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TRANXENE® 1-1AB® Tablets @

CLORAZEPATE DIPOTASSIUM  (Nos. 4389, 4390, 4391)
TRANXENE® -SD &
TRANXENE® -SD HALF STRENGTH

CLORAZEPATE DIPOTASSIUM (Nos. 2997, 2699)
SINGLE DOSE TABLETS

DESCRIPTION

Chemically, TRANXENE is a benzodiazepine.
The empirical formula is CygH;;CIK,N,Oy; the
molecular weight is 408.92; and the structural
formula may be represented as follows:
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The compound occurs as a fine, light yellow,
practically odorless powder. It is insoluble in the
common organic solvents, but very soluble in
water. Aqueous solutions are unstable, clear, light
yellow, and alkaline.

TRANXENE T-TAB tablets contain either
3.75 mg, 7.5 mg or 15 mg of clorazepate
dipotassium for oral administration. TRANXENE-
SD and TRANXENE-SD HALF STRENGTH
tablets contain 22.5 mg and 11.25 mg of
clorazepate dipotassium respectively. TRANXENE-
SD and TRANXENE-SD HALF STRENGTH
tablets gradually release clorazepate and are
designed for once-a-day administration in patients
already stabilized on TRANXENE T-TAB tablets.

Inactive ingredients for TRANXENE T-TAB®
Tablets: Colloidal silicon dioxide, FD&C Blue No.
2 (3.75 mg only), FD&C Yellow No. 6 (7.5 mg
only), FD&C Red No. 3 (15 mg only), magnesium
oxide, magnesium stearate, microcrystalline
cellulose, potassium carbonate, potassium chloride,
and talc. Inactive ingredients for TRANXENE-SD
and TRANXENE-SD HALF STRENGTH Tablets:
Castor oil wax, FD&C Blue No. 2 (SD Half
Strength, 11.25 mg only), iron oxide (SD, 22.5 mg
only), lactose, magnesium oxide, magnesium
stearate, potassium carbonate, potassium chloride,
and talc.

CLINICAL PHARMACOLOGY
Pharmacologically, clorazepate dipotassium has
the characteristics of the benzodiazepines. It has
depressant effects on the central nervous system.
The primary metabolite, nordiazepam, quickly
appears in the blood stream. The serum half-life is
about 2 days. The drug is metabolized in the liver
and excreted primarily in the urine.

Studies in healthy men have shown that
clorazepate dipotassium has depressant effects on
the central nervous system. Prolonged
administration of single daily doses as high as
120 mg was without toxic effects. Abrupt cessation
of high doses was followed in some patients by
nervousness, insomnia, irritability, diarrhea,
muscle aches, or memory impairment.

Since orally administered clorazepate dipotas-
sium is rapidly decarboxylated to form
nordiazepam, there is essentially no circulating
parent drug. Nordiazepam, the primary metabolite,
quickly appears in the blood and is eliminated from
the plasma with an apparent half-life of about 40 to
50 hours. Plasma levels of nordiazepam increase
proportionally with TRANXENE dose and show
moderate accumulation with repeated admini-
stration. The protein binding of nordiazepam in
plasma is high (97-98%).

Within 10 days after oral administration of a
15 mg (50p.Ci) dose of “C-TRANXENE to two
volunteers, 62-67% of the radioactivity was
excreted in the urine and 15-19% was eliminated in
the feces. Both subjects were still excreting
measurable amounts of radioactivity in the urine
(about 1% of the 14C-dose) on day ten.

Nordiazepam is further metabolized by
hydroxylation. The major urinary metabolite is
conjugated oxazepam (3-hydroxynordiazepam),
and smaller amounts of conjugated p-hydroxynor-
diazepam and nordiazepam are also found in the
urine.

INDICATIONS AND USAGE
TRANXENE is indicated for the management of
anxiety disorders or for the short-term relief of the
symptoms of anxiety. Anxiety or tension associated
with the stress of everyday life usually does not
require treatment with an anxiolytic.

TRANXENE tablets are indicated as adjunctive
therapy in the management of partial seizures.

The effectiveness of TRANXENE tablets in
long-term management of anxiety, that is, more
than 4 months, has not been assessed by systematic
clinical studies. Long-term studies in epileptic
patients, however, have shown continued
therapeutic activity. The physician should reassess
periodically the usefulness of the drug for the
individual patient.

TRANXENE tablets are indicated for the
symptomatic relief of acute alcohol withdrawal.

CONTRAINDICATIONS

TRANXENE tablets are contraindicated in patients
with a known hypersensitivity to the drug and in
those with acute narrow angle glaucoma.

WARNINGS
TRANXENE tablets are not recommended for use
in depressive neuroses or in psychotic reactions.

