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In mild to moderate Alzheimer’s disease

You see it as maintaiing cognitive

: L
\

* Individual responses to ARICEPT" may include improvement, stabilization, or dechhé.

! The most common adverse events leading to discontinuation in pivotal clinical trials
with ARICEPT" (donepezil HCI) were nausea, diarrhea, and vomiting. Pivotal clinical trials
of ARICEPT" have shown no increase, relative to placebo, in the incidence of either
peptic ulcer disease or gastrointestinal bleeding. Nevertheless, cholinesterase inhibitors
may be expected to increase gastric acid secretion. Therefore, patients (especially those
at increased risk for developing ulcers—eg, having a history of ulcer disease, receiving
concurrent nonsteroidal anti-inflammatory drugs) should be monitored closely for
gastrointestinal bleeding. In pivotal clinical trials, syncopal episodes have been
reported in association with ARICEPT® (2% vs 1% for placebo).
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function. She sees 1t as
a bedtime story.

ARICEPT®. Helping to make
a difference for people living

with Alzheimer’s

* Slows the worsening of symptoms™

* Proven to maintain cognition

in placebo-controlled studies
* Well tolerated’
* Proven safety profile
* Once-daily dosing

* 3 years of real-world use

ONCE-A-DAY

ICEPT
[donepezil HC)

5-MG AND 10-MG TABLETS

THERAPY TO REMEMBER"

Please see brief summary of prescribing information on adjacent page.
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ARICEPT® (Donepazil Hydrochloride Tablets)

Brief Summary — see package insert for full prescribing information. INDICATIONS AND USAGE ARICEPT® is indicated
for the treatment of mild to moderate dementia of the Alzheimer's type. CONTRAINDICATIONS ARICEPT® is contraindi-
cated in patients with known hypersensitivity to donepezil hydrochloride or to piperidine derivatives. WARNINGS
Anesthesia: ARICEPT®, as a cholinesterase inhibitor, is likely to exaggerate ling-type muscle

during anesthesia. Cardlovascular Conditions: Because of their pharmacological action, cholingsterase inhibitors may
have vagotonic effects on heart rate (e.g., bradycardia). The potential for this action may be particularly important to patients
with “sick sinus syndrome" or other supraventricular cardiac conduction conditions. Syncopal episodes have been reported in
association with the use of ARICEPT®. 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 bieeding, 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 ARICEPT® have shown no increase, relative to placebo in the incidence of either peptic ulcer
disease or gastrointestinal bleeding. ARICEPT®, as a predi of its phar

properties, has been shown ta produce diarrhea, nausea and vomiting. These eﬁects 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 mitd and transient,
sometimes lasting one to three weeks, and have resolved during continued use of ARICEPT®. Genitourinary:
Although not observed in clinical trials of ARICEPT®, cholinomimetics may cause bladder outflow obstruction.
Neurological Condilions: Seizures: Cholinomimetics are believed to have some potential to cause generalized
convulsions. However, seizure activity also may be a manifestation of 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. PRECAUTIONS Drug-Drug Interactions 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. ARICEPT® at concentrations of 0.3-10 pg/mL did not affect the hinding
of furosemide (5 pg/mL), digoxin (2 ng/mL), and warfarin (3 pg/mL) to human albumin. Similarly, the binding of
ARICEPT® to human albumin was not affected by furosemide, digoxin, and warfarin. Effect of ARICEPT® on the
Mstabolism of Othar Drugs: No in vivoclinical trials have investigated the effect of ARICEPT® on the clearance of drugs
metabolized by CYP 3A4 (e.g. cisapride, terfenadine) or by CYP 206 (e.g. imipraming). However, in vitro studies show a
low rate of binding to these enzymes (mean K; about 50-130 uM), that, given the therapeutic plasma concentrations of
donepezil (164 nM), indicates little likelihood of interference. Whether ARICEPT® has any potential for enzyme induction is
not known. Effect of Other Drugs on the Metabolism of ARICEPT®: Ketoconazole and quiniding, inhibitors of
CYP450, 3A4 and 2D6, respectively, inhibit donepezil metabolism in vitro, Whether there is a clinical effect of these inhibitors
is not known. Inducers of CYP 2D6 and CYP 3A4 (e.g., phenytoin, carbamazepine, dexamethasone, rifampin, and phenobarbi-
tal) could increase the rate of elimination of ARICEPT®. Use with Anticholinargics: Because of their
mechanism of action, cholinesterase inhibitors have the potential to interfere with the activity of anticholinergic medications. Use
with Cholinomimetics and Other L‘hallnammu Inhibitors: A synergistic effect may be expected when
cholinesterase Inhibitors are given ly with succinylcholine, similar lar blocking agents or cholinergic
agonists such as bethanechol. clrclnonunnls Mutagenesis, Impnlrmenl of Fertility Carcinogenicity studies of
donepezil have not been completed. 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 /i vivo mouse micronucleus test. Donepezil had no effect on fertility
in rats at doses up to 10 mg/kg/day (approximately 8 times the maximum recommend-
ed human dose on @ mg/m* basis). Pregnancy Pregnancy Categary 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
(approximatety 8 times the maximum recommended human dose on a mg/m? basis)
from day 17 of gestation through day 20 postpartum, there was a stight 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. ARICEPT® 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. ARICEPT® has no
indication for use in nursing mothers. Pediatric Use There are no adequate and well-controlled trials to document the safe-
ty and efficacy of ARICEPT® in any illness occurring in children. ADVERSE REACTIONS Adverse Events Leading to
Discontinuation The rates of discontinuation from controlled clinical trials of ARICEPT® due to adverse events for the
ARICEPT® 5 mg/day treatment groups were comparable to those of placebo-treatment groups at approximately 5%. The rate
of discontinuation of patients who received 7-day escalations from 5 mg/day to 10 mg/day, was higher at 13%. The most
common adverse events leading to discontinuation, defined as those occurring in at least 2% of patients and at twice the
incidence seen in placebo palients, are shown in Table 1.

ONCE-

Table 1. Most Frequent Adverse Events Leading to Withdrawal
from Controlied Clinical Trials by Dose Group

Dose Group Placebo 5 mg/day ARICEPT® 10 mg/day ARICEPT®
Patlents Randomized 355 350 315
Event/%Discontinuing

Nausea 1% 1% 3%

Diarrhea 0% <1% 3%

Vomiting <% <1% 2%

Most Frequent Adverse Clinical Events Seen in Assoclation with the Use of ARICEPT® The most common
adverse events, defined as those occurring at a frequency of at least 5% in patients receiving 10 mg/day and twice the place-
bo rate, are largely predicted by ARICEPT®'s cholinomimetic effects. These include nausea, diarthea, insomnia, vomiting,
muscle cramp, fatigue and anorexia. These adverse events were often of mild intensity and transient, resolving during
continued ARICEPT® treatment without the need for dose modification. There is evidence to suggest that the frequency of
these common adverse events may be affected by the rate of titration. An open-label study was conducted with 269 patients
who received placebo in the 15- and 30-week studies. These patients were titrated to a dose of 10 mg/day over a 6-week
period. The rates of common adverse events were lower than those seen in patients titrated to 10 mg/day over one week in
the controlled clinical rials and were comparable to those seen in patients on 5 mg/day. See Table 2 for a comparison of the
most common adverse events following one and six week titration regimens.

Table 2. Comparison of Rates of Adverse Events in Patients
Titratad to 10 mg/day Over 1 and § Weeks

No titration One-week titration Six-week titration
Adverse Event Placsho 5 mp/day 10 mg/day my/day
(n=315) (n=311}) (n=315) (n=269)
Nausea 6% 5% 19% 6%
Diarrhea 5% 8% 15% 9%
Insomnia 6% 6% 14% 6%
Fatigue 3% 4% 8% 3%
Vomiting 3% 3% 8% 5%
Muscle cramps 2% 6% 8% 3%
Anorexia 2% 3% 7% 3%

Adverse Events Reported in Controlled Trlals The events cited reflect experience gained under closely monitored
conditions of clinical trials in a highly selected patient population. In actual clinical practice or in other clinical trials, these
frequency estimates may not apply, as the conditions of use, reporting behavior, and the kinds of patients treated may
differ. Table 3 lists treatment emergent signs and symptoms that were reported in at least 2% of patients in placebo-con-
trolled triats who received ARICEPT® and for which the rate of occurrence was greater for ARICEPT® assigned than
placebo assigned patients. In general, adverse events occurred more frequently in female patients and with advancing age.
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Table 3. Adverse Events Reported in Controlied Clinical Trials
in at Least 2% of Patients Receiving ARICEPT® (danepezii HCI) and at a Higher Frequency
than Placebo-treated Patients

Body System/Adverse Event Placebo ARICEPT®
(n=355) (n=747)

