

• 

ADVERSE  REACTIONS
Most common adverse reactions in clinical studies of donepezil 
hydrochloride are nausea, diarrhea, insomnia, vomiting, muscle 

www.fda.gov/medwatch

DRUG INTERACTIONS
• 

• 

USE IN SPECIFIC POPULATIONS

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.
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Adverse Reactions Leading to Discontinuation
The rates of discontinuation from controlled clinical trials of done-
pezil hydrochloride due to adverse reactions for the donepezil hy-

-

The most common adverse reactions leading to discontinuation, 

Table 1. Most Common Adverse Reactions Leading to 
Discontinuation in Patients with Mild to Moderate Alzheimer’s 
Disease
Adverse 
Reaction

Placebo 
(n=355) 

%

5 mg/day 
Donepezil 

Hydrochloride 
Donepezil 

Hydrochloride
(n=315) %

Diarrhea

Most Common Adverse Reactions 

-

There is evidence to suggest that the frequency of these com-

-

-

Table 2. Comparison of Rates of Adverse Reactions in Mild to 

No titration titration titration
Adverse          
Reaction

Placebo
(n=315) %

5 mg/day
(n=311) % (n=315) % (n=269) %

6 5 6 
Diarrhea 5 

6 6 6 
4 

5 
Muscle cramps 6 

-
-
-

Table 3. Adverse Reactions in Pooled Placebo-Controlled 
Clinical Trials in Mild to Moderate Alzheimer’s Disease

Adverse Reaction Placebo 
(n=355) %

Donepezil Hydrochloride
(n=747) %

Percent of Patients 
with any Adverse 
Reaction

72 74

6

Diarrhea 5

Headache

6

Pain, various locations 

Dizziness 6

Accident 6

6

5

5

4

4

Abnormal Dreams 

Depression 

Weight Loss 

Arthritis 

-

least 6 months duration, including three double-blind, placebo-con-

Adverse Reactions Leading to Discontinuation
The rates of discontinuation from controlled clinical trials of do-
nepezil hydrochloride due to adverse reactions for the donepezil 

-

Most Common Adverse Reactions 

-

-

-

-

Table 4. Adverse Reactions in Pooled Controlled Clinical Tri-
als in Severe Alzheimer’s Disease

Body System/Adverse 
Reaction 

Placebo 
(n=392) % 

Donepezil Hy-
drochloride

Percent of Patients with 
any Adverse Reaction 73 81 

Accident 

Diarrhea 4 

4 

4 

6 

4 5 

5 

Headache 4 

Hypertension 

Pain 

Hallucinations 

Hostility 

-

Dehydration 

Depression 

Dizziness 

Hemorrhage 

Hyperlipemia 

Personality Disorder 

these patients have been treated for at least three months and more 

Adverse Reactions Leading to Discontinuation
The rate of discontinuation from a controlled clinical trial of done-

-

Table 5. Most Common Adverse Reactions Leading to Dis-
continuation in Patients with Moderate to Severe Alzhei-
mer’s Disease

Adverse 
Reaction

23 mg/day 
Donepezil 

Hydrochloride 
(n=963) %

Donepezil 
Hydrochloride 

(n=471) %

Diarrhea 

Dizziness 

Most Common Adverse Reactions with Donepezil Hydrochloride 23 
mg/day

-

Table 6. Adverse Reactions in a Controlled Clinical Trial in 
Moderate to Severe Alzheimer’s Disease

Adverse Reaction

23 mg/day 
Donepezil 

Hydrochloride 
(n=963) % 

Donepezil 
Hydrochloride 

(n=471) % 
Percent of Patients with 
any Adverse Reaction 64 

Diarrhea 5 
5 

Dizziness 5 
Weight Loss 5 
Headache 4 

Asthenia 

-
tions are reported voluntarily from a population of uncertain size, it 

-

Abdominal pain, agitation, aggression, cholecystitis, confusion, 
-

mia, hepatitis, hyponatremia, neuroleptic malignant syndrome, 
pancreatitis, rash, rhabdomyolysis, QTc prolongation, and torsade 

7 DRUG INTERACTIONS
7.1 Use with Anticholinergics
Because of their mechanism of action, cholinesterase inhibitors 

7.2 Use with Cholinomimetics and Other Cholinesterase Inhib-
itors

-
-

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

-

organogenesis, but administration to rats during the latter part of 
pregnancy and throughout lactation resulted in increased stillbirths 
and decreased offspring survival at clinically relevant doses [see 
Data

-

Data
Animal Data

the period of organogenesis did not produce any teratogenic ef-
-

m

-

8.2  Lactation

There are no data on the presence of donepezil or its metabolites 
-

hydrochloride and any potential adverse effects on the breastfed 
infant from donepezil hydrochloride or from the underlying maternal 

