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FOR TYPE Il DIABETES,

TODAY'S LIFE DEMANDS
INSULIN ON DEMAND

CAN’'T ALWAYS EAT REGULARLY.
GLUCOTROL provides

patients with insulin only when needed, responding
on demand to meals and rising blood sugar'

DOUBLE SHIFTS.
GLUCOTROL, with

insulin on demand, controls blood sugar quickly and
effectively —all day and all night'

TOUGH PHYSICAL WORK.
GLUCOTROL works
in response to meals; then insulin returns to
near-normal levels once the meal challenge subsides'”

When diet alone fails in NIDDM...

Glucotrol
glipizidelsseeeos

As with all sulfonylureas, hypoglycemia may occur. @ Pl.atl. Please vee bricf summary of prescribing information on last page.
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The effect of fasting on mean biood sugar and plasma insulin levels was measured in a 2-day study of six NIDDM

ients whose blood sugar levels had been controlled by a single daily dose of 5 to 10 mg of GLUCOTROL. On the
irst day, paients were served three meals. On Ihe second, they received no food. Each patient received Iheir usual
dose of GLUCOTROL at the start of each day !

REFERENCES: 1. Clarke BF, Corrall RIM, Azzopardi J, Bhalla IP. Fraser DM, Duncan LJP. Clinical observations
on glipizide: efficacy, duration of activity, and salety. In. Glipizide: A Worldwide Review. Princeton, NJ. Excerpta
Medica; 1984:234-247_2, Goebel R, Leb G. Elects of giyburide and glipizide on levels of immunoreactive insulin
and blood sugar. In: Glipizide: A Worldwide Review. Princeton, NJ: Excerpta Medica, 1984:9-15

Brief Summary of Prescribing Information

INDICATIONS AND USAGE: GLUCOTROL is indicated as an adjunct lo diet for the control of hyperglycemia in
palients with non-insulin-dependent diabetes mellitus (NIDDM, type 1) after an adequate trial of dietary therapy
has proved unsatistacto

CONTRAINDICATIONS: GLUCOTROL s contraindicated in patients with known hypersensitivity to the drug or
with diabetic ketoacidosis, with or without coma, which should be Ireated with insulin.

SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY: The administration of
oral hypoglycemic drugs has been reported to be associated with increased cardiovascular
mortality as compared fo treatment with diet alone or diet plus insulin. This warning is based on
the study conducled by the University Group Diabetes Program (UGDP), a long-term prospective
clinical trial designed 1o evaluate the efectiveness ol glucose-lowering drugs in preventing or
dlll'y:l: vascular complications in patients with non-insulin-dependent diabetes. The study
Involved 823 patients who were randomly assigned to one of four treatment groups ( Diabetes, 19,
suh!g, 2:747-830, 1970).

UGDP reported that patients treated for 5 to 8 years with diet plus a fixed dose of tolbutamide (1.5
grams per day) had a rate of cardiovascular mortality approximately 2% times that of patients
treated with diet alone. A significant increase in tolal mortality was not observed, bul the use of
tolbutamide was discontinued based on the increase in cardiovascular mortality, thus limiting the
opportunity for the study to show an increase in overall mortality. Despite controversy regarding
the interpretation of these results, the findings of the UGDP provide an adequate basis for
this warning. The patient should be informed of the potential risks and advantages of GLUCOTROL
and of alternative modes ol therapy. ﬁlmnuﬂg'r:ﬂnnlg one drug in the sulfonylurea class
(tolbutamide) was included in this study, it is prudent from a safety standpoint to consider that this
warning may also apply to other oral hypoglycemic drugs in this class, in view of their close
similarities in mode of action and chemical structure.

PRECAUTIONS: Renal and Hepatic Disease: The metabolism and excrefion of GLUCOTROL may be slowed
in patients with impaired renal and/or hepatic function. Hypoglycemia may be prolonged in such patients should it

oceur

Hypoglycemia: All sulfonylureas are capable of producing severe hypoglycemia. Proper patient selection,
dosage, and instructions are important lo avoid hypoglycemia. Renal or hepatic insufficiency may increase the risk
ol hypoglycemic reactions. Elderly, debilitated or malnourished patients and those with adrenal or pituitary
Insufficiency are particularly susceptible to the hypoglycemic action of glucose-lowering drugs. Hypoglycemia may
be dilficult to recognize in the elderly or people taking bela-adrenergic blocking drugs. Hypoglycemia is more
likety to occur when caloric intake is deficient, afier severe or prolonged exercise, when alcohol is ingested, or
when more than one glucose-lowering drug is used

Loss of Control of Blood Glucose: A [0ss of conlrol may occur in diabetic patients exposed lo stress such as
fever, trauma, infection or surgery. It may then be necessary to discontinue GLUCDTROL and administer insulin’
Laboratory Tests: Blood and urine glucose should be monitored periodically, M ol glycosylated
hemoglobin may be usetul

Information for Patients: Patients should be informed of Ihe polential risks and advantages of GLUCOTROL, of
dlternative modes of therapy, as well as the importance of adhering to dietary instructions, of a regular exercise
program, and of regular festing of urine andfor blood glucose. The risks of hypoglycemia, its symploms and
treatment, and conditions thal predispose fo its devel should be ined to patients and responsible

family members. Primary and secondary failure should also be explained
Drug Interactions: The hypoglycemic action of sulfonylureas may be potentiated by certain drugs including
nonsteroidal anti-inflammatory agents and other drugs that are highly protein bound, salicylates, sulfonamides,
chioramphenicol, probenecid, coumaring, monoamine oxidase inhibitors, and beta-adrenergic blocking agents. fn
vifro studies indicate that GLUCOTROL binds differently than folbutamide and does nol interact with salicylate or
dicumarol, However, caution must be exercised In extrapolating these findings 10 a clinical situation. Certain drugs
tend lo produce hyperglycemia and may lead to loss of control, including the thiazides and other diuretics,
corticosteroids, phenothiazines, thyroid products, estrogens, oral contraceptives, phenytoin, nicotinic acid,
sympathomimetics, calcium channel blocking drugs, and isoniazid. A potential interaction between oral miconazole
and oral hypoglycemic agents leading fo severe hypoglycemia has been reported. Whether this interaction also
occurs with the intravenous, topical, or vaginal preparations of miconazole is nol known.
Carcinogenesis, Mutagenesis, Impairment of Fertility: A 20-month study in rats and an 18-month study
In mice al doses up to 75 times the maximum human dose revealed no evidence of drug-related carcinogenicity.
Bacterial and /n vivo mutagenicity lests were uniformly negative. Studies in rals of both sexes at doses up o 75
fimes the human dose showed no eftects on fertili

ncy: Pregnancy Category C: GLUCOTROL (glipizide) was found to be mildly fetotoxic in ral reproductive
studies al all dose lavels (5-50 mg/kg). This felotoxicity has been similarly noted with other sullonylureas, such as
tolbutamide and tolazamide. The effect is perinatal and believed to be directly related to the pharmacologic
(hypoglycemic) action of GLUCOTROL. In studies in rals and rabbits no leraiogenic effects were found. There are
no adequate and well-controlled studies in pregnant women. GLUCOTROL should be used during pregnancy only
I the potential bengfit justifies the potential risk to the fetus.
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FOR TYPE Il DIABETES,

TODAY’S LIFE DEMANDS

When diet alone fails in NIDDM...

Glucotrol
(glipizidel)szseeros

Because recent information suggests that abnormal blood glucose levels during pregnancy are associated with a
higher incidence of congenital abnormalities, many experts recommend fhat insulin be used during pregnancy lo
maintain blood glucose levels as close 1o normal as possible
Nonteratogenic Effects: Prolonged severe hypoglycemia has been repored in neonates bomn to mothers who
were receiving a sullonylurea drug at the time of delivery. This has been reported mare frequently with the use of
agents wJLh prolonged hall-lives. GLUCOTROL should be discontinued af least one month before the expected
defivery date.
Nursing Mothers: Since some sulfonylurea drugs are known (o be excreled in human milk, insulin therapy
should be considered if nursing is to be continued.
Pedialric Use: Saiely and effectiveness in children have nol been established
ADVERSE REACTIONS: in confrolled studies, the frequency of serious adverse reactions reported was very low.
01702 patients, 11,8% reporied adverse reactions and in only 1.5% was GLUCOTROL discontinued
Hypoglycemia: See PRECAUTIONS and OVERDOSAGE sections.
Gastrointestinal: Gastrointestinal disturbances, the most common, were reported wilh the following approximate
incidence: nausea and diarrhea, one in 70; constipation and gastralgia, one in 100, They appear to be dose-related
and may disappear on division or reduction of dosage. Cholestatic jaundice may occur rarely with sullonylureas:
GLUCOTROL should be disconlinued if this occurs
Dermatologic: Allergic skin reactions including erythema, morbilliform or maculopapular eruptions, urficaria;
pruritus, and eczema have been reported in about one in 70 patients. These may be iransient and may disappear
despite continued use of GLUCOTROL; if skin reactions persist, the drug should be discontinued. Porphyria
cutanea larda and photosensilivity reactions have been reporied with sullonylureas
Hematologic: Leukopenia, agranul is, th penia, hemolytic anemia, aplastic anemia, and
lopenia have been reported with sulfonylureas.

Metabolic: Hepatic porphyria and disulfiram-like alcohol reactions have been reported with sulfonylureas.
Clinical experience to date has shown that GLUCOTROL has an extremely low incidence of disulliram-like
reactions.
Endocrine Reaclions: Cases of hyp ia and the sy ol i i fidiureti (SIADH)
secretion have been reported with this and other sulfonylureas
Miscellaneous: Dizziness, drowsiness, and headache have each been reported in about one in fifty patients
treated with GLUCOTROL. They are usually transient and seldom require discontinuance ol therapy.
OVERDOSAGE: Overdosage of sultonylureas including GLUCOTROL can produce hypoglycemia. Il hypoglycemic
coma s diagnosed or suspected, the patient should be given a rapid Intravenous injection of concentrated (50%)
glucose solution. This should be followed by a continuous infusion of a more dilue (10%) glucose solution at
rale that will maintain Ihe blood glucose at a level above 100 mg/dL. Patients should be closely monitored for 3
minimum of 24 to 48 hours since hypoglycemia may recur after apparent clinical recovery, Clearance of
GLUCOTROL from plasma would be prolonged in persons with liver disease. Because of Ihe exensive prolein
binding of GLUCOTROL, dialysis Is uniikely o be of benefit
DOSAGE AND ADMINISTRATION: There is no fixed dosage regimen for the management of diabetes mellitus
with GLUCOTROL: in general, it should be given approximately 30 minutes before a meal lo achieve the greatest
reduction in postprandial hyperglycemia,
Initial Dose: The recommended starting dose is 5 mg before breakfas!, Gerialric patients or those wilh liver
disease may be started on 2.5 mg. Dosage adjustments should ordinarily be in i of 25-5 mg, as
determined by blood glucose response. Al least several days should elapse between litration steps
Maximum Dose: The maximum recommended total daily dose is 40 mg
Maintenance: Some patients may be eflectively controlled on a once-a-day regimen, while olhérs show better
response with divided dosing. Total daily doses above 15 mg should ordinarily be divided,
HOW SUPPLIED: GLUCO {ablets are white, dye-free. scored, diamond-shaped. and imprinted as lollows:

5 mg—Plizer 411; 10 mg—Pfizer 412,

5mg Botlles: 100's (NDC 0043-4110-66), 5005 (NDC 0049-4110-73), Unit Dose 100 (NDC 0049-4110-41)

10 mg Boltles: 100's (NDC 0049-4120-66), 500's (NDC 0049-4120-73); Unit Dose 100's (NDC 0049-4120-41)
CAUTION: Federal law prohibits dispensing without prescriplion
More detailed professional information available on request.

Revised August 1990
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References: 1. Carr AA, Bottini PB, Prisant LM, et al. Once-daily verapamil in the treatment of
mild-to-moderate hypertension: a doubie-blind placebo-centrolled dose-ranging study. J Clin
Pharmacol. 1991;31:144-150,490. 2. Further analysis of Carr AA, et al. (See reference 1.) Data on
file. Lederle Laboratories, Pearl River, NY. 3. VERELAN Prescribing Intormation.

Brief Summary

VERELAN®

Verapamil HCI

Sustained-Release Pellet-Filled Capsules

For complete Prescribing Information, consult package insert.
CLINICAL PHARMACOLOGY

Food does not affect the extent or rate of the abserption of verapamil from the controlled release
VERELAN capsule.

Atrioventricular block can occur in patients without preexisting condition defects {see
WARNINGS).

Acceleration of ventricular rate and/or ventricular fibrillation has been reported in patients with
atrial flutter or atrial fibrillation and a coexisting accessory AV pathway following administration of
verapamil (sec WARNINGS).

In patients with hepatic insufficiency, metabolism is delayed and elimination half-life protonged
up to 14 to 16 hours (see PRECAUTIONS), the volume of distribution is increased, and plasma
clearance reduced to about 30% of normal.

CONTRAINDICATIONS

Severe LV dysfunction (see WARNINGS), hypotension (systolic pressure <90 mmHg) or car-
diogenic shock, sick sinus syndrome (if no pacemaker is present), second- or third-degree AV
block (if no pacemaker is present), atriat flutter/fibrillation with an accessory bypass tract (eg,
WPW or LGL syndromes), (see WARNINGS), hypersensitivity to verapamil.

WARNINGS

Verapamil should be avoided in patients with severe LV dysfunction (eg, ejection fraction
<30%) or moderate-to-severe symptoms of cardiac failure and in patients with any degree of
ventricular dysfunction if they are receiving a beta blocker. Control milder heart failure with opti-
mum digitalization and/or diuretics before VERELAN is used. Verapamil may occasionally produce
hypotension. Elevations of liver enzymes have been reported.

Several cases of hepatocellular injury have been demonstrated to be produced by verapamil.
Periodic monitoring of liver function in patients on verapamil is prudent. Some patients with par-
oxysmal and/or chronic atrial flutter/fibrillation and an accessory AV pathway {eg, WPW or LGL
syndromes) have developed an increased antegrade conduction across the accessory pathway
bypassing the AV nade, producing a very rapid ventricular response or ventricular fibrillation after
receiving IV verapamil {or digitalis). Because of this risk, oral verapamil is contraindicated in such
patients. AV block may occur (second- or third-degree, 0.8%). Development of marked first-
degree block or progressian to second- or third-degree block requires reduction in dosage or,
rarely, discontinuation and institution of appropriate therapy. Sinus bradycardia, second-degree
AV biock, sinus arrest, pulmanary edema and/or severe hypotension were seen in some critically il
patients with hypertrophic cardiomyopathy who were treated with verapamil.

PRECAUTIONS

Verapamil should be given cautiously to patients with impaired hepatic function (in severe dys-
function use about 30% of the normal dose) or impaired renal function, and patients should be
monitored for abnormal prolongation of the PR interval or other signs of overdosage. Verapamil
may decrease neuromuscular transmission in patients with Duchenne’s muscular dystrophy and
may prolong recovery from the neuromuscular blocking agent vecuronium. It may be necessary to
decrease verapamil dosage in patients with attenuated neuromuscular transmission. Combined
therapy with beta-adrenergic blockers and verapamil may result in additive negative effects on
heart rate, atrioventricular conduction and/or cardiac contractility; there have been reports of
excessive bradycardia and AV biock, including complete heart block. The risks of such combined
therapy may outweigh the benefits. The combination should be used only with caution and close
monitoring. Decreased metoprolol clearance may occur with combined use. Chronic verapamil
treatment can increase serum digoxin levels by 50% to 75% during the first week of therapy, which
can resuit in digitalis toxicity. In patients with hepatic cirrhosis, verapamii may reduce total body
clearance and extrarenal clearance of digitoxin. The digoxin dase should be reduced when verap-
amil is given and the patient carefully monitored. Verapamil will usuvally have an additive effect in
patients receiving blood pressure-lowering agents. Disopyramide should not be given within
48 hours before or 24 hours after verapamil administration. Concomitant use of flecainide and
verapamil may have additive effects on myocardial contractility, AV conduction, and repolariza-
tion. Combined verapamil and quinidine therapy in patients with hypertrophic cardiomyopathy
should be avoided, since significant hypotension may result. Verapamil has been given concom-
itantly with short- and long-acting nitrates without any undesirable drug interactions. Inter-
action between cimetidine and chronically administered verapamit has not been studied. In healthy

. volunteers, clearance of verapamil was reduced cr unchanged. Concomitant use of lithium and

verapamil may result in a lowering of serum lithium levels or increased sensitivity to Jithium.
Patients receiving both drugs must be monitored carefully.

Verapamil may increase carbamazepine concentrations during combined use. Rifampin may
reduce verapamil bioavailability. Phenobarbital may increase verapamil clearance. Verapamil may
increase serum levels of cyciosporine. Concomitant use cf inhalation anesthetics and calcium
antagonists needs careful titration to avoid excessive cardiovascular depression. Verapamil may
potentiate the activity of neuromuscular blocking agents (curare-like and depolarizing); dosage
reduction may be required. Adequate animal carcinogenicity studies have not been performed.
One study in rats did not suggest a tumorigenic potential, and verapamil was not mutagenic in
the Ames test. Pregnancy Category C: There are no adequate and weil-controlled studies in preg-
nant women. This drug should be used during pregnancy, labor, and delivery only if clearly
needed. Verapamil is excreted in breast milk; therefore, nursing should be discontinued during
verapamil use. Safety and efficacy of verapamil in children below the age of 18 years have not
been established.

ADVERSE REACTIONS

Reversible (upon discontinuation of verapamil) nonobstructive, paralytic ileus has been infre-
quently reported in association with the use of verapamil.

In clinical trials with 285 hypertensive patients on VERELAN for more than 1 week, the following
adverse reactions were reported: constipation (7.4%); headache (5.3%); dizziness {4.2%); leth-
argy (3.2%); dyspepsia (2.5%); rash (1.4%); ankle edema (1.4%); sleep disturbance (1.4%);
myalgia (1.1%). In clinical trials of other formulations of verapamil HCY (N = 4,954), the following
reactions have occurced at rates greater than 1.0%: constipation (7.3%); dizziness {3.3%); nausea
(2.7%); hypotension (2.5%); edema (1.9%); headache (2.2%); rash {1.2%); CHF/pulmonary
edema (1.8%); fatigue (1.7%); bradycardia (HR<50/min} (1.4%): AV block-total 1°, 2°,3° (1.2%):
2° and 3°{0.8%); flushing (0.6%); elevated liver enzymes {see WARNINGS).

The follewing reactions, reported in 1.0% or less of patients, occurred under conditions (open
trials, marketing experience) where a causal relationship is uncertain. Cardiovascular: angina
pectoris, atrioventricular dissociation, chest pain, claudication, myocardial infarctien, palpita-
tions, purpura {vasculitis), syncope. Digestive System: diarrhea, dry mouth, gastrointestinal dis-
tress, gingival hyperplasia. Hemic and Lymphatic: ecchymosis or bruising. Nervous System:
cerebrovascular accident, confusion, equilibrium disorders, insomnia, muscle cramps, paresthe-
sia, psychotic symptoms, shakiness, somnolence. Respiratory: dyspnea. Skin: arthralgia and
rash, exanthema, hair loss, hyperkeratosis, maculae, sweating, urticaria, Stevens-Johnson syn-
drome, erythema multiferme. Special Senses: blurred visicn. Urogenital: gynecomastia, impo-
tence, increased urination, spotty menstruation.
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VERELAN
EXCELLENT

TOLERABILITY
SIMILAR TO
PLACEBO INA
DOUBLE-BLIND

Incidence of side effects commonly associated
with calcium channel blockers

Side effect (n=285)

Constipation 7.4* 919> " 11.5"

Headache  5.3* 7.4 11.5*
Dizziness 42* 25%  3.8%
Edema [ R = R 7

“Results of a 4-week, double-blind, placebo-controlled study of patients with
essential hvpertension. VERELAN 120 mg/day, n = 28; 240 mg/day, n=27;
480 mg/day, n = 26; placebo, n = 26.

[ ]No patients discontinued VERELAN
therapy due to constipation, headache,
dizziness, or edema

Constipation, which can easily be managed in most patients, is
the most frequently reported side effect of verapamil.

Please see brief summary of Prescribing Information im.‘fuding
CONTRAINDICATIONS, WARNINGS, and PRECAUTION.
on adjacent page.

4/ ONCE-A-DAY

FERELAN
Verapamil HCI 7%

PELLET-FILLED CAPSULES
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Now, protect against four...
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Infroducing TE TRAMUNE )

Diphtheria and Tetanus Toxoids and Perfussis
\laccine Adsorbed and Haemophilus b Conj u
Viaccine (Diphtheria CRM,, ProIeln Conjug

From Lederle-Praxis Biologicals



New from

Lederle-Praxis Biologicals

o TETRAMUNE

>

Diphtheria and Tefanus Toxoids and Pertussis
\laccine Adsorbed and Haemophilus b Conjugate
\aceine (Diphtheria CRM,, Profein Conjugate)

The vaccine components of
HIBTITER/HPOC and TRI-IMMUNOL/DTP
in a single 0.5 mL injection —
requires no reconsfitution

Safety clinically proven in 6,793 US children'

¢ Overall safety profile of TETRAMUNE comparable to
that of HIbTITER/HbOC and TRI-IMMUNOL/DTP

administered separately':
— At 2, 4, and 6 months of age
— At 15 to 21 months of age?

e No significant differences in rare adverse events as
observed in hospitalization or emergency room visits'

* Haemophilus b Conjugate Vaccine (Diphtheria CRM,g; Protein Conjugate). Manufactured by Praxis Biologics, Inc.

tDiphtheria and Tetanus Toxoids and Pertussis Vaccine Adsorbed. Manufactured by Lederle Laboratories.

