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PHARMAGOLOGIC CLASSIFICATION: Gholingsterase Inhibitor. ACTION AND CLINICAL PHARMACOLOGY: ARICEPT (donepezi hydrochloride) is @ piperidine-based, reversiole
inhibitor of the enzyme acetylcholinesterase (ACRE). A consistent pathological change in Alzheimer's isease is the degeneration of chalinergic neuronal pathways that
project rom the basal forebain to the cerebral cortex and hippocampus. The resulting hypofunction of these pathways is thought to account for some of the clinical
manifestations of dementia. Donepezil i postulated to exert s therapeutic efect by enhancing cholinergic function. This is accomplished by increasing the concentration
of acetylcholing (ACh) through reversible inhbiton o it hydrolysis by ACKE. Ifthis proposed mechanism of action s correct, donepezi's effect may lessen as the disease
process advances and fewer cholinergic neurons remain functionally infact, There is no evidence that donepezi aters the course of the underlying dementing process.
INDIGATIONS AND CLINICAL USE: ARICEPT (onepez hydrochiorde) is indicated for the symptomatc treatment of patiens with mid-to-moderate dementiz of the Alzheimer’s
type. Eficacy of ARICEPT in patients with mild-to-moderate Alzheimer's disease was established in two 24-week and one 54-week placebo-controlled trals. ARICEPT
tablets should only be prescribed by (or following consultation with) clinicians who are experienced in the diagnosis and management of Alzheimer's disease.
CONTRAINDICATIONS: ARICEPT (donepezil hydrochloride) is contraindicated in patiens with known hypersenstivity to donepezil hydrochloride or to piperidine derivaives
WARNINGS: Anesthesia: ARIGEPT (donepezil hydrochloride), as a chofinesterase inhibitr, s fkely to exaggerate succinylcholine-type mustle refaxation during anesthesia.
Newrological Conditions: Seizures: Some cases of seizures have been reported with the use of ARICEPT in clinicaltrials and from spontaneous Adverse Reaction
reporting. Chalinomimetics can cause  reduction of seizue threshold, increasing the risk of sizures. However, sezure activty may also be a maniestaton of Alzheimer's
disease. The riskbenefitof ARICEPT treatment for patents with & history of sizure disorder must therefore be carefull evaluated. ARICEPT has not been studed in patients
with non-Alzheimer demenias or individuals with Parkinsonian features, The eficacy and safety of ARICEPT in these patients are unknown. Pulmonary Conditions: Because
of their cholinomimetic acton, cholinesterase inhibitors should be prescribed with care to patients with a history of asthma or obstructive pulmanary diséase. ARICEPT has
ot begn studied n patients under treatment for these conditions and should therefore b used with particular caution in such patients. Cardiovascular: Because of thei
pharmacological action, cholnesterase infibtors may have vagotonic ffcts on heart ree (e.g, bradycardi). Th potentialfor tis action may be particulaly important to patints with
“sic sinus syndrome’ or other supraventriculr carciac conduction conditons. In clincal trias, mast patients with Serious cardiovascular condiions were excluded. Patients such as
those with contrlld hypertension (0BP<35 mmHg), ight bundle branch blockage and pacemakers were ncluded. Therefore, cauton should be aken in reaing patents vith acthe
coronary atery disease and congestive heart falure. Syncapel episodes have begn reported in associaion with the use of ARICEPT. I i recommended that ARICEPT should not be
used In patens with cadiac conduction abnormaltes (except for rght bundle branch block) including *sck sinus syndrome” and those with unexplained syncopal episodes.
Gastrointestinal: Through their primary acton, cholinesterase inhibiors may be expected to inerease astric acid secretion due to increased chalinergi activiy. Threfare,
ptients at increase isk for developing ulcers, e, those with ahisory of lcer disease or those receiing concurrent nonsteroldal anti-nflammatory drugs (NSAIDS) including
high doses of acetylsliclic acid (ASA), should be monitored for symptoms of actve or occult gastrointestinal leeding. Clinical tudies of ARICEPT have shown no ncrease,
relative o placebo inthe incdence of ether peptic ulcer disease or gastrointestinal leeding (see ADVERSE REACTIONS section). ARICEPT, as a predictable consequence of s
pharmacological properies, has begn shown to produce, in controled cinical trials in ptients with Alzheimer s disease, diarrhea, nausea and vomiting. These effects, when
they occur, appear more frequently with the 10 mg dose than with the & mg dose. In most cases, these effects have usually been mild and transient, sometimes lasting
103 weeks and have resolved during continued use of ARICEPT (See ADVERSE REACTIONS section). Treatment with the § ma/d dose for 4-6 weeks prior to increasing
the dose to 10 mg/d is associated with a lower incidence of gastrointestinalintolerance. Genitourinary: Although not observed in clinicaltrials of ARICEPT, cholinomimeics
may cause bladder outflow obstruction, PRECAUTIONS: Concomitant Use with Other Drugs: Use with Anticholingrgics: Because of their mechanism of acton, cholinesterase
Inhibtors have the potential to intefere ith the actvty o anticholinergic medications. Use with Cholinomimeios and Other Cholinesterase Inhibitors: A synergistic effect
may be expected when choliesterase inhibitors ae given concurrenty with succinylcholing, smilar neuromuscular blocking agents or cholinergc agonists such as bethanechol,
