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GUANABENZ ACETATE TABLETS, USP

Guanabenz acetate, an amlhyrertenswe agent for oral adr isan guanidine
derivative, 2.6-dichtorabenzy ideneamino-guanidine acetate, and its structura! formula is:
¢}
NH
1}
CH=NNHCNH, + CH;COOH
[}
CsHaClN4CoH 02 M.W. 231.14

it is white to aimost white powder having not more than a slight odor. Sparingly soluble in
water and in 0.1 N hydrochloric acid; soluble in alcohol and in propylene glycol. Each tablet
of guanabenz acetate is eq ivalent to 4 mg or 8 mg of free guanabenz base. The inactive
ingredients present are anhydrous lactose, brown iron oxide, colloida! silicon dioxide,
FD&C Blue No.1 Alumi Lake, jum stearate, microcrystalline cellulose,
pregelatinized starch and sodium starch gfycolate.

Guanabenz acetate tablets, for oral administration. contain 4 mg of 8 mg guanabenz (base).

CLINICAL PHARMACOLOGY:

Guanabenz acetate is an orally active central alpha-2 adrenergic agonist. its antihyperiensive
action appears to be mediated via stimulation of central alpha adrenergic receptors, resulting
in a decrease of sympathetic outflow from the brain at the bulbar level to the peripheral
circulatory system. .

PHARMACOKINETICS

tn human studies, about 75% of an orally administered dose of guanabenz acetate is
absorbed and metabolized with less than 1% of unchanged drug recovered from the usine.
Peak plasma concentrations of unchanged drug occur between two and five hours after a
single oral dose. The average half-life for guanabenz is about & hours. The site or sites of
metabotism of guanabenz have not been determined. The effect of meats on the absorption
of guanabenz acetate tablets has not been studied.

PHARMACODYNAMICS

The onset of the antihypertensive action of guanabenz begins within 60 minutes after a single
oral dose and reaches a peak effect within two to four hours. The effect of an acute single
dose is reduced appreciably six to eight hours after administration, and blood pressure
approaches baseline values within 12 hours of administration.

The acute antifypertensive effect of guanabenz occurs without major changes in peripheral
resistance, but its chronic effect appears to be a decrease in peripheral resistance. A
decrease in blood pressure is seen in both the supine and standing positions without
alterations of normal postural mechanisms, so that postural hypatension has not been
observed. Guanabenz decreases putse rate by about 5 beats per minute. Cardiac output and
left ventricutar ejection fraction are unchanged during long-term therapy.

In clinical trials, guanabenz acetate, given orally to hypertensive patients, effectively
controlled blood pressure without ang' significant effect on glomerular fittration rate, renal
blood flow, body fluid volume or body weight. Guanabenz given parenterally to dogs has
produced a natriuresis. Similarly, hypertensive subiects, 24 hours after saft loading, have
shown a decrease in blood pressure and a natriuresis (5% to 240% increase in sodium
excretion) following a single orat dose of guanabenz acefate. Alter seven consecutive days
of administration and effective blood-pressure control, no significant change on glomerular
fiftration rate, renal blood flow, or body weight was ‘observed. However, in clinical trials of
six to thirty months duration, hypertensive patients with eflective blood-pressure conirol by
guanabenz lost one 1o four pounds of body weight. The mechanism of this weight loss has
ngt luae!;:1 established. Tolerance to the antihypertensive effect ot guanabenz has not been
observed.

During long-term administration of guanabenz. there is a smalt decrease in serum cholesterol
and total triglycerides without any change in the high-density lipoprotein fraction. Plasma
norepinephrine, serum dopamine beta-hydroxylase, and plasma renin activity are
decreased during chronic administration of uanabenz. No changes in serum-glectrolytes,
uric acid, blood-urea nitrogen, calcium, or glucose have been observed.

Guanabenz and hydrochlorothiazide have been shown to have at least partially additive
effects in patients not responding adequately to either drug alone.

Guanabenz acetate tablets are indicated in the treatment of hypertension. It may be

ployed alone or in C with a thiazide diuretic.

CONTRAINDICATIONS:
Guanabenz acetate is contraindicated in patients with a known sensitivity torthe drug or any
of the tablet ingredients. L

e -

General:

1. Sedation; Guanabenz causes sedation or drowsiness in a large fraction of patients. When
guanabenz is used with centrally active dep ts, such as phenothiazines, barbiturates,
and benzodiazepines, the patential for additive sedative effects should be considered.

2. Patients with vascular insufficiency: Guanabienz, like other antihypertensive agents,
should be used with caution in patients with severe coronary insufficiency, recent myocardial
infarction, cerebrovascular disease, of severe hepatic or renal failure.

3. Rebound: Sudden cessation of therapy with central alpha a?nnists like guanabenz may
rarely result in 'oyershoor hypertension and more commonly produces an increase in
serum catecholamines and subjective symptomatology.

4. Patients with hepatic impairment: The disposition of orally administered guanabenz
acetate is attered in patients with alcohol- induced liver disease. Mean plasma concentrations
of guanabenz acetate were higher in these patients than in healthy subjects. The clinical
significance of this finding is unknown. However, careful monitoring of blood pressure is
suggested when guanabenz is administered to patients with hypertension and coexisting
chronic hepatic dysfunction.