Patients taking TRANXENE tablets should be
cautioned against engaging in hazardous
occupations requiring mental alertness, such as
operating dangerous machinery including motor
vehicles.

Since TRANXENE has a central nervous system
depressant effect, patients should be advised
against the simultaneous use of other CNS-
depressant drugs, and cautioned that the effects of
alcohol may be increased.

Because of the lack of sufficient clinical
experience, TRANXENE tablets are not recom-
mended for use in patients less than 9 years of age.

Physical and Psychological Dependence:
Withdrawal symptoms (similar in character to
those noted with barbiturates and alcohol) have
occurred following abrupt discontinuance of
clorazepate. Withdrawal symptoms associated with
the abrupt discontinuation of benzodiazepines have
included convulsions, delirium, tremor, abdominal
and muscle cramps, vomiting, sweating,
nervousness, insomnia, irritability, diarrhea, and
memory impairment. The more severe withdrawal
symptoms have usually been limited to those
patients who had received excessive doses over an
extended period of time. Generally milder
withdrawal symptoms have been reported
following abrupt discontinuance of benzo-
diazepines taken continuously at therapeutic levels
for several months. Consequently, after extended
therapy, abrupt discontinuation of clorazepate
should generally be avoided and a gradual dosage
tapering schedule followed.

Caution should be observed in patients who are
considered to have a psychological potential for
drug dependence.

Evidence of drug dependence has been observed
in dogs and rabbits which was characterized by
convulsive seizures when the drug was abruptly
withdrawn or the dose was reduced; the syndrome
in dogs could be abolished by administration of
clorazepate.

Usage in Pregnancy:

An increased risk of congenital malformations
associated with the use of minor tranquilizers
(chlordiazepoxide, diazepam, and meproba-
mate) during the first trimester of pregnancy
has been suggested in several studies.
Clorazepate dip i ab diazepi
derivative, has not been studied adequately to
determine whether it, too, may be associated
with an increased risk of fetal abnormality.
Because use of these drugs is rarely a matter of
urgency, their use during this period should
almost always be avoided. The possibility that a
woman of childbearing potential may be
pregnant at the time of institution of therapy
should be considered. Patients should be
advised that if they become pregnant during
therapy or intend to become pregnant they
should communicate with their physician about
the desirability of discontinuing the drug.

Usage during Lactation:

TRANXENE tablets should not be given to nursing
mothers since it has been reported that
nordiazepam is excreted in human breast milk.

PRECAUTIONS

In those patients in which a degree of depression
accompanies the anxiety, suicidal tendencies may
be present and protective measures may be
required. The least amount of drug that is feasible
should be available to the patient.

Patients  taking TRANXENE tablets for
prolonged periods should have blood counts and
liver function tests periodically. The usual
precautions in treating patients with impaired renal
or hepatic function should also be observed.

In elderly or debilitated patients, the initial dose
should be small, and increments should be made
gradually, in accordance with the response of the
patient, to preclude ataxia or excessive sedation.

Information for Patients:

To assure the safe and effective use of benzo-
diazepines, patients should be informed that, since
benzodiazepines may produce psychological and
physical dependence, it is essential that they
consult with their physician before either
increasing the dose or abruptly discontinuing this
drug.

Pediatric Use:

See WARNINGS.

Geriatric Use:

Clinical studies of TRANXENE were not adequate
to determine whether subjects aged 65 and over
respond differently than younger subjects. Elderly
or debilitated patients may be especially sensitive
to the effects of all benzodiazepines, including
TRANXENE. In general, elderly or debilitated
patients should be started on lower doses of
Tranxene and observed closely, reflecting the
greater frequency of decreased hepatic, renal, or
cardiac function, and concomitant disease or other
drug therapy. Dose adjustments should also be
made slowly, and with more caution in this patient
population (see PRECAUTIONS and DOSAGE
AND ADMINISTRATION).

ADVERSE REACTIONS

The side effect most frequently reported was
drowsiness. Less commonly reported (in
descending order of occurrence) were: dizziness,
various gastrointestinal complaints, nervousness,
blurred vision, dry mouth, headache, and mental
confusion. Other side effects included insomnia,
transient skin rashes, fatigue, ataxia, genitourinary
complaints, irritability, diplopia, depression,
tremor, and slurred speech.

There have been reports of abnormal liver
and kidney function tests and of decrease in
hematocrit.

Decrease in systolic blood pressure has been
observed.

DOSAGE AND ADMINISTRATION
For the symptomatic relief of anxiety:
TRANXENE T-TAB® tablets are administered
orally in divided doses. The usual daily dose is
30 mg. The dose should be adjusted gradually
within the range of 15 to 60 mg daily in accordance
with the response of the patient. In elderly or
debilitated patients it is advisable to initiate
treatment at a daily dose of 7.5 to 15 mg.
TRANXENE tablets may also be administered
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