Use with Other Psychoactive Drugs: Few patients in controlle clnical tils received neuraleptics, anfidepressants or anticonvulsants. There is thus limited information
concerning the interaction of ARICEPT vith these drugs. Use in Patients > 85 Years OId: In controlled clinical studies with § and 10 my of ARICEPT, 536 patients were
betwegn the ages of 65to 84, and 37 patients were aged 83 years or older. In Alzheimer's disease patients, nausea, diarthea, vomitig, insoma fatigue and anorexia increased
with dose and age and the ncidence appeared to be greaterin female patients. Since cholinesterase inhibitors as well as Alzheimer' disease can be associated with significant
Weight loss, caution is advised regarding the use of ARIGEPT n low body weight lderly patents, espectally in those 285 years old. Use in Elderly Patients with Comorbid
Disease: There isfimited safety information for ARICEPT in patients with mild-to-moderate Alzheimer's disease and signifcant comorbidity. The use of ARICEPT in Alzheimer's
dlisease patients with chronic finesses common among the geriatrc populatin, Should be considered only afte careful iskibenefit assessment and include close monitoring
foradverse events. Caution s advised regarding the use of ARICEPT doses above § mg i this patient population. Renally- and Hepatically-Impaired: There s imited information
regarding he pharmacokingtcs of ARICEPT in renaly-and hepaticaly-impaired Alzheimer's disease patients. Close monitoringfor adverse effects n Alheimer'sdisease patients
with renal or hepatc disease being treated with ARIGEPT is therefore recommended. Drug-Drug Interactions: Pharmacokinetic stues, imited to Short-term, single-dose
studies in young subjects evaluated the potential of ARICEPT for ineracton with theophyling, cimeicing, warfarin and digoxin administration. No significant effects on the
pharmacokinefcs of these drugs were observed. Similar studies n elderly patients were not done. Drugs Highly Baund fo Plasma Proteins: Drug displacement studies have
begn performed in vitro between donepezil, a highly bound drug (96%) and other drugs such as furosemide, digoxin and warfarin. Donepezi at concentrations of
0.3-10 yg/mL did not affect the binding o furosemide (5 yg/mL, digoxin (2 ng/mL) and warfari (3 pg/mL) to human albumin. Similal, the binding of donepezil o human
albumin was not affected by furosemide, digoxin and warfari. Effect of ARICEPT an the Metabolism of Other Drugs: I vitro tudies Show  low rate of donepeal binding to
CYP 344 and CYP 208 isoenzymes (mean Ki about 50-130 M), which, given the therapeutic plasma concentrations of donepeil (164 nM), indcates it ikelihood
ofinerferences. In a pharmacokinetc study involving 18 healthy volunteers, the adminisration of ARICEPT at a dose of 5 mg/c for 7 days had no clinically significant ffect
on the pharmacokinetics of ketoconazole. No other clinical trials have been conducted to investigate the ffect of ARICEPT on the clearance of drugs metabolized by CYP 3A4
(.9, cisapride, terfenadine] or by CYP 206 (e.q., imipraming]. It s not known whether ARICEPT has any potentialfor induction. Effectof Other Drugs on the Metaboll
OfARICEPT:Ketoconazole and quinidine, inhibitors of CYP 450, 3A4 and 208, respectively,inhbit donepezil metabolism n vitr. Ina pharmacakinetc tudy, 18 healthy volunteers
received § mg/d ARICEPT together with 200 mg/d Ketoconazole for 7 days. In these voluntegrs, mean donepezl plasma concentrations were increased by about 30-36%.
Inducers of CYP 206 and CYP 3Ad (e.g, phenytoin, carbamazepine, dexamethasone, rifampin and phenobarbial) could increase the rate of elimination of ARICEPT.
Pharmacokinetic studies demonstrated that the metabolism of ARIGEPT is not signifcantly afected by concurrent administraton of igoxin orcimetidine. Use in Pregnaney
and Nursing Mother: The saety of ARICEPT during pregnancy and actation has not been established and therefore, t Should notbe used in women of chidbearing potential
or in nursing mothers unless, in the opinion of the physician, the potential benefits to the patent outweigh the possible hazards to the fetus or the infant. Teratology studies
conducted in preqnant ras at doses of up to 16 mg/kg/d and in pregnant rebbits at doses of up to 10 mo/kg/d did not disclose any evidence for & teratogenic potential
0f ARICEPT. Pediatrc Use: There are no adequate and well-controlled trials to document the safety and efficacy of ARICEPT in any ilness occurring in children, Therefore,
ARICEPT i not recommended for use n children. ADVERSE REACTIONS: A total of 747 patients with mild-to-moderate Alzheimer's disease were treated n controlled clinical
studies with ARICEPT(donepezil hydrochloride). Of these patients, 613 (82%) completed the studies. The mean duration of treatment for all ARICEPT groups was 132 days
(range 1-356 ays). Adverse Events Leading fo Discontinuaion: The raes of discantinuation from controlledclinicaltrias of ARICEPT due to adverse events or the ARICEPT
5 my/d treatment groups were comparable to those of placebo-treatment groups at approximately 5%, The rate of discontinuation of patients who received the 10 mg/d
dose after only & 1-wegk initaltreatment with 5 mg/d ARICEPT was higher at 13%. The most comman adverse events leading to discontinuation, defined as those occurring
in atleast 2% of patients and attwice the incidence seen in placebo patients, are shown in Table 1.

