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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to
use DONEPEZIL HYDROCHLORIDE TABLETS safely and effec-
tively. See full prescribing information for DONEPEZIL HYDRO-
CHLORIDE TABLETS.

DONEPEZIL hydrochloride tablets, for oral use
Initial U.S. Approval: 1996

-~ INDICATIONS AND USAGE --

observed closely atinitiation of treatment and after dose increases
5.3

+ Patients should be monitored closely for symptoms of active or
ccul gasiroinesiinal (Gl bleeding, especielly those a ncreased
risk for developing ulcer

+ The use of donepezil hydmchlande tablets in a dose of 23 mg once
daily s associated with weight loss (5.5)

+ Cholinomimetics may cause bladder outfiow obstructions (5.6)

+ Cholinomimetics are believed to have some potential to cause
. generalzed convulsons (57)

Donepezil tablets are an inhibitor
indicated for the treatment of dementia of the Alzheimer's type
Efficacy has been demonstrated in patients with mild, moderate, and
severe Alzheimer's Disease (1),

wing history of asthma or pitiats pulmonary disease (5.8)

- ADVERSE REACTIOI
Most common adverse reactions in ciinical studies of donepezi

0SAGE AND
+ Mild to Moderate Alzheimer's Disease: 5 mg to 10 mg once daily

+ Moderate to Severe Alzheimer's Disease: 10 mg to 23 mg once
daily (2.2)

-DOSAGE FORMS AND STRENGTHS
~ Tablets: 23 mg (3

are nausea, diarrhea, insomnia, vomiting, muscle
cramps, fatigue, and anorexia (6.1)

To report SUSPECTED ADVERSE REACTIONS,
Edenbridge Pharmaceuticals, LLC at 1-877-381-3336 or FDA at
1-800-FDA-1088 or www.fda.gov/medwatch

----DRUG INTERACTIONS - -
inhibitors have the potential to interfere with the

Known hypersansivity lo dangpezi hydrochioride or to piparding
derivatives (4)

- - WARNINGS AND PRECAUTIONS - -

- Cholinesterase inhibitors e liely to eraggerate succinylcholine-
type muscle relaxation during anesthesia (5.1

- Cholinesterase inhibitors may have vagotonic effects on_ the
sinoatial and ativentricular nodes manifeiing as bradycardia o
heart block (5.2)

- Danepeil hydrbehloride can cause voriting. Patients should be

7C

activity of anticholinergic medications (7.1

+ A synergistic _effect
o

agents, or cholinergic agonists (7.2)
- USE IN SPECIFIC POPULATIONS -~
Pregnancy: Based on animal data, may cause fetal harm (8.1)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.
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FULL PRESCRIBING INFORMATION

1INDICATIONS AND USAGE

Donepezil hydrochloride tablets are indicated for the treatment of dementia
of the Alzheimer's type. Efficacy has been demonstrated in patients with
mild, moderate, and severe Alzheimer's disease.

2DOSAGE AND ADMINISTRATION
2.1 Dosing in Mild to Moderate Alzheimer’s Disease

The recommended starting dosage of donepezil hydrochloride is 5 mg ad-
ministered once per day in the evening, just prior 10 retiring. The maximum
recommended dosage of donepezil hydrochloride in patients with mild to
moderate Alzheimer's disease is 10 mg per day. A dose of 10 mg should
not be administered until patients have been on a daily dose of 5 mg for 4
106 weeks

2.2 Dosing in Moderate to Severe Alzheimer’s Disease

The recommended starting dosage of donepezil hydrochloride is 5 mg ad-
ministered once per day in the evening, just prior t0 retiring. The maximum
recommended dosage of donepezil hydrochloride in patients with moder-
sl to severe Alzhaimer's dsease s 23 mg per day. A doseof 10 m should

gfo
Gwooks. A dose 01 23 mg per day Should not o admiistered untl patients
have been on a daily dose of 10 mg for at least 3 months.

2.3 Administration Information

Donepezil hydrochloride should be taken in the evening, just prior to retir-
ing. Donepezil hydrochloride can be taken with or without foo

The Donepezil Hydrochloride 23 mg tablet should not be spitt, crushed,
or chewed

3 DOSAGE FORMS AND STRENGTHS

Donepezil hydrochloride is supplied as reddish, film-coated, round tablets
containing 23 mg of donepezil hydrochloride. The strength, in mg (23), is
debossed on one side.

4 CONTRAINDICATIONS
Donepezil hydrochloride is contraindicated in patients with known hyper-
sensitivity to donepezil hydrochioride or to piperidine derivatives

§ WARNINGS AND PRECAUTIONS

5.1 Anesthesi

Bonepexi hyerochioride, as a cholinesterase inibior, islikely (o exagger-
ate succinylcholine-type muscle relaxation during anesthesia.

5.2 Cardiovascular Conditions.

Because of their pharmacological action, 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 abnormaliies. Synco-
pal episodes have been reported in association with the use of donepezil
hydrochloride.

5.3 Nausea and Vomi

Donepezil hydmcmonde ®2s a predictable consequence of s pharma-
cological properties, has been shown to produce diarthea, nausea, and
vomiting. These effects, when they occur, appear more frequently with the
10 mg/day dose than with the 5 mg/day dose, and more frequently with
the 23 mg dose than with the 10 mg dose. Specifically, in a controlled trial
that compared a dose of 23 mg/day to 10 mg/day in patients who had been
treated with donepezil 10 mg/day for at least three months, the incidence of
nausea in the 23 mg group was markedly greater than in the patients who
continued on 10 mg/day (11.8% vs. 3.4%, respectively), and the incidence
of vomiting in the 23 mg group was markedly greater than in the 10 m
group (9.2% vs. 2.5%, respectively). The percent of patients who discontin-
ued treatment due to vomiting in the 23 mg group was markedy higher than
inthe 10 mg group (2.9% vs. 0.4%, respectively).

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

ing one to three weeks, and have resolved during continued use of done-

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

treatment and after dose increases.