$in toddlers who had received three primary doses of DTP and no HbOC as infants.

§Higher antibody titers cannot be directly translated to mean higher efficacy.

/iAntibodies to: Haemophilus b (=1.0 mg/mL), diphtheria toxoid (20.01 IU/mL), tetanus toxoid (20.01 EW/mU),
pertussis agglutinogens (216 reciprocal dilution).

References: 1. Data on file. Lederle Laboratories and Praxis Biologics, Inc., NY. 2. Paradiso P, Hogerman D,
Madare D, et al. Safety and immunogenicity in infants of a tetravalent vaccine composed of HbOC (HibTITER™) and

DTP (TRI-IMMUNOL®). Pediatr Res. 1992;31(4, pt 2):Abstract #1028



As immunogenic as HibTITER/HbOC
and TRI-IMMUNOL/DTP administered
separately'?

e Equivalent or higher antibody responses following three
primary doses at 2, 4, and 6 months of age'*or a
single dose at 15 to 21 months of age'®

e Equivalent percentage of children attaining specific
antibody levels"”

Please consult brief summary of full Prescribing Information on adjacent page.



New from
Lederle-Praxis Biologicals

TETRAMUNE

| Diphtheria and Tefanus Toxoids and Perfussis

Vlaccine Adsorbed and Haemaphilus b Conjugate
Vaccine (Diphtheria CRM.,., Protein Conjugate)

Combined protection in a single
0.5 ml injection

(Recommended immunization

schedule* for TETRAMUNE

: 2,4, and
Infant series 6 months
Fourth dose 15 months

HIBTITER®/HbOC' and ACEL-IMUNE®/DTaP* may be
administered separately as an alternative to TETRAMUNE
at 15 to 18 months and 17 to 24 months® of age, respectively

\ \_ .

To complete the recommended 5-dose DTP immunization series, you may
use ACEL-IMUNE/DTaP or TRI-IMMUNOL®/DTP” at 4 to 6 years of age

Interchanging Haemophilus b conjugate vaccines in infants is not
recommended. However, TETRAMUNE may be administered following
separate immunizations with DTP vaccine and HibTITER/HbOC. *

 To order convenient ready-to-use 10-dose vidls,
call 1-800-L-E-D-E-R-L-E (633-3753) or confact
your local Lederle Medical Representative.

*Please refer to brief summary of full Prescribing Information for complete immunization schedule for TETRAMUNE.,
‘THaemophilus b Conjugate Vaccine (Diphtheria CRMq; Protein Conjugate). Manufactured by Praxis Biologics, Inc.

1Diphtheria and Tetanus Toxoids and Acellular Pertussis Vaccine Adsorbed. ACEL-IMUNE manufactured by Lederle Laboratories.
Acellular pertussis component manufactured by Takeda Chemical Industries, Ltd.

§ACEL-IMUNE may be considered for immunization at 15 months when it s expectad that the child may riot return at 18 months
for immunization.

//Diphtheria and Tetanus Toxoids and Pertussis Vaccine Adsorbed. Manufactured by Lederle Laboratories.

Please consult brief summary of full Prescribing Information on adjacent page.




TETRAMUNE
Diphtheria ond Tt:,tgdus Toxoids.&JdbPenu_&sis
Voceine (Diphiheria CRM,., Profein Cmcw
Brief Summary

Diphtheria and Tetanus Toxeids and Pertussis Vaccine Adsorbed and Haemaphilus b Conjugate Vaccine
(Diphtheria CRM1s7 Protein Conjugate) TETRAMUNE ™

For complete Prescribing Information and references, please consult package insert.
INDICATIONS AND USAGE

Diphtheria and Tetanus Toxoids and Pertussis Vaccine Adsorbed and Haemophilus b Conjugate Vaccine (Diphtheria CRMg;
Protern Conjugate) TETRAMUNE, is indicated for the active immunization of children 2 months o1agD ¢ 10 5 years of age for prolection agamsl
diphtheria, tetanus, pertussis, and Haemophilus b dissase when indications for immunization with DTP vaccing and Haemophilus b Conju-
gate Vaccine coincide. Typically, this is at 2, 4, 6, and 15 months of age.

As with any vaccine, TETRAMUNE may not protect 100% of individuals receiving the vaccine.

CONTRAINDICATIONS
IN];{YPERSENSITIVITY TO ANY COMPONENT OF THE VACCINE, INCLUDING THIMEROSAL, A MERCURY DERIVATIVE, IS A CONTRA-

IMMUNIZATION SHOULD BE DEFERRED DURING THE COURSE OF ANY FEBRILE ILLNESS OR ACUTE INFECTION. THE iMMUNIZATION
PRACTICES ADVISORY COMMITTEE (ACIP) HAS STATED THAT *.. MINOR ILLNESSES SUCH AS MILD UPPER RESPIRATORY INFEC-
TIONS WITH OR WITHOUT LOW GRADE FEVER ARE NOT CONTRAINDICATIONS.” )

IMMUNIZATION WITH TETRAMUNE IS CONTRAINDICATED IF THE CHILD HAS EXPERIENCED ANY EVENT FOLLOWING PREVIOUS
(MMUNIZATION WITH A PERTUSSIS-CONTAINING VACCINE, WHICH IS CONSIDERED BY THE AAP OR ACIP TO BE A CONTRAINDICATIGN
T0 FURTHER DOSES OF PERTUSSIS VACCINE THESE EVENTS INCLUDE:

AN IMMEDIATE ANAPHYLACTIC REACTIO

ENCEPHALOPATHY OCCURRING WITHIN 7 DAYS FOLLOWING VACCINATION, THIS 1S DEFINED AS AN ACUTE, SEVERE CENTRAL-

NERVOUS-SYSTEM DISORDER OCCURRING WITHIN 7 DAYS FOLLOWING VAGCINATION, AND GENERALLY CONSISTING OF
MAJOR ALTERATIONS IN CONSCIOUSNESS, UNRESPONSIVENESS, GENERALIZED OR FOCAL SEIZURES THAT PERSIST MORE
THAN A FEW HOURS, WITH FAILURE TO RECOVER WITHIN 24 HOURS.

THE OCCURRENCE OF ANY TYPE OF NEUROLOGICAL SYMPTOMS OR SIGNS, INCLUDING ONE OR MORE CONVULSIONS (SEl-
ZURES) FOLLOWING ADMINISTRATION GF TETRAMUNE IS GENERALLY A CONTRAINDICATION TO FURTHER USE. ANY DECISION T
ADMINISTER SUBSEQUENT DOSES OF A VAGCINE CONTAINING DIPHTHERIA, TETANUS, OR PERTUSSIS ANTIGENS SHOULD 8E
DELAYED UNTIL THE PATIENT'S NEUROLOGICAL STATUS IS BETTER DEFINED.

THE PRESENCE OF ANY EVOLVING OR CHANGING DISORDER AFFECTING THE CENTRAL NERVOUS SYSTEM IS A CONTRAINDICA-
TION TO ADMINISTRATION OF A PERTUSSIS-CONTAINING VACCINE SUCH AS TETRAMUNE HEGAHDI.ESS OF WHETHER THE SUS-
PECTED NEUROLOGICAL DISORDER IS ASSOCIATED WITH OCCURRENCE OF SEIZURE ACTIVITY OF ANY T

STUDIES HAVE INDICATED THAT A PERSONAL OR FAMILY RISTORY OF SEIZURES IS ASSOCIATED WITH INCREASED FREQUENCY OF
SEIZURES FOLLOWING PERTUSSIS IMMUNIZATION.

The ACIP and the AAP recognize certain circumstances in which children with stable central nervous system disorders, including wefl-
controlled seizures ar satisfactorily explained single seizures, may receive pertussis vaccine. The ACIP and AAP do not consider a family
history of sefzures to be a contraindication o perfussis vaccine despite the increased risk of seizures in these individuals.

The decision o administer a periussis-containing vaccine to children must be made by the physician on an individual basis, with
consideration of all elevantfactors, and assessment of potential risks and benefits for that individual. The physician should review the full text
of A?lPdand AAP guidelines prior to considering vaccination or children. The parent or guardian shauid be advised of the increased risk
involve

There are o data on whether the prophylactic use of antipyretics can decrease the risk of febrile convulsions. However, data suggest
that acelaminophen will reduce the incidence of postvaccination fever. The ACIP and AAP suggest administering acetaminaphen at age-
appropriate doses at the time of vaccination and every 4 to 6 hours to children at higher risk for seizures than the general population.

ROUTINE IMMUNIZATION SHOULD BE DEFERRED DURING AN OUTBREAK OF POLIOMYELITIS PHOVIDING THE PATIENT HAS NOT
SUSTAINED AN INJURY THAT INCREASES THE RISK OF TETANUS AND PROVIDING AN OUTBREAK OF DIPHTHERIA OR PERTUSSIS DOES
NOT OGCUR SIMULTANEQUSLY.

The clinical judgment of the attending physician shoulg prevail at all times.

WARNINGS

THE ACIP STATES THAT IF ANY OF THE FOLLOWING EVENTS OCCUR IN TEMPORAL RELATION TO RECEIPT OF DTP THE DECISION 70
GIVE SUBSEQUENT DOSES OF VACCINE CONTAINING THE PERTUSSIS COMPONENT SHOULD BE CAREFULLY CONSIDERED.

TEMPERATURE OF >40.5°C (105°F) WITHIN 48 HOURS NOT DUE TO IDENTIFIABLE CAUSE.

COLLAPSE OR SHOCK-LIKE STATE (HYPOTONIC-HYPORESPONSIVE EPISODE) WITHIN 48 HOURS.

PERSISTENT, INCONSOLABLE CRYING LASTING >3 HOURS, OCCURRING WITHIN 48 HOURS.

CONVULSIONS WITH OR WITHOUT FEVER OCCURRING WITHIN 3 DAYS.

"ALTHOUGH THESE EVENTS WERE CONSIDERED ABSOLUTE CONTRAINDICATIONS IN PREVIOUS ACIP RECOMMENDATIONS,
THEREMAY BE CIRCUMSTANCES, SUCH AS AHIGH INCIDENCE OF PERTUSSIS, IN WHICH THE POTENTIAL BENEFITS QUTWEIGH
POSSIBLE RISKS, PARTICULARLY BECAUSE THESE EVENTS ARE NOT ASSOCIATED WITH PERMANENT SEQUELAE™

IF A CONTRAINDICATIN TO ANY OF THE COMPONENTS OF THIS COMBINATION VACCINE EXISTS (SEECONTRAINDICATIONS
SECTIONg THEN TETRAMUNE SHOULD NOT BE USED. FOR EXAMPLE, IF THERE IS A CONTRAINDICATION AGAINST THE USE OF A
PERTUSSIS VACCINE COMPONENT, THEN DIPHTHERIA AND TETANUS TOX0IDS ADSORBED, FOR PEDIATRIC USE (OT), AND
HAEMOPHILUS b CONJUGATE VACCINE (DIPHTHERIA [:RM,Q7 PROTEIN CONJUGATE) HibTITER®, AS SEPARATE INJECTIONS, SHOULD
BE SUBSTITUTED FOR EACH OF THE REMAINING DOSE

THE OCCURRENCE OF SUDDEN INFANT DEATH SYNDHOME (SIDS) HAS BEEN REPORTED FOLLOWING ADMINISTRATION OF DTP
HOWEVER, A LARGE CASE-CONTROL STUDY IN THE US REVEALED NO CAUSAL RELATIONSHIP BETWEEN RECEIPT OF DTP VACCINE
AND SIDS. A RECENT STUDY OF 6,497 INFANTS IN NORTHERN CALIFORNIA FOUND NO INCREASE IN THE RATE OF SIDS AMONG
TETRAMUNE RECIPIENTS.

AS WITH ANY INTRAMUSCUL AR $NJECTION, TETRAMUNE SHOULD BE GIVEN WITH CAUTION TO INFANTS OR CHILDREN WITR
WQ#‘B%EL()SP)ENIA OR ANY COAGULATION DISOROER THAT WOULD CONTRAINDICATE INTRAMUSCULAR INJECTION (SEE DRUG

As reported with Haemophilus b polysaccharide vaccine, cases of Haemophilus type b disease may occur prior ta the onset of the
pratective effect of this vaccine.

TETRAMUNE WILL NOT PROTECT AGAINST H. INFLUENZAE OTHER THAN TYPE b STRAINS.

ANTIGENURIA HAS BEEN DETECTED FOLLOWING RECEIPT OF HAEMOPHILUS b CONJUGATE VACCINE AND THEREFORE
s;luﬁ%&%%l}l‘ou INURINE MAY NOT HAVE DIAGNOSTIC VALUE IN SUSPECTED HAEMOPHILUS b DISEASE WITHIN 2 WEEKS

PRECAUTIONS

General: CARE IS 0 BE TAKEN 8Y THE HEALTH CARE PROVIDER FOR SAFE AND EFFECTIVE USE OF THIS PRODUCT.

1. TETRAMUNE is not routinely recommended for immunization of persons oider than 5 years of age. Under certain circumstances,
gmmllJNE ma;{h b; uhsed beyond age 5 years. Because TETRAMUNE contains pediatric DTP vaccine, it is not recommended for use

ond the seventh birt

2. PHIOH 10 ADMlNlSTRATlON OF ANY DOSE OF TETRAMUNE, THE PARENT OR GUARDIAN SHOULD BE ASKED ABOUT THE PERSONAL
HISTORY, FAMILY HISTORY, AND RECENT HEALTH STATUS. THE HEALTH CARE PROVIDER SHOULD ASCERTAIN PREVIOUS IMMUNI-
ZATION HISTORY, CURRENT HEALTH STATUS, AND OCCLRRENCE OF ANY SYMPTOMS AND/OR SIGNS OF AN ADVERSE EVENT
AFTER PREVIOUS IMMUNIZATIONS, IN THE CHILD TO BE IMMUNIZED, IN ORDER TO DETERMINE THE EXISTENCE OF ANY CONTRA-
INDICATION TO IMMUNIZATION WITH TETRAMUNE AND TO ALLOW AN ASSESSMENT OF BENEFITS AND RISKS.

3. BEFORE THE INJECTION OF ANY BIOLOGICAL, THE HEALTH CARE PROVIDER SHOULD TAKE ALL PRECAUTIONS KNOWN FOR THE
PREVENTION OF ALLERGIC OR ANY OTHER SIDE REACTIONS. This should include: a review of the patient's history regarding possibte
sensitvity, the ready availabiliy of epinephrine 1:1000 and other appropriate agents used for control of immediate allergic reactions; anda

ledge of the recent literature p 9 to use of the biological concerned, including the nature of side effects and adverse reactions
that may lol low its use.

4. Chitdren with impaired immune responsiveness, whether due to the use of immunosuppressive therapy (including irradiation, cortico-
steroids, antimetabolites, alkylating agents, and cytotoxic agents), a genelic defect, human immunodeficiency virus (HIV) infection, o
other causes, may have reduced antibody response to active immunization procedures. Deferral of administration of vaccine may be
considered in ingividuals receivin mmunosu;')rresswe therapy. Other groups should receive this vaccine according fo the usual recom-
mended schedule. (Se¢ DRUG INTERACTI

5. This product is nat contraindicaled based on the presence of human immunodeficiency wrus infection.

6. Since this produ! is a suspension containing an adjuvant, shake vigorousfy to oblaina uniform prior lo withdrawing each dose
from the multiple dose vial.

7. A separate sterile syringe and needle or a sterile disposable unit should be used for each individual patient to prevent transmission of
infectious agents from one person to another. Needles should be disposed of properly and should not be recapped.

8. Special care should b taken fo prevent injection into a blood vessel.

National Childhood Yacgine Injury Act: This Act requires that the manutaclurer and lot number of the vaccing administered be recorded

by the health care provider in the vaccine recipient’s permanent medical record (or in a permanent office og or file), along with the date of

administration of the vaccine and the name, address, and titie of the person administering the vaccine.

The Actfurther requires the health care provider to reorl to the Secretary of the Department of Health and Human Services through the
Vaccine Adverse Event Reporting System (VAERS) the occurrence following immunization of any event set forth in the Vaccine tnjory Table,
incluyding: anaphylaxis or anaphylactic shock within 24 hours; encephalopathy or encephalitis within 7 days; shock-coflapse of hypotonic-
hyporesponsive collapse within 7 days; residual seizure disorder; any acute complication or sequelae (including death) of above events, or
any event that would contraindicate further doses of vaccine, accarding to the package insert for TETRAMUNE.

Diphtheria and Tetanus Toxoids and Periussis Vaccine Adsorbed and Haemephilus b Conjugate Yaccine
{Diphtheria CRM 197 Protein Conjugate) TETRAMUNE ™

The US Depariment of Health and Human Services has established VAERS to accept all reports of suspecied adverse events after the
administration of any vaccine, including bul not limited to the reporting of events required by the National Chitdhoad Vaccine injury Act of
1986. The VAERS toll-free number for VAERS forms and information is 800-822-7967
Information for Patieat: PRIOR TO ADMINISTRATION OF TETRAMUNE, HEALTH CARE PERSONNEL SHOULD INFORM THE PARENT,
GUARDIAN, OR OTHER RESPONSIBLE ADULT OF THE RECOMMENDED IMMUNIZATION SCHEDULE FOR PROTECTION AGAINST DIPH-
THERIA, TETANUS, PERTUSSIS, AND HAEMOPHILUS b DISEASE AND THE BENEFITS AND RISKS T0 THE CHILD RECENING THIS
VACCINE. GUIDANCE SHOULD 8E PROVIDED ONMEASURES TO BE TAKEN SHOULD ADVERSE EVENTS OCCUR, SUCH AS ANTIPYRETIC
MEASURES FOR ELEVATED TEMPERATURES AND THE NEED TO REPORT ADVERSE EVENTS TO THE HEALTH CARE PROVIDER. PARENTS
SHOULD BE PROVIDED WITH VACCINE INFORMATION PAMPHLETS AT THE TIME OF EACH VACCINATION, AS STATED IN THE NATIONAL
CHILDHOOD VACCINE INJURY ACT.

!M{R}ENTZEA’%(TJ: (S;gE EROVIDEH SHOULD INFORM THE PATIENT, PARENT, OR GUARDIAN OF THE IMPORTANCE OF COMPLETING THE
CA;%T%TS PARENTS, OR GUARDIANS SHOULD BE INSTRUCTED TO REPORT ANY SERIOUS ADVERSE REACTIONS TO THEIR HEALTH
Drup Interamilms Children receiving immunosuppressive therapy may have a reuced response to active immunization procedures.

As with other intramuscular injections, TETRAMUNE shouid be given with caution to children on anticoaguiant therapy.

Tetanus Immune Globulin or Diphtheria Antitoxin, if used, should be given in a separate site with a separate needle and syringe

The AAP recommends that influenza virus vaccine should not be administered within 3 days of immunization with a pertussis-containing
vaceine since both vaccines may cause febrile reactions in young children.

Data are nol yet available concerning adverse reactions that may cocur when TETRAMUNE is ?iven simultaneousiy with Oral Poliovirus
Vaccine (OPV), Measles-Mumps-Rubelia {(MMR) or Hepatitis B (HB) vaccine al separate sites. Also, data are not available concerning the
effects onimmune response of OPY, MMR or HB vaccing when TETRAMUNE is given simumneuus\s Clinical studies with TETRAMUNE did
however aliow for the administration of GPY according to the rowting immunization schegule for OPY,
Carcinogenesis, Mutagenesis, Impairment of Fertility: TETRAMUNE has not been evaluated for its carcinogenic, mutagenic poten-
tial or for impairment of fertility.
Pregnancy: Pregnancy Category C: Animal reproduction studies have not been conducted with TETRAMUNE. This product is not recom-
mended for use in individuals 7 years of age or older.
Pediatric Use: The safety and effectiveness of TETRAMUNE in children below the age of 6 weeks have ot been established.

For mnnumzatm af children 7 years of age or oider, Tetanus and Diphiheria Toxoids Adsorbed for Adult Use (Td) is recommended. Ii

) the pertussis exists, Diphtheria and Telanus Toxoids Adsarbed, for Pediatric Use (D) should be substituled in

children who have not reached their seventh birthday.

Full protection against the indicated diseases (tetanus, dightheria, pertussis, ang Haemophilus type b disease) is based on a full course of
immunizalion.

ADVERSE REACTIONS

The safety of TETRAMUNE has been evalualed in6.793 chilcren at 2, 4, and 6 months of age or at 150 18 months of age in three segarate
sites. The percent of doses adminislered associated with injection site reactions within 72 hours, or common systemic symptoms within
4 days, is summarized below:

% af Dases Associated wilh Symptoms
Infaniss Infants§ Toddlers
(542 doses) (7263 doses) {167 doses)
Local*
Erythema H 19 40
Pain/Tenderness 2 ki )
Swelling 2 2 43
Warmlh 16 - 3
Systemict
Fever 233.0°C 2% 40 k]
Irtitability 42 £ 4
Drowsiness 2% - 9
Restless sleep - 28 -
Loss of appetite - 4 -
Vomiting 5 2 1
Diarrhea 9 1 10
Rash 3 - 0

* within 72 hours of immunization

t within 4 days of immunization

+ a separate multicenter safety and immunogenicity study, not a subset of the 7269 infant Kaiser Study

§ data for this study ail collected within 24 hours of immunization (percentages calcuiated from a range of 7269 to 7500 doses) in the Kaiser
Permanente Satety and Immunogenicity Study

¥ pesceived fever

Based on review of the Kaiser-Permanente Medical Care Program utilization data base of hospitalizations (within 60 days) and emergency
roomvisits (within 30 days of immunization) in 6,497 infants who receivec TETRAMUNE, the most comman reasons for seeking care include:
trauma, viral illness, ang respiratory illnesses (eg, upper respiratory infectin, olitis media, bronchitis/bronchiolitis, and preumania). One
child wha received TETRAMUNE became transiently pafe and tremutaus without loss of responsiveness 4 hours afler immunization and was
haspilalized with a diagnosis of seizure. No other hospital visits for seizure or hypolonic, hyporespansive episodes wese teporied within
72 hours of immunization. These results were ol diflerent fram those observed in 3,935 infants wha received DTP and HbOC at separale
injection sites.