Table 1. Most Frequent Adverse Events Leading to Withdrawal from Controlled Clinical Trils by Dose Group

Dose Group Placebo 5mg/d ARICEPT 10 my/d ARICEPT
Number o Patients Randomized 35 0 39
Events/% Discontinuing
Nausea 1% 1% ki
Diarthea 0% < ¥
Vomiting % % 2

Most Frequent Adverse Clinical Events Seen in Association with the Use of ARICEPT: The most common adverse events, defined as thase occuring at a frequency of at least
5% in patients receiving 10 mo/d and twice the placebo rate, are largely pedicted by ARICEPT' chalinomimetic ffects. These include nausea, diarhea, insomnia, vomitng,
muscle cramp, atigue and anorexia. These adverse events were often of mild intensity and transien, resolving uring continued ARICEPT reatment without the need for dose
modficaton, There i evidence to Suggest that the frequency of these common adverse events mey be affected by the duraton oftreatment with an intial § o dally dose prior
to increasing the dose to 10 mo/d. An open-label study was conducted with 269 patients who received placebo in the 15- and 30-week studies. These patients received
a9 mofd dose for 6 weeks priorto iitating treatment with 10 mo/d. The rates of common adverse events were lower than those seen in controlled clnical trial paients
who received 10 mg/d after only a 1-week initil treatment period with a § mq daily dose, and were comparable to the rates noted in patients treated only with
5 mg/d. See Table 2 for a comparison of the most common adverse events following 1- and 6-wek initial treatment periods with 5 mg/d ARICEPT
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Table 2. Comparison of Rates of Adverse Events in Patients Treated with 10 my/d after 1 and & Weeks of Infial Treatment with § mg/d
No niial Treatment

G-Week Initial Treatment
with § my/d

1-Week Initial Treatment
with s mg/d

Adverse Event Placeho (n=315)  Smy/d n=311) 10 myfd (n = 315) 10 my/d (n= 269)
Nausea 6% % 18% 6%
Diarthea 1 8% 16% i
Insomnia 6% 6% 1% 6%
Fatigue % i % ki)
\omiting ¥ i B% %
Muscle Cramps T % 8% ki3
Anoreda U ki Th i

Adverse Events Reported in Controlld Trial: The events cite reflect exerience gained under closely monitored conditons of clinicaltrals i a highly seected patient population.
In actualclinca pracice or i other clincal trias, these frequency estimates may not appy, & the conditons ofuse, reportng behaviour and the kinds of ptintstreated may ifer,
Table 3 st treatment-emergent signs and symptoms (TESS) that were reported inat leat 2% of atients from placebo-controlled linical trias who received ARICEPT and for which
the rate of occurence was greater for ARICEPT than placebo-assigned patients. In general adverse events occurred more frequently nfemale patients and with advancing age.

