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BRIEF SUMMARY

I ID it 6 (sumatriptan succinate) Injection
For Subcutaneous Use Only.

The following is a brief summary only. Before prescribing, see
complete prescribing Information in Imitrex™ Injection product labeling.
INDICATIONS AND USAGE: Imitrex™ Injection is indicated for the
acute treatment of migraine attacks with or without aura.

Imitrex Injection is not for use In the management of hémiplégie or
basilar migraine (see WARNINGS).

Safety and effectiveness have also not been established for cluster
headache, which is present in an older, predominantly male population.
CONTRAINDICATIONS: Imitrex™ Injection should not be given
intravenously because of its potential to cause coronary vasospasm.

For similar reasons, Imitrex Injection should not be given
subcutaneously to patients with ischemie heart disease (angina
pectoris, history of myocardial infarction, or documented silent
ischemia) or to patients with Prinzmetal's angina. Also, patients with
symptoms or signs consistent with ischemie heart disease should not
receive Imitrex Injection. Because Imitrex Injection can give rise to
increases in blood pressure (usually small), it should not be given to
patients with uncontrolled hypertension.

Imitrex Injection should not be used concomitantly with
ergotamine-containing preparations.

Imitrex Injection is contraindicated in patients with hypensensitivity
to sumatriptan.
WARNINGS: Imitrex™ Injection should not be administered to patients
with basilar or hémiplégie migraine.
Cardiac Events/Coronary Constriction: Serious coronary events
following Imitrex Injection can occur but are extremely rare;
nonetheless, consideration should be given to administering the first
dose of Imitrex Injection in the physician's office to patients in whom
unrecognized coronary disease Is comparatively likely (postmenopausal
women; males over 40; patients with risk factors for CAD, such as
hypertension, hypercholesterolemia, obesity, diabetes, smokers, and
strong family history). If symptoms consistent with angina occur,
electrocardiographic (ECG) evaluation should be carried out to look
tor ischemie changes.

Sumatriptan may cause coronary vasospasm in patients with a
history of coronary artery disease, who are known to be more
susceptible than others to coronary artery vasospasm, and, rarely, in
patients without prior history suggestive of coronary artery disease.
There were eight patients among the more than 1,900 who participated
in controlled trials who sustained clinical events during or shortly after
receiving subcutaneous sumatriptan that may have reflected coronary
vasospasm. Six of these eight patients had ECG changes consistent
with transient ischemia, but without symptoms or signs. Of the eight
patients, four had some findings suggestive of coronary artery disease
prior to treatment. None of these adverse events was associated with a
serious clinical outcome.

There have been rare reports from countries in which Imitrex
Injection has been marketed of serious and/or life-threatening
arrhythmias, Including atrial fibrillation, ventricular fibrillation,
ventricular tachycardia; myocardial infarction; and marked ischemie ST
elevations associated with Imitrex Injection. In addition, there have
been rare, but more frequent, reports of chest and arm discomfort
thought to represent angina pectoris.
Use in Women of Childbearing Potential: (see PRECAUTIONS)
PRECAUTIONS:
General: Chest, jaw, or neck tightness is relatively common after Imrtrex™
Injection, but has only rarely been associated with ischemie ECG changes.

Imitrex Injection may cause mild, transient elevation of blood
pressure and peripheral vascular resistance.

Imitrex Injection should also be administered with caution to
patients with diseases that may alter the absorption, metabolism, or
excretion of drugs, such as impaired hepatic or renal function.

Although written instructions are supplied with the autoinjector,
patients who are advised to self-administer Imitrex Injection in
medically unsupervised situations should receive instruction on the
proper use of the product from the physician or other suitably
qualified health care professional prior to doing so for the first time.
Information for Patients: See PATIENT INFORMATION at the end of
the product package insert for the text of the separate leaflet provided
for patients.
Laboratory Tests: No specific laboratory tests are recommended for
monitoring patients prior to and/or after treatment with Imitrex Injection.
Drug Interactions: There is no evidence that concomitant use of
migraine prophylactic medications has any effect on the efficacy or
unwanted effects of sumatriptan. In two Phase III trials in the US, a ret¬
rospective analysis of 282 patients who had been using prophylactic
drugs (verapamil n=63, amitriptyllne n=57, propranolol n=94, for 45
other drugs n=123) were compared to those who had not used
prophylaxis (n=452). There were no differences in relief rates at 60
minutes postdose for Imitrex Injection, whether or not prophylactic
medications were used. There were also no differences in overall
adverse event rates between the two groups.

Ergot-containing drugs have been reported to cause prolonged
vasospastic reactions. Because there is a theoretical basis that these
effects may be additive, use of ergotamine and sumatriptan within 24
hours of each other should be avoided (see CONTRAINDICATIONS).
Drug/Laboratory Test Interactions: Imitrex Injection is not known to
interfere with commonly employed clinical laboratory tests.
Carcinogenesis, Mutagenesls, Impairment of Fertility: In a 104-week
lifetime study in rats given sumatriptan by oral gavage, serum
concentrations achieved were dose related, ranging at the low dose from
approximately twice the peak concentration of the drug after the
recommended human subcutaneous dose of 6 mg to more than 100
times this concentration at the high dose. There was no evidence of an
increase in tumors considered to be related to sumatriptan administration.

In a 78-week study in which mice received sumatriptan
continuously in drinking water, there was no evidence for an increase
in tumors considered to be related to sumatriptan administration.
That study, however, did not use the maximum tolerated dose
and therefore did not fully explore the carcinogenic potential of
IMX445R0

Imitrex™ (sumatriptan succinate) Injection in the mouse.
A Segment I rat fertility study by the subcutaneous route has shown

no evidence of impaired fertility.
Pregnancy: Pregnancy Category C: Sumatriptan has been shown to
be embryolethal in rabbits when given in daily doses producing plasma
levels 3-fold higher than those attained following a 6-mg subcutaneous
injection (i.e., recommended dose) to humans. There is no evidence
that establishes that sumatriptan is a human teratogen; however, there
are no adequate and well-controlled studies in pregnant women.
Imitrex Injection should be used during pregnancy only if the potential
benefit justifies the potential risk to the fetus.

In assessing this information, the following additional findings
should be considered.

Embryolethality: \NUen given intravenously to pregnant rabbits daily
throughout the period of organogénesis, sumatriptan
caused embryolethality at doses at or close to those producing maternal
toxlcity. The mechanism of the embryolethality is not known. At these
doses, peak concentrations of drug In plasma were more than 3-fold
higher than the range observed in humans after the recommended
subcutaneous dose of 6 mg.

The intravenous administration of sumatriptan to pregnant rats
throughout organogénesis at doses producing plasma concentrations
more than 50 times those seen after the recommended subcutaneous
human dose did not cause embryolethality. In a study of pregnant rats
given subcutaneous sumatriptan daily prior to and throughout
pregnancy, there was no evidence of increased embryo/fetal lethality.

Teratogenicity:Jèm fetuses from Dutch Stride rabbits treated during
organogénesis with oral sumatriptan exhibited an increased Incidence of
cervicothoraclc vascular defects and minor skeletal abnormalities. The
functional significance of these abnormalities Is not known.

In a study in rats dosed daily with subcutaneous sumatriptan prior
to and throughout pregnancy, there was no evidence of teratogenicity.

Studies In rats and rabbits evaluating the teratogenic potential of
sumatriptan administered subcutaneously only during organogénesis
(standard Segment II studies) have not been performed.
Nursing Mothers: Sumatriptan is excreted in breast milk in animals.
No data exist in humans. Therefore, caution should be exercised when
considering the administration of Imitrex Injection to a nursing woman.
Pediatrie Use: Safety and effectiveness of Imitrex Injection in children
have not been established.
Use in the Elderly: The safety and effectiveness of Imitrex Injection In
individuals over age 65 have not been systematically evaluated.
However, the pharmacokinetlc disposition of Imitrex Injection in the
elderly Is similar to that seen in younger adults. No unusual adverse,
age-related phenomena have been identified in patients over the age of
60 who participated in clinical trials with Imitrex Injection.
ADVERSE REACTIONS: (see also PRECAUTIONS) Sumatriptan may
cause coronary vasospasm in patients with a history of coronary artery
disease, known to be susceptible to coronary artery vasospasm, and,
very rarely, without prior history suggestive of coronary artery disease.