As with other aluminum-containing vaccines, a ndule may occasionally be palpable at the injection site for several weeks. Although not
seen in studies with TETRAMUNE, sterile abscess formation or subculaneous atrophy al the injection site may also accur.

The following significant adverse events have occurred following administration of DTP vaccines: persistent, incansolable crying
>3 hours (17100 doses), high-pilched, unusual erying (1/1000 dos&sg‘ fever =40.5°C {105°F) (1/330 doses), Iransient shock-ike (hypo-
tonic, hyporespansive) episode {1/1750 doses), convulsions (1/1750 doses).

The ACIP states: “Although DTP may rarely produce symptoms that seme have classified as acute encephalopathy, a causal refation
between DTP vaccine and permanent brain damage has not been demanstrated. If the vaccine ever causes brain damage, the occurrence of
such an event must be exceedingly rare. A simifar conclusion has been reached by the Committee on Infectious Diseases of the American
Academy of Pedialrics, the Child NeumlaggSocieu. the Canadian National Advisary Commitiee on Jmmunization, the British Joint Commit-
tee on Vaccination and Immunization, the British Pediatric Association, and the Institute of Medicine.”

The occurrence of sudden infant death syndrome (SIDS) has been reported foliowing adminisiration of OTP: However, a large case-control
sludy in the US revealed no causal relationship between receipt of DTP vaccine ang SIDS. A recent siudy of 6,437 infants in northermn
California found no'increase in the rate of SIDS among TETRAMUNE recipients

Onset of infantile spasms has occurred in infants whe have recently received OTP or DT. Analysis of data from the National Childhood
Encephalopathy Sludy on children with intantile spasms showed thal receipt of preparations conlaining diphiheria, letanus, and/or pertussis
antigens was nol causally related to infantile spasms. The incidence of onset of infantile spasms increases al 3 o 8 months of age, the time
period in which the second and third doses of DTP are qeneml!ngen Therafore, some cases of infantile spasms can be expected to be
refated by chance alone to recent receipt of vaccines containing DT

Bulging fontanel has been reported after TP immunization, although no cause and effect refationship has been established.

Cardiac effects and respiratory difficulties, including apnea, have been reported rarely foliowing DTP immunization.

Other events that have been reparted following administration of vaccines containing diphthena, tetanus, perlussis, or Haemophilus b
antigens include: urticaria, erythemamultiforme or other rash, arihralgias, and, more rarely, aseveveananhylam reaction (eg, urticaria with
swelling af the mouth, difficulty breathing, hypotension, or shock) and neurolegical complications, such as convuisions, encephalopathy,
and various mono- ang polyneurapaihies, including Guitlain-Barré syndrome. Permanent neurological diszbility and death have also been
reporteg rarely in lemparal relation to immunization although a causa relationship has ot been established.

COSAGE AND ADMINISTRATION

For lntramuscutar Use Only.
Sec DOSAGE AND ADMINISTRATION in full Prescribing Infarmation for complete dosing and precautionary information.
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How much of the information you share with
your patients really registers with them? After all,
they may be worried . . . preoccupied. They listen to
what you have to say, but do they hear you? By the
time they arrive home, they may remember less
than you'd like about their medical condition and
the treatment you've prescribed for them.

That’s why Roche Laboratories has redeveloped
its well-established Medication Education (ME)
program. The result? Appealing, easy-to-understand
booklets to reinforce the information you provide
when prescribing a Roche medication. And a
positive step in gaining adherence for your
treatment plan.

You've always had the answers . . . now have
them in hand. Whenever you prescribe a Roche
medication for a patient who counts on you, you
can count on ME — Medication Education
booklets — available to you free of charge. You'll be
giving your patients more than expert care, you'll be
giving them printed information they can refer to
— knowledge they can apply.

For details, ask your Roche representative about
the new ME or write to: Roche Medication
Education, Professional Services Department, 340
Kingsland Street, Nutley, NJ 07110-1199

NCE DT A GTEE LT

A Healthy Outlook on
Patient Education

S R VI R )

Copyright © 1993 Hoffmann-La Roche Inc. All rights reserved.
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OBJECTIVES

The Osler Institute
Family Practice Board Review Course
June 29-July 7, 1993 — Chicago

Winter, Spring and June-July, 1994 — To Be Announced

Now your most complete review for your Family Practice board exam

® Increase basic science and clinical knowledge in family practice
® Assist residents and fellows to organize study of family practice
® Prepare candidates to take family practice board examinations

¢ Provide family practicioners with a comprehensive review and update ® PRACTICE EXAMS for certification and recertification

METHODS

® HOME STUDY MATERIALS with a syllabus of questions
and answers — and assignments
® SEMINAR with projection slides and lecture-note syllabus

“The faculty was outstanding. The most pleasant thing was learning a tremendous amount,

not only from world-famous authorities, but from people who are relatively unknown as well. " *

1094 East Dawn Drive, Dept. 305

P.O. Box 2218

SURGERY Endocrine Faculty Jack Hall, M.D.
Acute Abdomen Diabetes Mellitus Methodist Hosp. of Ind.
Breast Diseases Thyroid Diseases Laura Akentzeg M.D. [ awrence LaPalio, M.D.
Trauma and Burns Parathyroid & Adrenal Vanderbilt University  [oyola Univ. of Chicago
Office Surgery Osteoporosis Michael AronoffMD.  p, Langehennig, M.D.
Sports Injuries Neurologic New York Med. College  Northwestern University
gﬂ"c; ({}rlthopedlcs Syncope and Strok,: Robert Ba}lk, M.D. Eleanor Lederer, M.D.
Ui?na To In(:grsxtinence Dizziness and Vertigo  Rush Medical College  University of Louisville
i Headache & Back Pain  Robert Baumann, MD. Raiph Licbling M.D.
PSYCHIATRY ~ Dementia &Parkinson’s - University of Kentucky  AbertEinsein C. ofMed
Depression and Mania . ci'Pa¢rat Neuropathy - pjap Blum, M.D. Victoria Maclin, M.D.
Schizophrenias Other Medical Topics  Baylor College of Medicine  Rush Medical College
Alcoholism & Drugs ~ Arthritis and Gout Susan Braithwalte, MD. Mary Massa, M.D.
Sexual Problems Allergy & Immunology | )3 Univ. of Chica i i
d . An & Coagul Yy 20 Loyola Univ. of Chicago
Obesity & Sleep Dis. cmia gulation Harry Bremer, M.D. Willk
Cancer Diagnosis . L . am Meyer, M.D.
MEDICINE Office Dermatology ~ oiv-Of Llinois, Urbana - National Inst. of Health
Cardiovascular Preventative Medicine Calvin Brown, M.D.  Sucha Nand, M.D.
Hypertension Community Medicine ~ Rush Medical College  Loyola Univ. of Chicago
Coronary Disease Ethical & Legal Issues Michael ]?mwn, M.D. Charles Osborne, Ed.D.
Congestive Failure Rush Medical College  George Washington Univ.
Valvular Diseases ~ PEDIATRICS Charles Bush-Joseph, MD.  David Plourd, M.D.
Rhythmn Disturbances O¢netics Rush Medical College  Sata Clara Valley Med. Ctr.
Lipid Abnormalities ~ Lmmunizations L.Charnas, M.D, PhD. John Pottage, Jr, M.D.
s Pediatric Infections . . 3
Thrombophlebitis . National Inst. of Health  Rush Medical College
Vascular Disease Diarrhea and other GI
. Seizures & Neurology David Chudwin, M.D.  Sandra Retzky, D.O.
Respiratory Heart Disease Rush Medical College ~ Rush Medical College
Adult Inf%ctlons . Child Abuse Ramesh Dhingra, M.D. Richard Sandler, M.D.
gsotggaa:n dEE});lgl;m Bebhavior Problems University of Illinois Rush Medical College
R M. A. Emanuele, M.D. Joseph Selliken, M.D.
Lungand Airway Ca.  OB.AND GYN.  Loycla Univ.of Chicago The Osler Institute
G.IL and G.U. Prenatal Care ;
Peptic Ulcer Disease ~ Gynecologic Infections I%g:ﬂjm%rvgm Imad Tabbara, Milj) ",
Liver and Gall Bladder Pelvic Pain ty  George Washingfon Univ.
Chronic Colon Disease  Amenorrhea John Fildes, M.D. Wendell Wall, Jr, M.D.
Rectal-Anal Problems ~ Abnormal Bleeding ~ UniV- of Ilinois, Chicago  Univ. of North Dakota
Urinary Infections Contraception Peter Fink, M.D. Michael Warso, M.D.
STD’s and AIDS Infertility Rush Medical College ~ Univ. of Illinois, Chicagp
Prostate Problems Menopause Uwe Goehlert, M.D. Syed Zaidi, M.D.
Renal Stones & Failure Gynecologic Cancer  Baltimore, Maryland Rush Medical College
' Limited Enrollment: Family Practice Review Registration
1 Name
i Address
E City/State/Zip
+ Phone
: . For: [J June 29-July 7, 1993 —~ Chicago
[ ]
; Mail today to: O Winter1994 [ Spring 1994
: The Osler Institute O June - July, 1994
:
‘

Terre Haute, IN 47802-0218

[0 Check enclosed for $
O Please send FREE SAMPLE

“...remarkably complete and pleasant.”*

COURSE AND GUARANTEE TO PASS:
Home study questions will be sent before the
course. The course will include case reviews and
lectures with slides and syllabus. You may take
parts of the course for a reduced fee in any
combination of half days. Based on our experi-
ence, we are so confident in the quality of our
course that we guarantee: if you take this entire
course and fail your next Family Practice certi-
fication or re-certification exam, you may repeat
the course once for FREE.

“Accommodations were comfortable....”*

LOCATION: The Chicago course will be atthe
Lisle/Naperville Hilton, 3003 Corporate West
Drive, Lisie, Lllinois. Our group room rates are
$88 for a single room and $160 for a double room.

“... and those little extras....”*

DISCOUNT AIRFARES: Please call toll-free
(800) 356-7537 for our group rates.

“...the most education for the money.”*
ACCREDITATION: This program has been re-

viewed and is acceptable for 88 prescribed hours
by the American Academy of Family Physicians.

“The faculty was outstanding....”*

FEES FOR A.A.F.P. PRESCRIBED HOURS:
Physician or Resident Phy. Res. hrs.

® Full nine day course: $1080 $720 88
Repeating within two years: $540 $540 88

® Half days (your choice): $ 75 $ 50 5

® Add 10% within 10 days of the course.

® Not in course hotel package add $25 per day.

® A $50 deposit will reserve your position.

“...home study material was extremely helpful. ”*

REFUNDS: Subject to $50 fee, refunds will be
made until the seminar begins.

“] feel [the course] helped me pass ....”*

INFORMATION:

Family Practice Board Review Course
Joseph H. Selliken, Jr., M.D.
1094 East Dawn Drive, P.O. Box 2218
Terre Haute, IN 47802-0218

Call Today:

(800) 356-7537 or (812) 299-5658

*Comments by Osler participants



LOZOL® (indapamide) 2.5 mg tablets
BRIEF SUMMARY

INDICATIONS AND USAGE: LOZOL (indapamide) s indicated for the treatment ol
Iypertension, alone of in combination with other antihypertensive drugs, and for the
Ireatment of sait and Nuid retention associated with congestve heart failure

Usage in Pregnancy See PRECAUTIONS

CONTRAINDICATIONS: Anuria, hypersensinty 10 mdapamide o other sulfonamide-
denved drugs
mnhwmcmumemmmmmbywm
have been reported with the use of recommended doses of indapamide primariy in
elderly lemales. Symploms were reversed by electrolyle replenshment |see
PRECAUTIONS). Hypokalemia occurs commonty with diuretics (see ADVERSE
REACTIONS, hypokalemia), mmmmmmu In general
thurebcs should not be given wilh ithium.

PRECAUTIONS: Perform serum electrolyle determmabions at appropriate mntervals.
especially m pabents who are vomiting excessevely of recening parenteral fisds, in
pabents subject to electrobyle imbaiance, or i pabents on 3 sal-restricied det In
andibon, pabents should be observed for chrecal signs of fuid or electrolyte
imhalance, such as hyponatremia, hypochioremic alkaloss, or hypokaiemia. The rsk
of hypokalemia secondary 1o diuress and natriuresss is increased with Larger doses,
witf brisk dwresss, with severe cirthoss, and with concomitant use of conticosierods
o ACTH. Interference with adequate oral intae of electrolyles wil also contribute 1o
hypokalemia. Hypokalemia can sensibze o exaggerals the response of the heart o
the tmac effects of digitais, such a5 increased veniricular

Dilutional hyporiatremya may OCCL in edematous pabients. appropnate reatment
usualy water restrichion. in actual salt depletion, appropriate replacement & the
treatment of choice. Chionde deficit & wsually mild, not requiring specific treatmert
except in exiraordwnary crcumstances [iver, renal dsease|

Hyperuricemia may occur, and frank gout may be preciptated in certan pabents
recenang indagamde. Serum concentrabions of wnc acd should be monitored

penodcaly

Use with caution in patients with severe reral drsease; consider wiihhoiding or
discontinuing i progressive renal imparment  observed Renal funcbon tests should
be performed
wgnmmnmnmﬂwﬁmmmmwwmmmn.
Snce minor aerations of ud and siectolyte baance may preciptate hepatic coma
Latent diabetes may become mantest and insulin requrements in diabebc patents may
be altered during thande administration. Serum concentrations of glucose should be
monitored roubngly during treatment with indapamide

A safety profile that works in concert with other
antihypertensive agents

In limited controlled trials, no notable change in the nature
or frequency of adverse reactions was shown when LOZOL
was combined with other antihypertensives. LOZOL is well

tolerated and does not adversely affect lipids.'

Dyazide* or Maxzide,’

" And unlike

there may be no increased risk of

hyperkalemia when LOZOL is used in combination with

ACE inhibitors.

ONCEA DAY

2 51miqg

INIARANIE 607

PERFORMS WITH CONFIDENCE

* Dyazide (tnamterene-hydrochlorothiazide ), 2 potassium-sparing
diurenic, is o registered trademark of SmithKline Beechum
Pharmaceuticals

¥ Maxzide (tramterenc-hvdrochlorothiazide), o potassium-sparing
diuretic, is a registered trademark of Lederle Laboratories.

Please see brief summary of prescribing information below

Thiandes have exacerbated or actvaled systemic upus erythematosus. Consider thes

possibity with indapamide

DRUG INTERACTIONS: LOZOL may add o or potentiate the acton of other

anthypertensive drugs. The anthypertensive effect of the drug may be enhanced i the
pabent. may decrease artenal responsveness i

rorepmephrine, but ths does nol preclude the 52 of norepinephirine

I mouse and ral etime carcinogenicily studies, there were no significant differences

in the incdence of tumors between the indapamide-treated anmals and the control

Groups.

Pragnancy Category B Duurebcs cross the placental barmier and appear in cord blood
Indapamide shouid be used dunng pregnancy only if clearly nesded. Uise may be
associted with fetal o neonatal pundice, thrombocyiopens, and passbly other
adverse effects that have occurmed in adults. 1 is nol known whether thes drug
excreted in human mil. 1f use of hes drug & deemed essential, the patent should stop
Pursing

ADVERSE REACTIONS: Most adverse effects have been mid and transent. From
Phase |l placebo-controlied studkes and long-term controled clmcal irials, adverse
Teachons with = 5% cumulative inodence; headache. dipness, fabigue, weakness, ioss
af energy, lethargy, redness or malase, muscle cramps of spasm of numbness of the
mmmmlgm irritabiity or agitabon; < 5% cumulative

m hydrochiorothiande, however, lﬁﬂmmm
25 mg, 72% of patients receving indapamide 5 my, and 44% of patients recenving
ydrochiorothiande 50 mg had af least one potassum value {out of 2 total of 11 taken
during the study) beiow 3.5 mEq/L. O the indapamide 2.5 mg group. over

50% of those paents retumed 1o normal Serum potassium values wihoul mterventon

q:wmrrmm qumm Mmmnwmpun

CAUTION: Federal |L1S A.) law prohibis despensing without prescripbion
Keep bghtly closed Store af room temperatire. Avod excessive heat
[ispense in tight containers as defined i USP

See product crcudar for full prescribing inkormiation. Rewised: March 1992

References: 1. Baling 5, Vukovich RA, Neiss ES, et al: Long-term expenence with
Indapamide. Am Haart J 1983,106(1, Part 2:258-262. 2 Meyer-Sabellek W, Gotzen R
Hetz J, et ai: Serum lipoproten levels during long-tem treatment of hypertension with
Indapamide. Hypertension 1985;T{Suppl I):170-174. 3. Horgan JH, 0'Donovan A, Teo
KK: Echocardiographic evauation of it ventricular function in patients showing an anti-
hypertensive and biochemical response to indapamide. Postorad Med J 1981; 57iSuppl
264-67. 4. Scalabring A, Galeane F, Guuntoli F, et af: Clinical investigation on long-
term effects of indapamide in patients with essential hypartension. Curr Ther Res
198435011722
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Novo Nordisk

The world’s first
premixed, prefilled
insulin syringe

Novolin 70/30
Prefilled,

70% NPH, Hurman Insulin
Isophane Suspension and

30% Regular, Human Insulin Injection
(recombinant DNA origin)
Ina 1.5 mL prefilled syringe

Novolin: 70/30 Human Insulin
(recombinant DNA origin)

A Mult-Use, Disposable Syringe

Contains A Total Of 150 Units Of
Insulin Per Syringe

Up To 58 Units Maximum Dose

Another Evolution In Diabetes Care
From Novo Nordisk

WARNING: ANY CHANGE IN INSULIN
SHOULD BE MADE CAUTIOUSLY AND
ONLY UNDER MEDICAL SUPERVISION.
Novolin 70/30 Prefilledm shown with PenNeedles disposable
needle attached. PenNeedles sold separately.

Novolins, PenNeedles, and Novolin 70/30 Prefilledn

are trademarks of Novo Nordisk A/S,

21993 Novo Nordisk Pharmaceuncals Inc.
200-63 February 1993 Printed in U.S.A.

I recall very early in childhood hearing my family discuss
the state of Georgia’s proposal for erecting a statue to honor
Dr Long in the US Capitol Statuary Hall. My next im-
pression occurred when I was able to visit and see Dr
Long's statue in the Statuary Hall in Washington, DC. In
1937, 1 entered the University of Georgia in Athens, a few
miles from Jefferson where Dr Long's office was located,
and 1 had the opportunity to visit his office and see some
of his equipment. His office is now a historical landmark,
and there are some 30 books, many papers, letters,
and other materials available in the Athens libraries on
this subject.

The continued esteem in which the people of
Georgia hold Dr Long is again being expressed in the
designation of his hospital namesake, The Crawford W.
Long Hospital (a unit of Emory University), as the of-
ficial hospital for the 1996 Olympics. This honors Dr
Long as the first person to use ether anesthesia for the
alleviation of pain during surgical procedures. This re-
mains my bias.

Today, as a physician and medical researcher, 1 re-
luctantly admit that 1 could not find any announcement
of Dr Long’s discovery or any published results in a rec-
ognized medical journal until some years after his dis-
covery. The real truth may never be known.

In spite of the controversy, Dr Long’s legacy contin-
ues to inspire the people of Georgia, and many others, as
a great human being and one of the major early players
in the alleviation of surgical pain.