Table 3. Adverse Events Reported in Conlrolled Cliical Trials inat Least 2% of Patients Receiving ARICEPT and ata Higher Frequency than Placebo-Treated Palienls

Body System/ Placebo ARICEPT Body System/ Placebo ARICEPT
Adverse Evenls n=35 =741 Adverse Events n=36 =741
Percent of Patients with any Adverse Event n I Metabolic and Nuritional

Body as a Whole Weight Decrease 1 3
Headache 9 10 Musculoskeletal System

Pain, various locations 8 9 Muscle Cramps 2 6
Accident b 1 Arthits 1 2
Fatigue 3 5 Nervous System

Gardiovascular System Insomnia 6 9
Syncope 1 2 Dizziness 6 8
Digestive System Depression d 3
Nausea b Abnormal Dreams 0 3
Diarrhea 5 Somnolence d 2
Vomiting 3 Urogenital

Anorexia 2 ) Frequent Urination 1 2
Hemic and Lymphatic Systems

Ecchymosis 3 4

Other Adverse Events Observed During Clinical Trals: During the pre-marketing phse, ARICEPT has been administered o over 1700 indvidualsfor various engths of ime during
clinical trials worldwide. Approximately 1200 patients have been treated for at least 3 months, and more than 1000 patients have been treated for at least 6 months.
Controlled and uncontrolled trial i the United States included approximately 900 patiens. In regards to the highest dose of 10 mg/d, this populaton includes 650 patients
Heated for 3 months, 475 patients treated for 6 months and 115 patients reated for over 1 year. The range of patent exposure is from 1 to 1214 days. Treatment-emergent
signs and symptoms that occurred during 3 placebo-controlled clnical trials and 2 open-abel trials were recorded as adverse events by the clnical nvestigators using
terminology of thelr own choosing. To provide an overallestimte of the proportion of individuals having similar types of events, the studles were integrated and the events
were grouped into a smaller number of standardized cateqories using a modified COSTART dictionary and event frequencies were calculated across all studies. These cateqories
are used in the fisting below. The freguencies represent the proporton of 900 patiens from these trials who experienced that event while receiving ARICEPT. All adverse events
occurring af least bwice are included. Adverse events already lsted in Tables 2 and 3 are not repeated here 1., events occurting at an incidence >2%).  Also excluded are
COSTART terms too genera to b informativ, or events lss kel to be drug-caused. Events are clssiied by body system and isted as occurring n 21% and <2% of patients
(i.,In 11100 to 21100 patiets: requent) orin <1% of patiets (e, in /100 to 1/1000 patiets: infrequent), These adverse events are not necessariy related to ARICEPT
Hreatment and in most cases were observed at a similar frequency in placebo-treated patients in the controlle studies. Adverse Events Occurring in 1% and <2% or 1% of
Patients Receiving ARICEPT: Body as a Whole: (>1% and <2%) influenza, chest pain, toothache; (<1%) fever, edema face, perirbital edema, hemia fiate, abscess, celutis,
chill, generalzed caldness, head fulless, head pressure, lisessness. Cardiovascular System: (1% and <2%) hypertension, vasodilaton, atrial fibrillation, hot flashes,
fypotension; (1% angina pectori, postural hypotension, myocardial infarcton, premature ventricular contraction, arrhythmia, AV Block (fist degre), congestive heart
failure, arterits, bradycardia, peripheral vascular disease, Supraventricular tachycardia, deep vein thromboses. Digestive System: (1% and <2%) fecal incontinence,
gastrointestinal bleeding, bloatng, epigastric pain; (1% eructation, gingivts, ncreased appetite, fiatulence, periodontal abscess, cholelthiasis, diverticultis, drooling, dry
mouth, fever sore, gastrtis, irrtable colon, tongue edema, epigastric distress, gastrognteri, increased transaminases, hemorthoids, ileus, increased thirst, Jaundice, meleng,
polydipsia, duodenal ulcer, stomach ulcer. Endocrine System: (<1%) diabetes melltus, goiter. Hemic & Lymphatic System: (<1%) anemia, thrombocythemia,
thrombocytopeni, eosinophil, erythrocytopenia. efabolic and Nutritional Disorders: (>1% and <2%) dehydration (<1%) qout, hypokalemia, increased creating Kinase,
yperglycemia, welght increase, increased lactate dehydrogenase. Museuloskeletal System: (1% and <2%) bone fracture; (<1%) muscle weakness, muscle fascculation.