There have been rare reports from countries in which Imitrex™
Injection has been marketed of serious and/or life-threatening
arrhythmias, including atrial fibrillation, ventricular fibrillation, ventricular
tachycardia; myocardial Infarction; and marked ischemie ST elevations
associated with Imitrex Injection (see WARNINGS). More often, there
has been chest discomfort that appeared to represent angina pectoris.

Other untoward clinical events associated with the use of
subcutaneous Imitrex Injection are: pain or redness at the injection
site, atypical sensations (such as sensations of warmth, cold, tingling
or paresthesla, pressure, burning, numbness, tightness, all of which
may be localized or generalized), flushing, chest symptoms (pressure,
pain, or tightness), fatigue, dizziness, and drowsiness. All these
untoward effects are usually transient, although they may be severe in
some patients. Transient rises in blood pressure soon after treatment
have been recorded.

Among patients in clinical trials of subcutaneous Imitrex Injection
(n=6,218), up to 3.5% of patients withdrew for reasons related to
adverse events.
Incidence In Controlled Clinical Trials: The following Table lists
adverse events that occurred in two large US, Phase III, placebo-
controlled clinical trials following either a single dose of Imitrex
Injection or placebo. Only events that occurred at a frequency of 1 % or
more in Imitrex Injection treatment groups and were at least as
frequent as In the placebo group are Included in Table.

Treatment-Emergent Adverse Experience Incidence
in Two Large Placebo-Controlled Clinical Trials:

Events Reported by at Least 1% of Imitrex Injection Patients

Adverse Event Type
Atypical sensations

Tingling
Warm/bot sensation
Burning sensation
Feeling of heaviness
Pressure sensation
Feeling of tightness
Numbness
Feeling strange
Tightfeelinginhead
Cold sensation

Cardiovascular
Flushing

Chest discomfort
Tightness in chest
Pressure ¡n chest

Ear, nose, and throat
Throat discomfort
Discomfort: nasal cavity/sinuses

Percent of Patients Reporting
Imitrex Injection

6mgSC
n=547
42.0
13.5
10.8
7.5
7.3
7.1
5.1
4.6
2.2
2.2
1.1

6.6
4.5
2.7
1.8

3.3
2.2

Placebo
n=370

9.2
3.0
3.5
0.3
1.1
1.6
0.3
2.2
0.3
0.3
0.5

2.4
1.4
0.5
0.3

0.5
0.3

Adverse Event Type
Eye

Vision alterations
Gastrointestinal

Abdominal discomfort
Dysphagia

Injection site reaction
Miscellaneous

Jaw discomfort
Mouth and teeth

Discomfort of mouth/tongue
Musculoskeletal

Weakness
Neck pain/stiffness
Myalgia
Muscle cramp(s)

Neurological
Dizziness/vertigo
Drowsiness/sedation
Headache
Anxiety
Malaise/fatigue

Skin
Sweating

Percent of Patients Reporting
Imitrex Injection

6mgSC
n=547

1.1

1.3
1.1

58.7

4.9
4.8
1.8
1.1

11.9
2.7
2.2
1.1
1.1

1.6

Placebo
n=370

0.0

0.8
0.0

23.8

0.0

0.3
0.5
0.5
0.0

4.3
2.2
0.3
0.5
0.8

1.1

The sum of the percentages cited are greater than 100% because
patients may experience more than one type of adverse event.
Only events that occurred at a frequency of 1% or more In Imitrex™
(sumatriptan succinate) Injection treatment groups and were at least
as frequent as in the placebo groups are included.

Other Events Observed in Association With the Administration of
Imitrex Injection: In the paragraphs that follow, the frequency of less
commonly reported adverse clinical events are presented. Because the
reports cite events observed in open and uncontrolled studies, the role
of Imitrex Injection in their causation cannot be reliably determined.
Furthermore, variability associated with reporting requirements, the
terminology used to describe adverse events, etc., limit the value of the
quantitative frequency estimates provided.

Event frequencies are calculated as the number of patients reporting
an event divided by the total number of patients (n=6,218) exposed to
subcutaneous Imitrex Injection. Given their imprecision, frequencies
for specific adverse event occurrences are defined as follows:
"Infrequent" indicates a frequency estimated as falling between 1/1,000
and 1/100; "rare," a frequency less than 1/1,000.

Cardiovascular: Infrequent were hypertension, hypotension,
bradycardia, tachycardia, palpitations, pulsating sensations, various
transient ECG changes (nonspecific ST or  wave changes,
prolongation ot PR or QTc Intervals, sinus arrhythmia, nonsustained
ventricular premature beats, Isolated junctlonal ectopie beats, atrial
ectopie beats, delayed activation of the right ventricle), and syncope.
Rare were pallor, arrhythmia, abnormal pulse, vasodilatation, and
Raynaud's syndrome.

Endocrine and Metabolic: Infrequent was thirst. Rare were
polydlpsia and dehydration.

Eye: Infrequent was irritation of the eye.
Gastrointestinal: Infrequent were gastroesophageal reflux, diarrhea,

and disturbances of liver function tests. Rare were peptic ulcer,
retching, flatulence/eructation, and gallstones.

Musculoskeletal: Infrequent were various joint disturbances (pain,
stiffness, swelling, ache). Rare were muscle stiffness, need to flex calf
muscles, backache, muscle tiredness, and swelling of the extremities.

Neurological: Infrequent were mental confusion, euphoria, agitation,
relaxation, chills, sensation of lightness, tremor, shivering, disturbances
of taste, prickling sensations, paresthesia, stinging sensations,
headaches, facial pain, photophobia, and lachrymation. Rare were
transient hemiplegia, hysteria, globus hysterlcus, intoxication,
depression, myoclonia, monoplegia/diplegia, sleep disturbance,
difficulties in concentration, disturbances of smell, hyperesthesla,
dysesthesla, simultaneous hot and cold sensations, tickling sensations,
dysarthria, yawning, reduced appetite, hunger, and dystonia.

Respiratory: Infrequent was dyspnea. Rare were influenza, diseases
of the lower respiratory tract, and hiccoughs.

Dermatológica!: Infrequent were erythema, pruritus, and skin
rashes and eruptions. Rare was skin tenderness.

Urogenital: Rare were dysuria, frequency, dysmenorrhea, and renal
calculus.

Miscellaneous: Infrequent were miscellaneous laboratory
abnormalities, including minor disturbances in liver function tests,
"serotonin agonist effect," and hypersensitivrty to various agents. Rare
was fever.
Postmarketing Experience: Frequency and causality for sumatriptan
are not established for many of the following reports, which come from
worldwide postmarketing experience: Episodes of Prinzmetal's angina,
myocardial infarction, acute renal failure, seizure, cerebrovascular
accident, dysphasia, subarachnoid hemorrhage, and arrhythmias (atrial
fibrillation, ventricular fibrillation, and ventricular tachycardia).
Hypersensitivity to Imitrex Injection has been reported, including
anaphylactoid reactions, rash, urticaria, pruritus, erythema, and
shortness of breath.
DRUG ABUSE AND DEPENDENCE: The abuse potential of Imitrex™
Injection cannot be fully delineated in advance of extensive marketing
experience. One clinical study enrolling 12 patients with a history of
substance abuse failed to induce subjective behavior and/or
physiologic response ordinarily associated with drugs that have an
established potential for abuse.
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M I.V. INJECTION/TABLETSTenormin Carendd) 25,50,100 mg tablets
TENORMIN

-

(atenolol)25, 50,100 mg tablets

(FOR FULL PRESCRIBING INFORMATION. SEE PACKAGE INSERT.)
INDICATIONS AND USAGE: Hypertension: TENORMIN is indicated in the management of hypertension, tt may be useu alone or
concomitantly with other antihypertensive agents, particularly with a thiazide-type diuretic.