5. Patients with renal impairmeat: The disposition of orally administered quanabenz acetate
is aftered modestly, in patients with renal impairment. Guanabenz's hal -life is profonged
and clearance decredsed, more so in patients on hemodialysis. The clinical significance of
these findings is unknown. Careful monitoring of blood pressure during guanabenz dose
titration is suggested in patients with coexisting hypertension and renal impairment.

INFORMATION FOR PATIENTS

Patients who receive guanabenz shouid be advised to exercise caution when operating
dangerous machinery of driving motor vehicles until it is determined that they do not
become drowsy or dizzy from the medication. Patients shoukl be warned that their tolerance
for alcohol and other CNS depressants may be diminished. Patients should be advised not
10 discontinue therapy abruptly.

LABORATORY TESTS

In clinical trials, no clinically significant Iaborator¥-lesl abnormalities werse identified during
either acute or chronic therapy with guanabenz. Tests carried out included CBG, urinalysis,
electrolytes, SGOT. bili bin, alkaline phosphatase, uric acid, BUN, creatinine, glucose,
caicium, phosphorus, total protein, and Coombs' test. During long-term administration of
guanabenz, there was a small decrease in serum cholestesol and total triglycerides without
any change in the high-density lipoprotein fraction. In rare instances an occasional
nonprogressive increase in liver enzymes has been observed. However, no clinical evidence
of hepatic disease has been found.

DRUG INTERACTIONS '

Guanabenz has not been demonstrated 10 cause any drug interactions when administered

with other drugs, such as digitalis, diuretics, analgesics. anxiolytics, and anti-inflammatory,

or anti-infective agents, in chinical trials. However, the potential for increased sedation when
benz acetate is administered concomitantly with CNS-depressant drugs should be

noted.
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USUAL DOSAGE AND
COMPLETE PRESCRIBING
INFORMATION: See accom-
panying literature.

Store at controlled room tem-
erature 15°-30°C (59°-86°F).
Protect from rpoisture.

KEEP TIGHTLY CLOSED.

KEEP THIS AND ALL
MEDICATION OUT OF THE
REACH OF CHILDREN.
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USUAL DOSAGE AND
COMPLETE PRESCRIBING
INFORMATION: See accom-
panying literature.

Store at controlled room tem-
erature 15°-30°C (59°-86°F).
rotect from moisture.

KEEP TIGHTLY CLOSED.

KEEP THIS AND ALL
MEDICATION OUT OF THE
REACH OF CHILDREN,
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USUAL DOSAGE AND
COMPLETE PRESCRIBING
INFORMATION: See accom-
panying literature.

Store at controlled room tem-
rature 15°-30°C {59°-86°F).
rotect from moisture.

KEEP TIGHTLY CLOSED.

KEEP THIS AND ALL
MEDICATION OUT OF THE
REACH OF CHILDREN.

Issued 6/98

USUAL DOSAGE AND
COMPLETE PRESCRIBING
INFORMATION: See accom-
panying literature.

Store at controlled room tem-
erature 15°-30°C (69°-B6°F).
rotect from maisture.

KEEP TIGHTLY CLOSED.

KEEP THIS AND ALL

MEDICATION OUT OF THE
REACH OF CHILDREN.

Issued 6/98

NDC 0185-0041-01
Guanabenz
Acetate
Tablets, USP

|

Rx only
100 Tablets

E Eon Labs

NDC 0185-0041-10
Guanabenz
Acetate
Tablets, USP

Rx only
1000 Tablets

= Eon Lat?s

NDC 0185-0042-01
Guanabenz
Acetate
Tablets, USP

Rx only
100 Tablets

E Eon Labs.:

NDC 0185-0042-10
Guanabenz
Acetate
Tablets, USP

Rx only
1000 Tablets

C— Eon Labs

e 1d

*Each tablet contains: -~ .. 3 O e
Guanabenz acetate equivalent 0
to 4 mg of guanabenz {as the SEmeme
free base). -

—
R '

This is a bulk package. DiSpense mmmmmmm—
crntents( with a chgdwesistant — i

-closure {as required} and in a
tight, light-resistant container A
as defined in the USP/NF. = s <

— | )
A

Manufactured by: =
Eon Labs Manufacturing, Inc. -~
Laurelton, NY 11413 (o]

]
Zm
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*Each tablet contains:

Guanabenz acetate equivalent r~
to 4 mg of g benz (as the
free base). o

———
P «* T L]

This is a bulk package. Dispense =m————m
contents with a child-resistant m——m <t
closure (as required} and in a =—=——=
tight, light-resistant container Sommess o
as defined in the USP/NF. == ©

—_—
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Manufactured by: =
Eon Labs Manufacturing, Inc. ——mm———r v
Laurelton, NY 11413 S e o
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*Each tablet contains: o~
Guanabenz acetate equivalent ___ ___
to 8 mg of guanabenz (as the a—"
free base). i

———— (O
[

This is a bulk package. Dispense e
contents with a child-resistant SE———e— <3
closure {as required) and iN 3 epee——— O
tight, light-resistant container o
as defined in the USP/NF. e ——
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