Curtis G. Hames, MD

Evans County Health Department
Heart Research Project

Claxton, Ga
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200mg/300mg
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ETODOLAC

SEE PACKAGE INSERT FOR FULL PRESCRIBING INFORMATION.
INDICATIONS AND USAGE: Lodine (etodolac) is indicated lor acute
and long-term use in the management ol signs and symptoms ol

osteoarthritis. Lodine is also indicated for the manauernem of pa-n

CONTRAINDICATIONS: Hypersensitivity to Lodine. Do not
give it Lodine, aspirin, or ather NSAIDs have induced asthma,
rhinitis, urticaria, ot other allergic reactions since fatal
asthmatic reactions have been reported in such patients.
WARNINGS: RISK OF GASTROINTESTINAL (G1)
ULCERATION, BLEEDING, AND PERFORATION WITH
NSAID THERAPY: Serious Gl toxicity (e.g., bleeding, ulceration,
perforation) can occur al any time, with or without waming symgtoms, during
chronic therapy. Minor upper GI problems are common early in therapy but
physicians should remain alert for ulceration and bleeding even without
previous Gl-tract symptoms. Occusrence of sefious GI toxicity is about 1%
atter 3 to 6 months of therapy, 2% lo 4% afer 1 year. Patients should be
informed of signs and symptoms of serious GI toxicity and what to do if they
occur, Studies have failed 1o identily a patient subset not at risk for peplic
ulceration and bleeding. Prior history of serious Gl events and ofher risk
factors of peptic ulcer disease {e.g., alcoholism, smoking, eic.) are associated
with increased risk. Elderly or debilitated patients tolerate ulceration or
blesding less well and have more fatal GI events. High doses probabiy carry a
qreater risk, Consider benefit versus risk (of GI taxicity) in prescribing higher
recommended doses. PRECAUTIONS: Renal Effects: Like other NSAIDS,
long-term administration of etodolac to rals has resulted in renal papillary
necrosis and other renal medullary changes. Renal pelvic transitional
epithelial hyperplasia, a spontaneous change occurring with variable
frequency, was observed with increased Irequency in treated male rls in a 2-
year chronic study, The cause-eflect relationship to etodolac has nol been
established. A second form of renal toxicity is seen in patients with conditions
in which renal prostaglandins support the maintenance of renal perfusion. In
these patients, NSAIDs may cause a dose-dependent reduction in
prostaglandin formation and renal blood flow which may precipitate overt
renal failure. Patients with impaired renal o hepatic tunction, hean lailure,
those on diuretics, and the elderly are at greatest risk. Discontinuation of
NSAIDs is usually foliowed by recovery. Etodolac metabolites are eliminated
primarily by the kidneys. The extenl of inactive glucuronide metabolite
accumulation in renal failure patients has not been studied. As with other
drugs whose metaboliles are excreted by the kidney, the possibility that
adverse reactions {not listed in ADVERSE REACTIONS) may be altributable
1o these metabolites should be considered. Hepatic Effects: Borderline
elevations of liver tests may ocour in up 1o 15% and may disappear, remain
unchanged, or progress with continued therapy. Patients with symptoms
and/or signs suggesting liver dystunction, or in whom an abnormal liver test
has octurred, should be evalualed further as serious hepatic reactions have
been reported, Such reactions are rare, bt Lodine should be discontinued i
abnormal liver lests persist or worsen, if clinical signs and symploms
consistent with liver disease develop. or Il syslemic manitestations occus
{e.q., eosinophilia, rash, etc.). Hematological Effects: Anemia, which may
be due to Tuid retention, GI blood loss, of an effect upon enythvopoiesis, is
somelimes seen in patients receiving NSAIDs. Hemoglobin-or hematocrit
should be checked it signs or symptoms of anemia develop. Drugs which
inhibit prostaglandin biosynthesis may interfere with platelet function and
vascular responses to bleeding. Carefully observe patients on Lodine who
may be adversely affected by such actions. Fiuid Retention and Edema:
Fluid retention and edema have been observed in some patients; therefore,
use with caution in those with fluid relention, hyperension, or heart failure
Information for Patients: Physicians should discuss potential risks (see
WARNINGS, PRECAUTIONS, ADVERSE REACTIONS) and likely benefits
wilh patients, especially when olher drugs offer an acceptable altemative for
less serious conditions. Laboratory Tests: Serious Gl-tract ulceration and
bieeding can occur without waming symptoms; observe chronically treated
patients. for signs/symploms of uiceration and bleeding and inlorm them of
he importance of this loflow-up. Drug Interactions: Anlacids:
Concomitant antacid administration has no apparent effect on the extent of
Lodine (etodolac) absorption or its lime-to-peak, However, antacids can
decreasa I paak concentraltion reached by 15-20%. Aspirim: Concomitant
aspirin administration is not generally ded because of the potential
lor increased adverse effects Warlarin: Given concomitantly with Lodine
results in reduced protein binding of warfarin, but no change in free wartarin
clearance. There is no significant difference in the pharmacodynamic efect of
warfarin administered alone o with Lodine as measured by prothrombin time.
Concomitant therapy should not require dosage adjustment ol either drug;
however, exercise caution because interactions have been seen with other
NSAIDs. Diuretics: Lodine has no apparent pharmacokinetic interaction
when administered with lurosemide or hydrochiorathiazide; nor does Lodine
atenuate the diuretic response of either drug in normal volunteers. Use with
caution in patients receiving diuretics who have cardiac, renal or hepatic

J Rapid onset of action
— 30 minutes'

(1 Effective relief of pain
and inflammation’

1 Up to 1,200 mg per day:
—convenient main-
tenance dosing for
chronic pain

—q 6 to 8 hours prn
for acute pain

d As well-tolerated in
older as in younger
adult patients™*

*Safety in children has not been established. In
patients 65 years and older, no substantial differ-
ences in the pharmacokinetics or side-effects
profile of LODINE were seen compared with the
general population.

lailure (see Renal Effects). Cyclosporine, Digoxin, Lithium,
Methotrexate: Through efiects on renal prostaglandins, Lodine (etodolac)
may cause changes in elimination of these drugs leading 1o elevated serum
levels of digoxin, lithium, and methotrexate and increased loxicity
Cyclosporine-associated nephrotoxicity may also be enhanced. Protein
Binding: fn vifro studies show that the etodolac free fraction is not

chromatid abnormalities. No impairment of fertility in rats was seen with oral
doses up to 16 mg/kg, however, reduced implantation of fertilized eggs
occurred in the 8 markg group. (See Package Insert for details)
Teratogenic Effects: Pregnancy Catagory C: In teratalogy studies, isotated
occurrences of limb development allerations were found, including
polydactyly, oligodactyly, syndactyly, and unossified phalanges in rats and
oligodactyly and synostosis of metatarsals in rabbits. The krequency and
dosage group distribution of these findings did not establish a clear drug or
dose-response refationship. Uise nol recommended in pregnancy. Labor and
Delivery, Nursing Mothers, Pediatric Use: Safely has not been
established in these patients, therefore s use is not recommended. Geriatric
Population: Bacause of Lodine’s pharmacokinetic and side eflect profiles, no
dosage adjustment s generally necessary in the elderty, Exercise caution,
however, when increasing the dose because the elderly seem to tolerate
NSAID side effects Jess well than younger patients. (See Pharmacokinetics in
Package Inserf) ADVERSE REACTIONS: Information was derived from
2,629 arthritic patients on Lodine in double-blind and open-iabel clinical
trials lasting 4 1o 320 weeks and worldwide post-marketing surveillance
studies in about 60,000 patients. Most adverse reactions were mild and
transient; 9% discontinued therapy due to adverse evenis. New patient
complaints (with incidence = 1%) are listed below by body system,
Incidences were determined from clinical trials involving 465 patients with
osteoarthritis on 300 to 500 mg of Lodine (etodolac) BID (i.e., 600 to 1000
mg per day) Incidence > 1% - Probably Causally Related: Body as a
whole: Chills and fever. Digestive system: Dyspepsia (10%), abdominal
pain', diarthea’, atulence’, nausea’, constipation, gastritis, melena, vormating.
Nervous system: Asthenia/malaise!, diziness', depression, nenvousness.
Skin and appendages: Pruritus, rash. Special senses: Blurred vision,
linnitus. Urogenital system: Dysuria, urinary frequency. ‘Drug-refated

patient complaints occurring in 3-9% of patients treated with Lodine. Drug-
related patient complaints occurring in lewer than 3%, but more than 1%, are
unmarked. Incidence < 1% - Probably Causally Related (Adverse
reactions reported only in worldwide postmarketing experience, not seen in
clinical trials, are considered rarer and are jtalicized): Cardiovascular
system: Hypertension, congestive heart failure, flushing, palpitations,
syncope. Digestive system: Thirst, dry mouth, ulcerative stomatitis,
anorexia, eructation, elevated liver enzymes, hepalitis, jaundice, PUB, ie.,
peptic ulcer with or without bieeding and/or perforation. Hemic and
lymphatic system: Ecchymosis, anemia, thrombocyfopenia, bleeding time
increased. Mietabolic and nutritional: Edema, serum creatinine increase.
Nervous system: Insomnia, somnolence. Respiratory system: Asthma
Skin and appendages: Angioedema, Sweating, urticarna, vesiculobullous
rash, cufaneous vasculitis with purpura, Stevens-Johnson Syndrome,
hyperpigmentation. Special senses: Photophobia, transient visual
disturbances. Incidence < 1% - Causal Relationship Unknown
[Medical events occurming under circumstances where causal relationship fo
Lodine (etodolac) is uncertain, These reactions are listed as alerting
information for physicians]: Body as a whole: Inlection. Cardiovascular
system: Arrthythmias, myocardial infarction. Digestive system:
Esophagitis with or without stricture or cardiospasm, colitis, Hemic and
lymphatic system: Leukopenia. Metabolic and nutritional: Change in
Bronchitis, dyspnea, pharyngitis, rinitis, sinusitis. Skin and Appendages:
Maculopapular rash, alopecia, skin peeling, photosensitivity. Special
Senses: Conjunctivitis, deafness, taste perversion. Urogenital System:
Cystitis, hematuria, leukorrhea, renal calculus, interstitial nephritis, uterine
bleeding iregularities. DRUG ABUSE AND DEPENDENCE: Lodine is a
non-narcobic drug; animal studies indicate that it has no addiction potential in
humans. OVERDOSAGE: Symploms ol acute NSAID overdose are usually
lirmited to lethargy, drowsiness, nausea, vomiting, and epigastric pain which
are generally reversible with supportive care. GI bleeding and coma have
occurred following massive ibuprofen or mefenamic acid overdose
R;penem‘mn acute renal failure, and respiratory depression are rare.

significantly aflered by acetaminophen, ibuprolen, indomethacin, nap
piroxicam, chiorpropamide, glipizide, glyburide, phenytoin, and :lnhmwd
However, phenylbutazone causes it to increase (by about 80%). Despite lack
of in vivo data regarding phenylbutazone's effect on etodolac clearance,
phenylbutazone coadministration is not recommended. Drug/Laboratory
Tes! Interactions: A false positive reaction for urinary bilirubin (urablin)
may occur dug 1o the presence of phenalic metabolites of etodolac. Diagnostic
dip-stick methodology lo detect urinary ketone bodies has occasionally
resulted in faise positive findings. Generally, this is not associaled with other
clinically significant events; no dose-relationship has been observed. Lodine
therapy is associaled with a small decrease in serum uric acid levels. In
clinical trials, mean decreases of 1-2 mg/dL were observed in arthritic patients
after 4 weeks of elodolac (600 mg 1o 1000 mofday). Levels then remained
stable for up to one year of therapy. Carcinogenesis, Mulagenesis, and
Impairment of Fertility: No carcinogenic effect was observed in mice or
rats al doses studied. Elodokac was not mutagenic in i vilro o in vivo animal
studies; however, some, but not all, human in witro data showed some

Reference: 1, Data on file, Wyeth-Ayerst Lab ies; LODINE® P

© 1992, Wyeth-Ayerst Laboratories.

bing Information.
63533

have been reported with therapeutic ingestion of
mmwmmmmmmmwmm
supportive; there are no specific antidotes. Gut decontamination, via emesis
and/or activated charcoal with an osmolic cathartic, may be indicated in
symplomatic patients seen within 4 hours or following a large overdose.
Forced diuresis, alkalinization of the urine, hemodialysis or hemoperfusion
would probably not be useful due to elodolac’s high protein binding
DOSAGE AND ADMINISTRATION: Analgesia: For acute pain, 200
1o 400 mg every 6-8 hours, as needed, not to excesd a lolal daily dose of
1200 mg. Total daily dose should not exceed 20 kg in patients weighing
60 kg of less. Osteoarthritis: fnitially B00-1200 mg/day in divided doses,
Tollowed by dosage adjustment within the range of 600 1o 1200 mg/day given
In divided doses: 400 mg TID or BID; 300 mg QID, TID, or BID; 200 mg QID
or TID. Total daily dose should not exceed 1200 mg. For patients weighing
60 kg or less, total daily dose should not exceed 20 mg/kg
llllﬂ SIIPH.IEIJ 200 and 300 mg capsules. Protect from moisture.

WE
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Strong Relief

{ Whenever You Need It

O Flexible dosing provides consistent pain relief

0 Maximum dose 1,200 mg/day

@ Effective maintenance dose as little as 600 mg/day

4 Rapid onset of action...30 minutes’

3 Favorable safety profile in younger and older adult patients'..
Mor  @Rrenat @’Hcepatic¢

FIRST-LINE THERAPY FOR PAIN AND OSTEOARTHRITIS

200mg/300mg

CAPSULES B— O[)OMC

Strong on pain, easy to live with

*Safety in children has not been established. In patients  "As with other NSAIDs, the most frequent complaints ~ *As with other NSAIDs, rare renal and hepatic
65 years and older, no substantial differences in the relate to the Gl tract. In patients treated chronically reactions have been reported. Please see
pharmacokinetics or side-effects profile of LODINE with NSAID therapy, serious Gl toxicity such as “Precautions” section of prescribing information.
were seen compared with the general population. perforation, ulceration, and bleeding can occur.

Please see next page for brief summary of prescribing information.



In Mild Hypertension'

Dependable Control
Is Shaped Like This

Effective in mild hypertension'*f

Excellent safety profile'

Potassium and magnesium conservation'

Prescribe the Shape to Remember

“MAXZIDE25 MG

Triamterene 37.5 mg /Hydrochlorothiazide 25 mg

* Normalization of diastolic BP (<90 mmHG) in 79% of mildly hypertensive patients within 4 weeks.

+ MAXZIDE-25 MG is indicated for the treatment of hypertension or edema in patients who develop
hypokalemia on hydrochlorothiazide alone or in whom the development of hypokalemia cannot be risked.

®Unique tablet shape is a registered trademark of American Cyanamid Company
Please see adjacent page for Brief Summary, including WARNINGS, CONTRAINDICATIONS, and ADVERSE REACTIONS.




“Dispense As Written’

’

Prescribe the Shape to Remember

= MAXZIDE 25 MG

Triamterene 37.5 mg /Hydrochlorothiazide 25 mg

MAXZIDE® and MAXZIDE®-25 MG Tablets
Triamterene and Hydrochlorothiazide

Brief Summary
Please see package insert for full prescribing information

INDICATIONS AND USAGE
This fixed combination drug is not indicated for the initial therapy of edema or
hypertension except in individuals in whom the development of hypokalemi

cannot be risked.

CONTRAINDICATIONS

Elevated serum potassium levels (=5.5 mEg/L). Discontinue if hyperkalemia develops
Concomitant use with other potassium-sparing agents. Concomitant potassium supple-
mentation. Anuria, acute and chronic renal insufficiency, significant renal impairment
Hypers ity 10 either component or to other sulfonamide-derived drugs

WARNINGS

Hyperkalemia: Abnornial elevation of serum potassium levels (=5.5 mEg/L) can
occur with all potassium-conserving agents including MAXZIDE. Hyperkalemia is more
likely 10 occur in patients with renal impairment, diabetes (even without evidence of
renal impairment), or elderly or severely ill patients. Since uncorrected hyperkalemia
may be fatal, serum potassium levels must be monitored at frequent intervals, especially
in patients first receiving MAXZIDE, when dosages are changed, or with any illness that
may influence renal function

Obtain ECG if
ately if hyperkalemia is present. If the serum potassium level exceeds 6.5 mEg/L, more
vigorous therapy is required. Avoid MAXZIDE in diabetic patients. If used, monitor serum
electrolyes. Awid in severely ill patients in whom respiratory or metabolic acidosis may
occur, Il MAXZIDE is used, frequently evaluate acid/base and serum electrolytes.

Use cautiously, if at all, with angiotensin-converting enzyme (ACE) inhibitors
(See PRECAUTIONS, Drug Interactions.)

PRECAUTIONS

Monitor for fluid or electrolyte imbalances at appropriate intervals. Do frequent serum
and urine electrolyte determinations (especially when the patient is vomiting or receiving
parenteral fluids). Dilutional hyponatremia may occur in edematous patients in hot weather,
appropriate therapy usually is water restriction. In actual salt depletion, appropriate replace-
ment is the therapy of choice

Hypokalemia may develop with thiazide therapy, especially with brisk diuresis, when severe
cirrhosis is present, or during concomitant use of corticosteroids, ACTH, amphotericin B or
afier prolonged thiazide therapy.

Interference with adequate oral electrolyte intake will also contribute to hypokalemia.
Hypokalemia can sensitize or exaggerate the response of the heart to the toxic effects of
digitalis (eg, increased ventricular irritability)

MAXZIDE may produce an elevated blood urea nitrogen level (BUN), creatinine level, or
both. Elevations in BUN and creatinine levels may be more frequent in patients receiving
divided dose diuretic therapy. Discontinue if azotemia increases

Use with caution in patients with impaired hepatic function or progressive liver disease
and in patients with histories of renal lithiasis. Triamterene is a weak folic acid antagonist
Periodic blood evaluations are recommended. Hyperuricemia may occur or acute gout may
be precipitated in certain patients receiving thiazide therapy. The thiazides may decrease
serum PBI level without signs of thyroid disturbance

Calcium excretion is decreased by thiazides. Pathological changes in the parathyroid
gland with hypercalcemia and hypophosphat have been observed in a few patients
on prolonged thiazide therapy. Discontinue thiazides before conducting tests for para-
thyroid function

Insulin requirements in diabetic patients may be changed. Thiazides may cause manifesta-
tion of latent diabetes mellis. Se y reactions to thiazides may occur in patients with or
without a history of allergy or bronchial asthma. Possible exacerbation or activation of
systemic lupus erythematosus by thiazides has been reported

Thiazides may add to or potentiate the action of other antihypertensive drugs. Thiazides
may decrease arterial responsiveness to norepinephrine. Thiazides have also been shown to
increase responsiveness 1o ubocurarine. Diuretics reduce renal clearance of lithium and
increase the risk of lithium toxicity.

Acute renal failure has been reported in a few patients receiving indomethacin and other
formulations containing triamterene and hydrochlorothiazide. Caution is therefore advised
when administering nonsteroidal anti-inflammatory agents with MAXZIDE.

Use potassium-sparing agents very cautiously, if at all, in conjunction with angivtensin-
converting enzyme (ACE) inhibitors due to a greatly increased risk of hyperkalemia.
Monitor serum potassium frequently

MAXZIDE may interfere with quinidine measurement
Carcinogenesis, Mutagenesis, Impairment of Fertility: Studies have not been per-
formed to evaluate the mutagenic or carcinogenic potential of MAXZIDE.
Hydrochlorothiazide: Two-year feeding studies in mice and rats conducted under the
auspices of the National Toxicology Program (NTP) uncovered no evidence of a carcino-
genic potential of hydrochlorothiazide in female mice (at doses of up to approximately

signs and symptoms of hyperkalemia occur. Discontinue MAXZIDE immedi-

MAXZIDE® and MAXZIDE®-25 MG Tablets
Triamterene and Hydrochlorothiazide

600 mg/kg/day) or in male and female rats (a1 doses of up to approximately 100 mg/kg/day)
The NTR, however, found equivocal evidence for hepatocarcinogenicity in male mice

Hydrochloruthiazide was not genotoxic in ém péfro assays using strains TA 98, TA 100,

TA 1535, TA 1537 and TA 1538 of Salmonella typhimurium (Ames assay) and in the Chinese
Hamster Ovary (CHO) test for chromosomal aberrations, or in in vive assays using mouse
germinal cell chromosomes, Chinese hamster bone marrow chromosomes, and the Dro-
sopbila sex-linked recessive lethal trait gene. Positive test results were obtained only in the
in vifro CHO Sister € atid Exchange ( clastogenicity) and in the Mouse Lymphoma Cell
(mutagenicity) assays, using concentrations of hydrochlorothiazide from 43 to 1300 g/mL,
and in the Aspergillus midulans nondisjunction assay at an unspecified concentration.

In rat and mice studies, hydrochlorothiazide, given in the diet in doses up to 100 mg/kg
and 4 mg/kg prior W conception and during gestation, had no adverse effects on the fertility
of either sex
Triamterene: Studies have not been performed 10 determine the carcinogenic or mutagenic
potential of triamterene. Reproductive studies have been performed in rats at doses up to
30 times the human dose and have revealed no evidence of impaired fertility.

Pregnancy Category C: Teratogenic Effects—Animal reproduction studies have not been
conducted with MAXZIDE. It is also not known if MAXZIDE can cause fetal harm when
administered 1o a pregnant woman

Hydrochlorothiazide: Swdies in which hydrochlorothiazide was orally administered w
pregnant mice and rats during their respective periods of major organogenesis at doses up to
5000 mg and 1000 mg hydrochlorothiazide/kg, respectively, provided no evidence of harm 10
the fetus. There are, however, no adequate and well-controlled studies in pregnant women.
Triamterene: Reproduction studies performed in rats at doses up 1o 30 times the human
dose have revealed no evidence of impaired fertility or harm to the fetus due to triamterene.
There are no adequate and well-controlled studies in pregnant women

Because animal reproduction studies are not always predictive of human response,
MAXZIDE should be used during pregnancy only if clearly needed.