Nervous System: (>1% and <2%) delusions, tremor, irtablty, paresthesia, aqgression, vrtigo, ataxia, ibido increased, restlessness, abnorma crying, nervousness, aphasia
(<1%) cerebrovascular accident, intracranial hemorhage, transient ischemic atack, emotional labilty, neuralgia, coldness localized), muscle spasm, dysphoria, galt
abnormaity, hypertonia, hypokinesia, neurodermatis, numbness (localzed), paranoia, dysarthia, dysphasia, hostilty, decreased fibido, melancholia, emotional withdrawal,
nystagmus, pacing, seizues. Respiratory System: (21% and <2%) dyspnea, sore throat, bronchis; (<1%) epistas, postnasal drip, preumonia, hyperventiition, pulmonary
congestion, whegzing, hyporia, pharyngit, leurisy, pumonary collese, sleep apnea, snoring. Skin and Appendages: (>1% and <2% abrasion, prurus, diaphoresls, utara
(<1%) dermatits, erythema, skin discoloration, hyperkeratosis, alopecia, fungal dermatits, herpes zoster, hirsutism, skin strize, night sweats, skin ulcer.
Special Senses: (1% and <2%) cataract, eye irratin, blurred vison; (<1°%) dry eyes, glaucoma, earache, finitus, blephartis, decreased hearing, reinal hemorhage, otts
externa, ofits media, bad taste, conjunctival hemorhage, ear buzing, motion sickness, Spats before eyes. Uragental System: (>1% and <2%) urinary incontinence, nocturia
< 1%) dysuria, hematuria, uinary urgency, metrorrhagia, ysti, enuresis, prostate hypertraphy, pyelonephris, inabilty to empty bladder, breast iroadenosis, fibrocystic
Dreast, masttis, pyuria, renal aiure, vagnits. Long-Term Safel: Patiens were exposed to ARIGEPT i 2 open-iabel extension studies (n = 885) of over 2 years. n 1 of the
studies, 763 patients who previously completed 1 of 2 placebo-controlld studies of 15 or 30 weeks duration continued to receive ARICEPT and were evaluated for seety and
neuropsychological evaluatons for up to 162 weeks; the safety profle of ARICEPT in this extension study remained consistent with that observed in placebo-controlled tils.
Following 1 and 2 years of treatment, 76% (n = 80) and 43% (n = 374) of these patients, respectively, were still receiving therapy (cumulative Weeks 48 and 108).
Post-marketing Reports: Voluntay reports of adverse events temporally associted with ARIGEPT that have been received since market introduction that are not lsted above,
and that there is inadequate data to determine the causal relaionship with the drug include the following: abdominal pain, agiation, cholecysti, confusion, convulsions,
Fallcinations, heart block (ol types), hemolytic anemia, hepatit, hyponatremia, pancreattis and rash. DOSAGE AND ADMINISTRATION: ARICEPT (donepezi hydrochlorde)
tablets should only be prescribed by (or following consultation with) clinicians who are experienced in the diagnosis and management of Alzheimer's disease. Adults: The
recommended inial dose of ARICEPT is § mg taken once-day. Therapy with the 5 mg dose Should be maintaned for 4-6 weeks before considering a dose increase, in order
o avoid or decrease th incidence of the most common adverse reactions to the drug (see ADVERSE REACTIONS section) and to allow plasma level to reach steady State.
Based on clinical judgement, the 10 mg dally dose may be considered following 4-6 weeks of treatment at 5 mo/d. The maximum recommended dose is 10 mg taken once-
dally. Following initiaion of therapy o any dosage increase, patients should be closely monitored for adverse efects. ARICEPT should be taken once-Galy in the morming or
evening. It may be taken with or without food. Special Papulations: Adverse events are more common in individuels of low body weight, in patiens 285 years old and in
fomales. It s recommended that ARICEPT be used with caution in these patient populations. In elderly women of low body weight, the dose should not exceed 5 my/d
In & population of cognitively-impaired individuals, safe use of this and all other medications may require supervision. AVAILABILITY OF DOSAGE FORMS: ARICEPT
(donepezil hydrochloride) s supplid as fim-Coated tablts containing 5 mg (whit tablets) or 10 mg (yelow tabets) of donepecil hydrochloride. The name ARICEPT and the
strength are embossed on each ablet ARICEPT is avalable in high-denstly poyethylene (HDPE) bottes of 30 and 100 tabets and n bliser strips boed as 7, 14 and 26 tabets
(combination of 2 stips o 14 tahlet.
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