5.4 Peptic Ulcer Disease and Gl Bleeding

Through their primaty acion, cholineterase nhitors may be expeted to
ere:

fore, 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 re
current nonsteroidal anti-inflammatory drugs (NSAIDs). Clinical studies of
donepezil hydrochloride in a dose of 5 mg/day to 10 mg/day have shown
no increase, relative to placebo, in the incidence of either peptic ulcer dis-
ease or gastrointestinal bleeding. Results of a controlled clinical study with
23 mg/day showed an increase, relative to 10 mg/day,
pep‘(\‘c lcer disease (0.4% vs.0.2%) and gasirintestina bleecing fam any
site (1.1% ve %

5.5 Weight Loss

Weight loss was reported as an adverse reaction in 4.7% of patients as-
signed to_donepezil hydrochloride in a dose of

10 2.5% of patients assigned to 10 mg/day. Compared to their baseline
weights, 8.4% of patients taking 23 mg/day were found to have a weight
decrease of = 7% by the end of the study, while 4.
10 mo/day were found o have weight oss of = 7% althe end of the stucy.
5.6 Genitourinary Conditio

Although not observed in clinica tias of donepezi

mimetics may cause bladder outflow obstruction.
5.7 Neurological Conditions: Seizur
Cholinomimetics are believed to have some potential to cause genevz\lzed

convulsions. However, seizure activity also may be a
heimer's disease.

5.8 Pulmonary Conditi

Bacause of iheir Gholinomimetic actons, cholinesterase ifibiors shouid
be prescribed with care to patients with a history of asthma or obstructive
pulmonary disease.

6 ADVERSE REACTIONS

The following serious adverse reactions are described below and else-
where in the labelin

* Cardiovascular Condilons [see Wamings and Precautons (5.2

+ Nausea and Vomiting [see Warnings and Precautions (5.3)

+ Peptic Ulcer Disease and Gl Bleeding (see Warnings and Precautions

(5.4)
« Weight Loss [see Warnings and Precautions (5.5)

Uhrikg.