Angina Pectoris Due to Coronary Atherosclerosis: TENORMIN is indicated tor the long-term management of patients with angina pectoris.
Acute Myocardial Infarction: TENORMIN is indicated in the management of hemodynamically stable patients with definite or suspected

acute myocardial infarction to reduce cardiovascular mortality. Treatment can he initiated as soon as the patient's clinical condition allows.
(See DOSAGE AND ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS.) In general, there is no basis for treating patients like
those who were excluded from the ISIS-1 trial (blood pressure less than 100 mm Hg systolic, heart rate less than 50 bpm) or have other
reasons to avoid beta blockade. As noted above, some subgroups (eg, elderly patients with systolic blood pressure below 120 mm Hg)
seemed less likely to benefit.
CONTRAINDICATIONS: TENORMIN is contraindicated in sinus bradycardia, heart block greater than first degree, cardiogenic shock, and
overt cardiac failure. (See WARNINGS.)
WARNINGS: Cardiac Failure: Sympathetic stimulation is necessary in supporting circulatory function in congestive heart failure, and beta
blockade carries the potential hazard of further depressing myocardial contractility and precipitating more severe failure. In patients who
have congestive heart failure controlled by digitalis and/or diuretics, TENORMIN should be administered cautiously. Both digitalis and
atenolol slow AV conduction.

In patients with acute myocardial infarction, cardiac failure which is not promptly and effectively controlled by 80 mg of intravenous
furosemide or equivalent therapy is a contraindication to beta-blocker treatment.

In Patients Without a History of Cardiac Failure: Continued depression of the myocardium with beta-blocking agents overa period of
time can, in some cases, lead to cardiac failure. At the first sign or symptom of impending cardiac failure, patients should be tully digitalized
and/or be given a diuretic and the response observed closely. If cardiac failure continues despite adequate (totalization and diuresis,
TENORMIN should be withdrawn. (See DOSAGE AND ADMINISTRATION.)

In a study of 477 patients, the following adverse events were
reported during either intravenous and/or oral atenolol administration:

Cessation of Therapy with TENORMIN: Patients with coronary artery disease, who are being treated with TENORMIN, should be advised
against abrupt discontinuation of therapy. Severe exacerbation of angina and the occut "?nce of myocardial infarction and ventricular
arrhythmias have been reported in angina patients following the abrupt discontinur*1"- of therapy with beta blockers. The last two
complications may occur with or without preceding exacerbation of the angina pectoris. As with other beta blockers, when discontinuation
of TENORMIN is planned, the patients should be carefully observed and advised to limit physical activity to a minimum. If the angina
worsens or acute coronary insufficiency develops, it is recommended that TENORMIN be promptly reinstated, at least temporarily.
Because coronary artery disease is common and may Oe unrecognized, it may be prudent not to discontinue TENORMIN therapy
abruptly even in patients treated only for hypertension. (See DOSAGE AND ADMINISTRATION.)_

Bronchospastic Diseases: PATIENTS WITH BRONCKOSPASTIC DISEASE SHOULD, IN GENERAL, NOT RECEIVE BETA BLOCKERS.
Because of its relative beta, selectivity, however, TENORMIN may be used with caution in patients with bronchospastic disease who
do not respond to, or cannot tolerate, other antihypertensive treatment. Since beta, selectivity is not absolute, the lowest possible
dose of TENORMIN should be used with therapy initiated at 50 mg and a bela,-stimulating agent (bronchodilator) should be made
available. II dosage must be increased, dividing the dose should be considered in order to achieve lower peak blood levels.

Anesthesia and Major Surgery: It is not advisable to withdraw beta-adrenoreceptor blocking drugs prior to surgery in the majority of
patients. However, care should be taken when using anesthetic agents such as those which may depress the myocardium. Vagai
dominance, if it occurs, may be corrected with atropine (1 -2 mg IV).

Additionally, caution should be used when TENORMIN I.V. Injection is administered concomitantly with such agents,TENORMIN, like other beta blockers, is a competitive inhibitor of beta-receptor agonists and its effects on the heart can be reversed by
administration of such agents: eg, dobutamine or isoproterenol with caution (see section on OVERDOSAGE).

Diabetes and Hypoglycémie: TENORMIN should be used with cautior m d abêtie patients if a beta-blocking agent is required. Beta
blockers may mask tachycardia occurring with hypoglycemia, bul olher manifestations such as dizziness and sweating may not be
significantly affected. At recommended doses TENORMIN does not potentiate insulin-induced hypoglycemia and, unlike nonselective beta
blockers, does not delay recovery of blood glucose to normal levéis

Thyroloïicosis: Beta-adrenergic blockade may mask certain clinical signs (eg. tachycardia) of hyperthyroidism. Patients suspected of
having thyroid disease should be monitored closely when administering TENORMIN I.V. Injection. Abrupt withdrawal of beta blockade
might precipitate a thyroid storm; therefore, patients suspected of developing thyrotoxicosis from whom TENORMIN therapy is to be
withdrawn should be monitored closely. (See DOSAGE AND ADMINISTRATION.)Pregnancy and Fetal Injury: TENORMIN can cause fetal harm when administered to a pregnant woman. TENORMIN crosses the
placental barrier and appears in cord blood. No studies have been performed on the use of TENORMIN in the first trimester and the
possibility of fetal injury cannot be excluded. TENORMIN has been used under close supervision for the treatment of hypertension in the
third trimester. Administration of TENORMIN for longer periods to pregnant women in the management of mild to moderate hypertension
has been associated with intrauterine growth retardation. If this drug is used during pregnancy, or if the patient becomes pregnant while
taking this drug, the patient should be apprised of the potential hazard to the fetus.

Atenolol has been shown to produce a dose-related increase in embryo/fetal résorptions in rats at doses equal to or greater than 50 mg/kg/day
or 25 or more times the maximum recommended human antihypertensive dose.* Although similar effects were not seen in rabbits, the compound
was not evaluated in rabbits at doses above 25 mg/kg/day or 12.5 times the maximum recommended human antihypertensive dose. *

'Based on the maximum dose ot 100 mg/day in a 50 kg patient.
PRECAUTIONS: General: Patients already on a beta blocker must be evaluated carefully before TENORMIN is administered. Initial and
subsequent TENORMIN dosages can be adjusted downward depending on clinical observations including pulse and blood pressure.
TENORMIN may aggravate peripheral arterial circulatory disorders.

Impaired Renal Function: The drug should be used with caution in patients with impaired renal function. (SEE OOSAGE AND
ADMINISTRATION.)

Drug Interactions: Catecholamine-depleting drugs (eg, reserpine) may have an additive effect when given with beta-blocking agents.
Patients treated with TENORMIN plus a catecholamine depletor should therefore be closely observed for evidence of hypotension and/or
marked bradycardia which may produce vertigo, syncope, or postural hypotension.

Beta blockers may exacerbate the rebound hypertension which can followthe withdrawal of clonidine. If the two drugs are coadmmistered.
the beta blocker should be withdrawn several days before the gradual withdrawal of clonidine. If replacing clonidine by beta-blocker
therapy, the introduction of beta blockers should be delayed for several days after clonidine administration has stopped.

Caution should be exercised with TENORMIN I.V. injection when given in close proximity with drugs that may also have a depressant
effect on myocardial contractility. On rare occasions, concomitant use of intravenous beta blockers and intravenous verapamil has resulted
in serious adverse reactions, especially in patients with severe cardiomyopathy, congestive heart failure, or recent myocardial infarction.

Information on concurrent usage of atenolol and aspirin is limited. Dataf rom several studies, ie,TIMI-ll,ISIS-2, currently do not suggest
any clinical interaction between aspirin and beta blockers in the acute myocardial infarction setting.

