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XANAGIS 0.25 mg/ XANAGIS 0.5 mg/ XANAGIS 1.0 mg
a"n 1.0 oranaoj57 /a"n 0.5 oaxaojz/ a"n 0.25 oaxaop

Dosage Form: tablets
Composition: 0.25 mg/ 0.5 mg/1.0 mg of alprazolam

:7xvn 0"M1'wONY Anivan atlinan
Treatment of anxiety accompanied by depression.
Treatment of panic states with or without accompanying phobia.
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CLINICAL PHARMACOLOGY

Special Populations

Changes in the absorption, distribution, metabolism and excretion of benzodiazepines
have been reported in a variety of disease states including alcoholism, impaired hepatic
function and impaired renal function. Changes have also been demonstrated in geriatric
patients. A mean half-life of alprazolam of 16.3 hours has been observed in healthy
elderly subjects (range: 9.0-26.9 hours, n=16) compared to 11.0 hours (range: 6.3-15.8
hours, n=16) in healthy adult subjects. In patients with alcoholic liver disease the half-life
of alprazolam ranged between 5.8 and 65.3 hours (mean: 19.7 hours, n=17) as compared
to between 6.3 and 26.9 hours (mean=11.4 hours, n=17) in healthy subjects. In an obese
group of subjects the half-life of alprazolam ranged between 9.9 and 40.4 hours
(mean=21.8 hours, n=12) as compared to between 6.3 and 15.8 hours (mean=10.6 hours,
n=12) in healthy subjects.

Because of its similarity to other benzodiazepines, it is assumed that alprazolam undergoes
transplacental passage and that it is excreted in human milk.

Race

Maximal concentrations and half-life of alprazolam are approximately 15% and 25%
higher in Asians compared to Caucasians.

Cigarette Smoking

Alprazolam concentrations may be reduced by up to 50% in smokers compared to non-
smokers.
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Dependence and Withdrawal Reactions, Including Seizures
The risk of seizure seems to be greatest 24—72 hours after discontinuation

Labor and Delivery
XANAGIS has no established use in labor or delivery.

ADVERSE REACTIONS

In the usual patient, the most frequent side effects are likely to be anextension of the
pharmacological activity of alprazolam, e.g., drowsiness or light-headedness.

Treatment-Emergent Adverse Events Reported in Placebo-Controlled Trials of
Anxiety Disorders

ANXIETY DISORDERS
Treatment-Emergent Symptom Incidence* Incidence of
Intervention
Because of Symptom

Alprazolam PLACEBO Alprazolam

Number of Patients 565 505 565
% of Patients Reporting:
Central Nervous System

Drowsiness 41.0 21.6 15.1

Light-headedness 20.8 19.3 1.2

Syncope 3.1 4.0 t

Akathisia 1.6 1.2 i
Gastrointestinal

Diarrhea 10.1 10.3 1.2

Increased Salivation 4.2 2.4 i
Cardiovascular

Tachycardia/Palpitations 7.7 15.6 0.4

Hypotension 4.7 2.2 T
Musculoskeletal

Rigidity 4.2 5.3 T
Other

Nasal Congestion 7.3 9.3 T

In addition to the relatively common (i.e. greater than 1%) untoward events enumerated in
the table above, the following adverse events have been reported in association with the
use of benzodiazepines: anorexia, fatigue, seizures, sedation, slurred speech, jaundice,
pruritus,
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Treatment-Emergent Adverse Events Reported in Placebo-
Controlled Trials of Panic Disorder

PANIC DISORDER
Treatment-Emergent Symptom Incidence *

Alprazolam PLACEBO

Number of Patients 1388 1231
% of Patients Reporting:
Central Nervous System

Syncope 3.8 4.8

Disinhibition 2.7 15

Paresthesia 2.4 3.2

Vasomotor Disturbances 2.0 2.6

Feeling Warm 1.3 0.5
Gastrointestinal

Increased Salivation 5.6 4.4
Cardio-Respiratory

Hyperventilation 9.7 145
Sensory

Tinnitus 6.6 10.4

In addition to the relatively common (i.e. greater than 1%) untoward events enumerated in the
table above, the following adverse events have been reported in association with the use of
XANAGIS: ... taste alterations, diplopia, elevated bilirubin,

DISCONTINUATION-EMERGENT SYMPTOM INCIDENCE

Percentage of 641 - Alprazolam Treated Panic Disorder Patients Reporting
Events Body System/Event
Metabolic-Nutritional
Weight loss 13.3
Decreased appetite 12.8

Dermatological

Sweating 14.4
Cardiovascular
Tachycardia 12.2

General Treatment of Overdose

Flumazenil, a specific benzodiazepine receptor antagonist, is indicated for the complete or
partial reversal of the sedative effects of benzodiazepines and may be used in situations
when an overdose with a benzodiazepine is known or suspected. Prior to the administration
of flumazenil, necessary measures should be instituted to secure airway, ventilation and
intravenous access. Flumazenil is intended as an adjunct to, not as a substitute for, proper
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management of benzodiazepine overdose. Patients treated with flumazenil should be
monitored for re-sedation, respiratory depression, and other residual benzodiazepine effects
for an appropriate period after treatment. The prescriber should be aware of a risk of
seizure in association with flumazenil treatment, particularly in long-term
benzodiazepine users and in cyclic antidepressant overdose. The complete flumazenil
package insert including CONTRAINDICATIONS, WARNINGS and PRECAUTIONS
should be consulted prior to use.
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