Percant of Patients with any Adverse Event 72 4
Body as a Whale

Headache g 10

Pain, various locations 8 9

Accident 6 7

Fatigue 3 5
Cardlovascular System

Syncope 1 2
Digestive System

Nausea 6 N

Diarrhea 5 10

Vomiting 3 5

Anorexia 2 4
Hemic and Lymphatic System

Ecchymosis 3 4
Metabalic and Nutritional Systems

Weight Decrease 1 3
Musculoskeletal System

Muscle Cramps 2 6

Arthritis 1 2
Nervous System

Insomnia 6 9

Diziness 6 8

Depression <1 3

Abnormal Dreams 0 3

Somnolence <l 2
Urogenital System

Frequent Urination 1 2

Other Adverse Events Observed During Clinical Trials ARICEPT® has been administered to over 1700 individuals
during clinical triafs worldwide. Approximately 1200 of these patients have been treated for at teast 3 months and more than
1000 patients have been treated for at least 6 months. Controlied and uncontrolled trials in the United States included
approximately 900 patients. In regards to the highest 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
fo 1214 days. Treatment emergent signs and symptoms that occurred during
A-DAY 3 controlled clinical trials and two open-label trials in the United States were recorded as
adverse events by the clinical investigators using terminology of their own choosing. To
provide an overall estimate of the proportion of individuals having similar types of events,
the events were grouped into 3 smaller number of standardized categories using a modified
COSTART dictionary and event frequencies were calculated across all studies. These
categories are used in the listing below. The frequencies represent the proportion of
900 patients from these trials who experienced that event while receiving ARICEPT®. All
adverse events occurring at least twice are included, except for those already listed in Tables
2 or 3, COSTART terms too general to be informative, or events less likely to be drug
caused. Events are classified by body System and listed using the following definitions:
frequent adverse events — those occurring in at least 1/100 patients; infrequent adverse
svents — those occurring in 1/100 to 1/1000 patients. These adverse events are not nec-
essarily related to ARICEPT® treatment and in most cases were observed at a similar
frequency in placebo-treated patients in the controlled studies. No important additional adverse events were seen in studies
conducted outside the United Sates. Body as a Whole: Frequent: influenza, chest pain, toothache; /nfrequent: fever,
edema face, periorbital edema, hernia hiatal, abscess, cellulitis, chills, generalized coldness, head fullness, listlessness.
Cardiovascular System: Frequent: hypertension, vasodilation, atrial fibrillation, hot flashes, hypotension; /nfrequent:
angina pectoris, postural hypotension, myocardial infarction, AV block (first degree), congestive heart failure, arteritis,
bradycardia, peripheral vascular disease, supraventricular tachycardia, deep vein thrombosis. Digestive System:
Frequent: fecal incontinence, gastrointestinal bieeding, bloating, epigastric pain; /nfraquent: eructation, gingivitis, increased
appetite, flatulence, periodontal abscess, cholelithiasis, diverticulitis, drooling, dry mouth, fever sore, gastritis, iritable
colon, tongue edema, epigastric distress, gastroenteritis, increased transaminases, hemorrhaids, ileus, increased thirst,
jaundice, melena, polydipsia, duodenal ulcer, stomach ulcer. Endocrine System: /nfrequent diabetes meliitus, goiter.
Hemic and Lymphatic System: /nfrequent: anemia, thrombocythemia, thrombocytopenia, —eosinophilia,
erythrocytopenia. Metabolic and Nutritional Disorders: Frequent: dehydration; infrequent: gout, hypokalemia, increased creatine
kinase, hyperglycemia, weight increase, increased lactate dehydrogenase. Musculoskeletal System: Freguent: bone fracture;
Infrequent: muscle weakness, muscle fasciculation. Nervous smm: Frequent: delusions, tremor, irritability, paresthesia,
aggression, vertigo, ataxia, increased libido, restlessness, abnormal crying, nervousness, aphasia; /nfrequent. cerebrovascular
accident, intracranial hemorrhage, transient |schem|c anack emotional fability, neuralgia, coldness (localized),
muscle spasm, dysphoria, gait abnormality, h titis, (localized), paranoia,
dysarthria, dysphasia, hostility, decreased I|b|do melancholla emotional withdrawal, nystagmus, pacing. Respiratory
System: Frequent: dyspnea, sore throat, bronchitis; /nfrequent: epistaxis, post nasal drip, pneumonia, hyperventilation,
pulmonary congestion, wheezing, hypoxia, pharyngitis, pleurisy, pulmonary collapse, sleep apnea, snoring. Skin and
Appendages: Frequent pruritus, diaphoresis, urticaria; /nfrequent: dermalitis, erythema, skin  discoloration,
hyperkeratosis, alopecia, fungal dermatitis, herpes zoster, hirsutism, skin striae, night sweats, skin ulcer. Special Senses: Frequent:
cataract, eye irritation, vision bfurred; infrequent: dry eyes, glaucoma, earache, tinnitus, biepharitis, decreased hearing,
retinal hemorrhage, otitis externa, otitis media, bad taste, conjunctival hemorrhage, ear buzzing, motion sickness, spots before
eyes. Urogenital System: Frequent: urinary nocturia; dysuria, ia, urinary urgency,
metrorrhagia, cystitis, enuresis, prostate hypertrophy, pyelonephritis, inability to empty bladder, breast fibroadenosis,
fibrocystic breast, mastitis, pyuria, renal failure, vaginitis. Pastintroduction Reports Voluntary reports of adverse events
temporally associated with ARICEPT® that have been received since market introduction that are not listed above, and that
there is inadequate dala fo determlne the causal relationship with the drug include the following: abdominal pain, agitation,
cholecystitis, conft ions, heart block (all types), hemolytic anemia, hepatitis, hyponatremia,
pancreatitis, and rash. OVERDOSAGE Because strategies for the management of overdose are continually
evolving, it is advisable to contact a Poison Control Center to determine the latest recommendations for
the management of an overdose of any drug. As in any case of overdose, general supportive measures should be
utilized. Overdosage with cholinesterase inhibitors can result in cholinergic crisis characterized by severe nausea, vomiting,
salivation, sweating, bradycardia, hypotension, respiratory depression, collapse and convulsions. Increasing muscle weakness
is a possibility and may result in death if respiratory muscles are involved. Tertiary anticholinergics such as atropine may be
used as an antidote for ARICEPT® overdosage. Intravenous atropine sulfate titrated to effect is recommended: an initial dose
of 1.0 to 2.0 mg IV with subsequent doses based upon cinical respanse. Atypical responses in blood pressure and heart
rate have been reported with other cholinomimetics when co-administered with quaternary anticholinergics such as gly-
copyrrolate. It is not known whether ARICEPT® andjor its metabolites can be remaved by dialysis (hemodialysis, peritoneal
dialysis, or hemofiltration). Dose-related signs of toxicity in animals included reduced spontaneous movement, prone posi-
tion, staggering gait, lacrimation, clonic convulsions, depressed respiration, salivation, miosis, tremors, fasciculation and
lower body surface temperature. DOSAGE AND ADMINISTRATION The dosages of ARICEPT® shown to be effective in
controlled clinical triafs are 5 mg and 10 mg administered once per day. Controlied clinical trials indicated that the 10 mg
dose, with a one week titration, is likely to be associated with a higher incidence of cholinergic adverse events than the 5
mg dose. Because steady state is not achieved for 15 days and because the incidence of such effects may be influenced by
the rate of dose escalation, treatment with a dose of 10 mg should not be contemplated until patients have been on a daily
dose of 5 mg for 4 to 6 weeks. Whether or not to employ a dose of 10 mg is a matter of prescriber and patient preference.
ARICEPT® should be taken in the evening, just prior to retiring, and may be taken with or without food.
Revised September 1999
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Generalized Anxiety Disorder

The efficacy and safety of EFFEXOR XR for pediatric use have not b
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The most common adverse events reported in EFFEXOR XR 0.4% in GAC
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that of placebo) were nausea, dizziness, somnolence, abnormal elevated E
References: 1. Data on file, Wyeth-Ayerst Laboratories, Philadelphia, Pa. 2. Ferrier IN. Treatment of major dej

https://doi.org/10.1017/51092852900012876 Published online by Cambridge University Press


https://doi.org/10.1017/S1092852900012876

* AII antidepressants reduce symptoms
but EFFEXOR XR can bring patients to
true wellness.'

* EFFEXOR XR has been proven to achigve
remission—full symptom resolution.’

I » Working on both serotonin and

- norepinephrine, the unique formulation of
EFFEXOR XR offers more of your patients
the ability to achieve remission.”

Need proof? Call 1-888-EFFENOR XR.

Visit us at
www.EFFEXORXR.com

»

~ ONCE-DAILY

VENLAFAXINE HCT

EFFEXOR X e

Beyond better.

CAPSULES
Please see brief summary of Prescribing Information on the next page.
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VENLAFAXINE HCI

EFFEXOR XR::
OAPSULES
Brief
See for full g information.
indications and Usage: Effexor XR is indicated for the of and for the of G
Anxiety Disorder ({
Comlndlelllnns fexor XR is contraindicated in patients known to be hypersensitive to venlafaxine hydrochioride.

Concomitant use In patients taking monoamine oxidase inhibitors (MAOIs) is contraindicated (see “Wamings”).
Warnings: POTENTIAL FOR INTERACTION WITH MONOAMINE OXIDASE INHIBITORS—Adverse reactions, some of
which were , have rted in who have recently been discontinued from an MAOI and
ihmd on venlafaxine, or who have reoemly had venlalhxl theraj dlsoonllnued r to inftiation of an
MAO. These mcﬂom have Indue

death. In
slm ar to vanlalaxl ine in combination _wl‘lh an
in reu

serotoni
onus, autonomle instability with possible

3
S

hyperthermia with features resem mmlqrh;
receiving unlldepnmnlswldl hmleeol
MAOI, mm ve also been Se W

Inhlhltm these reactions havel l\&“
m?ld l’lur:uuﬂnns ol vital elgns, and men I status changes include extreme agitation progressing to
irfum at Some cases presented features resembiing neuroleptic malmant snrdmme. Severe
nnd res, sometimes latal have been re| in amocladon with the combined use of tri-
nll nts and MAOIs. These reactions have al rted in patients who have recently
these MhavebeenMMmmmm Meombhed olverdalaxrmand
MAOIs not been evaluated in or animals. Therefore, because inhibitor of
nompl ine and serotonin reuplnke. i recommended tat Lifexor XR XR iafaxine hydrochoride)
release capsules not be used in combination with an MAOI, or within at least 14 days of discontinu-
n lrea‘lmem wllh an MAOI. Based on the half-life of venlafaxine, at least 7 days should be allowed after

&Pl lPE before starting an MAOI.