Nonteratogenic Effects: Thiazides and triamterene cross the placental barrier and appear
in cord blood of animals. Anticipated benefit of the use of MAXZIDE should be weighed
against possible hazards to the {l'ylua'. including fetal or neonatal jaundice, thrombocytopenia
following thiazides, and possible other adverse reactions that have occurred in the adults
Nursing Mothers: Thiazides appear and triamierene may appear in breast milk. If use is
essential, the patient should stop nursing

Pediatric Use: The safety and effectiveness of MAXZIDE in children have not been established

ADVERSE REACTIONS

Side effects observed in association with the use of MAXZIDE, other combination products
containing triamierene/hydrochlorothiazide, and products containing triamterene or
hydrochlorothiazide include the following:
Gastrointestinal: jaundice (intrahepatic cholestatic jaundice), pancreatitis, navsea, appetite
disturbance, taste alteration, vomiting, diarrhea, constipation, anorexia, gastric irritation,
cramping. Central Nervous System: drowsiness and fatigue, insomnia, headache, dizziness,
dry mouth, depression, anxiety, vertigo, restlessness, paresthesias. Cardiovascular:
tachycardia, shortness of breath and chest pain, orthostatic hypotension (may be aggravated
by alcohol, barbiturates or narcotics). Renal: acute renal failure, acute interstitial nephritis,
renal stones composed of triamterene in association with other calculus materials, urine
discoloration. Hematologic: leukopenia, agranulocyiosis, thrombocytopenia, aplastic
anemia, hemolytic anemia and megaloblastosis. Ophthalmic: xanthopsia, transient blurred
vision. Hypersensitivity: anaphylaxis, photose v, rash, urticaria, purpura, necrotizing
i s (vasculitis, cutaneous vasculitis), fever, respiratory distress including pneumonitis.
Other: muscle cramps and weakness, decreased sexual performance and sialadenitis.
Whenever adverse reactions are moderate 1o severe, therapy should be reduced or withdrawn,
Altered Laboratory Findings: Serum Electrolytes: hyperkalemia, hypokalemia, hypona-
tremia, bypomagnesemia, hypochloremia (see WARNINGS, PRECAUTIONS). Creatinine,
Blood Urea Nitrogen: Reversible elevations in BUN and serum creatinine have been
observed in hypertensive patients treated with MAXZIDE. Glucose: hyperglycemia, glycosuria
and diabetes mellitus (see PRECAUTIONS). Serum Uric Acid, PBI and Calcium:
(see PRECAUTIONS). Other: Elevated liver enzymes have been reported in patients
receiving MAXZIDE.

Rev. 1/92
20892-92
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1. Schoaper HW, Maxwell MH: Efficacy and safety of triamterene/hydrochlorothiazide
combinations in mild sysiemic hypertension. Am J Cardiol. 1989,63:32B-368.
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l uPharmaceuhr:ar.l

@D !:HLE LABORATORIES
A Division of American Cyanamid Company
February 1993 8511-21R

Wayne, New Jersey 07470
© 1993 Lederle Laboratories




-Ns &

(butorphanol fartrate) Nasal Spray T

- cpray on

51 900 g oo

: ; to O r

Acute Pain Relief, f;‘, gin! "_;;;,,g:
Delivered in Minutes b p 8 hours

dot? e

PEN
Briel Summary
INDICATIONS
ﬁﬂwlmmmlmmsmmmmmmﬂwnmvaammmhw
CONTRAINDICATIONS
STADOL NS is i in patients hyp itive to butorp tartrate or the preservative benzethonium chioride.
WARNINGS
mummmmmm niot recommendad for usa in patients dependent Such
fients should have an period of withdrawal from opioid drugs prior to W‘:‘nlmmmm‘w hﬂmiﬂpﬂ

hxmmmmmmmmﬁm.mmmw

mdummmﬁ mmmmummmmmmm lic analgesic
medication, cautian should be used muaﬂmmﬂhmmhﬂlilu ents. s

PRECAUTIONS

w Increased Intracranial Pressure

As with mumumhmmwlmuwmmwmmm
of fhe clinical course of mlm ries. In such

“ Lok mm injuries. In such patients, butorphanol

receving CNS active agents, or nts
mwm mdalynpahnts other
age patients suffering

Hepatic and Renal Disease

In patients with severs of renal diszase the initial dosage interval for STADOL NS should be increased to 6-8 hours undil the

hru;;umfnsmm Subsequent doses should be determined by patient response rather than being scheduled at

mammm n:wdwiﬂlhm o :
Because butarphanol may increase especialy circuil, the use of butarphanal in patients wit

acute intarction, or coronary insufficiency ummmmmmmramem

fits clearty outweigh the risk.

Severa hypertension has been rarely during butorphanol tharapy. In such cases, should be discontinued and

;!WWW drugs. Inmmmrﬂmm&wﬁ naloxone has also been reported

Drug Interactions

Coneurrent use of butorphanol with central nervous systam deg ia& ilizers, and antihis-

s i o sl s e o' it mmmwmmwmﬁm

an £
concamitantly with deugs that potentiats the action of ey ;

lhmmnmmam&m

#c), but
ulswm m noeded. g
mmgsrmmmmsmmmuummm

that affect metabolism of cimeth
W%mmmwwmwmamrwmw%m

nasal vasoconstrictor {oxymetazoling),

administration of
but ahsorption ks decreased mwm:muuamnmwwmmnsummm
vdlh.nr mmmm:msvasmmmr
Mo inf about the use.of b itly with MAD inhibitors.
Use in Ambulatory Patients
Drowsiness and d hmmdmhmulhmmdmnmwmmMr ical abilities required for the perfor-
mance of potentially hazardous tasks (.q., d maehha‘r ‘be told to use caution in such acth
Ities untif their individusl responses to

mmmhmﬂmmwm mewmﬂ& m depres-
S (.. donl, DS, TR, 0 aSNORS) ) el I s R ot T e &

Patients should be instructed wmmmdﬂmﬂ&

The carcinogenic Mghmﬂmﬂl ik been MH‘IIMMMM

&mﬂ mlmlnﬁlls i or E coll assays of in

:wmrmw had a reduced pregnancy rate, However, a similar effect was not observed
mazsmmhyﬂd {:,mml

heduled DNA synthesis and repair assays conducted

75 mg/sq.m.}
Pragnancy
Pregnancy Category C
m“mmmmmmmmmmwmmmwm
I rats treated mwhmmm aemmnmmh:m nfsﬂnhm mn??&
nan
&mwmwwwi 1 mg/sq.m. m nnzmmm} Whmmmmmm

Lahwullllﬁury
mmmummmuumqummmmmmmmumnmm

Wmmmnmmmmmuamtwmmw The amount an nfant
receive is probably clinically insignificant (estimated 4 microgram/iter of mother 2 mg IM four times 3 day).

there Is no cinical experience with the use of STADOL NS in mothers, it should be assumed that butorphanol will

o o e it il Ly 3

Pediatric Use
ﬂurmlsmmmmnrmmmmmwmmmmmwmmmlwmh

Irmia.lya mmsrmwwrbummw Nasal should generally be used in geriatric patients and 90-120
dllﬂ;ﬁmh NMMaWT%mm
Duioﬁnmesmm mean halt-ife of butorphanol is increased by mmmrsmm;mmmmmma
maore sensitive 1o #s side effects, Results from a long-term clinical trial suggest that eiderly patients
mumwﬂmmmusmmmmwmm -y

ADVERSE REACTIONS

e R s o ot o oy
n cases in any route were

ubsenw h opioid analgesics.

m below are based on data from short- wummumummr W
hy ; WIrumpost mwwmﬂuum . correct for

REACTIONS

‘lhcmnsmlquml? mmmummmsmuwwnﬁmusmm
(43%), dizziness (19%), nausea and/or vomiting (13%). In long-term trias with STADOL RS only, nasal congestion (13%) and in-
somni {11%) were frequently reported.

The following adversa experiences were reported at a requency of 1% or greater, and ware considered to be probabiy retated 1o the
use of butorphanol

BODY AS A WHOLE: astheniaethargy*, headache®, sensation of heat

CARDIOVASCULAR; VASODILATION*, PALPITATIONS

DIGESTIVE: ANDREXIA®, CONSTIPATION*, diy mouth*, nausea anor vomiting (13%), stomach pain

NERVOUS: , confusion”, dizziness (18%), euphoria, floating feafing, INSOMNIA {11%), nervousness, paresthesta, somng-
m(m}mm e ’ £

RESPIRATORY: BRONCHITIS, COUGH, DYSPNEA®, EPISTAXIS®, NASAL CONGESTION (13%), NASAL (RRITATION®, PHARYNGE
TIS*, RHINITIS*, SINUS CONGESTION®, SINUSITIS, UPPER RESPIRATORY INFECTION®

SKIN AND APPENDAGES: sweating/clammy”, pruritus
S?F.Clll. SfNSES blurred vision, EAR PAIN, TINNITUS®, UNPLEASANT TASTE® (also seen In short-term trials with

iﬂmﬁons with a | of 3-9% are marked with an asterisk.* Reactions re minantly from long-term &
SIS\INIST.IDCI. nm i pae <y =

The following adverse experiences were mmmafmnmcyoﬂassmm In clinical rias or from post-marketing experi-
mmmwmmmbepmwwm of butorphanol.

CARDIOVASCULAR: fypotension

NERVOUS: abnormal dreams, apitation, drup dependence, dysphoria, hallucinations, hostility

SKIN AND APPENDABES: rash/hives

UROGEMITAL: impaired urination

(Reactions reported only from post-marketing experience are itaficired )

The f mmﬁlamusemmmmmmmnaummmmlmmanmmmmmwm
%NsmmmmmmmuwmuMHdmmm 1he assocition between these events and

butorphanol administration is unknown. They are being listed as alerting information for the physician,

BOOY AS A WHOLE: edema

CARDIOVASCULAR: hypertension

RESPIRATORY: apnea, shallow breathing

(Reactions repartad anly fram post-marketing expenence are iaicized )

mhm mm seis class, have lower ine, all d

ECE] abuse than such can

ummmmmum tmwm PR i i

Chronic use of STADOL Injectable has been o result in mild withdrawal syndromes, and of overuse and seff-report

g addiction have been recaived. B3 o e oy

Nmnqlﬂ who usad STADOL NS for 2 months or r i 3% had i ne.sﬂwnlm
E:lznts »l%mmwmmnwmmmm ¥ ssu&asamezaoﬁ?m diarrhea
mrsmvw suggestive of opioid withdrawal occurred in 2 patients who stopped the drug abruptly after using 16 mg

a day or more for

Sum]masrmhdhemmm dminis | to unstable patients and to thosa with 2 history of drug
misuse. When long-term therapy is necessary, mmmssmlnbechseﬁsupmbed

OVERDOSAGE

Clinical Manilestations )

The clinical manifestations of overdose are those of opioid drugs, the most serious of which are hypoventilation, cardiovascular in-
sufficiency and‘or coma.

(Overdosa can occur due o accidental or intentional misuse of butorphanel, especially in young children who may gain access to the
drug in the home

Treatment
The management of b includes of adequate ion, peripheral perfusion, normal
body temperature, and protection of the airway. mmummmmmmw measures of

mnnlllslm responsiveness and vital signs. Ooygen and assistance should be avallable with continual monitoring by
wmznmw lnmmmu:“mmmmWerwmum An adequate intravenous
o

The usaof a
Msﬂldummnlmnnf

?mrs Em‘:omem"mam body weight,

10 ng are age,

oiher drugs, type of anesthesia to be used, and

o in fabor requires extra caution (see

renal function and who are not on GNS active agents.

The usual recommended dose for initial nasal administration is 1 mg (1

cidence of drowsingss and dizzingss. I adequate pain relief is not

qiven.

The initial two dose sequence outlined above may be repeated in 3-4 hours as needed.

Depending on the sevarity of the pain, an initial dose of 2 mg (1 n each nostril) may be used in patients who will be able to re

Hmmmmlmmmnmx'nmnr mellmmmmbmﬁmﬂmp;msmmwnm for
ur's

st.ld!asmlummshutﬂﬂhemlmd As the duration of butorphanol action usually ex-
with nialoxone may be required

physical status, underlying pathological condition, use of
ical procedure involved. usmumm patients with hepatic or renal disaase
. The following doses are for patients who do not have impaired hepatic o

in ong nostril. Mmmmmmmm»
within 60-30 minudtes, an additional 1 mg dosa may ba

and Handli
mmsmnmaﬂm systam with increased risk of exposure to health care workers,
In the priming process, a certain amount of butorphanol may be aerosolized, therefore the Sprayer should be aimed away from
the of ofher people or animals. i o :
The unit should be disposad of by unscrewing the cap, rinsing the bottle, and placing the parts in a waste container.
ﬁgﬂflllﬁiswuln child-resistant ription vial containing & metered-dose d protective
a prescription ifg & Spray pump an
%miMnlmmwmwammnwqﬂnmm&wbutﬂamln&wuism?mﬁwm
s necessary,
NOC D087-5650-41: 10 my per mL, 2.5-mi bottle
mb‘:uEnWF{BU’GIPa:mrﬂﬁm products should be inspacted visually for particulate matter and discoloration prior to ad-
ol vis r
never solution and container permit.

Mead 1imsm

LABORATORIES

@%ﬂt&”ﬁ.‘r’

CAUTION: Federal law prohibits dispansing without prescription,
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...In Minutes

® Effectively relieves acute migraine pain'

® Delivers the efficacy of an injectable opioid
analgesic with the convenience of a nasal spray

® Unique nasal spray delivery allows administration
even in the presence of nausea and vomiting

® Rapid onset of pain relief—within 15 minutes'

e Somnolence (43%) is the most frequently
reported side effect™

® Not a federally controlled substance

STADOL NS
(butorphanol tartrate) Nasal Spray

Acute Pain Relief,
Delivered in Minutes

*Across all clinical trials, inchiding STADOL® Injectable and STADOL NS/
Patients should not perform hazardous tasks (eg, driving, operating machinery).
Alcohol should not be consumed while nsing STADOL NS,

REFERENCES

1. Diamond §, Freitag FG, Diamond ML, Urban G, Transnasal butorphanol in the
wreatment of migraine headache pain. Headache (Quarterly. 1992,3:160-167,

2. STADOL™ NS§™ Package Insert.

©1993, Bristol-Myers Squibb Company, Princeton, New Jersey 08543, US.A.

Please see brief summary of prescribing information on following page.
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moming atter morning

DDAVP" Nasal Spray...works hand in hand
with behavior modification to help

control bed-wetting, a disorder that affects
5to 7 million children nationwide.!

Works safely
® Well tolerated. ..an incidence of adverse events comparable to placebo

® No adverse experiences reported in a study of 28 children, 11 treated
for 12 to 42 months?

® Approximately 20 years of safe use in children with diabetes insipidus®

Works effectively, rapidly
® Success rates as high as 82%*

® Significant response in as few as 1-3 days®

Works to improve children’s self-concept

® Children frequently experience feelings of happiness and achievement
at becoming dry®

® Significantly improves self-concept, restores quality of life’

Nighttime fluid intake should be restricted to decrease the potential occurrence of fluid overload; serum electrolytes
should be checked at least once when therapy is continued beyond 7 days.

DDAVP Nasal Spray

(desmopressin acetate) SmL
Dry Nights For Good Mornings

Please see Brief Summary of prescribing information on following page.
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DDAVPNasal Spray

(desmopressin acetate) SmL
Dry Nights For Good Mornings

conWam Known hypersensitivty io DDAVP Nasal Spray.

1 meranasalusemkz'
2In andel enIsnnpanm\arﬂudlmakeshouldbe justed n order {0 decrease the potential occurrence of water
W% ”pat lay atiention should be paid to megmumwwme occurrence of an extreme decrease in
osmhktyarnresunmseszum

General: DDAYP Nasal Spray a hi dosagehas«mrequertlyptodwedasl It elevation of blood pressure, which disappeared with a
redudmmdwoge The gh used with caution in pahermmhgmyanecy insufficiency and/or hypertensive cardiovas-
cular disease ecause nse mbloodptmne

DDAVPN:saISpmystm mmmmmmmmtmmﬁmﬂunwewaﬂeMMasws

fic fibeosis, because these patients are pvonelohm

Central Cranial Diabetes insipicus: Since DDAVP Spray|susedwﬁranemlrx‘asa in the nasal mucosa such as scarring, edema,

o other disease may cause erratic, unreliable absorption in which case DDAVP ay shouk! not be used. For Such situalions,

[;,DAVPm mm? e the nasal have ed, unreliable absorpli . DDAVP Nasal Spray should

imary resis: in mucosa have occurred, une on may resull. 3y

be discontmued until the n&m fesohve.

Information for Patients: Patients should be informed that the bttie accurately defivers 50 doses of 10 meg each. Any solution remaining

aher 50 doses shoukd be discarded since the amount delivered thereafter may be subsiantially less than 10 meg of drug. No attempt

me be made to ngémammg solution to another botie. Patients should be instructed ta read accompanying directions on use of

mp caref 8 USe,

Ialxsxp' agrypu, 4 ests: Laboratory tests for following the patient with central cranial diabetes insipidus or post-surgical or head traumar- relaled

polyutaandpotydlpsialmludeumevdm\eandwmlai . In some cases plasma osmolality may be required. Fo:theheallhy patient

wnhpvmrymumalenu&:s,se«uneleetoéﬁm!mh checked at least once if is continued beyond 7 days.
tomeamniuetsc activty, use of large dases

Anl'ouggm pressof activy of DDAVP Nasal low compare
dgﬁAVPNmaISgayw otherpfemfagenwlssrmldmérbe wm%emlpanemnmﬂonng
e W of Fertity: Teralology stucies in rats have shown no abnormalities. No further information is
ava|

n? B: Reproduction studies performed in rats and rabbits with doses up fo 12.5 times the human infranasal dose fie.
abouH limes ldalamnhurmnmgwensystemmlry)haverwealednoevﬂenoedhafmlommdmlodemwwnm
fate. There are several publications of management of diabetes insipidus in eg\amwmwenwmmharmlomtemrepmeer
no controlled studies in namwm\enhaebeenmmedm mblshedreponsstmmatas gﬁepalmmmmgme
natural hormones, DDA (dmmmnacehte)mamﬂuvemdosesrmmmermmmm the physician will have
lowelghmb,l:therapeulic against possible dangers in each indvdua case.

reravebeennocomolledsludaesmnurs mothers. A single Study in a post-partum woman demonstraled a
dnr\geunmunlmg'fﬂmry%m VP Nasal in breast mil mnganwmm&ldosedmmcz

Pediatric NasalSprayhasbeen in childhood nocturnal eniesis, Short-term {4-8 weeks)
DDAVP Nasal Sprayadmnmmkasbeenmm o be safe effective in children aged 6 years or okder with severe chil
hood nocturnal enuresis. Adequatety controlled studies with DDkVP Nasal ay in primary nocturnal enuresis have nol been conducted
4-8 weeks. The dose should be indiwdually adjusted to achieve the best results.
Central Cranial Diabetes Insipidus; DDAVP Nasal Spray has been used in chlldren with diabetes insipidus. Use in infants and children will
require careful fuid intake restriction to prevent possil Jponatremsa and water intoxication. The dose must be individually adjusted to
s%;ld aan'é'l“o?%m"f" m&evefyyounglommnger an extreme decrease in plasma osmokalty with resuling comvulsions. Dose
mLor
Since the spray cannot deliver ess than 0.1 mL {10 meg), smaller doses should be admmstered using the rhinal fube elivery system.
Do not use the nasal spray in pedialric patients requlnng Jess than 0.1 mL {10 meg) per dose.
ﬂwremeleputsdanwcasmlcmrwm time, usualy greater nSmon!hs Some patients may show a decreased
responswemothe«sashoﬂereddu There is no evidence this effect s due fo the development of binding anfioodies
be dueloa kml inactivation of the peptie.
: Infrequently, high dosages have produced lransient headache and nausea Nasal , thinis and

fiushing have also been repoded occasionally along wih mnd abdominal cramps. These symplorrs disappeared with reduciion in dos-
. Nose-bleed, sore throat, cough and upper respiratory infections have also been r
foikwnng lable fists the pefoem of patients having adverse experiences without regard to relanonshup to study drug from the pooled

pivotal study data for nocturnal enuresss. DOAVP DDAVP
)
ADVERSE REACTION
BODY AS AWHOLE

Abdominal Pain
Asthenia

Chilks

Headache

Throat Pain
NERVOUS SYSTEM

Depvesuon

RESHRATORY SYSTEM

il Paln
Rwramry Infection

CARDDVASClJlAR SYSTEM
Vasodilal

jon
DIGESTVE SYSTEM
Gastrointestinal Disorder

5ea
SKIN & APPENDAGES
Leg Rash

Rash
SPECIAL SENSES

Conjunciivitis

Edema Eyes

Lachrymation Disorder
OVERDOSAGE: See adverse reactions above. n case of overdosage, the dose should be reduced, frequency of administration
decreased, of the&ugevg"mdrawnmdngmmesevemydmewxsnm There 15 no known specific e for DDAVP Nasal Spray.
An oral LD, has not been established Anurﬁavenwsdoseerrglkgmmnoedemaednoeﬂed
WSUPH.IE)-ASmLtmewmpray ing 50 doses of 10 meg (NDC 0075-2450-02). Also available as 2.5 mi per vial,
packaged with two rhinal tube applicators per carton (NDC 75-2450-01). Keep refrigerated at 2°-8°C (36*-46°F). When raveling,

oducl will rnalmam stabd for up to 3 weeks when stored at room temperature, 22°C {72°F).
{USA) p(ohlbﬂs dispensing without prescription.