Mild to Moderate Alzheimer's Disease Most Common Adverse Reactions Table 6. Adverse Reactions in a Controlled Clinical Trial in| ™0 IV with subsequent doses based upon clinical response. Atypi-
Adverse Reactions Leading to Discontinuation The most common adverse reactions, defined as those occurring | Moderate o Severe Alzheimer’s Disease calrespanses n biood pressure and hear rate have been reported
The rates of discontinuation from controlled clinical trials of done- at a frequency of at least 5% in patients receiving donepezil hydro- 3 vl Tomed with other th quaterary
pezil hydrochloride due to adverse reactions for the donepezil hy-  chloride and at twice or more the placebo rate, are largely predicted ES mg/ ")I' B mg/ ‘)1 anticholinergics such as glycopyvrc\ale It is not known whether
drochloride 5 mg/day treatment groups were comparable to those by donepezil hydrochloride's cholinomimetic effects. These include | Adverse Reaction onepezil onepezil donepezil hydrochloride and/or its metabolites can be removed by
of placebo treatment groups at approximately 5%. The rate of dis- diarrhea, anorexia, vomiting, nausea, and ecchymosis. These ad- . b dialysis peritoneal dialysis, or hemofiltration).
continuation of patients who received 7-day escalations from 5mg/  verse reactions were often transient, resolving during continued _ | (n=963)% (n=471) Dose-related signs of toxicity in animals included reduced spon-
day to 10 mg/day was higher at 13% donepezil hydrochloride treatment without the need for dose mod- | Percent of Patients with 7 64 taneous movement, prone position, staggering gait, lacrimation,
The most common adverse reactions leading to discontinuation, ification. any Adverse Reaction lepressed respiration, salivation, miosis, trem-
defined as those occurring in at least 2% of patients and at twice or  Table 4 lists adverse reactions that occurred in at least 2% of pa-  [Nausea 12 3 ors, il lawer bodly suriace températurs.
more th incidence seen n lacebo pallnts, e shown n Table 1. fents in pooled placebe-contolled s who received donepezi  [vomiting 9 3 o DESCRIPTION
‘SR | [Table 1. Wost Common Adverse Reactions Leading to V< s o paens o e e aafycarence  [Diarmhea 8 5 is a reversible inhibior of the enzyme
Disconti Mild to Mod S| Wi giacebo. " a Anorexia 5 2 acety\chohnesterase known chemically as (42, 3-dhycro',
Adverse |Placebo 5 mg/day 10 mg/day Table 4. Adverse Reactions in Pooled Controlled Clinical Tri-| ~ |Dizziness 5 3 d is communly
Reaction| (n=355) Donepezil Donepezil als in Severe Alzheimer’s Disease Weight Loss 5 3 referred to in the pharmaco\ogloal Herdure a6 £2030. 1 has oy
% i i Ty empirical formula of Cy a molecular weight of
(n=350) % n=315) % Body lacebo i - 415, onepezil hydrochloride is a white crystalline powder an
Placeb Donepezil Hy: Headache 4 3 96. D I nydrochlorid hite crystal der and
contact Nausea 1 1 3 Reaction (n=392) % (ne501) % Insomnia 3 2 is freely soluble in chloroform, soluble in water and in glacial acetic
|3mm o = 3 Percent of Patients with = Urinary 3 1 acid, slightly soluble in ethanol and in acetonitrile and practically
[Vomitng | <1 = 5 fny Adverse Reaction 73 81 Asthenia 2 1 insoluble in ethyl acetate and in n-hexane.
- Contusion 2 0
Most Common Adverse Reactions Accident 2 i Fafioue > 7 CHO.
) The most common ads , defined as th Infection 9 11 - N CH, «HCl
be expected with concomitant | afrequency of atleast 5% in patients vecewmg IDmg/day and (w\ce Diah " Py 2 1 2
similar blocki the placebo rate, are largely predicted by done iarrhea 6.2 CH0'
Cholmamimate shecle, Thads nCuds povssa: darmhas. nsoma [Anorexia 7 ) A ;
vomiling, muscle cramp, fatigue, and anorexia. These adverse re- - The lollowing adverse reactions have been identifed dUng Donepezil hydrochioride is available for oral administration in
actions were often transient, resolving during continued donepezil | Vomiting 4 8 B e ted Yol o o ot aeatta sise film-coated tablets containing 23 mg of donepezil hydrochioride.
hydrochloride treatment without the need for dose modification. P v Pop ? Inactive ingredients are carnauba wax, colloidal silicon d\ox\de
Nausea 2 6 is not always possible to reliably estimate their frequency or estab-
There is evidence to suggest that the frequency of these com- lish a causal relationship o drug exposure. cellulos lact
mon adverse reactions may be affected by the rate of titration. An  |Insomnia 4 5 Ao o, e o holecystis, confusion, monohycrate, magnesiam searate, microctysaline CelLiose, po-
Revised: March 2023 | open-label study was conducted with 269 patients who received Gonvulsions. hallucinations, heart block all types), hemolytic ane.  Vidone.T yell . hydroxy-
placebo in the 15- and 30-week studies. These patients were ti- 2 5 o onatiie P rermia nearaiepe mh b Vndmme propyl methylcellulose, po\ysnrbale mamum dioxide and triacetin
trated to a dose of 10 mg/day over a 6-week period. The rates of . hepatitis, hyp , P! 9 A » USP Dissolution Test pending
e 0 8 oSt ol 10 malday over & 6 week perod. The ratcs o [Headache 3 4 pancreaitis, rash, rhabdomyolysis, QTc prolongation, and torsade
tiirated to 10 mg/day over one week in the conirolled clinical trials |Hypertension 2 3 de pointes. I CLINICAL PHARNACOLOGY
and wers compersble o those seen in pafiens on 5 mgiday. Pain 2 3 7DRUG INTERACTIONS Cuient thecries on the pathogenesis of the cogritve signs and
ee Table 2 for a comparison of the most common adverse reac- symptoms of Alzheimer's disease attribute some of them to a defi-
tions following one and six week itration regimens. Back Pain 2 3 Because of their mechanism of action, cholinesterase inhibitors SIS 00 FEETE S SERten ool
Table 2. Comparison of Rates of Adverse Reactions InMild 0|  [Eoama 2 3 have the potential to interfere with the activity of anticholinergic Donepezi yiochioride s posisted o exert s hrspeut et
Moderate Patients Titrated to 10 mg/day over 1 and 6 Weeks 7l e Inhib- function. This by increas-
No tirati One week | Six week i 1 3 it ner g through reversible mhmman
o titration e o af s hyarobyis by acelylohonesterase, There s no evidence that
titration | _titration Hostility 2 3 A synerg\shc effect may be expected when cholinesterase inhibi-
Adverse Placebo_ 16 mg/day (10 mg/day [10mg/day | [\ oo tors are given concurtently with succinylcholine, similar neuromus-  S9"heZir ers the course of the underlying dementing process.
“:::;':" (n=315) % |(n=311) % ‘"=3g1L n=269)% | | okinase 1 3 cular blocking agents or ch of donepezil are linear over a dose range of 1-10
mg given once daily. The rate and extent of absorption of donepezil
Diarthea 15 Nervousness 3 g "-"S,E IN SPECIFIC POPULATIONS hydrochloride tablets are not influenced by food.
nsomnia 14 Fover 7 2 B g egnanc] Based on population pharmacokinetic analysis of plasma donepezil
Bisk Summary. >
F . concentrations measured in patients with Alzheimer's disease,
atique 8 ChostPam p 2 There are no adequate data on the developmental risks associ- iR S0%, FEePerer 1 PETERE R BRI CORRCe:
fomiting 8 ated with the use of donepezi hydrochloride in pregnant women. @00, T8, LTS, 23S PIESER SAMCRRTEER ® BENEES 10
Muscle cramps 8 Confusion 1 2 n animal studies, developmental toxicity was not observed when  compared with 3 hours for donepezil hydrochioride 10 mg tablets.
Anorexia 7 Dehydration 3 2 lonepezi] was administered to pregnant rats and rabbits during  Peak plasma concentrations were about 2-fold higher for donepezil
9 p hydrochloride 23 mg tablets than donepezil hydrochloride 10 mg
Table 3 lists adverse reactions that occurred in at least 2% of pa- [Depression 1 2 pregnancy and thmughout lactation resulted in increased stillbirths 711 01¢
Yents i poole placebo-conirolled ils who rcefved efhr done- and decreased offspring survival a dlinically relevant doses [see  T"linination half life of donepezil is about 70 hours, and the
mg and for which the rate of occur- | Dizziness 1 2 Data). In the U.S. general population, the estimated background oo apoarent plasma clearance (CIFF) is 013 - 0.19
Fence uas greater forpatients treated with donepezil hydrochloride [ Erronal Laiy 7 2 risks of major birh defects and miscarriage n clinicaly rocognized  Eyjguing mulple dose adminisiraton, donepezil accumulates
than with placebo. In general, adverse reactions occurred more % 10 4% and 15% to 20%, respectively. The back- j"pagma by 4.7 fold, and steady state is reached within 15 days
frequently in female patients and with advancing age. Hemorrhage 1 2 g;‘;‘t’“g.:f:;g";\?g;ﬁ‘;‘“ defects and miscarriage for the indicated Ty g1eady ‘state volime of distribution is 12 - 16 Likg. Donepezi
Table 3. Adverse Reactions in Pooled Placebo-Controlied | |Hyperlipemia <1 2 ata is approximately 86% bound to human plasma proteins, mainly to
Clinical Trials in Mild to Moderate Alzheimer's Disease Animal Data albumins (about 75%) and alpha 1 - acid glycoprotein (about 21%)
Disorder 1 2 Oral of doneper o pregnant rats and rabbits during  Qve! the concentration range of 2:1000 ng/m.
Adverse Reaction Placebo |Donepezil e ol 1A es e s aoy tocmaconis of.  Donepezil is both excreted in he urine intact and extensively me-
(n=355) % (n=747) % |Somnolence 1 2 @ period of organagenests did Aot produce any teratogenic et yapgjized to four major metabolites, two of which are known to be
- S 1 2 focts at doses up to 1o markalday (approximalely 6 imes ihe MaX. active, and a number of minor metabolites, not al of which have
Ceing ton. | Percent of Patients yncope i "’mmfg“e" /[:“733" ose [MR ( ! ’7( mg{zay’ja:l)mg/ been identified. Donepezil is metabolized by CYP 450 isoenzymes
with any Adverse 72 7 Urinary 1 2 m basis) a mglkglday (approximately 7 limes the MRHD 01 206 and 3A¢ and undergoes glucuronidation. Following admins-
Reaction a maim? basis) ,’fsl’ef“‘é‘” Oral administration,of donepezi (1, iration of “C-labeled donepezil plasma radioactivily, expressed as
, 10 mg/kg/day) to rats during late gestation and throughout lac- . 4
Nausea 6 1 Moderate lo Severe Alzheimer's Disease (Donepezil Hydrochlaride - {30n to'weaning produced an increase in stillbirths and reduced 4 287¢entof the administered dose, was present primary as intact
2 mgl B B e s, arld reduced  donepezil (63%) and as 6-0-desmethyl donepezil (11%), which has
i the incidence of | Diarrhea 5 10 pezil 3 mgiday has been administered to over "n‘ 9" “d ,gmf’,k ‘/’d B V[ o ! ig! ! %%, been reported (o inhibit AChE o the same extent as donepezil in
1300 mdlvvdua\s g\obal\y in clinical trials. Approximately 1050 of e no-effect dose of 3 mg/kgiday is approximately equal to the iy ang was found in plasma at concentrations equal to about 20%
Headache 9 10  been treated foratleast three months and more 010 M9/ basis. of donepezil. Approximately 57% and 16% of the total radozciiiy
I 6 ) han 830 palients have boen treated for at Isast Six monihs. The o was recovered in urine and feces, respectively, over a period of
nsomnia range of patient exposure was from 1 to over 500 days. M\( 10 days, while 28% remained unrecovered, with about 17% of the
ma/day compared | pain. various locations. 8 9 Adverse Reactions Leading to Discontinuation [nere are ""Ik"a‘:‘a on ihe presence of donepez, oo metaboltes  donepezil dose recovered in the urine as unchanged drug. Exam-
. The rate of from a controlled clinical trial of done- 'a"u I“I"‘a" milk, the effects on the breastfed infant, or on milk pro-ination of the effect of CYP2D6 genotype in Alzheimer's patients
i e 2900 [ nss : : P e 2 ey i v SIS NGRS 5 pmonal and e bnets of st shoug STV ST Il e amerg YPZD0 gl
ok 9 Thocident s 7 mon adverse reactions leading to dlsconlmuaﬂon de'med asthose e considered along with the mother's clinical need for donepezil  etanolizers had a 31.5% slower clearance and ultra-rapid metab-
ccident occuring in at least 19 of patients and any potential adverse effects on the breastied g G 2818 780 € 0 570 SIS
cholino. | Muscle Cramps 2 6 With 10 malay are shown In Table 5. infantfom donepezi hycrochiarideorfom the underying maternal e Di
- " " in'a study of 10 patients with stable alcoholic cirrhosis, the clear-
Fatigue 3 5 Table 5. Most Common Adverse Reactions Leading to Dis- | 8.4 Pediatric Use . N N ance of donepezi nydroshloride was decreased by 20% relative to
Vomitin 3 5 continuation in Patients with Moderate to Severe Alzhei- e safety and effectiveness in pediatric patients have not been {02l 5ce" 5 sew-matched subjects.
9 mer’s Disease esmgnsp d. “ Renal Diseage.
Anorexia 2 4 8.5 Geriatric Use
Adverse 23 molday 10 mg/day Aizhelmer’s disease is a disorder occurring primariy n individu- (0,2 '8 O 1 Paliente win moderate o sovere rena) inearment
3 4 eaction onepezi onapez als over 55 years of age. The mean age of patients enrolled in the % =4 Gite-'from 11 age. and sex-matched healthy subjects
" ; “Y"’_"&"“{'“ Hydrochloride clinical studies with donepezil hydrochioride was 73 years; 80%  agq 9 'y subjects.
Abnormél Orerns 2 J (n=963)% (0=47% of these patients were between 85 and 84 years old, and 49% of - o "formal pharmacokinetic study was conducted to_examine
Depression <t 3 Vomiting 3 0 patients were at or above he age of 75, wne oficacy and safe- age-related differences in the pharmacokinetics of donepez hy-
W Diarthea 2 0 y data presented in the clinical trials section were obtained ffom  rocpioride tablets. Population pharmacokinetic analysis suggest-
eight Loss 1 3 these patients. There were no dlinically significant differences in o't the learance of donepeal in patients decreases vith in-
Arthritis 1 2 Nausea 2 0 mo‘ft adverse re‘adchons reported by patient groups = 65 years old creasing age. When compared with 65-year old subjects, 90-year
F— T o gns L<65 Ve‘:l's_ °h” dividual old subjects have a 17% decrease in clearance, while 40-year old
Frequent Urination 1 2 I m::’:ﬂ’"‘)ﬁ;g Chr’\‘lc'a‘l'"r"‘; :mu"g patients in the donepez hy- subjects have a 33% increase in clearance. The effect of age on
P 2 The majoryofdiscontnuatons dus 1o adverse reactions nthe 23 arochoride 23 mg reatment group. those palienis welghig < 35 Sonepezi clearance may not b clincally ignifcant.
mg group occurred during the first month of treatm: kg reporled more nausea, vomiting, and decreased weight than ~ aerderandface
ions (5,51 ions 56 Syncope 1 2 Most Common Adverse Reactions with Donepezil Hydrochloride 23 patients weighing 55 kg o more. There were more withdrawals due 10, Specific pharmacokinetic study was conduoted to investigate