SUSTAINED HVPERTENSION—VenIalaxIne is associated with sustained increases in blood pressure in some patients.
Among patients treated with 75- 375 mg per day of Effexor XR in premarke&dg depression studies, 3% experienced
sustained hyp [deﬁn mel enl suplne dlastollc bi preit‘l]rééSDBPy 90 mm Hg and
210 mm Hg above baseling Among patients mvgneer day
Effexor XR in premarketing GAD 04% 4 ncedsustam ience

ate release venlafaxine showed lhal sustarned rlensron was dose related, rncreasrn? from 3-7% at 100-300 mg
per day to 13% at doses above 300 m per day. An insufficient number of Patlems received mean doses of Effexor XR
>300 mg/day to fully evaluate the |ncl lence of sustained blood pressure at these higher doses. In premarketing
depression and GAD'studies, 0.7% and 0.4% of the Effexor XR-treated patients, respectively, discontinued treatment
because of elevated blood pressure, It is recommended that patients receiving Efexor XR have regular monitoring of
blood pressure, For patients who experience a sustained increase in blood pressure, either dose reduction or discon-

a

tinuation should be considered.
Prmullons: GENERAL—insomnia and Ner and have beel
enstreatedvndrEﬁexorXR Insomnia and nervousness each led to drug discontinuation |n09%of
tlems with Effexor XR in Phase 3 depressron studies. In Phase 3 GAD trials, insomnia and nervousness

led drug drsconﬁnuaﬂon in 5% and 3%, respectively, of the patients treated with Effexor XR.

in Appetite/Weight Treatmenl-eme enl anorexia has been reported in short-term depression and anxiety
studies. A loss of 5% or more of body h?occurre d in 7% of Effexor XR-treated and 2% of placebo-treated

tients in placebo-controlied depreslon tnals A loss of 7% or more of body werghl occurred in 3% of the Effexor XR-
ated an 0% of the placebo-treated patients in placebo-controlled GAD
tion of Mania/Hypomania. Mania or hypomanla has oecurred during snort term depression studies. Effexor XR

Mani
be used cautiously in patients with a h
Seizures. No seizures occurred among Effe) h@entsmslm -term trials. In all premarketing depression
rials with Effexor, seizures were reported in 0 3% of venlafaxine-treated patients. Use Effexor XR cautiously in
pallenls witha hlsmry of seizures. Discontinue In any patient who develops seizures.

Suicide: The posslbrllar of a suicide attempt is inherent in depressron and ma%rpersrst until srgmﬁcant remission occurs.

Closely supervise high-risk patients durlng lnlllal dmg therapy. Prescri XA should be written for the
smallest quantity of capsules consistent with patient m: ement fo reduce the risk of overdose. The same pre-
cautions observed when lreallng atlents de won should be observed when treating patients with GAD.

Usa in Patients With Concomitant liiness: Pre

ng experience with venlafaxine in patients with concomitant sys-
temic illness is limited. UseEﬂe XR cautiously with diseases or conditions that could affect
namic responses or metabolism. VenlafexmehasnmbeenevalualedmpauemwmmcemmstmyofMloru e
heart disease. In short-term depression studies eIer:lrocarqumg~1 ic changes in corrected QT interval (QTc) for
Effexor XR-treated patients showed an increase of 4.7 msec. lese same trials, the mean change from baseline
heart rate for Effexor XR-treated patients was 4 beats t?er minute. In short-term GAD studies, mean changes in QTc
for Effexor XR-treated patients dld not differ significantly from placebo. The mean change from baseline heart rate for
Effexor XR-treated galrenls in anxiety studies was 3 beals per minute. The clinical significance of these changes is
unknown. In patients with renal impairment (GFR=10-70 mL/min) or cirrhosis of the liver, the clearances of venlafax-
ing and its active metabolites were decreased, thus prolonging the elimination half-lives. A lower dose may be neces-

sa% use with caution in such patients.
RMATION FOR PATIENTS—Clinical studies in heatthy individuals revealed no clinically significant impairment of

psychomotor, cognrllve or complex behavior performance. However, caution patients about operating hazardous
machlnery, including automobiles, until they are reasonably sure that venlafaxine does not a versely affect their abili-
ties. Tell patients to 1) notify their physician if they become gregnant or intend to become pregnant during therapy, or
If they are nursmq inform physician about other rescnp jon or over the counter medications they are taking or
plan fo take; 3) avoid alcohol whlle taking Effexor XR; 4} notify their physician if they develop a rash, hives, or related
alle |c nenomena

RY TESTS: There are no sBesgmc laboratory tests recommended.

DRUG INTERACTIONS—CrmetIdme with caution when administering venlafaxine with cimetidine to patients with
pre-existin hypemnsrnn or hepatic dysfuncmn and the eldeny

Haloperidok Venlafaxine (150 mg/d ag d total oral-dose {CUP) of | which resulted in a
70% i |ncrease In halopendol AUC. The haloperldol Crmax increased 88% when coadmrnrstered with venlafaxine, but the
haloperidol elimination half-life was unchang
Cytochrome P450206 Melaballsrrr Venlafaxine is metabolized to its active metabolite, 0-desmethyl-

Dru Inhlhltr
venlafaxing (0 , via %;)chrome P450206. Drugs inhibiting this isoenzyme have the potential to increase plasma
concentrations of venlafaxine and decrease ooncemranons

ODV However, since the composite plasma levels of
venlafaxine and ODV are essentially unchanged in no dosag is required when
ventafaxine is coadministered with a CYP2 lnhmnnr
The concomitant use of venlafaxine with a drug weaunem(s) that potentially inhibits both CYP2D6 and CYP3A4, th
grlmary metabolizing enzymes for venla?axrne has not been studied. Therefore, caution is advised should a pahents

erapy include venlalaxme and any agenus) that produce simultaneous inhibition of these two enzyme systems.
Metabolized by Menzymes Studies indicate that veniafaxine is a relatively weak inhibitor of
CV D6. Venlal‘axlne dld not |nh|bn CYP1A2 and CYP3A4 (in vitro and in viva), CYP2CO (in vitro), or CYP2C19 (in vivo).
Venlafaxine did not affect the pharmacokinetics of imipramine and 2-OH-imipramine. However,
eslpramrne AUC Crray @0d Criy increased by about 35% in the presence of venlafaxine. The 2-OH-desipramine AUC's
increased g'fa d. Imipramine did not affect the pharmacokinetics of venlafaxine and ODV. The clinical signifi-
cance of elevaled Wﬂ e levels is unknown.
Venlafaxine administered under steady-state conditions at 150 mg/day slightly inhibited the CYP2D6-
mediatad metabol |sm of rlsperldone (admrnlslered as asingle 1 mg oral dose) to its active metabolite, 9-hydroxy-
resuiting 32% increase in risperidone AUC. However, venlafaxine coadministration did
not significantly dter lhe harmacokinetic profile of the active moiety grrspendone plus 9-hydroxyrisperidone),
Monoamine Oxidase Inhibitors. See “Contraindications™ and “Wamings.”
CNS-Active Drugs: Use of venlafaxine with CNS-active drugs has not been systematically evaluated; use caution when

administering Effexor XR with such drugs. I~ TIONS .
CARCINOGI , MUTAGENESIS, IMPAIRMENT OF FERTILITY—( is: There was no increase in tumors in
18-month studies in mice given up to 120 m; 19/kg/day {1.7 times the maximum recommended human dose (MRHD)
r’r}g/m2 basis] or In 24-month studies In rats given up to 120 mg/kg/day.
is: Venlafaxine and ODV were not mulaﬁenlc in the Ames reverse mutation assay in Salmonella bacteria or
inese hamster ova% HGPRT mammalian cell forward gene mutation assay. Venlafaxine was not clastogenic in
several assays. 0DV elicited a clastogenic response in the /n vivo chromosomal aberration assay in rat bone marrow.
&arnnent of Fertility. No effects on reproduction or fertility in rats were noted at oral doses of up to 2 times the

Dona mg/mz basis.
— Toral Mﬂemt Effects—Pregnancy C. Reproduction studies in rats given 2.5 times, and rabbits

& 4tlmesmeMR D (mg/m? basis) revealed %nm oflspm? However, nrarsgwenzsmnesme

IRHD, there was a decrease in pup weight, an increase in stillbom pups, and an increase in Tgup deaths during the
first 5 days of lactation when dosing began during pregnancy and continued until weaning. There are no adequate
and wellmonlmlled studies in pregnant women; use Effexor XR during pregnancy only if cl eany needed.
LABOR, DELIVERY, NURSING—The effect on labor and delivery in humans Is unknown. Venlafaxine and 0DV have
been nfaf)oned to be excreted in human milk, Because of the potential for serious adverse reactions in nursing infants
from Effexor XR, a decision should be made whether to discontinue nursing or to discontinue the drug, taking into
account the rmportanoe of the d enrl:i to the modrer
PEDIATRIC

fety and eff in pediatric patients have
USEE:Spmximateldeomda%ofEﬂexorXereated plasebo—conm Emmad(eh
depression and Trials, respectively, were 65 years of age or over. Of 2 ,897 Effexor-treated patients in premarke‘!

ly,
ing phase depression sludles 12% were 65 years of age or over. No overall differences in effectiveness or sa l?r
were observed between genatrlc patients and younger patients. However, greater sensitivity of some older individuals
cannot be ruled out. As with other antidepressants, several cases of xlponalremra and syndrome of inappropriate
antidiuretic hormone eecretlon_églADH) have been reported, usualh i@ elderty.
Adverse Reactions: WITH DISCONTIN TION OF TR TMENT—-Appm)umately 11% and 23% of Effexor XR
patients in placebo- clinical dept GAD frials, due to an
adverse event. The n\os(oumnmevemsleadlngtodlscumnuanonmaileastl%lﬂpanmlsandaileasltwrcema
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of placebo in depression trials included: nausea, anorexia, rg mouth, dizzi i in U.S.
placebo-controlled depression trials included: hypertensron iarrhea, paresthesia, tremor, abnormal ﬁmde‘ﬂy blurred)
vision, and abnormal §mosﬂy delayed) ejaculation; in GAD trials included: headache, aslhenla vasodilation, nausea,
anorexia, dry mouth, dizziness, insomnia, nervousness, somnolence, thinking abnormal tremor and abnormal vision.
INCIDENCE IN CONTROLLE TﬁIALSr—CommonIy Observed Adversé Events in Controlied Clinical Trials: The most
commonly observed adverse events assucrated with the use of Effexor XR in placebo-controlled depression frials
(mrdemeofs%orgeaterandmcrdemefor XRatleasttwloemal
ness (20% vs. 9%), somnolence (17% vs. g n}:

mouth (12% vs. B e), nervousness (10% Vs, %), anorexla (8% vs. 4%), abnormal
}5% vs. 2%). In U.S. placebo-controlled depression trials, the followin ‘were alsu re ned with an incidence of at
least 5% and at least twice that for placebo: impotence, anorgasmia, insom-
nia, nervousness, tremor, abnormal vision, hypertension, vasodilation, angg'awmn The most commonly observed
adverse events associated with the use of Effexor XR in placebo- -controlled GAD trials (incidence of 5% or greater and
incidence for Effexor XR at least twice that for placebo): nausea (43% vs. 11%), dry mouth 5 3% vs. 5%), insomnia
(22% vs. 11%), abnormal ejacula'don (17% vs. 0%), anorexia (1 3% vs. 2%), constipation (12% vs. 5%), nervousness
12% vs. 5%), sweating vision (8% vs. 0%), yawn (6% vs. <1%), impotence (6% vs. 1%),
mcremd libido (6% vs. 2%), vasodilatic vs. 2%).