While taking beta blockers, patients with a history of anaphylactic reaction to a variety of allergens may have a more severe reaction on
repeated challenge, either accidental, diagnostic, or therapeutic. Such patients may be unresponsive to the usual doses of epinephrine
used to treat the allergic reaction,

Carcinogenesis, Mutagenesis, Impairment of Fertility Two long-term (maximum dosing duration of 18 or 24 months) rat studies and
one long-term (maximum dosing duration of 18 months) mouse study, each employing dose levels as high as 300 mg/kg/day or 150 times
the maximum recommended human antihypertensive dose," did not indicate a carcinogenic potential of atenolol. A third (24 month) rat
study, employing doses of 500 and 1,500 mg/kg/day (250 and 750 times the maximum recommended human antihypertensive dose*)
resulted in increased incidences of benign adrenal medullary tumors in males and females, mammary fibroadenomas in females, and
anterior pituitary adenomas and thyroid parafollicular cell carcinomas in males. No evidence of a mutagenic potential of atenolol was
uncovered in the dominant lethal test (mouse), in vivo cytogenetics test (Chinese hamster), or Ames test {S typhimurium).

Fertility of male or female rats (evaluated at dose levels as high as 200 mg/kg/day or 100 times the maximum recommended human
dose"} was unaffected by atenolol administration.

Animal Toxicology: Chronic studies employing oral atenolol performed in animals have revealed the occurrence of vacuolation of epithelial
cells of Brunner's glands in the duodenumof both male and female dogs at all tested dose levels of atenolol (starting at 15 mg/kg/day or 7.5
times the maximum recommended human antihypertensive dose*) and increased incidence of atrial degeneration of hearts of male rats at
300 but not 150 mg atenolol/kg/day (150 and 75 times the maximum recommended human antihypertensive dose,* respectively).

Usage in Pregnancy: Pregnancy Category D: See WARNINGS
-

Pregnancy and Fetal Injury.
Nursing Mothers: Atenolol is excreted in human breast milk at a ratio of 1.5 to 6.8 when compared to the concentration in plasma.

Caution should be exercised when TENORMIN is administered to a nursing woman. Clinically significant bradycardia has been reported in
breast fed infants. Premature infants, or infants with impaired renal function, may be more likely to develop adverse effects.

Pediatrie Use: Safety and effectiveness in children have not been established.
'Based on the maximum dose of 100 mg/day in 50 kg patient.

ADVERSE REACTIONS: Most adverse effects have been mild and transient.
The frequency estimates in the following table were derived from controlled studies in hypertensive patients in which adverse reactions

were either volunteered by the patient (US studies} or elicited, eg, by checklist (foreign studies). The reported frequency of elicited adverse
effects was higher for both TENORMIN and placebo-treated patients than when these reactions were volunteered. Where frequency of
adverse effects of TENORMIN and placebo is similar, causal relationship to TENORMIN is uncertain.

Volunteered Total
-

Volunteered and Elicited
(US Studies) (Foreign + US Studies)

Atenolol (n = 164) Placebo (n = 206) Atenolol (n = 399) Placebo (n = 407)
% % %

CARDIOVASCULAR
Bradycardia
Cold Extremities
Postural Hypotension
Leg Pain

CENTRAL NERVOUS SYSTEM/
NEUROMUSCULAR

Dizziness
Vertigo
Light-headed ness
Tiredness
Fatigue
Lethargy
Drowsiness
Depression
Dreaming

GASTROINTESTINAL
Diarrhea

RESPIRATORY (see WARNINGS)
Wheeziness
Dyspnea

4
2
1
0.6
3
1
0.6
0.6
0

0
0.6

0
0.5

05
1
0
0
0.5
0

1

6
0.2
0.7

13
5
0.7
0.5
9

3

Acute Myocardial Infarction: In a series of investigations in the treatment of acute myocardial infarction, bradycardia and hypotension
occurred more commonly, as expected for any beta blocker, in atenolol-treated patients than in control patients. However, these usually
responded to atropine and/or to withholding further dosage of atenolol. The incidence of heart failure was not increased by atenolol.
inotropic agents were infrequently used. The reported frequency of these and other events occurring during these investigations is given
in the following table.

Conventional
Therapy

Plus Atenolol
(n=244)

Conventional
Therapy

Alone
(n=233)

Bradycardia
Hypotension
Bronchospasm
Heart Failure
Heart Block
BB8 + Major

Axis Deviation
Supraventricular Tachycardia
Atrial Fibrillation
Atrial Flutter
Ventricular Tachycardia
Cardiac Reinfarction
Total Cardiac Arrests
Nonfatal Cardiac Arrests
Deaths
Cardiogenic Shock
Development of Ventricular

Septal Defect
Development of Mitral

Régurgitation
Renal Failure
Pulmonary Emboli_

43 (18%)
60 (25%)

3 (1.2%)
46 (19%)
11 (4.5%)
16 (6.6%)28 (11.5%)
12 (5%)
4 (1.6%)

39 (16%)
0 (0%)
4 (1.6%)
4 (1.6%)
7 (2.9%)
1 (0.4%)
0 (0%)
0 (0%)
1 (0.4%)
3 (1.2%)

24 (10%)
34 (15%)

2 (0.9%)
56 (24%)
10 (4.3%)
28 (12%)45 (19%)
29 (11%)

7 (3%)
52 (22%)

6 (2.6%)
16 (6.9%)
12 (5.1%)
16 (6.9%)

4 (1.7%)
2 (0.9%)
2 (0.9%)
0 (0%)
0 (0%)

In the subsequent International Study of Infarcì Survival (ISIS-1)
including over 16,000 patients of whom 8,037 were randomized to
receive TENORMIN treatment, the dosage of intravenous and sub¬
sequent oral TENORMIN was either discontinued or reduced for the
following reasons:

Reasons for Reduced Dosage
IV Atenolol

Reduced Dose Oral Partial
_(<5mg)*_Dose
Hypotension/Bradycardia
Cardiogenic Shock
Reinfarction
Cardiac Arrest
Heart Block (> first degree)
Cardiac Failure
Arrhythmias
Bronchospasm

105 (1.3%) 1168 (14.5%)
4 (.04%) 35 (.44%)
0 (0%) 5 (.06%)
5 (.06%) 28 (.34%)
5 (.06%) 143 (1.7%)1 (.01%) 233 (2.9%)
3 (.04%) 22 (.27%)
1 (.01%) 50 (.62%)

* Full dosage was 10 mg and some patients received less than 10 mg
but more than 5mg._

During postmarketing experience with TENORMIN, the following
have been reported in temporal relationship to the use of the drug:
elevated liver enzymes and/or bilirubin, headache, impotence,
Peyronie's disease, psoriasiform rash or exacerbation of psoriasis,
purpura, reversible alopecia, and thrombocytopenia. TENORMIN,
like other beta blockers, has been associated with the development
of antinuclear antibodies (ANA) and lupus syndrome.

POTENTIAL ADVERSE EFFECTS: In addition, a variety of adverse effects have been reported with other beta-adrenergic blocking agents,
and may be considered potential adverse effects of TENORMIN.

Hématologie: Agranulocytosis.
Allergic: Fever, combined with aching and sore throat, laryngospasm, and respiratory distress.
Central Nervous System: Reversible mental depression progressing to catatonia; visual disturbances; hallucinations; an acute

reversible syndrome characterized by disorientation of time and place; short-term memory loss; emotional lability with slightly clouded
sensorium; and, decreased performance on neuropsychometrics.

Gastrointestinal: Mesenterio arterial thrombosis, ischemie colitis.
Other: Erythematous rash, Raynaud's phenomenon.
Miscellaneous: There have been reports of skin rashes and/or dry eyes associated with the use of beta-adrenergic blocking drugs. The

reported incidence is small, and in most cases, the symptoms have cleared when treatment was withdrawn. Discontinuance of the drug
should be considered if any such reaction is not otherwise explicable. Patients should be closely monitored following cessation of therapy.
(SEE DOSAGE AND ADMINISTRATION.)