+ Genitourinary Conditions [see Warning )
+ Neurological Conditions: Seizures [see Warnings and Precautions (5.7)]
+ Pulmonary Conditions [see Warnings and Precautions (5.6)]
6.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions,
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
reflect the rates observed in practice.
Donepezil hydrochioride has been administered to over 1,700 individu-
als during clinical trials worldwide. Approximately 1200 of these patients
have been treated for at least 3 months and more than 1,000 patients have
been treated for at least 6 months. Controlled and uncontrolled trials in the
United States included approximately 900 patients. In regards to the high-
est dose of 10 mg/day, this population includes 650 patients treated for 3
months, 475 patients treated for 6 months, and 116 patients treated for over
1 year. The range of patient exposure is from 1 to 1,214 days.

1 L I I
nd 1

Donepezil Hydrochloride has been administered to over 600 pa-
tients with severe mzneumers dlsease during clinical trials of at
6 tion, inclu

trolled mals (wo of which had an open label exlens\on

Adverse Reactions Leading to Discontinuation

The rates of discontinuation from controlled clinical trials of do-
nepezil hydrochloride due to adverse reactions for the donepezil
hydrochloride patients were approximately 12% compared to 7%
for placebo patients. The most common adverse reactions leading
to discontinuation, defined as those occurring in at least 2% of do-
nepezil hydrochloride patients and at twice of more the incidence
seen in placebo, were anorexia (2% vs. 1% placebo), nausea (2%
vs. <1% placebo), diarthea (2% vs. 0% placebo), and urinary tract
infection (2% vs. 1% placebo)

3
2

mg/day

The most common adverse reactions, defined as those occurring
at a frequency of at least 5%, include nausea, diarrhea, vomiting,
and anorexia.