(6% vs. 2%), vomiting {6
XR-Treated Patients: The fullowrngreq
uency

Adverse Events Occurring at an Incidence of 2% or More Among ﬂexor
in short-term, placebo-controlled depression trials (up to 12 weeks) with doses of 75 fo 225 mg/day, ata
2% or more and greater than placebo. Body as a Whole: asthenia, jovascular: vasodilation, mon
Digestive: nausea, constipation, anorema vomltlng. flatulence. Metabolic/Nutritional: weight Joss.

somnolence, rn%mo , ner , abnormal dreams trernor depressron pareslh
decreased libido, agitation. Respi System: pl haryngitis, yawn. Skin: q[ ahnormal
vision. Urogenital ystem: abnormal eraculauon impotence, anorglasmlazéslemale) he foliowing occurred in short-
term, GADtnalsl 1o 8 weeks), with at a frequency of 2% or more
and lacebo. : asthenia, i , abdominal pain, fever neck pain, chills.
Cardiovascular: vasodilation, hycardra Di lve nausea, anorexra diarhea, constrpabon vomiting, flatulence.
Musculoskeletal Sy : myalgia. Nervous mmwﬂr , insomnia, dizziness, somnolence, nervousness,
decreased libido, abnormal dreams, tremor, paresdresra mkrng abnormal, trismus, twitching. nesplrato System:
rhinitis, yawn, cough increased. Skin: sweating. S System: abnormal
e}aculatlon |mpolence dysmenorrhea, orgasmic urinary lafr;g

n Changes. In clinical depresmn and GAD with a mean increase in pulse rate

Senses: abnormal vision. Urogen
nctldn (lemale),

aboui 2 beats/min. (See llypenensron" secbon ul “Wamlng:" lnr ellems on blood pressure.)
mcnangecln inical dep{e?m(&;{mmzs g/ ' w%easensemm
concentration of a m mpecm inical mﬁcance is unknown
See the “Use in Pa "'ﬁr’ jon of “Preca - utions” )

ECG Cf
OTHER EVENTS OBSERVED DURING THE PREMARKETING EVALUATION OF EFFEXOR AND EFFEXOR XR—During pre-
marketing assessment, multiple doses of Effexor XR or Effexor were administered to 4174 patients, and the following
adverse events were reported. Note: fre%uen‘t" events occurring in at least 1/100 patie mfrequent" =1/100to
1/1000 patients; = fewer than 1/1000 patients. it is Imponanno emphasize that allhough the events occurred
during trealmem wrlh venlafaxine, they were not necessarily caused by it
ole - Frequent cnes;mn substemal; Infrequent: face edema, intentional injury, malaise, moniliasis,

rigidty, reaction, suicide attempt; Rare: appendicitis, carcinoma, celluliis, withdraw-
|WWM migraine, postural hypotension; nﬁnquunl: ina pectoris, aryth-
mia, extrasystoles, ht pmensron dpenpheral vascular disorder (mainly cold feet and/or coid hands), syncope, throm-
bophlebitis; Rare: arteritis, first-degree atrioventricular block, bigeminy, bradycardia, bundie branch block, cerebral
rsc emia, coronary artery disease,  congestive heart failure, eart arrest, mitral valve dlsorder mucocu’(aneous hemor-

age, myocardlal |nfarnq pallor. m - Frequent: eructation, increased af uent: bruxism,
ccl is, dysphagia, tongue edema, esophagitis, gastritis, gastroenteritis, gasn'ornteshna ulcer glngw

, glossitis, rectal
emormage hemorrhoids, melena, slomznrus mouth ulceration; Rare: cheilitis, c! ecyslllrs cholelithiasis,
hematemesis, g irh hepamis ileitis, 1aundlce intestinal ooslrucddn. dral
proctitis, ue discoloration. Ilam
roidism, hypothyroidism,

anemia, leukocytosis, Ieukopenral mph fenop: ath ,mwm%emla drrombowto enia; Here basoﬂ |I|a t,yanosrs
eosinophilia, lymphocytosis. M _emng_m_a_umguygl uent: edema, weight ga?n I Jine phos-
phatase mcreased glycosuna hrygercholesteremra hype cemia, nypemncemra, hypoglycel kalemra SGOT
increased, thirst, Rare: alcohol intolerance, bilirubinemia, BUN increased, creatinine mcreased drab

dehydrauon hemochromatosis, h ercalcrnuna hyperkalemra h perll emia, hyperphosphatemla, hyi)onah'emia,
hy) phospha%emra,hypopmtelnemla g&’rmc reased, Uremia. Musgu{mkefenﬁeg Frequent: arthralgia;
|n£gq ritis, arthrosis, bone pain, bone spurs, 'bursitis, leg cramps, g ent tenosynovms Rare. tholog-

"MW
amrresra confusron depersonar dn emotional labﬁrlg Dl%resdresra vertigo; In{roﬁ:em: apathy, ataxia, crrcumoral
Fareslhesra, CNS stimulation, eupnona hallucinations, ﬁypereslhesra, erkinesia, hypotonia, mcoordrnauon
ibido increased, manic reaclmn myoclonus, neuralgla neuropal )"pamnordr ion, psychosrs seizure, abnormal
speech, stupor; ‘Rare; akathisia, 'akinesia, alcohol abuse, aphasia, bradykinesia, buwoilgossal syndrome cerebrovas-
cular accident, loss of consciousness, delusions, dementia, dystonia, facial paralysis, rmal gait, Guillain-Barré
drome, hypokinesia, neuritis, nys1agmus psychotic depression, refiexes decreased, reflexes increased, suicidal
ideation, tomcollls i Frequent: dyspnea; | uent: asthma, chest congestion, eprslaxrs hyper-
ventik ahon gismus, laryngms pneumonia, voice alteration; lhre alelectasls moptysis, hypovenulatlon hypox-
, prul uent: acne,

ra, ) apnea.
alopecia, rd’l'l‘e nails, oomacl dermatitis, dry skin, maculo apular rash, psoriasis, urticaria;
Rare: erythremia nodosum, exfoliative dermatits, Irchenord denna narr drscolorahon skin drscolorauon furunculo-
sis, hirsutism, leukoderma, puslularrash vesrculobullousrash sebo ea, skin atrophy, skin striae. nses -
uent: of perversion; Inlrequen cataract, conjunctivitis, comeal
lesion, drplcpla dry eyes, exophthalmos, eye parn eracusrs otitis medra parosmia, photophiobia, taste loss visual
field defect; Rare: blepharitis, chromatupsra. conju

ival edema deafness, glaucoma retinal hemormage subcon-
junctival hemorrhage, keratitis, labyrinthitis, miosis, papllledema decreased pupillary reflex, ofitis externa, scleritis,
uvems nital m - requent me'lmrrhagla pmslams urination imy agl itis*; infrequent: albumin-
* Cystitis, dysuria, hematuria, female lactation,” leukorrhea,” * nocturia, bladder pain,
breasl pain, polyuria, pyuria, urinary rneonnnence urinary retention, unnary urgengr vagrnal hemorrhage*; Rare:
abortion,* anuria, breast reast breast, calcium crystalluria, cervrcms, ovarian
%st pmlonged erection,* gynecomasha (male),* hypomenorrhea,* kldney calculus, kidney pain krdney function
normal mastitis, menopause,* pyelonephritis, oliguria, salpingitis,* urolithiasis, uterine hemormage uterine
spasm Based on the number of men and women as appropr aleze
Re?orls Voluntary reports of other adverse events temporally associated with the use of Effexor (the
|mmedrale release jorm of venlafaxrne that have been received since m introduction and that may have no
causal refationship with the use of Effexor include the followi aqran locytosis, anaphylaxis, aplastic anemia, catato-
nia, congenital anomalies, CPK increased, vemthrom delirium, EKG abnormalities (such as atrial fib-
riflation, supraventricular ventrict k nmc tachycardra) epidermal necrosis/Stevens-
Johnson Syndmme mema muttiforme, exlra yramidal symptoms (lncludrng tardive dyskinesia), hemorrhage
Fncludrng eye and intestinal bleedrng), hepallc events (including GGT elevation; abnormalities of unspecified
iver function tests; liver dama&: NECrosis, or fallure and fatty liver), LDH i neu-
‘syndrome-like events {includ ng a case of a 10-year-old who may have been takin

role ic
ylpnenlaate was treated and recovered), pan panic, prolactin increased, renal failure, serdlomn syn-
drome shock-like electrical sensations (m some cases subsequam to the discontinuation of Effexor or tapering of
dose), and of i tidiuretic hy {usually in the eldvelr'lfy)
There have been re&oﬂs evateddozar ine levels that were temporally associated adverse events, including
seizures, following the addition of venlafaxine. There have been reports of increases i ‘Rrulhrombln time, partial
lhromboplastrn time, or INR when venlafaxine was given to patients receiving warfarin
Drug Abuse and Dependence: Effexor® XR is not a controlled substance. Evaluate patients carefully for history of
drug abuse and observe such patients closely for signs of venlafaxine misuse or abuse (e.g., development of toler-
ance, incrementation of dose, drug-seeking behavior).
OVERDOSAGE: In premarkehng evaluation of Effexor XR for depression, there were 2 reports of acute overdosage
(6 g of Effexor XR wrth 2.5 my ﬂg of lorazepam, and 2.85 g of Effexor XR). Both recovered wrlhout s uelag. In
premarketing eval exormerewere 4 reports of acute ovel dose was g)Allpatlenls
reported no symptoms. observed lnelu mnolence,
generalrzed convlsions, pmlongatlon of GTc to 500 msec (com gared with 405 msec at baseline} in one case, and
mild s in for GAD, there were 2 reports of acute overdosage
(Or;ls l?‘t ol‘ Eﬂexcr XRand 200 mg of paroxetine and 50 mg of zolpidem, and 1.2 g of Effexor XR). Both recovered
without sequelae.
postmar‘qneung experience, there have been reports of fatalities in patients taking overdoses of venlafaxine,
gredommamly in combination with alcohol and/or other drugs.
reatment should consist oflhose general measures employed i |n the management of overdosage with any
Ensure an nation and vel Monnor I

airway, oxyge iac m and vital Signs.
ncmmlesaedsoreoommended duction of emesis o is not
on, if needed, may be indicated if

appomve and sym| 3
Gastric lavage with a large bore
gerfnrmed S00n after ingestion o in & sympmmauc tients. Acuva ed charcoal should be administered. Due to
e large volume of distbution of this drug, forcea diuresis, dialysis, hemorerfusmn and exchange transfusion are
unlikely to be of benefit. No specific antidotes for venlafaxine are known. In managing overdosage, consider the
possibility of muttiple dm |nvolvemem The physician should consider contacting & poison control center for
additional information numbers for certified poison control centers

are listed in the PI%Srans Desk Reference‘y PDR).