Please see full prmmang informeation in product circular

References: 1. Roth D: Introduction to Current Concepts in the Management of Primary Nocturnal Enuresis.
Proceedings from a symposium sponsored by the Bavlor College of Medicine: January [991. 2. Miller K, Goldberg S.
Atkin B: Nocturnal enuresis: Experience with long-term use of intranasally administered desmopressin. / Pediatr
1989:314(Part 2):723-726. 3. Harris AS: Clinical experience with desmopressin: Efficacy and safety in central diabetes
insipidus and other conditions. / Pedsatr 1989:114(Par1 2):711-718. 4. Rittig S, Knudsen UB, Sorenson S, et al:
Long-term double-blind cross-over study of desmopressin intranasal spray in the management of nocturnal enuresis.
In: Meadow SR, ed. Desmopressin in Nocturnal Enuresis: Proceedings of an International Symposium. England:
Horus Medical Publications: 1988:43-55. 5. Aladjem M, Wohl R, Boichiis H, et al: Desmopressin in nocturnal enuresis.
Arch Dis Child 1982:57:137-140. 6. Baker BL: Symptom treatment and symptom substitution in eauresis. / Abnorm
Psych 1969:74:42-49. 7. Moffat MEK: Nocturnal enuresis: Psychologic implications of treatment and nontreatment.
J Pediatr 1989:114(Part 2):697-704.
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“YOUR FREE
CATALOG
KNOCKED
MY SOCKS

OFF"

We get that sort of comment all
the time. People are impressed
that our free Consumer
Information Catalog lists so many
free and low-cost government
booklets. There are more than
200 in all, containing a wealth of
valuable information.

They tell you how to make money,
how to save money and how to
invest it wisely. They tell you
about federal benefits, housing
and learning activities for children.
They fill you in on nutrition, jobs,
health and much, much more.

Our free Catalog will very likely
impress you, too. But first you
have to get it. Just send your
name and address to:

Consumer Information Center
Department KO
Pueblo, Colorado 81009

y Consumer
Information

A public service of this publication and the Consumer Information

Center of the U. S. General Services Administration
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Effective lipid management
doesn't have to be tough

PRAVACHOL® (pravastatin sodium) is indicated as an adjunct to diet for the reduction of elevated
total and LDL-cholesterol levels in patients with primary hypercholesterolemia (Types lla and Ilb)
when the response to diet alone has not been adequate.
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Effective lipid management—improves key lipids

Significantly reduces LDL-C. Increases beneficial HDL-C.'

Mean percentage change from baseline after
8 weeks of treatment with 10 to 40 mg of pravastatin®

+2 to +12%

Total C Triglycerides

LDL-C

-16 to -25% -11 to -24%

-22 to -34%

*Each arrow represents a range of means derived from a single placebo-controlled
study that included 55 patients treated with pravastatin.

Excellent safety/tolerability profile for patients

® Low incidence of side effects

@ Discontinuation rate from pravastatin (1.7%) was not statistically different from that
of placebo (1.2%)

® Active liverdisease orunexplained transaminase elévations, pregnancy and lactation
are contraindications te the use of pravastatin

| * Easy dosing regimen and other patient benefits

@ Usual dose: 20mg once daily at bedtime, with or without feed
® PRAVACHOL can be used confidently with many other medications

PRAVACHOL

pravastatin sodium .

” Bristol-Myers Squibb Company

r =l

Please see CONTRAINDICATIONS, WARNINGS, PRECAUTIONS, and ADVERSE REACTIONS in the brief summary of
prescribing information on the final page of this advertisement.




Reference: 1. Jones PH, et al. Once-daily pravastatin in patients with primary hypercholesterolemia: a dose-
response study. Clin Cardiol. 1991;14:146-151.

PRAACHOL® (Pravastatin Sodium Tablets)
CONTRAINDICATIONS

Hypersensitivity to any component of this medication.

Active liver disease or unexplained, persistent elevations in liver function tests (see WARNINGS).

Pregnancy and factation. Atherosclerosis is a chronic process and discontinuation of lipid-lowering drugs during
pregnancy should have little impact on the outcome of long-term therapy of primary hypercholesterciemia. Cho-
lesterot and other products of cholesterol DIOSY!\“’\SS!S are essential components for fetal development (including
synthesis of steroids and cell membranes). Since HMG-CoA reductase inhibitors decrease cholesterol synthesis
and possibly the synthesis of other biologically active substances derived from cholesterol, they may cause fetal
harm when administered to pregnant women. Therefore, H G CoA reductase inhibitors are contraindicated
during pregnancy and in nursing mothers. P d to women of childbearing
age only when such patients are highly unlikely to conooivo and have been informed of the potential
hazards. [f the patient becomes pregnant while taking this class of drug, therapy should be discontinued and the
patient apprised of the potential hazard 1o the fetus.

WARNINGS

Liver Enzymes: HMG-CoA reductase inhibitors, like some other lipid-lowering therapies, have been associated
with biochemical abnormalities of liver function. Increases of serum transaminase (ALT, AST) values to more than
3 times the upper fimit of normal occurring on 2 or more (not necessarily sequential) occasions have been reported
in 1.3% of patients treated with pravastatin in the U.S. over an average penod of 18 months. These abnormalities
were not associated with cholestasis and did not appear to be related to treatment duration. In those patients in
whom these abnormalities were believed to be related to pravastatin and who were discontinued from therapy, the
transaminase levels usually fell slowly ta pretreatment levels. These biochemical findings are usually asymptomatic
although worldwide experience indicates that ancrexia, weakness, and/or abdominal pain may also be present in
rare patients.

As with ather lipid-lowering agents, liver function tests should be performed during therapy with pravastatin.
Serum aminotransterases, including ALT (SGPT), should be monitored before treatment begins, every six weeks
for the first three months, every eight weeks during the remainder of the first year, and periodically thereafter (e.g.,
at about six-month intervals). Special attention should be given to patients who develop increased transaminase
levels. Liver function tests should be repeated to confirm an elevation and subsequently monitored at more
frequent intervals. If increases in AST and ALT equal or exceed three times the upper limit of normal and persist,
then therapy should be discontinued. Persistence of significant aminotransferase elevations following discontinua-
tion of therapy may warrant consideration of liver biopsy.

Active liver disease or unexplained transaminase elevations are contraindications 1o the use of pravastatin {see
CONTRAINDICATIONS). Gaution should be exercised when pravastatin is administered to patients with a history of
liver disease or heavy alcohol ingestion (see CLINICAL PHARMACOLOGY: Pharmacckinetics/Metabolism). Such
patients should be closely monitored, started at the lower end of the recommended dosing range, and titrated to
the desired therapeunc effect.

SImlouIM Momyolyﬁ:whhmul y to lobinuria has been re-
other drugs in this class. Uncompllcaled myalgla ‘has also been reported in

pravwalm-trealed pallents {see ADVERSE REACTIONS). Myopathy, defined as muscle aching or muscle weak-
ness in conjunction with increases in creatine phosphokinase {CPK) values to greater than 10 times the upper limit
of normal was reported to be possibly due to pravastatin in only one patient in clinical trials (<0.1%). Myopathy
should be considered in any patient with diffuse myalgias, muscle tendemess or weakness, and/or marked
elevation of CPK. Patients should be advised to report promptly unexpialned muscle pain, tenderness or weak-
ness, particularly if accompanied by malaise o f fever. vaamﬁn apy should be discontinued if mark-
edly elevated CPK levels occur or , P is d or in therapy should
also be temporarily withheld in any oxpofiencmg &n acute or mous condition predispesing to
of renal mlum ly eg., scpcls, Irypotonsion, major sur-

9"’7‘ °f

The risk of myopathy during treatment with lovastatin is increased if lherapy with either cyclosporine, gem-
fibrozil, erythromycin, or niacin is 1 concurrently. There is no experience with the use of pravastatin
together with cyclosporine. Myopathy has not been observed in clinical trials involving small numbers of patients
who were treated with pravastatin together with niacin. One trial of limited size involving combined therapy with
pravastatin and gemfibrozil showed a trend toward more frequent CPX elevations and patient withdrawals cue 1o
musculoskeletal symptoms in the group receiving combined treatment as compared with the groups receiving
placebo, gemfibrozil, or pravastatin monotherapy. Myopathy was not reported in this trial (see PRECAUTIONS:
Drug Interactions). One patient developed myopathy when clofibrate was added 1o a previously well tolerated

infiltration of perivascular spaces, were seen in dogs treated with pravastatin at a dose of 25 mg/kg/day, a dose
that produced a plasma drug level about 50 times higher than the mean drug level in humans taking 40 mg/day.
Similar CNS vascular lesions have been observed with several other drugs in this class.

A chemically similar drug in this class produced optic nerve degeneration (Wallerian degeneration of reti-
nogeniculate fibers) in clinically normal dogs in a dose-dependent fashion starting at 60 mg/kg/day, a dose that
produced mean plasma drug levels about 30 times higher than the mean drug level in humans taking the highest
recommended dose (as measured by total enzyme inhibitory activity). This same drug also produced ves-
tibulocochlear Wallerian-like degeneration and retinal ganglion cell chromatolysis in dogs treated for 14 weeks at
180 mg/kg/day, a dose which resulted inamean p\asma drug level similar to that seen with the 60 mg/kg dose.

M of Fertility: In a 2-year study in rats fed pravastatin at doses of
10. 30, or 100 mg/kg body weight, there was an increased incidence of hepatoceliular carcinomas in males at the
highest dose (p<0.01). Afthough rats were given up 1o 125 limes the human dose {HD) on a mg/kg body weight
basis, their serum drug levels were only 6 to 10 times higher than those measured in humans given 40 mg
pravastatin as measured by AUC.

The oral administration of 10, 30, or 100 mg/kg (producing plasma drug levels approximately 0.5 to 5.0 times.
human drug levels at 40 mg) of pravastatin to mice for 22 months resulted in a statistically significant increase in
the incidence of malignant lymphomas in treated females when all treatment groups were pooled and compared to
contrals (p<0.05). The incidence was not dose-related and male mice were not affected.

A chemically similar drug in this class was administered 10 mice for 72 weeks at 25, 100, and 400 mg/kg body
weight, which resulted in mean serum drug levels approximately 3, 15, and 33 times higher than the mean human
serum drug concentration {as total inhibitory activity) after a 40 mg oral dose. Liver carcinomas were significantly
increased in high-dose females and mid- and high-dose males, with a maximum incidence of 80 percent in males.
The incidence of adenomas of the liver was significantly increased in mid- and high-dose females. Drug treatment
also significantly increased the incidence of lung adenomas in mid- and high-dose maies and females. Adenomas
of the eye Harderian gtand {a gland of the eye of rodents) were significantly higher in high-dose mice than in controls.

No evidence of mutagenicity was observed in vitro, with or without rat-liver metabolic activation, in the following
studies: microbial mutagen tests, using mutant sirains of Saimonella typhimurium or Escherichia coli; a forward
mutation assay in L5178Y TK +/ — mouse lymphoma cells; a chromosomal aberration test in hamster cells; and a
gene conversion assay using omyces cerevisiae. In addition, there was no evidence of mutagenicity in
either a dominant lethal test in mice o 2 micronucleus test in mice.

In a study in rats, with daily doses up to 500 mg/kg, pravastatin did not produce any adverse effects on fertility
or general reproductive performance. However, in a study with another HMG-CoA reductase inhibitor, there was
decreased fertility in male rats treated for 34 weeks at 25 mg/kg body weight, although this effect was not
observed in a subsequent fertility study when this same dose was administered for 11 weeks (the entire cycle of
spermatogenesis, including epididymal maturation). In rats treated with this same reductase inhibitor at
180 mg/kg/day, seminiferous tubule degeneration {necrosis and loss of spermatogenic epithelium) was observed.
Although not seen with pravastatin, two similar drugs in this class caused drug-related testicular atrophy, de-
creased spermatogenesis, spermatocytic degeneration, and giant cell formation in dogs. The clinical significance
oi these ﬁndings is unclear.

Category X: See CONTRAINDICATIONS

Safety in pregnanl women has nol been established. Pravastatin was not teralogenic in rats at doses up to
1000 mg/kg daily or in rabbits at doses of up to 50 mg/kg daily. These doses resulted in 20x {rabbit) or 240x (rat)
the human exposure based on surface area (mgfmeteﬁ} However, in studies with another HMG-CoA reductase
inhibitor, skeletal malfarmations were observed in rats and mice. PRAVACHOL (pravastatin sodium) should be
administered to women of child-bearing potential only when such patients are highly unlikely to conceive and have
been informed of the potential hazards. if the woman becomes pregnant while taking PRAVACHOL, it should be
discontinued and the patient advised again as to the patential hazards to the fetus.

Nursing Mothers: A small amount of pravastatin is excreted in human breast mik. Because of the paten-
tial for serious adverse reactions in nursing infants, women laking PRAVACHOL should not nurse {see
CONTRAINDICATIONS).

Pediatric Use: Safety and effectiveness in individuals less than 18 years oid have not been established. Hence,
treatment in patients less than 18 years old is not recommended at this time. (See also PRECAUTIONS: General.)
ADVERSE REACTIONS

Pravastatin is generally well lolerated; adverse reactions have usually been mild and transient. In 4-month iong
placebo-controlied irials, 1.7% of pravastatin-treated patients and 1.2% of placebo-treated patients were discon-
tinued from treatment because of adverse experiences attributed to study drug therapy; this difference was not
statistically significant. In long-term studies, the most common reasons for discontinuation were asymptomatic
serum fransaminase increases and mild, non-specific gastrointestinal complaints. During clinical trials the overall
incidence of adverse events in the elderly was not different from the incidence observed in younger patients.
Advorsa Clinical Events: All adverse clinical events (regardiess of attribution) reported in more than 2% of

regimen of pravastatin; the myopathy resotved when cloﬁbfate therapy was stopped and [ !
continued. The use of fibrates alone may ly be d with thy. The ined use
of pravastatin and fibrates should generally be avoided.

PRECAUTIONS
General: Pravastatin may elevate creatine phosphokinase and transaminase levels (see ADVERSE REACTIONS).
This should be considered in the differential diagnosis of chest pain in a patient on therapy with pravastatin.

Homozygous Familial Hypercholesterolemia. Pravastatin has not been evaluated in patients with rare homo-
zygous familial hypercholesterolemia. In this group of patients, it has been reported that HMG-CoA reductase
inhibitors are less effective because the patients lack functional LDL receptors.

Renal insufficiency. A single 20 mg oral dose of pravastatin was administered to 24 patients with varying degrees
of renal impairment {as determined by creatinine clearance). No effect was observed on the pharmacokinetics of
pravastatin or its 3a-hydroxy isomeric metabolite (SQ 31,906). A small increase was seen in mean AUC values and
half-life {t1/2} for the inactive enzymatic ring hydroxylation metabolite {(SQ 31,945). Given this smalf sample size, the
dosage administered, and the degree of individual variability, patients with renal impairment who are receiving
pravastatin should be closely monitored.

I for Patients: Patients should be advised Lo report promptly unexplained muscle pain, tenderness or
weakness, particulary if accompanied by malaise or fever.

Drug Immunosupp Drugs, G
INGS: Skeletal Muscle.

Antipyrine: Clearance by the cytochrome P450 system was unaltered by concomitant administration of prav-
astatin. Since pravastatin does not appear to induce hepatic drug-metabolizing enzymes, it is not expected that
any significant interaction of pravastatin with other drugs (e.g., phenytoin, quinidine) metabolized by the cyto-
chrome P450 system will occur.

Cholestyramine/Colestipol: Concomitant administration resulted in an approximately 40 to 50% decrease in the
mean AUC of pravastatin. However, when pravastatin was administered 1 hour before or 4 hours after choles-
tyramine or 1 hour before colestipol and a standard meal, there was no clinically significant decrease in bio-
availability or therapeutic effect. (See DOSAGE AND ADMINISTRATION: Concomitant Therapy.)

Warfam: In a study involving 10 healthy male subjects given pravastatin and warfarin concomitantly for 6 days,
bioavailability parameters at steady state for pravastatin (parent compound) were not aftered. Pravastatin did not
alter the plasma protein-binding of warfarin. Concomitant dosing did increase the AUC and Cmax of warfarin but
did not produce any changes in its anticoagulant action fi.e., no increase was seen in mean prothrombin time after
6 days of concomitant therapy). However, bieeding and extreme prolongation of prothrombin time has been
reported with another drug in this class. Patients receiving warfarin-lype anticoagulants should have their pro-
thrombin times closely monitored when pravastatin is initiated or the dosage of pravastatin is changed.

Cimetidine: The AUCy ;o for pravastatin when given with cimetidine was not significantly different from the
AUC for pravastatin when given alone. A significant difference was observed between the AUC's for pravastatin
when given with cimetidine compared to when administered with antacid.

Digoxin: In a crossover trial involving 18 healthy male subjects given pravastatin and digoxin concurrently for
9 days, the bioavailability parameters of digoxin were not affected. The AUC of pravastatin tended to increase, but
the overall bioavailability of pravastatin plus its metabolites SQ 31,906 and SQ 31,945 was not aitered.

Gemfibrozil: In a crossover study in 20 healthy male volunteers given concomitant single doses of pravastatin
and gemfibrozil, there was a significant decrease in urinary excretion and protein binding of pravastatin. In addition,
there was a significant increase in AUC, Cmax, and Tmax for the pravastatin metabolite SQ 31,906. Combination
therapy with pravastatin and gemfibrozil is generally not recommended.

in interaction studies with aspirn, antacids [1 hour prior 1o PRAVACHOL (pi in sodium}},

il, Niacin (Nicotinic Acid), Erythromycin: See WARN-

tatin-treated patients in the placebo-controlled trials are identified in the table below; also shown are the
peroenlages of patients in whom these medical events were believed to be related or possibly related to the dru:
g:

Alf Events % Events Attributed to Study Drug %
Pravastatin Placebo Pravastatin Placebo

Body System/Event (N=900) N=411) (N =200} N=411)
Cardiovascular

Cardiac Chest Pain 40 34 Q.1 0.0
Dermatologic

Rash 40 11 13 09
Gastrointestinal

Nausea/Vomiting 73 71 29 3.4

Diarthea 6.2 56 20 19

Abdominal Pain 54 69 20 39

Constipation 4.0 71 2.4 5.1

Flatulence 33 386 27 34

Heartburn 29 19 20 0.7
General

Fatigue 3.8 34 19 10

Chest Pain 3.7 1.9 03 0.2

Influenza 2.4 0.7 0.0 0.0
Musculoskeletal

Localized Pain 10.0 9.0 14 15

Myalgia 2.7 1.0 06 0.0
Nervous System

Headache 6.2 3.9 17" 02

Dizziness 33 32 1.0 05
Renal/Genitourinary

Urinary Abnormality 24 2.9 07 12
Respiratory

Comman Cold 7.0 6.3 0.0 0.0

Rhinitis 4.0 4.1 01 0.0

Cough 26 1.7 0.1 0.0

*Statistically significantly difterent from placebo.

The following effects have been reported with drugs in this class:

Skeietai: myopathy, rhabdomyolysis.

Neurological: dysfunction of certain cranial nerves {including alteration of taste, impairment of extra-ocular
movement, facial paresis), tremor, vertigo, memory foss, paresthesia, peripheral neurcpathy, peripheral nerve paisy.

Hypersensitivity Reactions: An apparent hypersensitivity syndvome has been reported rarely which has included
one or more of the following features: anaphylaxis, angioedema, lupus erythematous-like syndrome, polymyalgia
rheumalica, vasculitis, purpura, thrombocytopenia, leukopenia, hemolytic anemia, positive ANA, ESR increase,
arthrilis, arthralgia, urticaria, asthenia, photosensitivity, fever, chills, flushing, malaise, dyspnea, toxic epidermal
necrolysis, erythema multiforme, including Stevens-Johnson syndrome.

Gastroi inal: pancrealtitis, hepatitis, including chronic active hepatitis, cholestatic jaundice, fatty change in

nicotinic acid, or probucdd, no statistically significant differences in buoavaulabnlny were seen when PRAVACHOL
was administered.

Other Drugs: During clinical trials, n noticeable drug interactions were reported when PRAVACHOL was added
to: diuretics, antihypertensives, digitalis, converting-enzyme inhibitors, calcium channel blockers, beta-blockers,
or nitroglycerin.

Endocrine Function: HMG-CoA reductase inhibitors interfere with cholesterol synthesis and lower circulating
cholesteral levels and, as such, might theoretically biunt adrenal or gonadal steroid hormone production. Results of
clinical trials with pravastatin in males and post-menopausal females were inconsistent with regard to possible
effects of the drug on basal steroid hormone levels. In a study of 21 males, the mean lestosterone response to
human chorionic gonadotropin was significantly reduced (p<0.004) after 16 weeks of treatment with 40 mg of
pravastatin. However, the percentage of patients showing a =50% rise in plasma testosterone after human
chorionic gonadotropin stimulation did not change significantly after therapy in these patients. The effects of
IMG-CoA red inhibitors on sp »genesis and fertility have not been studied in adequate numbers of
patients. The effects, if any, of pravastatin on the pituitary-gonadal axis in pre-menopausal females are unknown.
Patients treated with pravastatin who display clinical evidence of endocrine dysfunction should be evaluated
appropriately. Caution should also be exercised if an HMG-CoA reductase inhibitor or other agent used to lower
chotesterol levels is administered to patients alsa receiving other drugs (e.g., ketoconazale, spironolactone, cim-
etidine) that may diminish the levels or activity of steroid hormones.
CNS Toxicity: CNS vascular lesions, characterized by perivascular hemorhage and edema and moncnuclear cell

© 1993 E. R. Squibb & Sons, Inc., Princeton, NJ DK-003

Issued: February 1993

liver, and, rarely, cirrhosis, fulminant hepatic necrosis, and hepatoma; anarexia, vomiting.
roductive: gynecomastia, loss of libido, erectile dysfuncuon

Eye: progression of cataracts (lens opacities), ophthal
Laboratory Test Abnormalities: Increases in serum lransammase {ALT, AST) values and CPK have been
observed (see WARNINGS).