The oculomucocutaneous syndrome associated with the beta blocker practolol has not been reported with TENORMIN. Furthermore, a
number of patients who had previously demonstrated established practolol reactions were transferred to TENORMIN therapy with
subsequent resolution or quiescence of the reaction.
OVERDOSAGE: Overdosage with TENORMIN has been reported with patients surviving acute doses as high as 5 g. One death was reported
in a man who may have taken as much as 10 g acutely.

The predominant symptoms reported following TENORMIN overdose are lethargy, disorder of respiratory drive, wheezing, sinus pause,
and bradycardia. Additionally, common effects associated with overdosage of any beta-adrenergic blocking agent and which might also be
expected in TENORMIN overdose are congestive heart failure, hypotension, bronchospasm, and/or hypoglycemia.

Treatment of overdose should be directed to the removal of any unabsorbed drug by induced emesis, gastric lavage, or administration
of activated charcoal. TENORMIN can be removed from the general circulation by hemodialysis. Other treatment modalities should be
employed at the physician's discretion and may include:
BRADYCARDIA; Atropine intravenously. If there is no response to vagai blockade, give isoproterenol cautiously. In refractory cases, a
transvenous cardiac pacemaker may be indicated.

HEART BLOCK (SECOND OR THIRD DEGREE): Isoproterenol or transvenous cardiac pacemaker,
CARDIAC FAILURE: Digitalize the patient and administer a diuretic. Glucagon has been reported to be useful.
HYPOTENSION: Vasopressors such as dopamine or norepinephnne (levarterenol). Monitor blood pressure continuously.
BRONCHOSPASM: A beta? stimulant such as isoproterenol or terbutaline and/or aminophylline.
HYPOGLYCEMIA: Intravenous glucose.
Based on the severity of symptoms, management may require intensive support care and facilities for applying cardiac and respiratory support.

DOSAGE AND ADMINISTRATION: Hypertension: The initial dose of TENORMIN ¡s 50 mg given as one tablet a day either alone or added to
diuretic therapy. The full effect of this dose will usually be seen within one to two weeks. If an optimal response is not achieved, the dosage
should be increased to TENORMIN 100 mg given as one tablet a day. Increasing the dosage beyond 100 mg aday is unlikely to produce any
further benefit.

TENORMIN may be used alone or concomitantly with other antihypertensive agents including thiazide-type diuretics, hydralazine,
prazosin, and alpha-methyldopa.

Angina Pectoris: The initial dose of TENORMIN is 50 mg given as one tablet a day. If an optimal response is not achieved within one
week, the dosage should be increased toTENORMIN 100 mg given as one tablet a day. Some patients may requirea dosage of 200 mg once
a day for optimal effect.

Twenty-four hour control with once daily dosing is achieved by giving doses larger than necessary to achieve an immediate maximum
effect. The maximum early effect on exercise tolerance occurs with doses of 50 to 100 mg, but at these doses the effect at 24 hours is
attenuated, averaging about 50% to 75% of that observed with once a day oral doses of 200 mg.

Acute Myocardial Infarction: In patients with definite or suspected acute myocardial infarction, treatment with TENORMIN I.V. Injection
should be initiated as soon as possible after the patient's arrival in the hospital and after eligibility is established. Such treatment should be
initiated in a coronary care or similar unit immediately after the patient's hemodynamic condition has stabilized. Treatment should begin
with themtravenous administration of 5 mg TENORMIN over 5 minutes followed by another 5 mg intravenous injection 10 minutes later.
TENORMIN I.V. Injection should be administered under carefully controlled conditions including monitoring of blood pressure, heart rate,
and electrocardiogram. Dilutions of TENORMIN I.V. Injection ¡n Dextrose Injection USP, Sodium Chloride Injection USP, or Sodium
Chloride and Dextrose Injection may be used. These admixtures are stable for 48 hours if they are not used immediately.

In patients who tolerate the full Intravenous dose (10 mg), TENORMIN Tablets 50 mg should be initiated 10 minutes after the last
intravenous dose followed by another 50 mg oral dose 12 hours later. Thereafter, TENORMIN can be given orally either 100 mg once daily
or 50 mg twice a day for a further 6-9 days or until discharge from the hospital. If bradycardia or hypotension requiring treatment or any
other untoward effects occur, TENORMIN should be discontinued.

Data from other beta blocker trials suggest that if there is any question concerning the use of IV beta blocker or clinical estimate that
there is a contraindication, the IV beta blocker may be eliminated and patients fulfilling the safety criteria may be given TENORMIN Tablets
50 mg twice daily or 100 mg once a day for at least seven days (if the IV dosing is excluded).

Although the demonstration of efficacy of TENORMIN is based entirely on data from the first seven postinfarction days, data from other
beta blocker trials suggest that treatment with beta blockers that are effective in the postinfarction setting may be continued for one to three
years if there are no contraindications.

TENORMIN is an additional treatment to standard coronary care unit therapy.
Elderly Patients or Patients with Renal Impairment: TENORMIN is excreted by the kidneys; consequently dosage should be adjusted

in cases of severe impairment of renal function. Some reduction in dosage may also be appropriate for the elderly, since decreased kidney
function is a physmlogic consequence of aging. Atenolol excretion would be expected to decrease with advancing age.

No significant accumulation of TENORMIN occurs until creatinine clearance falls below 35 mL/min/1.73ms. Accumulation of atenolol
and prolongation of its half-life were studied in subjects with creatinine clearance between 5 and 105 mL/mln. Peak plasma levels were
significantly increased in subjects with creatinine clearances below 30 mL/min.

The following maximum oral dosages are recommended for elderly, renally-impaired patients and for patients with renal impairment due
to other causes:

Creatinine Clearance Atenolol Elimination Half-Life
(ml/min/1.73m')_ (h)_Maximum Dosage_

15-35 16-27 50 mg daily
<15 >27 25 mg daily

Some renally-impaired or elderly patients being treated for hypertension may require a lower starting dose of TENORMIN: 25 mg given
as one tablet a day. If this 25 mg dose is used, assessment of efficacy must be made carefully. This should include measurement of blood
pressure just prior to the next dose ("trough" blood pressure) to ensure that the treatment effect is present for a full 24 hours.

Although a similar dosage reduction may be considered for elderly and/or renally-impaired patients being treated for indications other
than hypertension, data are not available for these patient populations.

Patients on hemodialysis should be given 25 mg or 50 mg after each dialysis; this should be done under hospital supervision as marked
falls in blood pressure can occur.

Cessation of Therapy in Patients with Angina Pectoris: If withdrawal of TENORMIN therapy is planned, it should be achieved gradually
and patients should be carefully observed and advised to limit physical activity to a minimum.

Parenteral drug products should be inspected visually for particulate matter and discoloration prior to administration, whenever solution
and container permit.
HOW SUPPLIED
TENORMIN Tablets: Tablets of 25 mg atenolol. NDC 0310-0107 (round, flat, uncoated white tablets with "T" debossed on one side and 107
debossed on the other side) are supplied in bottles of 100 tablets.

Tablets of 50 mg atenolol, NDC 0310-0105 (round, flat, uncoated white tablets identified with ICI debossed on one side and 105
debossed on the other side, bisected) are supplied in bottles of 100 tablets and 1000 tablets, and unit dose packages of 100 tablets. These
tablets are distributed by ICI Pharma.

Tablets of 100 mg atenolol, NDC 0310-0101 (round, flat, uncoated white tablets with ICI debossed on one side and  01 debossed on the
other side) are supplied in bottles of 100 tablets and unit dose packages of 100 tablets. These tablets are distributed by ICI Pharma.

Store at controlled room temperature, 15°-30 °C (59°-86 aF). Dispense ¡n well-closed, light resistant containers.
TENORMIN I.V. Injection
TENORMIN I.V. Injection. NDC 0310-0108, ¡s supplied as 5 mg atenolol in 10 mL ampules of isotonic citrate-buffered aqueous solution.