SWITCHING OR FROM A NE OXIDASE INHIBITOR: Atleasﬂhh&sys ould elapse between
uation of an MAOI and initiation of with Effexor XR. In addition, at should be allowed

after stopping Effexor XR before starting an MAOI (See "Gonlralndleaﬁons" and “Wamings”).

Please consult full prescribing information for detailed dosing instructions.

This brief summary is based on the circular 4876-4, issued March 22, 1999,

' WYETH-AYERST
- LABORATORIES
Philadelphia, PA 19101
© 2000, Wyeth-Ayerst Laboratories 79344-00
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THE RIGHT LOCATION: EMOTIONAL IMPACT
25-38

“An interesting finding emerged when the emotional
changes associated with CVAs in specific regions of the
right hemisphere were examined. The patient with the right
frontoparietal lesion demonstrated the greatest range of
symptomatology, including depression, anxiety, apathy,
anger, and denial of illness. Fewer symptoms were associ-
ated with right frontal, frontotemporal, parieto-occipital, and
basal ganglia lesions. Patients with right frontotemporal
lesions did not express anxiety symptoms, whereas the
patient with a right frontoparietal lesion did. Similarly, the
patient with the right frontoparietal lesion did not experi-
ence persecutory ideation, while the two patients with right
frontotemporal lesions did. Patients with right parieto-
occipital and right frontal lesions exhibited fewer emotional
disorders than did patients with lesions in the other right
hemisphere regions. The most frequent emotional difficul-
ties were depression and anger (n=>5), followed by anxiety
(n=3) and persecutory ideation (n=2).”

DISASSOCIATING APATHY AND DEPRESSION
43-50

“Several studies have demonstrated a high frequency of
apathy after lesions involving the globus pallidus and the
adjacent internal capsule. The ansa lenticularis is one of the
main internal pallidal outputs, ending in the pedunculopon-
tine nucleus after going through the posterior limb of the
internal capsule. In cats and rodents, the ansa lenticularis is
localized within the mesencephalic locomotor region and
sends monosynaptic projections to motoneurons in the ante-
rior horn. The ansa lenticularis may have a prominent role
in goal-oriented behavior, and dysfunction of this system
may explain the presence of apathy in patients with lesions
of the posterior limb of the internal capsule. The frequent
association between major depression and apathy may
result from lesions to the ventral striatum, producing disrup-
tion of biogenic amine pathways and damage to the contigu-
ous posterior limb of the internal capsule, which may in turn
produce dysfunction of goal-motivational locomotor sys-
tems.”

INTERVENING IN THE ISCHEMIC CASCADE
52-58

“Neuroprotective therapies are directed at the biochem-
ical events that occur in the ischemic cascade. Numerous
agents have shown efficacy in animal models of stroke.
Although multiple agents have been used in human trials,
the results have been disappointing. To date, at least 29
cytoprotective agents have been tested or are soon to be
evaluated in humans. Of these, 10 classes of drugs have
reached class III testing. The first and only agents shown
to be effective in acute stroke are the thrombolytics. The
National Institute of Neurological Disorders and Stroke
(NINDS) trial confirmed the robust response of early

reperfusion with intravenous tissue plasminogen activator
(TPA). Intra-arterial clot lysis with prourokinase has also
shown a positive response. In addition, ancrod—a fibri-
nolytic agent derived from Malaysian pit viper venom—
appears beneficial.”

PSYCHOSTIMUIANT TREATMENT OF STROKE
59-69

“Injury to the DA system has been implicated in the
development and recovery from hemispatial neglect; how-
ever, the exact mechanism by which dopamine exerts an
effect on neglect is not clear. Human studies examining
dopamine’s influence on recovery from hemispatial neglect
have been mixed. In one study, two patients with neglect
were treated with bromocriptine and demonstrated improve-
ments in attention to the neglected hemispace.
Improvement was also demonstrated in four patients with
neglect after treatment with apomorphine (a DA agonist) in
a placebo-controlled study. In a recent case study,
bromocriptine was reported to improve performance better
than MP on tests specific for neglect; however, both agents
were superior to placebo. Exacerbation of neglect occurred
following withdrawal of MP, but not of bromocriptine. Two
recent studies suggest that bromocriptine may worsen
neglect by increasing attention to the ipsilateral rather than
the contralateral hemispace. In one of these studies, the
authors speculated that DA stimulation in patients with
neglect arising from injury to the putamen may result in
activation of the normal hemisphere, increasing an inten-
tional bias to the ipsilateral side. Given the detrimental con-
sequences for function that result from hemispatial neglect,
clinicians may consider treatment with a DA agonist,
although the potential for worsening neglect will need to be
closely monitored.”

CUTTING RISK STROKE BY STROKE
70-74

“A familial tendency toward cerebrovascular disease has
long been recognized as a stroke risk factor, but it has gen-
erally been found to operate through recognized risk factors
that have a genetic component, such as hypertension or
hyperhomocystinemia. Recently, however, a rare syndrome
termed cerebral autosomal dominant arteriopathy with sub-
cortical infarcts and leukoencephalopathy (CADASIL),
which is characterized by depression, migraine, and recur-
rent small vessel infarction, was recognized in a European
kindred, and the genetic mutation responsible was identi-
fied on chromosome 19q. The gene product affected by this
mutation has not yet been identified; therefore, while diag-
nostic pathological changes have been identified, the patho-
physiology has not, and no specific intervention is possible.
Therefore, unlike hereditary factors that operate through
modifiable risk factors, this mutation must currently be
viewed as a risk marker.”
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ERALL(I

3 mg, 10 mg, 20 mg & 30 mg TABLETS
(Mixed Salts of a Single-Entity Amphetamine Product)
'lgextroamphetamino Sulfate Amphetamine Sulfate

ADDERALL® TABLETS @BRIEF SUMMARY

AMPHETAMINES HAVE A HIGH POTENTIAL FOR ABUSE. ADMINISTRATION OF
AMPHETAMINES FOR PROLONGED PERIODS OF TIME MAY LEAD TO DRUG
DEPENDENCE AND MUST BE AVOIDED. PARTICULAR ATTENTION SHOULD BE
PAID TO THE POSSIBILITY OF SUBJECTS OBTAINING AMPHETAMINES FOR NON-
THERAPEUTIC USE OR DISTRIBUTION TO OTHERS, AND THE DRUGS SHOULD BE
PRESCRIBED OR DISPENSED SPARINGLY.