Table 6 lists adverse reactions that occurred in at least 2% of pa-
tients who received 23 mg/day of donepezil hydrochloride and at
a higher frequency than those receiving 10 mg/day of donepezil
hydrochloride in a controlled clinical trial that compared the two
doses. In this study, there were no vmpovlant differences in the type

to adverse reactions as well. This finding may be related to higher
plasma exposure associated with lower weight

10 OVERDOSAGE

Because strategies for the management of overdose are continu-
ally evolving, it s advisable to contact a Poison Control Center to
determine the \alss‘ recommendations for the management of an
overdose of any drug.

s n any case of overdose, general suppariie measres should
be utilized. Overd inhibitors can result in

of adverse reactions in patients
or without memantine.

cholinergic crisis P by Severo nausea, vomiing, saiva.
tion, sweating, bradycardia, hypotension, respiratory depression,
collapse and convuisions. Increasing muscle weakness is a pos-
sibility and may resultin death if respiratory muscles are involved
Tertiary anticholinergics such as atropine may be used as an anti-
dote for donepezil hydrochloride overdosage. Intravenous atropine
sulfate titrated to effect s recommended: an nitial dose of 1.0t0 2.0

the effects of gender and race on the disposition of donepezil hy-
drochloride. However, retrospective pharmacokinetic analysis and
population pharmacokinetic analysis of plasma donepezil concen-
trations measured in patients with Alzheimer's disease indicates.
that gender and race (Japanese and Caucasians) did not affect the
learance of donepezil hycrochiords o an mportant degree.

There was a relationship noted between body weight and clear-
ance. Over the range of body weight from 50 kg to 110 kg, clearance
increased from 7.7 L/h to 14.04 Lih, with a value of 10 Lihr for 70

Effect of Donepezil Hydrochloride on the Metabolism of Other Drugs
No in vivo clinical trials have investigated the effect of donepezil
hycrochlaride on the clearance of crugs metabalized by OYP A4
(e.g. cisapride, terfenadine) or by CYP 2D (e.g., imipramine).
However, in vitro studies show a low oot binding to these en-



zymes (mean K, about 50-130 uM), that, given the therapeutic plas-
ma concentrations of donepezil (164 nM), indicates itte likelihood of
interference. Based on in vitro studies, donepezil shows little or no
evidence of direct inhibition of CYP2B6, CYP2C8, and CYP2C19 at
clinically relevant concentrations.

Whether donepezil hydrochloride has any potential for enzyme induc-
tlon is ot knoan. Formal phamacokinelc stuies evaluaed the po-
tential of donepezil for interaction wi

indicating ‘markedly improved, to a score of 4, indicating ‘no change”
toa score of 7, indicating “markedly worse.” The CIBIC-plus has not
been systematically compared directly to assessments not using in-
formation from caregivers (CIBIC) or other global methods.
Thirty-Week Study

in a study of 30 weeks duration, 473 patients were randomized to
receive single daily doses of placebo, 5 mg/day or 10 mgiday of do-

metidine, warfarin, digoxin, and ketoconazole. No effects of donepezn

Effect of Other Drugs on the Metabolism of Donepezil Hydrochloride
Ketoconazole and quinidine, strong inhibitors of CYP450 3A and 2D6,
respectively, inhibit donepezil metabolism in vitro. Whether there is a
clinical effect of quinidine is not known. Population pharmacokinetic
analysis showed that in the presence of concomitant CYP2D8 inhib-
itors donepezil AUC was increased by approximately 17% to 20% in
Alzheimer's disease patients taking donepezil hydrochloride 10 and
3 mg. This represented an average effect of weak, moderate, and
strong CYP2DS inhibitors. In a 7-day crossover study in 18 healthy
volunteers, ketoconazole (200 mg q.d, increased mean donepezil (5
mg q.) concentrations (AUCqz, and C,) by 36%. The clinical rele-
vance of this increase in cancemmtmn is unknown.
Inducers of CYP 3A (e.g., phenytoin, carbamazepine, dexametha-
sone, rifampin, and phenobarbital) could increase the rate of elimina-
tion of donepezil hydrochloride.
Formal pharmacokinetic studies demonstrated that the metabolism
of donepezil hydrochloride is not significantly affected by concurrent
administration of digoxin or cimetidine.
An in viro study showed that donepezil was not a substrate of P-gly-
coprotein.
Drugs Highly Bound to Plasma Proteins
Drug displacement studies have been performed in vitro between
this highly bound drug (96%) and other drugs such as furosemide,
digoxin, and warfarin. Donepezil hydrochloride at concentrations of
0.3-10 micrograms/mL did not affect the binding of furosemide (5 mi-
crograms/mL), digoxin (2 ng/mL), and warfarin (3 micrograms/mL) to
human albumin. Similarly, the binding of donepezil hydrochloride to
human albumin was not affected by furosemide, digoxin and warfarin

13 NONCLINICAL TOXICOLOGY
134 Carcinogenesis, Mutagenesis, Impairment of Fertilty

No evidence of carcinogenic potential was obtained in an 88-week
carcinogenicity study of donepezil conducted in mice at oral doses
up o 160 makgday (approxmalely 40 tmes the maximum recom-
mended human dose [MRHD] of 23 mg/day on a mg/m? basis), or in a
104-week carcinogenicity study in rats at oral doses up to 30 mg/kg/
day (approximately 13 times the MRHD on a mg/me basis).

Donepezil was negative in a battery of genotoxicity assays (in vitro
bacterial reverse mutation, in vitro mouse lymphoma tk, in vitro chro-
mosomal aberration, and in vivo mouse micronucleus).

Donepezil had o effect on fertilty in rats at oral doses p to 10 mg/
kg/day (approximately 4 times the MRHD on a mg/m? basis) when
administered to males and females prior to and during mating and
continuing in females through implantation.

13.2 Animal Toxicology and/or Pharmacoloy

In an acute dose neurotoxicity study in female rats, oral administra-
tion of donepezil and memantine in combination resulted in increased
incidence, severity, and distribution of neurodegeneration compared
with memantine alone. The no-effect levels of the combination were
associated wilhciicalyrelevant plasma donepez and memantine
levels.

The relevance of this finding to humans is unknown.