Transient, asymptomatic ecsinophilia has been reported. Eosincphil counts wsually retumed 1o norma despite contin-
ued therapy. Anemia, thrombocytopenia, and leukopenia have been reported with other HMG-CoA reductase inhibitors.
Concomitant Therapy: Pravastatin has been administered concurrently with cholestyramine, colestipol, nico-
tinic acid, probucol and gemfibrozil. Preliminary data suggest that the addition of either probucol or gemfibrozil to
therapy with lovastatin or pravastatin is not associated with greater reduction in LDL-cholesterol than that
achieved with [ovastatin or pravastatin alone. No adverse reactions unigue to the combination or in addition to
those previously reported for each drug alone have been reported. Myopathy and rhabdomyolysis (with or without
acute renal failure) have been reported when another HMG-CoA reductase inhibitor was used in combination with
immunosuppressive drugs, gemfibrozil, erythramycin, or lipid-lowering doses of nicotinic acid. Concomitant ther-
apy with HMG-CoA reductase inhibitors and these agents is generally not recommended. {See WARNINGS:
Skeletal Muscle and PRECAUTIONS: Drug Interactions.)

OVERDOSAGE
There have been no reports of overdoses with pravastatin.
Should an accidental overdose occur, ireat symptomatically and institule supportive measures as required.

&% Bristol-Myers Squibb Company



Ask Phyllis her opinion
of the anti-stroke drug that
lets her hold onto her
independence and life savings.

When medicines you
prescribe can help patients
like Phyllis avoid a stroke,
that’s obviously a good
thing. What’s not so appar-
ent is how dramatically the
same drugs reduce nursing
home costs.

Stroke often leaves
survivors so disabled they
require nursing home care
which now averages over
$30,000 a year per patient.

But drugs that reduce
the risk of strokes are
helping individuals and
families avoid such a huge
financial blow. And help-
ing to reduce the nation’s
expenditures for nursing % ]
hon]e care, estimated at Prescription drugs can help patients like Phyllis avoid disabling strokes
S 6 6 b].“ jona year. and nursing home care, which averages over 830,000 per year.

America’s healthcare crisis calls  Pharmaceutical Manufacturers
for this kind of cost-saving power. Association, 1100 Fifteenth Street,
And new prescription drugs are  N.W,, Box PHY, Washington, D.C.
our best hope for providing it. 20005. 1-800-538-2692.

For more information on how
new medicines improve lives P WACEUTICAIJS

and save money, write orcall The ~ Saving Lives. Saving Money.




True once-daily antihypertensive control*

Proved by countless patients well controlled on
one ISOPTIN SR tablet per day— 180 mg or 240 mg- .
.~ with virtually no change in metabolic parameters or quality of life
* (total daily doses above 240 mg should be administered in divided doses).’

As evidenced by well-controlled, long-term studies at more than 40
US centers. With q.d. dosing, blood pressure was controlled
' as demonstrated by a drop in diastolic BP to target levels.

Supported by more than 58,000,000 prescriptions written
for once-daily verapamil SR’ over the past 6 years.

ONCE-DAILY

e | '_'. .
I‘.':‘:'_:I"-‘:{t.l. !

1801240 mgq

- (vergpamil HCl:=-

“Clinical effectiveness is unrelated to drug-plasma levels . =
Constipation is the most frequently reported side effect of ISOPTIN® SR and is easily managed in most patients Please see back
ISOPTIN* SR should be administered with food for brief summary of
$Verapamil SR produced by Knoll for Knoll Pharmaceutical Company and G.D. Searle & Co prescribing information

’
|




ONCE-DAILY

Sustained-

(verapamil HC! )z

The recommended For patients who require  For elderly or small-stature patients
starting/maintenance dose a step up in dosage who require lower doses
Knoll Pharmaceutical Company KI'IO“
30 North Jefferson Road € 1992, Knoll Pharmaceutical Company
Whippany, New Jersey 07981 BASF [ 12095/12-92 Printed in USA

Briet Summary of Prescribing Information
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The “best of both worlds” ' in an everyday formula

nfamil® & ProSol




have to mean milk-free!

More like breast milk than other lactose-free formulas

CARBOHYDRATE PROTEIN FAT
Breast Milk LACTOSE H%hggNTETILLK HUM?ETM&K
. moood LACTOSE MILK PROTEIN o
Lactofree™ g MILK PROTEIN OLEEE
oo | U | covmoren | WomeE

The benefits of milk protein without the problems of lactose

e Keeps milk protein—the preferred’ protein source—in the infant’s diet

Avoids or resolves common feeding problems associated with lactose:
- fussiness/crying -gas - diarrhea
Easy to digest

No other formula has a fat blend closer to breast milk*

R L L S B = 1

Lactofree

Lactose-Free Formula
Jor Baby’s First Year and Beyvond

The first milk-based formula® with the
lactose-free difference

L-K370-4-93






CERENEX PHARMACEUTICALS INTRODUCES

Actual clinical course of a patient
following administration of one 6-mg

subcutaneous injection of IMITREX
for migraine (time-lapse footage).



MIGRAINE RELIEF

THAT CAN CHANGE
PATIENTS’ LIVES

IMITREX is the first hi

migraine therapy.

Please consult Brief Summary of Prescribing Information
on the last page of this advertisement

ghly specific
5-HT, receptor agonist—offering a
profile of relief unlike any other

Relief that begins within 10 minutes."?

Relief any time IMITREX is taken during
the attack."**

Relief of the total symptom complex:
pain, nausea, vomiting, and light and
sound sensitivity."

Relief of the disability caused by migraine."*
Relief without sedation.

Relief in a simple, convenient dose:
one 6-mg subcutaneous injection.*

Relief within reach for patients:

The IMITREX™ SELFdose System—

a push-button autoinjector with single-dose,
prefilled syringes.

Relief of migraine attacks with or
without aura. (IMITREX should not be
administered to patients with basilar or

hemiplegic migraine.)

*Maximum daily dose is two 6-mg subcutaneous

injections [minimum 1-hour inferval between doses).
No clear benefit is associated with the administration
of a second 6-mg dose in patients who have failed
fo respond to a first injection.



CERENEX PHARMACEUTICALS

RELIEF OF THE TOTAL
SYMPTOM COMPLEX
FAST... ANY TIME

“T've got things to do. I want to function
again.... IMITREX gave me a very clean,
bealthy, normal feeling. I felt restored.”

_ Betty H.

46-year-old migraine sufferer



INTRODUCES

MIGRAINE RELIEF
PATIENTS’ LIVES

IMITREX significantly relieves
pain, beginning 10 minutes
after injection.'”

Percent of Patients With Moderate to Severe Pain
Eliminated or Reduced After One 6-mg Injection’

Pain Eliminated or Reduced

{Percent of patients)

*P<0.001. IMITREX (h=734
) 02 o 70%
*
40
40
Placebo (n=370)
22%
20
0 10 20 30 40 50 60

Time after injection (minutes)

Data are from a randomized, double-blind, placebo-controlled,
multicen ot 1,104 migraine patients receiving injection with
IMITREX 6 mg or pla Pain relief was defined as reduction of
moderate or se idache pain (grade 2 or 3 to mild or no
headache pain (grade 1 or 0) :

THAT CAN CHANGE

IMITREX relieves nausea,

vomiting, and light and

sound sensitivity—helping

gatients et back to work,
ack to their lives.™

IMITREX eliminated nausea,
photophobia, and disability due
to migraine significantly better
than placebo—beginning within
20 minutes after injection
(P<0.001; n=1,104).2

IMITREX works at any time
during the attack.'**

Its efficacy is unchanged whether
administered early or later in
the migraine episode."”

Please consult Brief Summary of Prescribing Information

on the last page of this advertisement



CERENEX PHARMACEUTICALS

RELIEF WITHOUT

COMPROMISE

IMITREX is highly selective.
IMITREX is nonsedating.

There is no evidence of interactions between
IMITREX and prophylactic migraine medications
(verapamil, amitriptyline, and propranolol).

Cardiovascular considerations

IMITREX is contraindicated in patients with
ischemic heart disease, symptoms or signs
consistent with ischemic heart disease, or
Prinzmetal’s angina because of the potential
to cause coronary vasospasm. IMITREX is
contraindicated in patients with uncontrolled
hypertension because it can give rise to
increases in blood pressure (usually small).

Although serious coronary events are extremely
rare, consideration should be given to admin-
istering the first dose of IMITREX in-office to
patients in whom unrecognized coronary
disease is comparatively likely.

Pregnancy category C

There are no adequate and well-controlled
studies in pregnant women; IMITREX should
be used during pregnancy only if the potential
benefit justifies the potential risk to the fetus.
(Please see Precautions.)

Worldwide clinical experience

IMITREX has been utilized by over 6,000
patients, treating more than 10,000 attacks
in well-controlled clinical trials.’

Reported adverse events are

generally mild and transient.
IMITREX (6 mg) Placebo
(n=547) (n=370)
Atypical sensations 42.0% 9.2%
Tingling 13.5% 3.0%
Warm/hot sensation 10.8% 3.5%
Burning sensation 7.5% 0.3%
Feeling of heaviness 7.3% 1.1%
Pressure sensation 7.1% 1.6%
Feeling of tightness 5.1% 0.3%
Flushing 6.6% 2.4%
Injection-site reaction 58.7% 23.8%
Dizziness/Vertigo 11.9% 4.3%

Most adverse events were mild and resolved
spontaneously within 10 to 30 minutes.’

Withdrawals due to adverse events are
comparable to those seen with placebo
(£3.5% in controlled clinical trials).**

for a complete listing of side effects, please consult Brief Summary
of Prescribing Information on the last page of this adverfisement



INTRODUCES

MIGRAINE RELIEF
THAT CAN CHANGE
PATIENTS’ LIVES

RELIEF WITHIN

REACH FOR PATIENTS

The IMITREX™ SELFdose System:
a push-button autoinjector with
single-dose, prefilled syringes.

Allows patients to self-administer IMITREX

whenever and wherever migraine strikes.

High patient acceptance.’

— 92% of patients who self-administered
IMITREX would be willing to take it again’

Efficacy equivalent to physician-
administered IMITREX.**

For use only by patients for whom
a 6-mg dose has been prescribed.

of raine attog wilk riptan
321. 4. The Sumarriptan Auto-Injector Study Group
ibculaneous sumalriptan using an aulo-injector
3-331, 5. Data on lile, Glaxo Inc

IMITREX offers simple,
convenient dosing.

The recommended dose is one 6-mg
subcutaneous injection.

If migraine symptoms return, a second
6-mg dose may be administered.

The maximum dose within 24 hours
is two 6-mg subcutaneous injections
(minimum 1-hour interval between doses).

No clear benefit is associated with the
administration of a second 6-mg dose in
patients who have failed to respond to a
first injection.

Although the recommended dose is 6 mg,

if side effects are dose limiting, then lower
doses may be used.

IMITREX should not be used within
24 hours of administration of
ergotamine-containing preparations.

Please consult Brief Summary of Prescribing Information
on the last page of this advertisement



BRIEF SUMMARY

Im “rexm(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 hemiplegic 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 1o cause coronary vasospasm.

For similar reasans, Imitrex Injection should not be given
subcutaneously to patients with ischemic 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 ischemic 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 1o
patients with uncontrolled hypertension.

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

Imitrex Injection is contraindicated in patients with hypersensitivity
to sumatriptan.

WARNINGS:

{mitrex™ Injection should not be administered to patients with

basilar or hemiplegic 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 evaluation should be carried out to look for
ischemic 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 ang rarely in
patients without prior history suggestive of coronary artery disease.
There were eight patients among the more than 1,900 who participated
in controlied 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 and myocardial infarction, as well as marked
ischemic ST elevations associated with Imitrex Injection. (n 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: (sce PRECAUTIONS)
PRECAUTIONS:

General: Chest, jaw, or neck tightness is relatively common after Imitrex™
Injection, but has only rarety been associated with ischemic ECG changes.

Imitrex Injection may cause mild, transient elevation of blood
pressure and peripheral vascular resistance (see CLINICAL
PHARMACOLOGY section of the product package insert).

Imitrex Injection should alsc 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 o doing so for the first time.
Information for Patients: See PATIENT INFORMATION at the end of
the product package insert for the separate leafiet 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 Il trials in the USA, a
retrospective analysis of 282 patients who had been using prophylactic
drugs {verapamil n=63, amitriptyline 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/Laboratery Test Interactions: Imitrex Injection is not known to
interfere with ly employed clinical lab y tests.
Carcinogenesis, Mutagenesis, 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
T i human subcut: 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

IMX063

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 (mitrex™ (sumatriptan
succinate) Injection in the mouse.

A segment | 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 additicnal findings
should be considered.

Embryolethality: When given intravenously te pregnant rabbits daily
throughout the period of arganogenesis, sumatriptan caused
embryolethality at doses at or close to those producing maternal
toxicity. 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 h after the recom ded
subcutaneous dose of 6 mg.

The intravenous administration of sumatriptan to pregnant rats
throughout organogenesis 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 (ethality.

Teratogenicity: Term fetuses from Dutch Stride rabbits treated during
organogenesis with oral sumatriptan exhibited an increased incidence of
cervicothoracic 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 organogenesis
(standard Segment 11 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.
Pediatric Use: Safety and effectiveness of (mitrex 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 pharmacokinetic 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 mitrex Injection.

ADVERSE REACTIONS: (see alsc 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 lite-threatening
arrhythmias, including atrial fibriltation, ventricular fibrillation, ventricular
tachycardia, myocardial infarction, and marked ischemic ST elevations
associated with Imitrex Injection {see WARNINGS}. More often, there
has been chest discomfort that appeared te represent angina pectoris.

Other untoward clinical events associated with the use of

b ous Imitrex Inj are: pain or redness at the injection
site, atypical sensations (such as sensations of warmth, cold, tingling
or paresthesia, 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, atthcugh 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 M1, placebo-
controlled clinical trials following either a singte 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.
Treatmem-Emer?em Adverse Experience Incidence

in Two Large Placebe-Centrolled Clinical Trials:

Events Reported by at Least 1% of Imitrex Injection Patients
[ | Percent of Patients Reporting_
i [tmitrex Injection :

6mgSC | Placeho
Adverse Event Type ' =547 ‘ n=370
Atypical sensations : 420 92
Tingling I 135 30
Warm/ot sensation 108 35 !
Burning sensation 7.5 03
Feeling of heaviness 7.3 14
Pressure sensation 71 16
Feeling of tightness 5.1 03
Numbness 46 ; 22
Feeling strange 22 : 03 ‘
Tight feeling in head 22 i 03
Cold sensation 11 05
Cardiovascular i
Flushing 66 24
Chest discomfort 45 14
Tightness in chest 27 1 05
Pressure in chest 18 ; 0.3

Printed in USA

Percent of Patients Reporting
Imitrex Injection
6mg SC Placebo

Adverse Event Type n=547 n=370
Ear, nose, and throat

Throat discomfort 33 05

Discomfort: nasal cavity/sinuses 22 03
Eye

Vision afterations 11 0.0
Gastrointestinal

Abdominal discomfort 13 0.8

Dysphagia 11 00
Injection site reaction 58.7 238
Miscelfaneous

Jaw discomfort 18 0.0
Mouth and teeth

Discomfort of mouth/tongue 49 46
Musculoskeletal

Weakness 49 03

Neck pain/stiffness 48 05

Myalgia 18 05

Muscle cramp(s) 11 00
Neurological

Dizzinessivertigo 119 43

Crowsiness/sedation 27 22

Headache 22 03

Anxiety 11 05

Malaise/fatigue 11 08
Skin

Sweating 16 11

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 graups 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
reparts cite events observed in open and uncontrolled studies, the role
of Imitrex Injection in their causation cannct 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, puisating sensations, various
transient electrocardiographic changes (nonspecific ST or T wave
changes, prolongation of PR or QTc intervals, sinus arrhythmia,
nonsustained ventricular premature beats, isolated junctional ectopic
beats, atrial ectopic beats, delayed activation of the right ventricle), and
syncope. Rare were pallor, arrhythmia, abnormal pulse, vasoditatation,
and Raynaud's syndrome.

Endocrine and Metabotic: Infrequent was thirst. Rare were poiydipsia
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 galistones.

Musculosketetal: 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, ition of lightness, tremer, shivering, disturbances
of taste, prickling sensations, paresthesia, stinging sensations,
headaches, facial pain, photophobia, and lachrymation. Rare were
transient hemiplegia, hysteria, globus hystericus, intoxication,
depression, myaclonia, moneplegia/diplegia, sleep disturbance,
difficulties in concentration, disturbances of smell, hyperesthesia,
dysesthesia, simultaneous hot and cold sensations, tickling sensations,
dysarthria, yawning, reduced appetite, hunger, and dystonia.
Respiratory: Infrequent was dyspnea. Rare were influenza, diseases of
the lewer respiratory tract, and hiccoughs.

Dermatolagical: 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 miscellanecus laboratory abnormalities,
including minor disturbances in liver function tests, “serotonin agonist
effect,” and hypersensitivity 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, VA, dysphasia,
subarachnoid hemarrhage, and arrhythmias (atrial fibrillation, ventri-
cular fitrillation, and ventricular tachycardia).

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/cr
physialogic response ordinarily associated with drugs that have an

established potential for abuse. CERENEX

PHARMACEUTICALS
D O CaazO P
Research Triangle Park, NC 27709
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U.S. Savings Bonds Are Now Tax
Free For College. Good News Today.
Better News In 18 Years.

If the cost of a college education seems expensive now, imagine what it
will be in 18 years. That's why when it comes to college, Bonds are better than
ever before. For years, they've been exempt from state and local income tax. Now,
Bonds bought for your children’s education can also be 1S, Siorincs Bond
free from federal income tax. Which means most people - S. ba".“‘{:’?’ e
can keep every penny of the interest they earn. b

Start your tax free tuition fund today. Buy Bonds
at your local bank, or ask about the Payroll Savings sl g e ——
Plan at work. The Great American Investment

A public service of this pubbication

(NAPROXEN) 500mg tablets

Brief Summary:
Contraindications: Patients who have had allergic reactions 1o
NAPROSYN, ANAPROX or ANAPROX DS or in whom aspirin or
other NSAIDs induce the syndrome of asthma, rhimitis, and nasal
polyps. Because anaphylactic reactions usually occur in patients
with 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 loxicity such as bleeding, uiceration,
and perforation can occur at any time, with or without warning
srmaloms. in patients treated chronically with NSAIDs. Remain
alert for uiceration and bleeding n such patients even in the
absence ol previous Gl tract symptoms. In clinical trials, symp
tomatic upper G ulcers. gross bleeding or perforation appear 1o
occur in approximately 1% of patients treated for 3-6 months, and
in about 2-4% of palients treated lor one year Inform patients
about the signs and/or s-pmglorns of serious GI toxicity and what
steps to take il they occur. Studies have not idenlified any subset
of patients not at risk of developing peptic ulceration and bleeding
Except for a prior history of serious Gl events and other risk
factors known lo be associated with peptic ulcer disease, such as
alcoholism, smoking. elc., no risk factors (e.g, age, sex) have
been associated with increased risk. Elderly or debilitated patients
seem lo tolerate ulceration or bleeding less well than others and
maost spantaneous reports of fatal Gl events are in this population
In considering the use of relatively large doses (within the recom-
mended dosage range), sulficient 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 ANION. Acute interstitial nephritis with hema-
turia, protei . and neph ynd has been reported
Patients with impaired renal function, heart failure, liver dysfunc-
tion, patients taking divretics. and the elderly are at greater risk of
overt renal decompensation 1! this occurs, discontinue the drug
Use with caution and monitor serum creatining and/or creatining
clearance in patients with significantly impaired renal function
Use caution in patients with baseline creatinine cleéarance less
than 20 mL/minute. Use the lowest effective dose in the eme:llﬂ or
in patients with chronic alcoholic Iiver 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 jaundice and fatal hepatitis,
have been reported rarely Il liver disease develops or if systemic
occur (e.g. P or rash), discontinue ther-
apy. It steroid dosage is reduced or eliminated during therapy, do
s0 slowly and observe patients closely for adverse effects, includ-
ing adrenal insufficiency and exacerbation of arthritis symptoms
Determine hemoglobin values periodically for patients with initial
values of 10 grams or less who receive long-term therapy. Penph-
eral edema has been reported. Therefore, use with caulion in
patients with fluid retention, hypertension or heart failure. The
drug’s Py and anti-inf y activilies may reduce
fever and L g their d value, Con-
duct ophthalmic studies o 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 GI bleeding, which
may result in hospitalization and even fatal outcomes. Physicians
may wish 1o discuss with patients the potential risks and hikely
benefits of NSAID treatment, particularly when they are used lor
less serious conditions where treatment without Néﬁlﬂs may be
an acceptable alternative. Patients should use caution for aclivi-
fies requiring alertness if they experience drowsiness, dizziness
vertigo or depression duning therapy. Laboratory Tests: Because
serious Gl tract ulceration and bleeding can occur without warn-
ing symploms, lollow chromcally treated patients for signs and
symptoms of these and inform them of the imporiance of this
foliow-up. Drug Inferactions: Use caution when giving concomi-
tantly with coumarin-type anticoagulants, a hydantoin, sulfon-
amide or sulfonylurea; furosemide; lithium; beta-blockers;
id; or Drug/Lab y Test | i
The drug may decrease platelet awe?aahon 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 SHIAA. Car-
cinogenesis: A 2-year rat study showed no evidence of carcino-
genicity. Pragnancy: Category B Do not use during pregnancy
unless clearly needed. Avoid use during fate pregnancy. Nursing
Mothers: Avoid use in nursing mothers Pediatric Use: Single
doses of 25-5 mg/kg. with total daily dose not exceeding 15
mg/kp/day. are safe in children over 2 years of age Adverse
Reactions: In a study. GI reactions were more frequent and severe
in rheumatoid arthritis patients on 1500 mg/day than in those on
750 mg/day. In studies in children with juvenile arthritis, rash and
prolonged bleeding times were more frequent, GI and CN5S reac-
tions about the same, and other reactions less Irequent than in
adults Incidence Greater Than 1% Probable Causal Relationship
Gl; The most frequent complaints refated to the Gl tract: constipa-
tion; heartburn' abdominal pain; nausea’ dyspepsia, diarrhea,
stomatitis. CNS: headache’ dizziness” drowsiness. light-headed-
ness, vertigo. Dermatologic. 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 E.Paausal Relationship: GI: abnormal liver function tests
colitis, GI bleeding and/or perforation, hematemesis, jaundice,
melena, peplic ulceration with bleeding and/or perforation, vomit
ing. Renal. glomerular nephntis, hematuria, hyperkalemia, inter-
stitial nephritis, nephrotic syndrome, renal disease, renal failure,
renal papillary necrosis. Hematologic: agranulocytosis, eosing-
philia, granulocytopenia, leukopenia, thrombocytopenia. CNS
depression, dream abnormalities, inability to concentrate, nsom-
nia, malaise, myalgia and muscie weakness. Dermatologic: alope-
cia. photosensitive dermatitis, skin rashes Special Senses:
hearing impairment, Cardiovascular. congestive heart failure
R ¥y General. anaphylactoid
reactions, menstrual disorders, pyrexia (chills and fever). Causal
Relationship Unknown: Hematologic: aplastic anemia. hemolytic
anemia. CNS! aseplic meningitis, cognitive dysfunction. Dermato-
logic: epidermal necrolysis, erythema multilorme, photosen-
silivity reactions resembling porphyria cutanea tarda and
epidermaolysis bullosa, Stevens-Johnson syndrome, urticara G
non-peptic GI ulceration, ulcerative stomatitis Cardiovascular
vasculitis. General: angioneuratic edema, hyperglycemia, hypo-
gly (1] ' ave heartburn, indiges-
lion, nausea, vomiting. A few patients have had seizures. Emply
stomach and use usual supportive measures. In animals 0.5 grkg
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%. . SY_N.I-EX |

US patent nos. 3904682, 3996966 and others
1991 Syntex Puerto Rico, Inc Rev. 39 September 1990



IN MANY CHRONIC ARTHRITIS PATIENTS

Expect Success

from the *1
Prescribed NSAID

Color-enhanced banum conti@st study of stomach

A proven efficacy and safety
profile backed by 16 years
of clinical success.