Protect from light. Keep ampules in outer packaging until time of use. Store at room temperature.
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NAPROSYN
(NAPROXEN) 500 mg tablets
Brief Summary:
Contraindications: Patients who have had allergic reactions to
NAPROSYN, ANAPROX or ANAPROX DS or in whom aspirin or
other NSAIDs induce the syndrome of asthma, rhinitis, and nasal
polyps. Because anaphylactic reactions usually occur in patientswith a history of such reactions, question patients for asthma,
nasal polyps, urticaria, and hypotension associated with NSAIDs
before starting therapy. If such symptoms occur, discontinue the
drug. Warnings: Serious Gl toxicity such as bleeding, ulcération,
and perforation can occur at any time, with or without warning
symptoms, in patients treated chronically with NSAIDs. Remain
alert for ulcération and bleeding in such patients even in the
absence of previous Gl tract symptoms. In clinical trials, symp¬
tomatic upper Gl ulcers, gross bleeding or perforation appear to
occur in approximately 1% of patients treated for 3-6 months, and
in about 2-4% of patients treated for one year. Inform patients
about the signs and/or symptoms of serious Gl toxicity and what
steps to take if they occur Studies, have not identified any subset
of patients not at risk of developing peptic ulcération and bleeding
Except for a prior history of serious Gl events and other risk
factors known to be associated with peptic ulcer disease, such as
alcoholism, smoking, etc., no risk factors (e.g., age, sex) have
been associated with increased risk. Elderly or debilitated patients
seem to tolerate ulcération or bleeding less well than others and
most spontaneous reports of fatal Gl events are in this population.In considering the use of relatively large doses (within the recom¬
mended dosage range), sufficient benefit should be anticipated to
offset the potential increased risk of Gl toxicity. Precautions: DO
NOT GIVE NAPROSYN· (NAPROXEN) CONCOMITANTLY WITH
ANAPROX® (NAPROXEN SODIUM) OR ANAPROX® DS
(NAPROXEN SODIUM) SINCE THEY BOTH CIRCULATE IN PLASMA
AS THE NAPROXEN      . Acute interstitial nephritis with hema-
turia, protemuria, and nephrotic syndrome has been reported.
Patients with impaired renal function, heart failure, liver dysfunc¬
tion, patients taking diuretics, and the elderly are at greater risk of
overt renal decompensation. If this occurs, discontinue the drug.
Use with caution and monitor serum creatinine and/or creatinine
clearance in patients with significantly impaired renal function
Use caution in patients with baseline creatinine clearance less
than 20 mL/minute. Use the lowest effective dose in the elderly or
in patients with chronic alcoholic liver disease or cirrhosis. With
NSAIDs. borderline elevations of liver tests may occur in up to
15% of patients. They may progress, remain unchanged, or be
transient with continued therapy. Elevations of SGPT or SGOT
occurred in controlled clinical trials in less than 1% of patients.Severe hepatic reactions, including laundice and fatal hepatitis,
have been reported rarely. If liver disease develops or if systemic
manifestations occur (e.g., eosinophilia or rash), discontinue ther¬
apy. If steroid dosage is reduced or eliminated during therapy, do
so slowly and observe patients closely for adverse effects, includ¬
ing adrenal insufficiency and exacerbation of arthritis symptoms
Determine hemoglobin values periodically tor patients with initial
values of 10 grams or less who receive long-term therapy. Periph¬
eral edema has been reported Therefore, use with caution in
patients with fluid retention, hypertension or heart failure The
drug's antipyretic and anti-inflammatory activities may reduce
fever and inflammation, diminishing their diagnostic value. Con¬
duct ophthalmic studies if any change or disturbance in vision
occurs For patients with restricted sodium intake, note that the
suspension contains 8 mg mL of sodium. Information for
Patients: Side effects of NSAIDs can cause discomfort and, rarely,
there are more serious side effects, such as Gl bleeding, which
may result in hospitalizaron and even fatal outcomes. Physicians
may wish to discuss with patients the potential risks and likely
benefits of NSAID treatment, particularly when they are used for
less serious conditions where treatment without NSAIDs may be
an acceptable alternative. Patients should use caution for activi¬
ties requiring alertness if they experience drowsiness, dizziness,
vertigo or depression during therapy. Laboratory Tests: Because
serious Gl tract ulcération and bleeding can occur without warn¬
ing symptoms, follow chronically treated patients for signs and
symptoms of these and inform them of the importance of this
follow-up. Drug Interactions: Use caution when giving concomi¬
tantly with coumann-type anticoagulants, a hydantoin. sulfon-
amide or sulfonyiurea; furosemide; lithium; beta-blockers;
probenecid: or methotrexate Drug/Laboratory Test Interactions:
The drug may decrease platelet aggregation and prolong bleeding
time or increase urinary values for 17-ketogenic steroids Tempo¬
rarily stop therapy for 72 hours before doing adrenal function
tests. The drug may interfere with urinary assays of 5HIAA. Car-
cinogenesis: A 2-year rat study showed no evidence of carcino-
gemcity Pregnancy: Category B. Do not use during pregnancy
unless clearly needed Avoid use during late pregnancy. Nursing
Mothers: Avoid use m nursing mothers. Pediatrie Use: Single
doses of 2.5-5 mg/kg, with total daily dose not exceeding t5
mg/kg/day. are safe in children over 2 years of age Adverse
Reactions: In a study, Gl reactions were more frequent and severe
in rheumatoid arthritis patients on 1,500 mg/day than in those on
750 mg/day. In studies in children with juvenile arthritis, rash and
prolonged bleeding times were more frequent, Gl and CNS reac¬
tions about the same, and other reactions less frequent than in
adults. Incidence Greater Than 1%; Probable Causal Relationship:
Gl: The most frequent complaints related to the Gl tract: constipa¬
tion." heartburn,' abdominal pain.* nausea.' dyspepsia, diarrhea,
stomatitis. CNS: headache," dizziness.* drowsiness,' light-headed-
ness. vertigo Dermatologie; itching (pruritus),* skin eruptions,*
ecchymoses." sweating, purpura. Special Senses: tinnitus; hear¬
ing disturbances, visual disturbances. Cardiovascular: edema,*
dyspnea,' palpitations. General: thirst. Incidence Less Than 1%:
Probable Causal Relationship: Gl: abnormal liver function tests,
colitis, Gl bleeding and/or perforation, hematemesis. laundice,melena, peptic ulcération with bleeding and/or perforation, vomit¬
ing Renal: glomerular nephritis, hematuna. hyperkalemia, inter¬
stitial nephritis, nephrotic syndrome, renal disease, renal failure,
renal papillary necrosis. Hématologie; agranulocytosis, eosino¬
philia, granulocytopema, leukopenia, thrombocytopenia. CNS:
depression, dream abnormalities, inability to concentrate, insom¬
nia, malaise, myalgia and muscle weakness. Dermatologie: alope¬
cia, photosensitive dermatitis, skin rashes. Special Senses:
hearing impairment Cardiovascular; congestive heart failure.
Respiratory: eosinophilic pneumonitis General; anaphylactoidreactions, menstrual disorders, pyrexia (chills and fever). Causal
Relationship Unknown: Hématologie: aplastic anemia, hemolytic
anemia. CNS; aseptic meningitis, cognitive dysfunction. Dermato¬
logie: epidermal necrolysis, erythema multiforme, photosen-
sitivity reactions resembling porphyria cutanea tarda and
epidermolysis bullosa, Stevens-Johnson syndrome, urticaria. Gl:
non-peptic Gl ulcération, ulcerative stomatitis. Cardiovascular;
vasculitis. General: angioneurotic edema, hyperglycemia, hypo¬
glycemia. Overdosage: May have drowsiness, heartburn, indiges¬
tion, nausea, vomiting. A few patients have had seizures Empty
stomach ana use usual supportive measures In animals 0.5 g/kg
of activated charcoal reduced plasma levels of naproxen Caution:
Federal law prohibits dispensing without prescription. See pack¬
age insert for full Prescribing Information.
Incidence of reported reaction 3%-9%.
Where unmarked, incidence less than 3%.
US. patent nos 3,904,682, 3,998,966 and others.
©1991 Syntex Puerto Rico. Ine Rev. 39 September 1990
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Depression in the Elderly

Sponsored by:
American MedicalAssociation
supported by agrantfrom the
National Institute ofMentalHealth
D/ARTProgram

Recognizing and Treating Depression
in the Elderly
The recognition of depression may be more difficult in late compared with early life. In the elderly
age group, both clinicians and patients may incorrectly attribute depressive symptoms to the aging
process. Estimates of depression in elderly people vary widely; however, there is a consensus that the
size of the problem is underestimated. Furthermore, victims of depression, generally are not seen by
mental health professionals.
Major depressive episodes require treatment in all age groups, including the elderly. All depressions
negatively affect quality of life and are associated with increased risk of comorbid medical illnesses
and suicide. They are not "normal and acceptable" features of aging and warrant early attention by
physicians.
Families and primary care physicians remain at the front line in recognizing depression and
facilitating patient access to professional help.