14 CLINICAL STUDIES
14.1 Mild to Moderate Alzheimer’s Disease
The effectiveness of donepezil hydrochloride as a treatment for mild
to moderate Alzhevmev‘s disesse isdemorstatedby the resuts o two
in lod
in patients with Alzheimer's disease (diagnosed by NINCDS and DSM
1Il-R criteria, Mini-Mental State Examination = 10 and < 26 and Clini-
cal Dementia Rating of 1 or 2). The mean age of patients participating
in donepezil hydrochloride trials was 73 years with a range of
94. Approximately 62% of patients were women and 38% were men.
The racial distribution was white 95%, black 3%, and other races 2%.
The higher dose of 10 mg did ot provide a siatisically signicanty
greater clinical benefit than 5 mg. There is a suggestion, however,
based upon order of group mean scores and dose Srona, analyses of
data from these clinical trials, that a daily dose of 10 mg of donepe-
il hydrochloride might provide additional benefit for some patients.
Accordingly, whether or not to employ a dose of 10 mg is a matter of
prescriber and patient preference.
Study Outcome Measures
n each study, the effectiveness of treatment with donepezil hydro-
chioride was evaluated using a dual outcome assessment strategy.
The ability of donepezil hydrochloride to improve cognitive perfor-
mance was assessed with the cognitive subscale of the Alzheimer's
Disease Assessment Scale (ADAS-cog), a multi-item instrument that
has been extensively validated in longitudinal cohorts of Alzheimer's
disease patients. The ADAS-cog examines selected aspects of cog-
nitive performance including elements of memory, orientation, atten-
tion, reasoning, language and praxis. The ADAS-cog scoring range
is from 0 to 70, with higher scores indicating greater cognitive impair-
ment. Elderly normal adults may score as low as 0 or 1, but it is not
unusual for non-demented adults to score slightly higher.
The patients recruited as participants in each study had mean scores
on the ADAS-cog of approximately 26 points, with a range from 4 to
61. Experience based on longitudinal studies of ambulatory patients
with mild to moderate Alzheimer’s disease suggest that scores on
the ADAS-cog increase (worsen) by 6 - 12 points per year. Howev-
er, smaller changes may be seen in patients with very mild or very
advanced disease since the ADAS-cog is not uniformly sensitive to
change over the course of the disease. The annualized rate of decline
in the placebo patients participating in donepezil hydrochloride trials
was approximately 2 to 4 points per year.
The ability of donepezil hydrochloride to produce an overall clinical
effect was assessed using a Clinician's Interview-Based Impression
of Change that required the use of caregiver information, the CIBIC-
plus. The CIBIC-plus is not a single instrument and is not a standard-
ized instrument like the ADAS-cog. Clinical trials for investigational
drugs have used a variety of CIBIC formats, each different in terms
of depth and structure.
As such, results from a CIBIC-plus reflect clinical experience from
the trial or trials in which it was used and cannot be compared di-
rectly with the results of CIBIC-plus evaluations from other clinical
trials. The CIBIC-plus used in donepezil hydrochloride trials was a
semi-structured instrument that was intended to examine four major
areas of patient function: General, Cognitive, Behavioral, and Activi-
ties of Daily Living. It represents the assessment of a skiled clinician
based upon his/her observations at an interview with the patient, in
combination with information supplied by a caregiver familiar with
the behavior of the patient over the interval rated. The CIBIC-plus is
scored as a seven-point categorical rating, ranging from a score of 1,

nepezil ‘The 30-week study was divided into a 24-week
Gouble-bind aciiv icalment phase followsd by & 6-week single-bind
placebo washout period. The study was designed to compare 5 mg/
day or 10 mg/day fixed doses of donepezil hydrochloride to placebo.
However, to reduce the likelihood of cholinergic effects, the 10 mg/
day dIrealmem was started following an initial 7-day treatment with 5
m es.
Eflocts on ihe ADAS-c
Figure 1 ilustrates the fime course for the change from baseline in
ADAS-cog scores for all three dose groups over the 30 weeks of the
study. After 24 weeks of reatment, the mean differences in the ADAS-
cog change scores for donepezil hydrochloride treated patients com-
pated o e pationts on placebo were 2.8.and 31 paints for he 5 g/
day and 10 mg/day treatments, respectively. These differences were
staistical signicant. Wihis th reatment effectsize may appear to
slightly greater for the 10 mg/day treatment, there was no statisti-
cally significant difference between the two active treatments.
Following 6 weeks o placebo washou, scores on the ADAS-cag for
ott
able from those patients who had received only placebo for 30 weeks.
This suggests that the beneficial effects of donepezil hydrochloride
abate over 6 weeks following discontinuation of treatment and do not
represent a change in the underlying disease. There was no evidence
of a rebound effect 6 weeks after abrupt discontinuation of therapy.
Figure 1. Time-course of the Change from Baseline in ADAS-cog
Score for Patients Completing 24 Weeks of Treatmen
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Figure 2 llustrates the cumulative percentages of patients from each
of the three treatment groups who had attained the measure of im-
provement in ADAS-cog score shown on the X axis. Three change
scores (7-point and 4-point reductions from baseline or no change in
score) have been identified for illustrative purposes, and the percent
of paﬂems in each group achieving that result is shown in the inset

The curves demonstiate tha both patlets assigned to placebo and
donepezil hydrochloride have a wide range of responses, but that
the active treatment groups are more likely to show greater improve-
ments. A curve for an effective treatment would be shifted to the left
of the curve for placebo, while an ineffective or deleterious treatment
would be superimposed upon or shifted to the right of the curve for
placebo.

Figure 2. Cumulative Percentage of Patients Completing 24 Weeks
of Double-blind Treatment with Specified Changes from Baseline
ADAS-cog Scores. The Percentages of Randomized Patients who
Completed the Study were: Placebo 80%, 5 mg/day 85%, and 10 mg/
day 68%
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Effects on the CIBIC-plus

Figure 3 is a hisogram of the frequency distrbuton of CIBIC:plus
scores attained by patients assigned to each of the three treatment
groups who Compiatad 24 woek of troaiment. The mean drug-pla:
cebo differences for these groups of patients were 0.35 points and
0.39 points for 5 mg/day and 10 mg/day of donepezil hydrochloride,
respectively. These differences were statistically significant. There
was no statistically significant difference between the two active
treatments
Figure 3. Frequency Distribution of CIBIC-plus Scores at Week 24.
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Fifteen-Week Study
Ina study of 15 weeks duration, patients were randomized to receive
single daily doses of placebo o either 5 mg/day or 10 mgiday of do-
nepezil hydrochloride for 12 weeks, followed by a 3-week placebo
washout period. As in the 30-week study, to avoid acute cholinergic
ifocts e 10 mlday tretment followod an mitial 7-day eatment
with 5 m/day doses.