INDICATIONS: Attention Deficit Disorder with Hyperactivity: ADDERALL is indicated
as an integral part of a total treatment program which typically includes other remedial
measures (psychological, educational, social) for a stabilizing effect in children with
behavioral syndrome characterized by the following group of developmentally inappropriate
symptoms: moderate to severe distractibility, short attention span, hyperactivity, emotional
lability, and impulsivity. The diagnosis of this syndrome should not be made with finality
when these symptoms are only of comparatively recent origin. Nonlocalizing (soft)
neurological signs, leaming disability and abnormal EEG may or may not be present, and a
diagnosis of central nervous system dysfunction may or may not be warranted. In
Narcolepsy: CONTRAINDICATIONS: Advanced arterioscierosis, symptomatic
cardiovascular disease, moderate to severe hypertension, hyperthyroidism, known
hypersensitivity or idiosyncrasy to the sympathomimetic amines, glaucoma. Agitated states.
Patients with a history of drug abuse. During or within 14 days following the administration
of monoamine oxidase inhibitors (hypertensive crises may result). WARNINGS: Clinical
experience suggests that in psychotic children, administration of amphetamine may
exacerbate symptoms of behavior disturbance and thought disorder. Data are inadequate to
determine whether chronic administration of amphetamine may be associated with growth
inhibition; therefore, growth should be monitored during treatment. Usage in Nursing
Mothers: Amphetamines are excreted in human milk. Mothers taking amphetamines should
be advised to refrain from nursing. PRECAUTIONS: General: Caution is to be exercised in
prescribing amphetamines for patients with even mild hypertension. The least amount
feasible should be prescribed or dispensed at one time in order to minimize the possibility of
overdosage. Information for Patients: Amphetamines may impair the ability of the patient to
engage in potentially hazardous activities such as operating machinery or vehicles; the
patient should therefore be cautioned accordingly. Drug Interactions: Acidifying agents -
Gastrointestinal acidifying agents (guanethidine, reserpine, glutamic acid HCI, ascorbic
acld, fruit juices, etc.) lower absorption of amphetamines. Urinary acidifying agents -
(ammonium chioride, sodium acid phosphate, etc.) Increase the concentration of the ionized
species of the amphetamine molecule, thereby increasing urinary excretion. Both groups of
agents lower blood levels and efficacy of amphetamines. Adrenergic blockers - Adrenergic
blockers are inhibited by amphetamines. Alkalinizing agents - Gastrointestinal alkalinizing
agents (sodium bicarbonate, etc.) increase absorption of amphetamines. Urinary
alkalinizing agents (acetazolamide, some thiazides) increase the concentration of the non-
ionized species of the amphetamine molecule, thereby decreasing urinary excretion. Both
groups of agents increase blood levels and therefore potentiate the actions of
amphetamines. Antidepressants, tricyclic - Amphetamines may enhance the activity of
tricyclic or sympathomimetic agents; d-amphetamine with desipramine or protriptyline and
possibly other tricyclics cause striking and sustained increases in the concentration of d-
amphetamine in the brain; cardiovascular effects can be potentiated. MAQO inhibitors - MAOI
antidepressants, as well as a metabolite of furazolidone, siow amphetamine metabolism.
This slowing potentiates amphetamines, increasing their effect on the release of
norepinephrine and other monoamines from adrenergic nerve endings; this can cause
headaches and other signs of hypertensive crisis. A variety of neurological toxic effects and
malignant hyperpyrexia can occur, sometimes with fatal results. Antihistamines -
Amphetamines may counteract the sedative effect of antihistamines. Antihypertensives -
Amphetamines may antagonize the hypotensive effects of antihypertensives.
Chlorpromazine - Chlorpromazine blocks dopamine and norepinephrine reuptake, thus
inhibiting the central stimulant effects of amphetamines, and can be used to treat
amphetamine poisoning. Ethosuximide - Amphetamines may delay intestinal absorption of
ethosuximide. Haloperidol - Haloperidol blocks dopamine and norepinephrine reuptake, thus
inhibiting the central stimulant effects of amphetamines. Lithium carbonate - The anorectic and
stimulatory effects of amphetamines may be inhibited by lithium carbonate. Meperidine -
Amphetamines potentiate the analgesic effect of meperidine. Methenamine therapy -
Urinary excretion of amphetamines is increased, and efficacy is reduced, by acidifying
agents used in methenamine therapy. Norepinephrine - Amphetamines enhance the
adrenergic effect of norepinephrine. Phenobarbital - Amphetamines may delay intestinal
absorption of phenobarbital; co-administration of phenobarbital may produce a synergistic
anticonvulsant action. Phenytoin - Amphetamines may delay intestinal absorption of
phenytoin; co-administration of phenytoin may produce a synergistic anticonvulsant action.
Propoxyphene - In cases of propoxyphene overdosage, amphetamine CNS stimulation Is
potentiated and fatal convulsions can occur. Veratrum alkaloids - Amphetamines inhibit the
hypotensive effect of veratrum alkaloids. Drug/Laboratory Test interactions: «
Amphetamines can cause a significant elevation in plasma corticosteroid levels. This
increase is greatest in the evening. * Amphetamines may interfere with urinary steroid
determinations. Carcli is/Mutag Mutagenicity studies and long-term
studies in animals to determine the carcinogenic potential of amphetamine, have not been
performed. Pregnancy - Teratogenic Effects: Pregnancy Category C. Amphetamine has
been shown to have embryotoxic and teratogenic effects when administered to A/Jax mice
and C57BL mice in doses approximately 41 times the maximum human dose. Embryotoxic
effects were not seen in New Zealand white rabbits given the drug in doses 7 times the
human dose nor in rats given 12.5 times the maximum human dose. While there are no
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adequate and well-controlled studies in pregnant women, there has been one report of
severe congenital bony deformity, tracheoesophageal fistula, and anal atresia (vater
association) in a baby bomn to a woman who took dextroamphetamine sulfate with lovastatin
during the first trimester of pregnancy. Amphetamines should be used during pregnancy
only if the potential benefit justifies the potential risk to the fetus. Nonteratogenic Effects:
Infants bom to mothers dependent on amphetamines have an increased risk of premature
delivery and low birth weight. Also, these infants may experience symptoms of withdrawal
as demonstrated by dysphoria, including agitation, and significant lassitude. Pedlatric Use:
Long-term effects of amphetamines in children have not been well established.
Amphetamines are not recommended for use in children under 3 years of age with Attention
Deficit Disorder with Hyperactivity described under INDICATIONS AND USAGE.
Amphetamines have been reported to exacerbate motor and phonic tics and Tourette's
syndrome. Therefore, clinical evaluation for tics and Tourette's syndrome in children and
their families should precede use of stimulant medications. Drug treatment is not indicated
in all cases of Attention Deficit Disorder with Hyperactivity and should be considered only in
light of the complete history and evaluation of the child. The decision to prescribe
amphetamines should depend on the physician’s assessment of the chronicity and severity
of the child’s symptoms and their appropriateness for his/her age. Prescription should not
depend solely on the presence of one or more of the behavioral characteristics. When these
symptoms are associated with acute stress reactions, treatment with amphetamines is
usually not indicated. ADVERSE REACTIONS: Cardlovascular: Palpitations,
tachycardia, elevation of blood pressure. There have been isolated reports of
cardiomyopathy associated with chronic amphetamine use. Central Nervous System:
Psychotic episodes at recommended doses (rare), ¢ imulation, 1ess, dizziness,
insomnia, euphoria, dyskinesia, dysphoria, tremor, headache, exacerbation of motor and
phonic tics and Tourette's syndrome. Gastrointestinal: Dryness of the mouth, unpleasapt
taste, diarrhea, constipation, other gastrointestinal disturbances. Anorexia and weight loss
may occur as undesirable effects when amphetamines are used for other than the anorectig
effect. Allergic: Urticaria. Endocrine: Impotence, changes in libido. DRUG ABUSE A.Nd
DEPENDENCE: Dextroamphetamine sulfate is a Schedule Il controlled substangs.
Amphetamines have been extensively abused. Tolerance, extreme psychologiga}
dependence, and severe social disability have occurred. There are reports of patients who
have increased the dosage to many times that recommended. Abrupt cessation following
prolonged high dosage administration results in extreme fatigue and mental depression;
changes are also noted on the sleep EEG. Manifestations of chronic intoxication with
amphetamines include severe dermatoses, marked insomnia, irritability, hyperactivity, and
personality changes. The most severe manifestation of chronic intoxication is psychosis,
often clinically indistinguishable from schizophrenia. This is rare with oral amphetamines.
OVERDOSAGE: Individual patient response to amphetamines varies widely. While toxic
symptoms occasionally occur as an idiosyncrasy at doses as low as 2 mg, they are rare
with doses of less than 15 mg; 30 mg can produce severe reactions, yet doses of 400 to
500 mg are not necessarily fatal. In rats, the oral LD50 of dextroamphetamine sulfate is
96.8 mg/kg. Symptoms: Manifestations of acute overdosage with amphetamines include
restlessness, tremor, hyperreflexia, rapid respiration, confusion, assaultiveness,
hallucinations, panic states, hyperpyrexia and rhabdomyolysis. Fatigue and depression
usually follow the central stimulation. Cardiovascular effects include arrhythmias,
hypertension or hypotension and circulatory collapse. Gastrointestinal symptoms include
nausea, vomiting, diarrhea, and abdominal cramps. Fatal poisoning is usually preceded by
convulsions and coma. Treatment: Consuit with a Certified Poison Control Center for up to
date guidance and advice. Management of acute amphetamine intoxication is largely
symptomatic and includes gastric lavage, administration of activated charcoal,
administration of a cathartic and sedation. Experience with hemodialysis or peritoneal
dialysis is inadequate to permit recommendation in this regard. Acidification of the urine
increases amphetamine excretion, but is believed to increase risk of acute renal failure if
myoglobinuria is present. If acute, severe hypertension complicates amphetamine
overdosage, administration of intravenous phentolamine (Regitine®, Novartis) has been
suggested. However, a gradual drop in blood pressure will usually result when sufficient
sedation has been achieved. Chlorpromazine antagonizes the central stimulant effects of
amphetamines and can be used to treat amphetamine intoxication. DOSAGE AND
ADMINISTRATION: Regardiess of indication, amphetamines should be administered at the
lowest effective dosage and dosage should be individually adjusted. Late evening doses
should be avoided because of the resulting insomnia. Attention Deficit Disorder with
Hyperactivity: Not recommended for children under 3 years of age. In children from 3 to 5
years of age, start with 2.5 mg dalily; daily dosage may be raised in increments of 2.5 mg at
weekly intervals until optimal response is obtained. In children 6 years of age and older, start
with 5 mg once or twice dally; daily dosage may be raised in increments of 5 mg at weekly
intervals until optimal response is obtained. Only in rare cases will it be necessary to exceed a
total of 40 mg per day. Give first dose on awakening; additional doses (1 or 2) at intervals of 4
to 6 hours. Where possible, drug administration should be interrupted occasionally to
determine if there is a recurrence of behavioral symptoms sufficient to require continued
therapy. Narcolepsy: Usual dose 5 mg to 60 mg per day in divided doses, depending on the
individual patient response. Narcolepsy seldom occurs in children under 12 years of age;
however, when it does, dextroamphetamine sulfate may be used. The suggested initial dose
for patients aged 6-12 is 5 mg daily; daily dose may be raised in increments of 5 mg at weekly
intervals until optimal response is obtained. In patients 12 years of age and older, start with 10
mg daily; daily dosage may be raised in increments of 10 mg at weekly intervals until optimal
response is If both dy reactions appear ( e.g., insomnia or anorexia),
dosage should be reduced. Give first dose on awakening; additional doses (1 or 2) at intervals

of 410 6 hours. Rx only.
(Shire
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DURATION OF ACTION
INCREASES WITH
DOSE OF ADDERALL

M ADDERALL produced a stausucauy sngnlﬁcant, ion dom been reported (most frequently
dose-related increase in objective measures of reported adverse reactions include anorexia, insomnia,

behavior (number of age-appropriate math stomach pain, headache, irritability, and weight loss)?
problems attempted and math problems correct) As with most psychostimulants indicated for ADHD,
as compared to placebo' the possibility of growth suppression and the potential
B The duration of action of ADDERALL effects on for precipitating motor tics and Tourette's syndrome
behavior were dose dependent' exists with ADDERALL treatment and, in rare cases,
, , exacerbations of psychosis have been reported. Since
8 No unusual el side effects were noted amphetamines may have a high potential for abuse,
in this study ADDERALL should only be prescribed as part of an
ADDERALL usage data (n=61 1) indicate that overall muttimodal treatment program for ADHD with
OVER 90% of patients can be maintained on a dosage  close physician supervision.
frequency of |-2 times per day**

*Thirty-four patients receiving

greater than 40 mg per day were s ki .
excluded from this analysis. g -
Please see references and brief A ista