8.4 Pediatric Use
The safety and effectiveness in pediatric patients have not been 

8.5 Geriatric Use
-

-

8.6 Lower Weight Individuals
-

Because strategies for the management of overdose are continu-

determine the latest recommendations for the management of an 

As in any case of overdose, general supportive measures should 

cholinergic crisis characterized by severe nausea, vomiting, saliva-

-

Tertiary anticholinergics such as atropine may be used as an anti-

-
cal responses in blood pressure and heart rate have been reported 

-
taneous movement, prone position, staggering gait, lacrimation, 
clonic convulsions, depressed respiration, salivation, miosis, trem-

11 DESCRIPTION
Donepezil hydrochloride is a reversible inhibitor of the enzyme 

H -

H

acid, slightly soluble in ethanol and in acetonitrile and practically 

O
O

* N

CH3

CH2 CH HCl2

OCH3

Donepezil hydrochloride is available for oral administration in 

monohydrate, magnesium stearate, microcrystalline cellulose, po-
-
 

12.1 Mechanism of Action

-

-
ing the concentration of acetylcholine through reversible inhibition 

 

-

-
tration of 

in 
vitro

-

-

Hepatic Disease 
-

Age 

-
-
-

 

the effects of gender and race on the disposition of donepezil hy-

-

Body Weight 
-

Effect of Donepezil Hydrochloride on the Metabolism of Other Drugs
in vivo clinical trials have investigated the effect of donepezil 

in vitro -



i -

in vitro

Whether donepezil hydrochloride has any potential for enzyme induc-
-
-

Effect of Other Drugs on the Metabolism of Donepezil Hydrochloride

respectively, inhibit donepezil metabolism in vitro

-

-

-
-

An in vitro -

Drugs Highly Bound to Plasma Proteins 
Drug displacement studies have been performed in vitro

-

carcinogenicity study of donepezil conducted in mice at oral doses 
-

in vitro 
bacterial reverse mutation, in vitro mouse lymphoma tk, in vitro chro-
mosomal aberration, and in vivo 

administered to males and females prior to and during mating and 

13.2 Animal Toxicology and/or Pharmacology
-

tion of donepezil and memantine in combination resulted in increased 
incidence, severity, and distribution of neurodegeneration compared 

14 CLINICAL STUDIES
14.1 Mild to Moderate Alzheimer’s Disease
The effectiveness of donepezil hydrochloride as a treatment for mild 

randomized, double-blind, placebo-controlled clinical investigations 

-

based upon order of group mean scores and dose trend analyses of 
-

 
-

The ability of donepezil hydrochloride to improve cognitive perfor-

-
nitive performance including elements of memory, orientation, atten-

-

The patients recruited as participants in each study had mean scores 

-

in the placebo patients participating in donepezil hydrochloride trials 

The ability of donepezil hydrochloride to produce an overall clinical 

-

-

-

been systematically compared directly to assessments not using in-

-

Effects on the ADAS-cog

cog change scores for donepezil hydrochloride treated patients com-

-

-

-

The curves demonstrate that both patients assigned to placebo and 

-

Change from Baseline
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Effects on the CIBIC-plus

scores attained by patients assigned to each of the three treatment 
-

CIBIC-plus Rating

-

Effects on the ADAS-cog

change scores for the donepezil hydrochloride treated patients com-

-

both the donepezil hydrochloride treatment groups increased, indicat-
ing that discontinuation of donepezil hydrochloride resulted in a loss 

-

-

igure 5 illustrates the cumulative percentages of patients from 
-

-

-
tients assigned to either placebo or to donepezil hydrochloride have a 
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Change from Baseline

Effects on the CIBIC-plus

scores attained by patients assigned to each of the three treatment 

mean scores for donepezil hydrochloride treated patients compared 

CIBIC-plus Rating

14.2 Moderate to Severe Alzheimer’s Disease
The effectiveness of donepezil hydrochloride in the treatment of pa-

The effectiveness of donepezil hydrochloride as a treatment for se-
-

ized, double-blind, placebo-controlled clinical study conducted in 
-

-

-

-

-

-
termined using a dual outcome assessment strategy that evaluated 
cognitive function using an instrument designed for more impaired pa-

The ability of donepezil hydrochloride to improve cognitive perfor-

-

-

-

Effects on the SIB

for donepezil hydrochloride treated patients compared to patients on 
-
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Effects on the ADCS-ADL-severe 

-

-
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ADCS-ADL Change from Baseline

-

-
-

Study of 23 mg/day
-
-

strated by the results of a randomized, double-blind, controlled clinical 

-

a dual outcome assessment strategy that evaluated cognitive function 
using an instrument designed for more impaired patients and overall 

-

item instrument, has been validated for the evaluation of cognitive 
-

uates selective aspects of cognitive performance, including elements 
-

-

-

-

Effects on the SIB

-

to the left, this indicates a greater percentage of patients responding 

Effects on the CIBIC-plus

16 HOW SUPPLIED/STORAGE AND HANDLING

17 PATIENT COUNSELING INFORMATION

-

Advise patients and caregivers that donepezil hydrochloride may 
cause nausea, diarrhea, insomnia, vomiting, muscle cramps, fatigue, 

Advise patients to notify their healthcare provider if they are pregnant 

      