Three Regional Workshops are being offered to you at no cost
The American Medical Association, through a grant from the National Institute of Mental Health, will
present 3 regional workshops on the "Recognition and Treatment ofDepression in the Elderly".
They have been scheduled in regions having a high density of elderly in their populations. The
workshops will discuss:

1 what to look for and how to evaluate suicide potential
treatment, including psychotherapies (individual,
family and group), pharmacotherapies,
electroconvulsive therapy
prognosis
preventing relapses

• depression in late life vs. earlier life
• diagnosis of depression
• risk factors for depression
• epidemiology of depression
• differentiation of depression from

other psychiatric illnesses including
dementia

Clinical vignettes will be presented and will be the focus for discussion.

Who Should Attend
Primary care physicians, including family and general practitioners, internists, geriatricians, Ob/Gyn
as well as other allied health professionals caring for the elderly.
CME Credit!
The American Medical Association is accredited by the Accreditation Council for Continuing Medical
Education to sponsor continuing medical education for physicians.
The AMA designates this continuing medical education activity for 5 hours of Category 1 credit
toward the Physician's Recognition Award of the American Medical Association.

\ \       

Workshop Dates and Locations:
• October 16,1993 · November 6,1993

Cedars Medical Center Iowa Lutheran Hospital
Miami, Florida Des Moines, Iowa

For additional information or to register, please cali or write:
Department of Mental Health
American Medical Association
515 N. State Street
Chicago, IL 60610
(312) 464-5066

• November 13,1993
Tucson Medical Center
Tucson, Arizona





S1ÄD0L· NS
(butorphanol tartrate) Nasal Spray
Acute Pain Relief,
Delivered in Minutes
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Brief Summary

INDICATIONS AND USAGE
STADOL" NS'' (butorphanol tartrate) Nasal Spray is indicated for the management of pain when the use of an opioid analgesic is
appropriate.
CONTRAINDICATIONS
STADOL NS is contraindicated in patients hypersensitive to butorphanol tartrate or the preservative benzethonium chloride.
WARNINGS
Patients Dependent on Narcotics
ßecause of its opioid antagonist properties, butorphanol is not recommended for use in patients dependent en narcotics. Such
patients should have an adequate period of withdrawal from opioid drugs prior to beginning butorphanol therapy. In patients taking
opioid analgesics chronically, butorphanol has precipitated withdrawal symptoms such as anxiety, agitation, mood changes, haiiuci

-nations, dysphoria, weakness and diarrhea.
Because of the difficulty in assessing opioid tolerance in patients who have recently received repeated doses of narcotic analgesicmedication, caution should be used in the administration of butorphanol to such patients.
PRECAUTIONS
General
Hypotension associated with syncope during the first hour of dosing with STADOL NS has been reported rarely, particularly in
patients with past history of similar reactions to opioid analgesics. Therefore, patients should be advised to avoid activities with
potential risks.
Head Injury and Increased Intracranial Pressure
As with other opioids, the use of butorphanol in patients with head injury may be associated with carbon dioxide retention and
secondary elevation of cerebrospinal fluid pressure, drug-induced miosis, and alterations in mental state that would obscure the
interpretation of the clinical course of patients with head injuries. In such patients, butorphanol should be used only if the benefits of
use outweigh the potential risks.
Disorders of Respiratory Function or Control
Butorphanol may produce respiratory depression, especially in patients receiving other CNS active agents, or patients suffering from
CNS diseases or respiratory impairment.
Hepatic and Renal Disease
In patients with severe hepatic or renal disease the initial dosage interval for STADOL NS should be increased to 6-8 hours until the
response has been well characterized. Subsequent doses should be determined by patient response rather than being scheduled at
fixed intervals.
Cardiovascular Effects
Because butorphanol may increase the work of the heart, especially the pulmonary circuit, the use of butorphanol in patients with
acute myocardial infarction, ventricular dysfunction, or coronary insufficiency should be limited to those situations where the
benefits clearly outweigh the risk.
Severe hypertension has been reported rarely during butorphanol therapy. In such cases, butorphanol should be discontinued and
the hypertension treated with antihypertensive drugs. In patients who are not opioid dependent, naloxone has also been reported to
be effective.
Drug Interactions
Concurrent use of butorphanol with central nervous system depressants (e.g., alcohol, barbiturates, tranquilizers, and antihls-
tamines) may result in increased central nervous system depressant effects. When used concurrently with such drugs, the dose of
butorphanol should be the smallest effective dose and the frequency of dosing reduced as much as possible when administered
concomitantly with drugs that potentiate the action of opioids.
It is not known if the effects of butorphanol are altered by concomitant medications that affect hepatic metabolism of drugs (cinteti

-dine, erythromycin, theophylline, etc.), but physicians should be alert to the possibility that a smaller initial dose and longer intervals
between doses may be needed.
The fraction of STADOL® NS" (butorphanol tartrate) Nasal Spray absorbed is unaffected by tbe concomitant administration of a nasal
vasoconstrictor (oxymetazoline), but the rate of absorption is decreased. Therefore, a slower onset can be anticipated if STADOL NS
Is administered concomitantly with, or immediately following, a nasal vasoconstrictor.
No information is available about the use of butorphanol concurrently with MAO inhibitors.
Use in Ambulatory Patients
Drowsiness and dizziness related to the use of butorphanol may impair mental and/or physical abilities required for the performance
of potentially hazardous tasks (e.g., driving, operating machinery, etc.). Patients should be told to use caution in such activities until
their individual responses to butorphanol have been well characterized.
Alcohol should not be consumed while using butorphanol. Concurrent use of butorphanol with centra! nervous system depressants
(e.g., alcohol, barbiturates, tranquilizers, and antihistamines) may result in increased central nervous system depressant effects.
Patients should be instructed on the proper use of STADOL NS.
Carcinogenesis, Mutagenesis, Impairment of Fertility
The carcinogenic potential of butorphanol has not been adequately evaluated.
Butorphanol was not genotoxic in S. typhimurium or £ coli assays or in unscheduled DNA synthesis and repair assays conducted in
cultured human fibroblast cells.
Rats treated orally with 160 mg/kg/day (944 mg/sq.m.l had a reduced pregnancy rate. However, a similar effect was not observed
with a 2.5 mg/kg/day (14.75 mg/sq.m.) subcutaneous dose.
Pregnancy
Pregnancy Category C
Reproduction studies in mice, rats and rabbits during organogénesis did not reveal any teratogenic potential to butorphanol. However,
pregnant rats treated subcutaneously with butorphanol at 1 mg/kg (5.9 mg/sq.m.) had a higher frequency of stillbirths than controls.
Butorphanol at 30 mg/kg/oral (5.1 mg/sq.m.) and 60 mg/kg/oral (10.2 mg/sq.m.) also showed higher incidences of post-
implantation loss in rabbits.
There are no adequate and well-controlled studies of STADOL (butorphanol tartrate) in pregnant women before 37 weeks of
gestation. STADOL should be used during pregnancy only it the potential benefit justifies the potential risk to the infant.
Labor and Delivery
STADOL NS is not recommended during labor or delivery because there is no clinical experience with its use in this setting.
Nursing Mothers
Butorphanol has been detected in milk following administration of STADOL' (butorphanol tartrate) Injectable to nursing mothers.
The amount an infant would receive is probably clinically insignificant (estimated 4 microgram/liter of milk in a mother receiving
2 mg IM four times a day).
Although there is no clinical experience with the use of STADOL NS in nursing mothers, it should be assumed that butorphanol will
appear in the milk in similar amounts following the nasal route of administration.
Pediatrie Use
Butorphanol is not recommended for use in patients below 18 years of age because safety and efficacy have not been established in
this population.