DOUBLESCORED TABLET | ~ DOUBLE SCORED TABLET

sumr:jjary of prescribing information 5 mg, 10 mg, 20 mg & 30 mg TABLETS
on adjacent page. v 4 (Mixed Salts of a Single-Entity Amphetamine Product)
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and oral solution (1 mg/mL): in 30-mL
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Risperdal

r\?,
e SPERIDONE

ool solution 1 mg/mL. R |
BEFORE PRESCRIBING, PLEASE CONSULT COMPLETE PRESCRIBING
INFORMATION OF WHICH THE FOLLOWING IS A BRIEF SUMMARY.
NDICATIONS  AND USAGE
RISPERDAI P 18) s i
tations of psychotrc disorders.
CONTRAINDICATIONS
RISPERDAL? (risperidone) is contraindicated in patients with a known hyper-
sansitivity to the product.
WARNINGS

Mallgnant Sy (NMS)

d for the of the manifes-

Drugs that Inhibit Cytochrome PJID, and Other B, Isozymes: Risperidone
is metabolized to 9-hydroxyrisperidone by cytochrome P, lID, an enzyme that
is polymorphic in the population and that can be inhibited by a varisty of
psychotropic and other drugs (See CLINICAL PHARMACOLOGY) Drug inter-
actions that reduce the bolism of risperidone to 8-hydroxyri ne
would i the plasma ions of rrsperrdone and lower the
concentrations of 9-hydroxyrisperidone. Analysis of clinical studies involving a
modest number of poor metabolizers (n=70) does not suggest that poor
and extensive metabolizers have different rates of adverse effects. No
comparison of effectiveness in the two groups has been made.
In vitro studies showed that drugs metabolized by other P,, isozymes, including
1A1, 1A2, 1IC9, MP, and [lIA4, are only weak lnhrbnorsofnspendone metabolism.
Drugs Metabolized by Cytochrome P,JID,: In vitro studies indicate that
rrsgendone is a relatively weak mhlbltor of cytochrome P,JiD,. Therefore,
PERDAL® is not expected to ally inhibit the ci of drugs
that are metabolized by this enzymatic pathway. However, clinical data to
confirm this expectation are not available.

Carclnogenesls, Mutagenesrs, Impairment of Fertility

A potemrall fatal symptom complex referred to as
Malignant Syndrome (NMS) has been reported in association with antipsy-
chotrc dmsgs If a patient requires antipsychotic drug treatment after recovery
from NMS, the potential rernrroductron of drug therapy should be carefully
considered. The patient should be carefully monitored, since recurrences of
NMS have been reported.

Tardive Dyskinesia

of potentially i ic me may
develop in patients treated with antrpsychorlc drugs Whether antrpsychoﬂc
drug products differ in their potential to cause tardive dy

genicity studies were conducted in Swiss albino mice
and Wistar rats. Rrspendone was administered in the diet at doses of 0.63, 2.5,
and 10 mg/kg for 18 months to mice and for 25 months to rats. These doses are
equivalent to 2.4, 9.4 and 37.5 times the maximum human dose (16 m?/day) on
a mg/kg basis or 0.2, 0.75 and 3 times the maximum human dose (mice} or
0.4, 1.5, and 6 times the maximum human dose (rats) on a mg/m? basis. There
were statistically significant increases in pituitary gland adenomas, endocrine
pancreas adenomas and mammary gland adenocarcinomas.
These findings are considered to be prolactin medicated. The relevance for
human risk of the ﬁndrngs of prolactin-mediated endocrine tumors in rodents

If signs and symptoms of tardive dyskinesia appear in a patient on RISPERDAL'

drug discontinuation should be considered. However, some patients may require

treatment with RISPERDAL® despite the presence of the syndrome.

Potentlal for P ic Effects: Ri and/or 9-hydroxyri

done appears to lengIFren the QT rnIervaI in some patients, afthough there

is no average increase in treated patients, even at 12-16 mg/day, well above

the recommended dose. Other dru?s that prolong the QT interval have been
lated with the des de pointes, a life-threatening

amythmia. Bradycardia, electrolyte imbalance, concomitant use with other

drugs that proIon? QT, or the presence of oongenital prolongation in QT can

increase the risk for occurrence of this arrhythmia.

PRECAUTIONS

General

Orthostatic sion: RISPERDAL® (risperidone) may induce orthostatic
hypotension associated with dizziness, tachycardia, and in some patients,
synoo?le , especially during the initial dose-ftration period, probably reIIectrrlz
its alpha-adrene lc antagonistic properties. Syncope was reported in 0.2

(6/2607) of RISPERDAL® treated patients in phase 2-3 studies. The risk of
orthostatic hypotension and syncope may be minimized by limiting the initial
dose to 2 mg Ioteléenher QDor1mg BID¥ in normal adults and 0.5 mg BID in
the eIderIyrand patients with renal or hepatic impairment (See DOSAGE AND
ADMINISTRATION). Monitoring of orthostatic vital signs should be considered

is unk {See Hyperprol ia under PRECAUTIONS, GENERAL).
Mutagenesis: No evidence of mutagenic potential for risperidone was found.
Impalrment of Fertiity: ‘lls\Fendone {0.16 to 5 mgkg) was shown to impair
mating, but not fertility, in Wistar rats in three reproductive studies at doses
0.1 to 3 times the maximum recommended human dose on & mg/m? basis.
Pregnanc

regnancy Category C: There are no adequate and well-controfled studies
m pregnant women.
RISPERDAL® should be used during pregnancy only if the potential benefit
justifies the potential risk to the fetus.
Labor and Delivery
The effect of RISPERDAL® on labor and delivery in humans is unknown.
Nursing Mothers
Itis not known whether or not risperidone is excreted in human milk. Women
receiving RISPERDAL® should not breast fesd.
Pediatric Use
Safety and effectiveness in children have not been established.
Gerlatric Use
Clinical studies of RISPERDAL® did not include sufficient numbers of patients
aged 65 and over to determine whether they respond differently from younger
patients. Other reported cIInrcaI experience has not identified differences in

between elderly and younger patients. In general, a lower starti

in patients for whom this is of concem. A dose should be
it hypotension occurs. RISPERDAL® should be used with particular caution in

tients with known oerdrovascular drsease (history of myocardral infarction or
ischemia, heart failure, or cond litles), cereb k dlsease,
and conditions which would predi ts to h eg,
and hypovolemia. Clinically si nmcant hypoIensIon has been observed with
concomitant use of RISPERDAL® and antihypertensive medication.
Selzures: RISPERDAL?® should be used cautiously in patients with a history of
seizures.

la: Esophageal dysmotiity and aspiration have been associated with

antipsychotic drug use. Aspiration pneumonia is a common cause of morbidi%
and mortality in patients with advanced Alzheimer's dementia. RISPERDAL
and other antipsychotic drugs should be used cautiously in patients at risk for
aspiration pneumonia.
Hyperprolactinemia: As with other dru?s that antagonize dopamine D,
receptors, risperidone elevates prolactin levels and the elevation persrsts
during chronic administration. Neither clinical studies nor epidemiologic
studies conducted to date have shown an chronic

is recommended for an eIderIy ,Jatrent reflecting a decreased pharmacokinetic
clearance in the elderiy, as well as a greater frequency of deoreased hepahc,
renal, or cardiac function, and of concomitant disease or other aA

(See "CLINICAL PHARMACOLOGY and DOSAGE AND ADMINIST \TION).
While elderty patients exhibit a greater tendency to orthostatic hypotension, its
fisk in the elderly may be minimized by Irmmng the initial dose to 0.5 mg BID
followed by careful titration (See PRECAUTIONS). Monitoring of orthostatic
vital signs should be considered in patients for whom this is of concem.

This drug is known to be substantially excreted by the kidney, and the risk
of toxic reactions to this drug may be greater in patients with impaired renal
function. Because elderly patients are more fikely to have decreased renal
function, care should be taken in dose selection, and it may be useful to monitor
renal function (See DOSAGE AND ADMINISTRATION).

ADVERSE REACTIONS

Assoclated with Discontinuation of Treatment

Approximately 9% percent (244/2607) of RISPERDAL® (risperidone}-treated
patients in phase 2-3 studies discontinued treatment due to an adverse event,

administration of this class of drugs and tumorigenesis in humans; the avail-
able evidence is considered too limited to be conciusive at this time.

Potential for Motor impairment: Somnolence was a commonly
reported adverse event associated with RISPERDAL® treatment, especially
when ascertained by direct questioning of patients. This adverse event is dose
related. Patients should be cautionsd about operating hazardous machinery,
including automobiles, until they are reasonably certain that RISPERDAL®
therapy does not affect them adversely.

Priapism: Rare cases of priaplsm have been reported.

Thrombotic Thromboc, ic Purpura (TTP): A single case of TTP was
reported in a 28 year-old female patrent reoervrng RIS ERDAL" in a large,
open premarketing tients). She experi-

enced jaundice, fever, ‘and bruIsmg , but oventually recovered after receiving
plasmapheresis. The reIatIonshIp to RISPERDAL® therapy is unknown.

Antismetic effect: Risperidone has an antiemetic effect in animals; this effect
may also occur in humans, and may mask signs and symptoms of over-
dosage with certain drugs or of conditions such as

pared with about 7% on placebo and 10% on active control drugs. The

more common events (2 0.3%) associated with discontinuation and considered

to be possibly or probably drug-related included: extrapyramidal symptoms,

dizziness, hyperkinesia, somnolence, and nausea.

Incidence in Controlled Trlais

gomrzonly kOburvsd Adverse Events In Controtied CIInIoal Trials: In two
to 8-week placeb

emergent adverse events with an Incldence of 5% or greater in aI 'least one of

the RISPERDAL® groups and at least twice that of placebo were: anxiety,

somnolence, extrapyramidal symptoms, dizziness, ion, nausea,

changes in routine serum chemistry, hematology, or urinalysis parameters.
Similarly, there were no RISPERDAL’/pIacebo rences in the incidence of
discontinuations for changes in serum chemistry, hematology, or urinalysis.
However, RISPERDAL® administration was associated with increases in
serum prolactin (See PRECAUTIONS).

ECG Changes: The electrocardiograms of approximately 380 patients who
received RISPERDAL® and 120 patients who received placebo in two double-
blind, placebo-controlled trials were evaluated and revealed one finding of
potentral concer; i.e., 8 patients Iakln% RISPERDAL® whose baseline (Tc
interval was less than 450 msec were observed to have QTc intervals greater
than 450 msec during treatment (See WARNINGS). Changes of this type
were not seen among about 120 placebo patients, but were seen in patients
receiving haloperidol ?3/1 26).