Figure 4 illustrates the time course of the change from baseline in
ADAS-cog scores for all three dose groups over the 15 weeks of the
study. After 12 weeks of treatment, the differences in mean ADAS-cog
change scores for the donepezil hydrochloride treated patients com-
pared to the patients on placebo were 2.7 and 3.0 points each, for the
5 and 10 mglday donepezil hydrochloride treatment groups, respec-
tively. These differences were statistically significant. The effect size
for the 10 mg/day group may appear to be slightly larger than that for
mg/day. However, the differences between active treatments were
nm slaﬂsﬂcaHy significant.
. Time-course of the Change from Basehne in ADAS-cog
S o Panents Completing the 15-week Stu
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compared donepezil hydrochloride 23 mg once daily to 10 mg once
daily suggest that a 23 mg dose of donepezil hydrochioride provided
additional benefit

Swedish 6 Month Study (10 mg/day)

The effectiveness of donepezil hydrochioride as a treatment for se-
vere Alzheimer’s disease is demonstrated by the results of a random-
ized, double-blind, placebo-controlled clinical study conducted in
Sweden (6 month study) in patients wih probable or possible Azhel
mer's disease diagnosed CDS: and DSM-IV criteria,
MMSE: range of 1-10. Two Mindred and 'any e\gm (248) patients with
severe Alzheimer's disease were randomized to donepezil hydrochio-
ride or placebo. For patients randomized to donepezil hydrochloride,
treatment was initiated at 5 mg once daily for 28 days and then in-
creased to 10 mg once daily. At the end of the 6 month treatment
period, 90.5% of the donepezil hydrochloride treated patients were re-
ceiving the 10 mgiday dose. The mean age of patients was 84.9 years,
with a range of 59 to 99. Approximately 77% of patients were women,
and 23% were men. Almost all patients were Caucasian. Probable
Alzheimer's disease was diagnosed in the majority of the patients
(83.6% of donepezil hydrochloride treated patients and 84.2% of pla-
cebo treated patients).

Study Outcome Measures

The effectiveness of treatment with donepezil hydrochloride was de-
termined using a dual outcome assessment strategy that evaluated
cognitive funcion using an instrument designed for more impaired pa-
tients and overall function through caregiver-rated assessment. This
study showed that patients on donepezil hydrochloride experienced
significant improvement on both measures compared to placebo.
The ability of donepezil hydrochloride to improve cognitive perfor-
mance was assessed with the Severe Impairment Battery (SIB). The
SIB, a multi-item instrument, has been validated for the evaluation of
cognitive function in patients with moderate to severe dementia. The
SIB evaluates selective aspects of cognitive performance, including
elements of memory, language, orientation, attention, praxis, visuo-
spatial ability, construction, and social interaction. The SIB scoring
range is from 0 to 100, with lower scores indicating greater cognitive
impairment

Daily function was assessed using the Modified Alzheimer's Disease

[ Weeks of Drug Treatment __[Placebo |

Following 3 weeks of placebo washout, scores on the ADAS-cog for
both the donepezil hydrochloride treatment groups increased, indicat-
ing that discontinuation of donepezil hydrochloride resulted in a loss
of its treatment effect. The duration of this placebo washout period
was not sufficient to characterize the rate of loss of the treatment ef-
fect, but the 30-week study (see above) demonsirated that treatment
effects associated with the use of donepezil hydrochloride abate with-
in 6 weeks of treatment discontinuation

Figure 5 illustrates the cumulative percentages of patients from
each of the three treatment groups who attained the measure of im-
provement in ADAS-cog score shown on the X axis. The same three
change scores (7-point and 4-point reductions from baseline or no
change in score) as selected for the 30-week study have been used
for this illustration. The percentages of patients achieving those re-
sults are shown in the inset table.

As observed in the 30-week study, the curves demonstrate that pa-
tients assigned to either placebo or to donepezil hydrochloride have a
wide range of responses, but that the donepezil hydrochloride treated
patients are more likely to show greater improvements in cognitive
performance.

Figure 5. Cumulative Percentage of Patients with Specified Changes
from Baseline ADAS-cog Scores. The Percentages of Randomized

Cooperative Study Activities of Daily Living Inventory for Severe
Azhimer’s Diséase (ADCS-ADL-sovere). The ADGS ADL severs is
derived from the Alzheimer's Disease Cooperative Study Activities
of Daily Living Inventory, which is a comprehensive battery of ADL
questions used to measure the functional capabilities of patients.
ach ADL item is rated from the highest level of independent per-
formance to complete loss. The ADCS-ADL-severe is a subset of 19
items, including ratings of the patient's abilty to eat, dress, bathe, use
the telephone, get around (or travel), and perform other activities of
daily living; it has been validated for the assessment of patients with
moderate to severe dementia. The ADCS-ADL-severe has a scoring
range of 0 to 54, with the lower scores indicating greater functional
impairment. The investigator performs the inventory by interviewing
acaregiver, in this study a nurse staff member, familiar with the func-
tioning of the patient.
Effects on the SIB
Figure 7 shows the time course for the change from baseline in SIB
score for the two treatment groups over the 6 months of the study. At
6 months of treatment, the mean difference in the SIB change scores
for donepezi hyrochiordo treaed palients compare 1o patents on
placebo was 5.9 points. Donepezil hydrochloride treatment was sta-
tistically significantly superior to placebo.
Figure 7. Time Course of the Change from Baseline in SIB Score for
Patients Completing 6 Months of Treatment.
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Effects on the CIBIC-plus of the two treatment groups who attained the measure of improve-

Figure 6 is a histogram of the frequency distribution of CIBIC-plus
scores attained by patients assigned to each of the three treatment
groups who completed 12 weeks of treatment. The differences in
mean scores for donepezil hydrochloride treated patients compared
to the patients on placebo at Week 12 were 0.36 and 0.38 points for
the 5 mg/day and 10 mgiday treatment groups, respectively. These
differences were statistically significant,

Figure 6. Frequency Distribution of CIBIC-plus Scores at Week 12.
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In both studies, patient age, sex, and race were not found to predict
the clinical outcome of donepezil hydrochloride treatment.

14.2 Moderate to Severe Alzheimer's Disease

The effectiveness of donepezil hydrochloride in the treatment of pa-
tients with moderate to severe Alzheimer's disease was established
in studies employing doses of 10 mgiday and 23 mg/day. Results of a
controlled clinical trialin moderate to severe Alzheimer's Disease that

ment in SIB score shown on the X-axis. While patients assigned both
to donepezil hydrochloride and to placebo have a wide range of re-
sponses, the curves show that the donepezil hydrochloride group is
more likely to show a greater improvement in cognitive performance.
Figure 8. Cumulative Percentage of Patients Completing 6 Months
of Double-blind Treatment with Particular Changes from Baseline in
SIB Scores.
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Figure 9. Time Course of the Change from Baseline in ADCS-ADL-
Severe Score for Patients Completing 6 Months of Treatment

P
2 3 Ci
£ —@- Donepezi Hydrochloride 10 mg/day Improvement
g o] -O-Paceo
3
£
gz
22
2% Baseline
52
g
3 2
g Clinical
< 9 Decline

a1

3 6
Wonths of Drug Treatment

Effects on the ADCS-ADL-severe

Figure 9 illustrates the time course for the change from baseline in
ADCS-ADLsevere scores for patients in the two treatment groups
over the 6 months of the study. After 6 months of treatment, the mean
difference in the ADCS-ADL-severe change scores for donepezil hy-
drochloride treated patients compared to patients on placebo was 1.
points. Donepezil hydrochloride treatment was statistically signifi-
cantly superior to placebo.