Geriatric Use
Initially a 1 mg dose of STADOL* NS" (butorphanol tartrate) Nasal Spray should generally be used in geriatric patients and
90-120 minutes should elapse before deciding whether a second 1 mg dose is needed.
Due to changes in clearance, the mean half-life of butorphanol is increased by 25% (to over 6 hours) in patients over the age of 65.
Elderly patients may be more sensitive to its side effects, Results from a long-term clinical safety trial suggest that elderly patients
may be less tolerant of dizziness due to STADOL NS than younger patients.
ADVERSE REACTIONS
A total of 2446 patients were studied in butorphanol clinical trials. Approximately half received STADOL Injectable with the remainder
receiving STADOL NS. In nearly all cases the type and incidence of side effects with butorphanol by any route were those commonly
observed with opioid analgesics.
The adverse experiences described below are based on data from short- and long-term clinical trials in patients receiving butorphanol
by any route and from post-marketing experience with STADOL Injectable. There has been no attempt to correct tor placebo effect or
to subtract the frequencies reported by placebo treated patients in controlled trials.
The most frequently reported adverse experiences across all clinical trials with STADOL Injectable and STADOL NS were somnolence
(43%), dizziness (19%), nausea and/or vomiting (13%). In long-term trials with STADOL NS only, nasal congestion (13%) and
insomnia (11 %) were frequently reported.
The following adverse experiences were reported at a frequency of 1% or greater, and were considered to be probably related to the
use of butorphanol.
BODY AS A WHOLE: asthenia/lethargy*, headache*, sensation of heat
CARDIOVASCULAR: VASO DILATION*, PALPITATIONS
DIGESTIVE: ANOREXIA*. CONSTIPATION', dry mouth*, nausea and/or vomiting (13%), stomach pain
NERVOUS: anxiety, confusion*, dizziness (19%), euphoria, floating feeling, INSOMNIA (11%), nervousness, paresthesia. somno¬
lence (43%), TREMOR
RESPIRATORY: BRONCHITIS, COUGH. DYSPNEA*. EPISTAXIS*, NASAL CONGESTION (13%), NASAL IRRITATION*, PHARYNGI

-TIS*, RHINITIS*. SINUS CONGESTION*. SINUSITIS, UPPER RESPIRATORY INFECTION-
SKIN AND APPENDAGES: sweating/clammy*, pruritus
SPECIAL SENSES: blurred vision, EAR PAIN, TINNITUS', UNPLEASANT TASTE* (also seen in short-term trials with STAD0LK'NS"
(butorphanol tartrate) Nasal Spray).
(Reactions occurring with a frequency of 3-9% are marked with an asterisk.* Reactions reported predominantly from long-term trials
with STADOL NS are CAPITALIZED.)
The following adverse experiences were reported with a frequency of less than 1%, in clinical trials or from post-marketing
experience, and were considered to be probably related to the use of butorphanol.
CARDIOVASCULAR: hypotension, syncope
NERVOUS: abnormal dreams, agitation, drug dependence, dysphoria, hallucinations, hostility
SKIN AND APPENDAGES: rash/hives
UROGENITAL: impaired urination
(Reactions reported only from post-marketing experience are italicized.)
The following infrequent additional adverse experiences were reported in a frequency of less than 1% of the patients studied in
short-term STADOL NS trials and from post-marketing experiences under circumstances where the association between these
events and butorphanol administration is unknown. They are being listed as alerting information for the physician.
BODY AS A WHOLE: edema
CARDIOVASCULAR: hypertension
NERVOUS: convulsion, delusions, depression
RESPIRATORY: apnea, shallow breathing
(Reactions reported only from post-marketing experience are italicized.)
DRUG ABUSE AND DEPENDENCE
Although the mixed agonist-antagonist opioid analgesics, as a class, have lower abuse potential than morphine, all such drugs can
be and have been reported to be abused.
Chronic use of STADOL" (butorphanol tartrate) Injectable has been reported to result in mild withdrawal syndromes, and reports of
overuse and self-reported addiction have been received.
Among 161 patients who used STADOL NS for 2 months or longer approximately 3% had behavioral symptoms suggestive of
possible abuse. Approximately 1% of these patients reported significant overuse. Symptoms such as anxiety, agitation, and diarrhea
were observed. Symptoms suggestive of opioid withdrawal occurred in 2 patients who stopped the drug abruptly after using 16 mg a
day or more for longer than 3 months.
Special·care should be exercised in administering butorphanol to emotionally unstable patients and to those with a history of drug
misuse. When long-term therapy is necessary, such patients should be closely supervised.
OVERDOSAGE
Clinical Manifestations
The clinical manifestations of overdose are those of opioid drugs, the most serious of which are hypoventilation, cardiovascular
insufficiency and/or coma.
Overdose can occur due to accidental or intentional misuse of butorphanol, especially in young children who may gain access to the
drug in the home.
TREATMENT
The management of suspected butorphanol overdosage includes maintenance of adequate ventilation, peripheral perfusion, normal
body temperature, and protection of the airway. Patients should be under continuous observation with adequate serial measures of
mental state, responsiveness and vital signs. Oxygen and ventilatory assistance should be available with continual monitoring by
pulse oximetry if indicated. In the presence of coma, placement of an artificial airway may be required. An adequate Intravenous
portal should be maintained to facilitate treatment of hypotension associated with vasodilation.
The use of a specific opioid antagonist such as naloxone should be considered. As the duration of butorphanol action usually
exceeds the duration of action of naloxone, repeated dosing with naloxone may be required.
DOSAGE AND ADMINISTRATION
Factors to be considered in determining the dose are age, body weight, physical status, underlying pathological condition, use of
other drugs, type of anesthesia to be used, and surgical procedure involved. Use in the elderly, patients with hepatic or renal disease
or in labor requires extra caution (see PRECAUTIONS). The following doses are for patients who do not have impaired hepatic or
renal function and who are not on CNS active agents.
The usual recommended dose for initial nasal administration is 1 mg (1 spray in one nostril). Adherence to this dose reduces the incl

-dence of drowsiness and dizziness. If adequate pain relief is not achieved within 60-90 minutes, an additional 1 mg dose may be
given.
The Initial two dose sequence outlined above may be repeated in 3-4 hours as needed.
Depending on the severity of the pain, an initial dose of 2 mg (1 spray in each nostril) may be used in patients who will be able to
remain recumbent in the event drowsiness or dizziness occurs. In such patients single additional 2 mg doses should not be given for
3-4 hours.
Safety and Handling
STADOL" NS" (butorphanol tartrate) Nasal Spray is an open delivery system with increased risk of exposure to health care workers.
In the priming process, a certain amount of butorphanol may be aerosolized; therefore, the pump sprayer should be aimed away
from the patient or other people or animals.
The unit should be disposed of by unscrewing the cap, rinsing the bottle, and placing the parts in a waste container.
HOW SUPPLIED
STADOL NS is supplied in a child-resistant prescription vial containing a metered-dose spray pump with protective clip and dust
cover, a bottle of nasal spray solution, and a patient instruction leaflet. On average, one bottle will deliver 14-15 doses if no reprinting
is necessary.
NDC 0087-5650-41:10 mg per mL, 2.5-mL bottle.
STORAGE CONDITIONS
Store below 86aF (30°C). Parenteral drug products should be inspected visually for paniculate matter and discoloration prior to
administration, whenever solution and container permit.
Caution: FEDERAL LAW PROHIBITS DISPENSING WITHOUT PRESCRIPTION.
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