Other Events Observed During the Pre-Marketing Evaluation of
RISPERDAL®

During its premarketing assessment, multiple doses of RISPERDAL® (ris
done) were administered to 2607 patients in phase 2 and 3 studies ant
following reactions were reported: (Note: frequent adverse events are those
occurring in at least 1/100 patients. Infrequent adverse events are those
occurring in 1/100 to 1/1000 patients; rare events are those occurring in fewer
than 1/1000 patients. It is important to e ghasize that, although the events
reported occurred during treatment with RISPERDAL®, they were not neces-
sarily caused by it.)

Psychiatric Disorders: Frequent: increased dream activity”, drmrnrshed sexual
desire*, nervousness. impaired

catatonic reaction, euphoria, increased libido, amnesia. Rare: ‘emotional IabrIrIy,
nightmares, delrnum withdrawal syndrome, yawning.

Central and Peripheral Nervous System Disorders: Frequent: increased
sleep duration*. Infrequent: dysarthria, vemgo stupor, paraesthesra confusion.
Rare: aphasia, cholinergic synd ngue | leg
cramps, torticollis, hypotonia, ooma mrgrarne hyperreﬂexra choreoathatosis.
Gastro-intestinal Disorders: Frequent: anorexia, reduced salivation®.
Infrequent: flatulence, diarrhea, increased appetite, stomatitis, melena,
dysphagia, hemorrhoids, gastritis. Rare: fecal incontinence, eructation, gastro-
esophageal reflux, gasIroenIerms esophagitis, tongue dlscoloratron‘
cholelithiasis, tongue edema, diverticulitis, gingivitis, d feces, Gl
hemorrhage, hematemesis.

Body as a Whole/General Disorders: Frequent: fatigue. Infrequent: edema,
rigors, malaise, influenza-like symptoms. Aare: pallor, enlarged abdomen,
allergic reaction, ascites, sarcoidosis, flushing

Respiratory System Disorders: I lation, bror
pneumonia, stridor. Rare: asthma, increased spqum aspiration.

Skin and Appondage D Frequenl d ,' tion", photo-

acne,
alopecia, hyperkeratosrs pmntus skin exfoliation. Rare bullous aruption, skin
ulceration, aggravated psoriasis, furunculosis, verruca, dermatitis lichenoid,
hyperInchosrs genital pruritus, urticaria,

C Disorders: Infre palpitation, i
AV block, myocardial infarction. Rare: ventricular tachycardra angrna pecIons
premature atrial contractions, T wave Inversions, ventricular ST
deprassion, myocarditis.
Vislon Disorders: Inft
Rare: diplopia, eye parn blepharitis, photopsia, photophobia, "abnormal
lacrimation.

Metabolic and Nutritional Disorders: Infrequent: hyponatremia, weight
increas, creatine phosphokinase increase, thirst, weight decrease, diabetes
mellitus. Rare: serum iron, , dehydration, h
hypoproteinemia, hyperphosphatemra hypertnglycendemra, hyperuncemra
hypoglycemia.

Urinary System Disorders: Frequent: polyuria/polydipsia*. Infroquent:
urinary incontinence, hematuria, dysuria. Rare: urinary retention, cystitis, renal
insufficiency.

Musculo-skefetal System Disorders: Infrequent: myalgia. Rare: arthrosis,
synostosis, bursitis, arthritis, skeletal pain.

Reproductive Drsorders, Female: Frequent menorrhagia®, orgastrc dys-
function®, dry vagina®. Infreq | lactation, , female
breast parn leukorrhea, mastitis, dysmenorrhea female perineal parn, inter-
menstrual bleeding, vaglnal hemorrhage.

Liver and Biliary System Disorders; Infrequent: increased SGOT, increased
SGPT. Rare: hepatic failure, cholestatic hepatitis, cholecystitis, cholelithiasis,
hepatitis, hepatocellular damage.

Platelet, Bleeding and Clotting Disorders: Infrequent  epistaxis, purpura.
Rare: hemorrhage perficial phlebitis, P

Hearing and Vestibuler Disorders: Rare: tinnitus, hyperacusrs decreased
hearing.

Red Blood Cell Disorders: Infrequent: anemia, hypochromic anemia. Rare:

dyspepsia, rhinitis, rash, and tachycardia.

Adverse events were also elicited in one of these two trials (i.e., in the fixed-
dose trial comparing RISPERDAL® at doses of 2, 6, 10, and 16 mg/day with
placebo) utiizing a checklist for detecting adverse events, a method that is
more sensitive than spontansous reporting. By this method, the following
additional common and drug-related adverse events were present at least 5%
and twice the rate of placebo: increased dream activity, increased duration of
slesp, dation disturbances, reduced salivation, micturition distur-

Reye’s syndrome, and brain tumor.
Temperature Regulation: Disruption of body temperature regulallon
has been attributed to anllrsycholrc agenls Caution Is advised when
prescribing for patients who will be exposed to temperatura extremes.
Sulcide: The possibility of a suicide anem?I is inherent in schizophrenia, and
close supervision of high risk patients should accompany drug therapy.
Use In Patients with Concomitant lliness: Clinical experience with
RISPERDAL® in patients with certain concomitant systemic ilinesses is
limited, Caution is advisable in using RISPERDAL® in patients with diseases
or conditions that could affect melabolrsm or hemodynamrc responses
Because of the risks of orthostati nd QT
should be observed in cardiac pahents (See WARNINGS and PRECAWONS)
Increased plasma concentrations of risperi and 9-hydroxyrisperid:
occur in patients with severe renal |mpa|rment and in patlents with severe
hepatic impairment. A lower starting dose should be used in such patients.
Information for Patlents
Physicians are advised to consult full prescribing information to review issues
to be discussed with patients for whom they prescribe RISPERDAL®.
Drug Interactions
The interactions of RISPERDAL® and other drugs have not been systemati-
cally evaluated. Given the primary CNS effects of risperidons, caution should
be used when RISPERDAL® Is taken in combination with other centrally actin
drugs and alcohol. RISPERDAL® may antagonize the effects of levodopa an
dopamine agonists. Chronic administration of carbamazepine with risperidone
may increase the clearance of risperidone. Chronic administration of clozapine
with risperidone may decrease the clearance of risperidone.
Fluoxetine may rncrease the plesma concentration of the anti-psychotic fraction
plus 9- ) by raising the 1 of risperi-
done, although not the active metabolite, 9- -hydroxyrisperidone.

bances, diarthea, weight gain, menorrhagra, diminished sexual desire, erectile
{ ejaculatory and orgastic dy

The following adverse events occurred at an incidence of 1% or more, and

were at least as frequent among RISPERDAL® treated patients treated at

doses of <10 mg/day than among placebo-treated patrents in the pooled

results of two 6- to 8-week controlled trials: Psychiatric D

ytic anemia.

Reproductive Disorders, Male: Frequent: erectile dysfunction*. Infrequent:
ejaculation failure.

White Cell and Resistance Di
lsucopsnia, Pelger-Huet anomaly.

Endocrine Disorders: Rare: gynecomastia, male breast pain, antidiuretic
hormone disorder.

Speclal Senses: Rare: bitter taste.

* Incidence based on elicited reports.

Postintroduction Reports: Adverse events reported since market intro-
duction which were temporally (but not necessarily causally) related to
RISPERDAL® therapy, include the following: anaphylactic reaction, angio-
edema, apnea, agnal fibrillation, oerebrovascular sorder, diabetes meffitus

Rare: Y P pathy,

agitation, anxiety, somnolence, aggressrve reaction. Nervous S|

mptoms', h dizziness. Gastrointestinal
oonstrpatron nausea, dyspepsia, vomiting, abdominal pain, saliva rncreased
toothache. Rasplmory o‘gttem thinitis, coughing, sinusitis, pharyn, ms
dyspnea. Body as a Whole: back pain, chest pain, fever. Damratalog
rash, dry skin, seborrhea. Infections: upper respiratory. Visual: abnormaI
vision. MusculoSkoIelal arthralgia. Cardlovasculur tachycardia.

diabetic | ion, jaundice,
mani, pancreatms Parkinson's disease ag 'gravated pulmonary embolism.
There have been rare reports of sudden death and/or cardiopulmonary arrest
in patients recervrn? RISPERDAL®. A causal relationship with RISPERDAL®
has not been established. It is important to note that sudden and unexpected
death may occur in psychotic patients whether they remain untreated or
whether they are treated with other antipsychotic drugs.

1 Includes tremor, dystonia, I (! DRUG AEUSE AND DEPENDENCE
cnsi's ataxia, ebnom onr§a i y muscle acti ,,oc reflonia, d Substance Class: RISPERDAL® (risperidone) is not a controlled
akathisia, and extrapyrami I disorders. subsIance
Dose Dependency of Adverse Events: For information on symp and of see full
Data from two frxed dose trials p anh of do: = iness for g Information.
d wi treatment. These symp- i bt
Loms include: sleepiness, increased duration ohf‘ sleep, acclomrggjdatron Mare derarledp Vofesslonal nformaton s avatabée upoa raquest
isturbances, orthostatic dizziness, palpitations, weight gain, erectile nction, .
ejaculatory dysfunction, orgastic dysfunction, asthenia/lassitudefincreased Sélinssenrgg“nrrsas%eutrca Inc. 1999 7508217
fatiguability, and increased pigmentation. y* f;gg‘ sy
Vital Sign Changes: RISPERDAL® is d with orthostatic hypotansi uly 1956, May
and tachycardia (See PRECAUTIONS).
Weight Changes: A statistically significantly greater incidence of weight gain
for RISPERDAL® (18%) compared to placebo (3%). « PHARMACEUTICA -

Laboratory Changes: A between group comparison for 6- to 8-week placebo-
controlled trials revealed no statistically significant RISPERDAL®/placebo
differances in the proportions of patients experiencing potentially important

https://doi.org/10.1017/51092852900012876 Published online by Cambridge University Press

» RESEARCH FOUNDATION

JANSSEN

Titusville, NJ 08560



https://doi.org/10.1017/S1092852900012876