Figure 10 shows the cumulative percentages of patients from each
treatment group with specified changes from baseline ADCS-ADL-se-
vere scores. While both patients assigned to donepezil hydrochloride
and placebo have a wide range of responses, the curves demonstrate
that the donepezil hydrochloride group is more likely to show a smaller
decline or an improvement,

Figure 10. Cumulative Percentage of Patients Completing 6 Months
of Double-blind Treatment with Particular Changes from Baseline in
ADCS-ADLSevere Scores.
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Japanese 24-Week Study (10 mg/day)
Ina study of 24 weeks duration conducted in Japan, 325 patients with
severe Alzheimer's disease were randomized to doses of 5 mg/day or
10 mg/day of donepezil, administered once daily, or placebo. Patients
randomized to treatment with donepezil were to achieve their as-
signed doses by titration, beginning at 3 mg/day, and extending over
2 maximum of wo hundred and forty eight (248) patients
completed the study, with similar proportions of patients completing
the study n each raatment group. Theprmary efficacy measures ot
this study were the SIB a

At 24 weeks of reatment, slallsllcal\y Signiicant reatment diferenc-
es were observed between the 10 mg/day dose of donepezil and pla-
oo 0n both the SIB and CIBIC plus. The 5 myday dose of donopesi
showeda stalitcally signficant superotyt placebo on the SIE, ut
not on the CIBIC-plus.

Study of 23 mg/day

The effectiveness of donepezil hydrochloride 23 mg/day as a treat-
ment for moderate to severe Alzheimer's disease has been demon-
strated by the results of a randomized, double-blind, controlled clinical
investigation in patients with moderate to severe Alzheimer's disease.
The controlled clinical study was conducted globally in patients with
probable Alzheimer's disease diagnosed by NINCDS-ADRDA and
DSV criteria, MMSE: range of 0-20. Patients were required to have
been on a stable dose of donepezil hydrochloride 10 mgiday for at
least 3 months prior to screening. One thousand four hundred and
thirty four (1434) patients with moderate to severe Alzheimer's dis-
ease were randomized to 23 mg/day o 10 mg/day. The mean age of
patients was 73.8 years, with a range of 47 to 90. Approximately 63%
of patients were women, and 37% were men. Approximately 36% of
the patients were taking memantine throughout the study.

The effectiveness of treatment with 23 mg/day was determined using
adual outcome assessment strategy that evaluated cognitive function
using an instrument designed for more impaired patients and overall
function through caregiver-rated assessment.

The ability of 23 mg/day to improve cogniive performance was as-
sessed with the Severe Impairment Battery (SIB). The SIB, a multi-
item instrument, has been validated for the evaluation of cognitive
function in patients with moderate to severe dementia. The SIB eval-
uates selective aspects of cognitive performance, including elements
of memory, language, orientation, attention, praxis, visuospatial abili-
ty, construction, and social interaction. The SIB scoring range is from
010100, with lower scores indicating greater cognitive impairment.
The ability of 23 mg/day to produce an overall clinical effect was as-
sessed using a Clinician's Interview-Based Impression of Change that
incorporated the use of caregiver information, the CIBIC-plus. The
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Figure 12 lustrates the cumulative percentages of patients from each
of the two treatment groups who attained the measure of improve-
ment in SIB score shown on the X-axis. While patients assigned both
to 23 mg/day and to 10 mg/day have a wide range of responses, the
curves show thal the 23 mg-group is more kel to show a groater
inco

to the left, this mdlcalss a greater percentage of patients respnndmg
to treatment on the SIB.

Figure 12. Cumulative Percentage of Patients Completing 24 Weeks
of Double-bing Treatment with Specified Ghanges rom Baseline I
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Effects on the CIBIC-plus

igure 13 is a histogram of the frequency distribution of CIBIC-plus
scores attained by patients at the end of 24 weeks of treatment. The
mean difference between the 23 mg/day and 10 mg/day treatment
groups was 0.06 units. This difference was not statistically significant.
Figure 13. Frequency Distribution of CIBIC-plus Scores at Week 24.
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16 HOW SUPPLIED/STORAGE AND HANDLING
Supplied as film-coated, round tablets containing 23 mg of donepezil
hydrochloride. The 23 mg tablets are reddish in color. The strength, in
mg (23), is debossed on one side
Botles of 30 (NDG# 42789.854-01)
Bottles of 90 (NDC# 42799-954-02)

I

Store at 20° - 25°C (68° - 77°F), excursions permitted to 15° - 30°C
(59° - 86°F) [See USP Controlled Room Temperature].

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient
Information)

Insluct patfents and caregivers o take donepezil hycroshloride tab-
lets only once per day, as prescribe

Instruct patients and caregivers ot Gonepezil hydrochloride tablets
can be taken with or without food. Donepezil hydrochloride 23 mg
tablets should be swallowed whole without the tablets being split,
crushed or chewer

Advise patients and caregivers that donepezil hydrochloride may
Catse nauses, dishes, insomnia,vomiling, muscle cramps algue,
and decreased appet

Advise patients to nnﬂly their healthcare provider if they are pregnant
or plan to become pregnant.

Wigmally Moderaiely Markedh
Wm:ey Wmsey Waruy

CIBIC-plus used in this trial was a instrument that
examines four major areas of patient function: General, Cognitive, Be-
havioral, and Activities of Daily Living. It represents the assessment
of a skilled clinician based upon his/her observations at an interview
with the patient, in combination with information supplied by a care-
giver familiar with the behavior of the patient over the interval rated.
The CIBIC-plus is scored as a seven-point categorical rating, rangin
from a score of 1, indicating “markedly improved,” to a score of 4,
indicating “no change® to a score of 7, indicating “markedly worse.”
Effects on the SIB

Figure 11 shows the time course for the change from baseline in SIB
score for the two treatment groups over the 24 weeks of the study.
At 24 weeks of treatment, the LS mean difference in the SIB change
scores for 20 mg/day-realed patents compared 1o patients realed
i 10 mg was 22 units (p = 0.0001). The dose of 23 moiday was
statistially signicanty superir o g dose o110 mal
Fi rse of the Change from Baseline in
Patients Completing 24 Weeks of Treatment.
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