As with other NSAIDs, the most frequent
complaints are gastrointestinal, and rare
hepatic and renal reactions have been
reported.

Please see brief summary of prescribing
information on adjacent page.

Color-enhanced 3-D' MBI of OA knee with medial compartment narrowing :
osteophytes in red. Supplied by David W. Stoller, MD, of California Advanced |

EXPECT SUCCESS FROM

NAPROSYN

(NAPROXEN) 500 mg tablets ..

Also available in 375 and 250 mg tablets and in suspension 125 mg/SmlL S

*Leading industry audits for 12 months ending April 1992. Pharmacy
sales of Naprosyn (naproxen) in the U.S. Data on file, Syntex
Laboratories, Inc, Document NP92181-A.

m © 1992 Syntex Puerto Rico, Inc. NP92181




WHY CONSIDER TENORMIN
BEFORE ALL OTHER BETA BLOCKERS?

V Convenient, once-daily dosing for all indications
V' Effective control of blood pressure and angina

v Cardioproteélion—improving survival during and after MI'**

7 Well-tolerated

" Good clinical judgment suggests that patients who are dependent on sympathetic stimulation for adequate cardiac output and BP are not good candidates for beta biockade
In addition to patients excluded from the ISIS-1 study, those with borderline BP (i, systolic <120, especially If over age 60) are less likely to benefit.
References: 1. 15/S-1 (First Intemational Study of Infarct Survival) Collab Group, Rand trial of intravenous atenolol among 16 027 cases of suspected acute my
infarction: 15151, Lancet. 1986;2:57-66. 2. Glamann DB, Lange RA, Hillis LD, Beneficial effect of long-term beta blockade after seute myocardial Infarction in patients without
anterograde fiow In the infarct artery. Am J Cardiol. 1991:68:150-154. '

See adjacent page for brief summary of prescribing information.

I.V. INJECTION/TABLETS

NORMIN

(atenolol)




1.V. INJECTION/TABLETS

arenclol) 25, sa, 100 mg tablets

{FOR FULL PRESCRIBING INFORMATION, SEE PACKAGE RT.)

INDICATIONS AND USAGE: Hypertension: TENORMIN is mdlcatea in the manaqement of hypertension. it may be used alone or
with other agents, particularly with a thiazide-type diuretic.

Angina Pectoris Due {0 Coronary Atherosclerasis: TENORMIN is indicated for the long-term management of patients with angina pectoris.

Acute Myocardial Infarction: TENORMIN is indicated in the management of hemodynamicatly stable patients with definite or suspected
acute myocardial infarction to reduce cardiovascular mortality. Treatment can be 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 IS1S-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 befow 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; necessaryin ing ci Y function in heart failure, and beta
blockade carries the potential hazard of further ial contractility and more severe failure. In patients who
have congestive heart failure controlled by digitalis and/or diuretics, TENORMIN should be administered cautiously. Both digitalis and
atenalol 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 contraingication to beta-blocker treatment.

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

Cessation of Therapy with TENORMIN: Patients with coronary artery disease, who are being treated with TENORMIN, should be advised
against abrugt discontinuation of therapy. Severe exacerbation of angina and the occurrence of myacardial infarction and ventricular
arrhythmias have been reported in angina pauents tollowmg Ihe ahrupl dlscommiuzmon of therapy with beta blockers. The Iasl two

TENORMIN® ( 25, 50,100 mg taklets

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

In the subsequent International Study of Infarct Survival (1S1S-1)
including over 16,000 patients of wham B,037 were randomized to
receive TENORMIN treatment, the dosage of intravenous ang sub-

compiications may occur with or without As with other beta blockers, wh
of TENORMIN is planned, the patients should be carefutly ohsewed and adwsed 10 limit physical activity to a minimum. if the angina

Conventional ~ Conventional  sequent aral TENORMIN was either discontinued or reduced for the
Therapy Therapy following reasons:
Ph:s":zt:"";‘m (ﬂg' Reasons for Re'\duur:olnosaue
Bradycardia 43 (18%) 24 (10%) Reduced Dose  Oral Partial
Hypotension 60 (25%) 34 (15%) (< 5mg)* Dose
Bronchospesm a (an & Dam HymewionBadyada 105 (13%) 1158 (145%)
Heart Block 11 (45%) 10 (43%) Ca_rdlouu[uc Shack 4 (,04%) 35 (44%)
SN
‘Axis Deviation 16 (66%) 28 (12%) CardiacArre g .
Supraventricular Tachycardia 28 (115%) 45 (19%) HeariBlock (> firstdegree) 5 (D0B%) 143 (1.7%)
Atcial Fibrillation 12 (5%) 29 (11%)  Cardiac Failure 1 (01%) 233 {2.9%)
Atrial Flutter 4 (16%) 7 (3%)  Arhythmias 3 (04%) 22 {21%)
Ventricular Tachycardia 39 (16%) 52 (22%)  Bronchospasm 1 (01%) 50 {62%)
Cardiac Reinfarction 0 (0%) 8 (2.8%) *Fulldosagewas 10 mpand some patients received less than 10 mg
Total Cardiac Arrests 4 (1.6%) 16 (6.9%)  but more than 5 mq.
Nonfatal Cardiac Arrests 4 (1.6%) 12 (5.1%) - - - -
Deaths 7 (29%) 16 (6.9%) During postmarketing experience with TENORMIN, the following
Cardiogenic Shock 1 (0.4%) 4 (1.7%) have been reported in temporal refationship 1o the use of the drug:
Development of Ventricular elevated {iver enzymes and/or bilirubin, headache, impotence,
Seplal Defect 0 (0%) 2 (0.8%) Peyronie’s disease, psoriasiform rash or exacerbation of psoriasis,
Development of Mitral purpura, reversible alopecia, and thrombacytopenia. TENORMIN,
i 0 (0%) 2 (0.9%) ke other beta blockers, has been associated with the development
Renal Failure 1 (04%) 0 (0%) of antinuclear antibadies (ANA) and lupus syndrome.
Pulmonary Emboli 3 (1.2%) 0 (0%)

WOISEns of acute corenary i develops, it is TENORMIN be promptly reinsti at least
Because coronary artery disease is common and may be unrecogmzed it may be prudent not to discontinue TENORMIN Iherapy
abruptly even in patients treated only for hypertension. (See DOSAGE AND ADMINISTRATION.)

Bronchospastic Diseases: PATIENTS WITH BRONCHOSPASTIC DISEASE SHOULD, iN GENERAL, NOT RECEIVE BETA BLOCKERS.
Because of its relative beta, selectivity, however, TENORMIN may be usad with caution in patients with Iuonehoumle diseass whe
do not respond fo, or cannot tolerate, other antihypertensive treatment. Since beta, selectivity is not absolute, the lowest possidle
dose of TENORMIN should be used with therapy initiated at 50 mg and a beta,- sllmullllnu spent (brenchodilator) should be made
avallable. (f dosage must be in ed, dividing the dose should he considered in order o achieve lower peak blaod levals.

Anesthesia and Major Surgery: It is not advisable to withdraw beta-adrenareceptor 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. Vagal
dominance, if it occurs, may be corrected with atropine (1-2 mg IV).

Additionally, caution should be used when TENORMIN 1.V. Injection is administered concomitantly with such agents.

TENORMIN, like other beta blackers, is a competitive tnhibitor 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 Hypaglycemia: TENORMIN should be used with caution in diabetic patients if a beta-blocking agent is required. Beta
blockers may mask tachycardia occurring with but other ions 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 bload glucose to normal levels.

Thyrotoxicosis: Beta-adrenergic blockade may mask certain clinical signs (eg, of hyj ism. Patients of
having thyroid disease should be monitored closely when administering TENORMIN L.V. 4n|echon Abmm 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 2 pregnant woman. TENORMIN crosses the
placental barrier and appears in cord blood. No stuies 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 ciose supervision for the treatment of hypertension in the
third trimester. Administration of TENORMIN for longer periods to pregnant women in the
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.

Atenalol has been shown to produce a dose-related increase in embryo/tetal rmmlsons in rats at doses equal to orgr&iterman 50 mg/kg/day
or25or them * Although similar in rabbits, th
was not evaluated in rabbits at dases above 25 mg/kg/day or 12.5 times the maximum recommended human anmlypenemwe 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 dasages can be adjusted ing on clinical al including pulse and blood pressure.
TEMORMIN may aggravate peripheral arterial circuiatory disorders.
Ao IpN.I SMA'}’SI.MI Function: The drug should be used with caution in patients with impaired renal function. (SEE DOSAGE AND

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

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

Hematologic: Agranulocytosis.

Allergic: Fever, combined with aching and sore throat, laryngospasm, and respiratory distress.

Central Nervous System: Reversible mental depression progressing 1o catatonia; visual disturbances; hatlucinations; an acute
reversible syndrome characterized by disorientation of time and place; short-term memory loss; emotional lability with slightly clouded

and, 0n neuropsychometrics.
rial is, ischemic colitis.

Cther: Erythematous rash, Raynaud 's phenomenon.

Miscelfaneaus: There have been reports of skin rashes and/or dry eyes with the use of beta jic blocking drugs. The
reported incidence is small, and in mos! cases, the symptoms have cleared when treatment was withdrawn. Discontinuance of the drug
(sgould be considered if any such reaction is not otherwise explicable. Patients should be closely monitored following cessation of therapy.

EE DOSAGE AND ADMINISTRATION )

The iated with the beta blocker practclol has not been reported with TENORMIN. Furthermore, a
number of patienis who had nrevmusiy demonstrated established practolol reactions were transferred to TENORMIN therapy with
subsequent resolution ar 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 predommant symptoms reporied following IENORMIN overdose are lethargy, disorder of respiratory drive, wheezing, Sinus pause,
and comman effects with ofanybetﬂdrenermchlnckmoagamand which might aiso be
expected in TENORMIN overdose are heart failure,

Treatment of averdase should be directed to the removal of any unabsorbed drug by mdumd amesm Jastric lavage, or administration
of activated charcoat. TENORMIN can be remaved from the generai circulation by hemodialysis. Other treatment modalities should be
employed at the physician’s discretion and may include:

BRADYCARDIA: Atrapine intravenously. If there is no response to vagal blockade, give isopraterencl cavtiously. In refractory cases,
transvenous cardiac pacemaker may be indicate:

HEART BLOCK (SECOND OR THIR[) DEGREE) or cardiac

CARDIAC FAILURE: Digitalize the patient and administer a diuretic. Glucagon has been reported to be useful.

HYPOTENSION: Vasopressors such as dopamine or norepinephrine (levarterenol). Monitor bload pressure continuously.

BRONCHOSPASM: A beta, stimulant such as isoproterenol or terbutaline and/or aminophylline.

HYPOGLYCEMiA: Intravenous glucose.

Based on the severity of symploms, management may require intensive support care andfacilities for applying cardiac and respiratary support.
DOSAGE AND ADMINISTRATION: Hypertension: The initial dose of TENORMIN is 50 mg given as one tablet a day either alone or added to
diuretic therapy. The full effect of lhis dose willusually be seen within ane to wo weeks. 1 an optimai response is not achieved, the dosage
should be inceeased to TENORMIN 100 mg given as ane tahlet a day. Increasing the dosage beyond 100 mg a day 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.

Mqlnl Padmis The initial dose of TENGRMIN is 50 mg given as one tablet a day. f an optimal respanse is not achieved within one

Beta blockers may exacerbate the rebound hypertension which can follow the withdrawal of clonidine. If the two di
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 severat days atter clonidine administration has stopped.

Caution shouid be exercised with TENORMIN L.V. Injection when given in close proximity with drugs that may also have a depressant
effecton ility. On rare i itant use of beta blockers and 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. Data from several studies, ie, TIMI-1), 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  variety of allergens may have amore 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.

of Fertility Two long-term (maxlmum nosmg duration of 18 or 24 months) 7at studies and
ane long-term (maximum dosing duration of 18 menths) mouse study, each Is as high as 300 g/day or 150 times
the maximum recommended human antihypertensive dose, * did not indicate a carcinogenic potential of atenolal. A third (24 month} rat
study, employing doses of 500 and 1,500 mg/kg/day (250 and 750 times the maximum secommended human antinypertensive dose®)
resulted in Increased incidences of bemgn adrenal medullary tumors in males and females, mammary fibroadenomas in females, and
anterior pituitary ad and thyroid cell in males. No evidence of 2 mutagenic potential of atenolol was
uncovered in the dominant lethal test (mouse), in viva cytogenetics test (Chinese hamster), or Ames test (S fyphimurium).

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 atenolo! admnmstmnon

1o TENORMIN 100 mq given as one fablet a day. Some patienis may require a dosage of 200 mp once
a uay for optlmal effect.

Twenty-four hour control with once daily dosing is achieved by giving doses larger than necessary 1o achieve an immediate maximum
effect. The maximum early effect on exercise talerance accurs with doses of 50 to 100 mg, but at these doses the effect at 24 hours is
atienuated, averaging about 50% to 75% of that observed with once a day oral doses of 200 mg.

Acute Myocardial Infaretion: In patients with definit l infarctian, treatment with TENORMIN |.V. Injection
should be initiated as soon as possible after the patient's amval inthe hospital and after eligibility is established. Such treatment should be
initiated in a coranary care or similar unit immediately after the patient's hemadynamic condition has stabilized. Treatment should begin
with the intravenous administration af 5 mg TENORMIN over 5 minutes followed by another 5 mg intravenous injection 10 minutes Jater.
TENORMIN L.V. Injection should be administered under carefully contralled conditions including monitaring of blood pressure, heart rate,
and electrocardiogram. Dilutions of TENCRMIN LV. Injection in Dextrose Injection USP, Sedium Chioride Injection USP, or Sodium
Chioride and Dextrose fnjection may be used. These admixtures are stable for 48 hours if they are not used immediately.

In patients who toferate the tull intravenous dose (10 mg), TENORMIN Tablets 50 mg should be initiated 10 minutes after the iast
intravenous dase tollowed 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 hypotensian requiring treatment or any
other untoward effects occur, TENORMIN should be discontinued.

Data from other beta blocker teials suggest that it there is any question concerning the use of IV beta bjocker 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 300 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

Animal Toxi | atenolot in epithelial
cells of Brunner's glands in the duodenum of both male and temnale dogs at all tested dose levels of atenolol (starting at 15 mg/kg/day or 7.5
times the maximum recommended human antiftypertensive dose") and increased incidence of atrial degeneration of hearts of male rats at
300 but not 150 mg atenolol/kg/day {350 and 75 times the maximum human anti dose,” )

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 reporied in
breast fed infants. Premature infants, or infants with impaired renat function, may be more likely o develop adverse effects.

Pediatric Use: Safety and effectiveness in children have not been established.

*Based on the maximum dese of 100 mg/day in 50 kg patient.

ADVERSE REACTIONS: Most adverse effects have been mild and transient.

The frequency estimates in the following tabie 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, causai relationship to TENORMIN is uncertain.

Voluntemd Total - Volunteered and Elicited
(US Studies) (Foreign + US Studies)
Atenolol {n = 164) Plaoebﬂ (n=206) Atenolol (n = 399) Placebovlvl = 407)
% % % %

CARDIOVASCULAR
Bradycardia
Cold Extremities
Posm ral Hypotension

Leg Pain

GENTRAL MERVUUS SYSTEM/
NEUROMUSCULAR

Diziness

Vertigo

Light-headedness

Tiredness

Fatigue

Lethargy

Drowsiness

Depression

Dreaming
GASTROINTESTINAL

Diarrhea

Nausea
RESPIRATORY (see WARNINGS)

Wheeziness 0 0
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Acute Myoclnllnl Infarction: In a series of investigations in the treatment of acute ial infarction, and
occurred more commaonly, as expected for any beta blocker, in atenolol-treated natlems than in control patients. However these usually
responded to atroping and/or to withholding further dosage of atenolol. The incidence of heart failure was not increased by alenolol.
Inotroric agents were infrequently used. The reported frequency of these and other events occurring during these investigations is given
in the following table.

beta blacker tr that treatment with beta blockers that are effective in the postinfarction setting may be continued for oneto three
years f there are no contraindications.

TENORMIN is an additional treatment to standard coronary care unit therapy.

Elderly Patients or Patienis with Aenal Impairment: TENORMIN is excreted by the kidneys; consequenﬂy dosage should be adjusted
in cases of severe impairment of renal function. Some reduction in dosag ppropriate for the elderly, since kidney
{unction is a physiologic consequence of aping. Atenolol excretion would be txnecled to decrease with advancing age.

No significant accumulation of TENORMIN cccurs until creatinine clearance falls below 35 mi/min/1.73m2. Accumulation of atenolol
and prolongation of its half-life were studied in subjects with creatinine clearance between 5 and 105 mL/min. Peak piasma levels were
significantly increased in subjects with creatinine clearances below 30 mL/min.

The following maximum oral desages are recemmended for elderly, renally-impaired patients and for patients with renal impairment due
1o ather causes:

Creatinine Clearance Atenolol Elimination Half-Life
(mb/min/1.73mz) (h} Maximum Cosage
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 Lablet 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™ biood pressure} to ensure that the treatment effect is present for a full 24 hours.

Although a similar dosage reduction may be considered for eiderly and/or renally-impaired patients being treated for indications other
than hypertersion, 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.

Cassation of The 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 shauld be inspected visvally for p matter priort
and container permit.

whenever solution

HOW SUPPLIED
TENORMIN Tablets: Tablets of 25 mg atenclal, NDC 0310-0107 {mund flat, uncoated white tablets with “T” debossed on one side and 107
debossed on the other side} are supplied in botties of 100 tablet
Tablets of 50 mg atenclol, NDC 0310-0105 (round, flat, uncoated white tablets identified with IC! gedossed on one side and 105
debossed on the other side, blsemd) are supplied in bottles of 100 tabtets and 1000 tablets, and unit dose packages of 100 tablets. These
tablets are distributed by ICI Pharm:
Tablets of 100 mg atenalol, NDC 03104)1 01(round, flat, uncoated white tablets with ICI debossed cn one side and {01 debassed 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 cantrolled roem temperature, 15°-30 °C (59°-86 °F). Dispense in well-closed, light resistant containers.
TENORMIN L.V, Injection
TENORMIN L.V. Injection, NOC 03100108, is supplied as 5 mg atenolol in 10 mL ampules of isotonic citrate-buffered aqueous solution.
Pratect from light. Keep ampules in cuter packaging until time of use. Store at room temperature.
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Think of Drug Evaluations (DE),
from the American Medical
Association (AMA), as an extra
strength prescription drug reference.

Like the PDR™ and other drug
compendia, DE gives you a
drug’s indications, interactions,
and adverse reactions.

But DE offers you much more.
More drug listings. Better com-
parisons. Off-label indications.
Alternative drugs for a particular
therapy. Background on disease
pathophysiology and current
therapeutic options, including
non-drug therapy. Now that's
strong medicine!

You'll find DE easier to use, too,
with information organized by
therapy — the way you practice
medicine. And, because more
than 600 physicians and other
experts review DE, you can rely
on it with confidence.

Choose the classic DE hardbound
edition (OP025592CX) for only
$75 for AMA members, $95 for
nonmembers. Or, stay most current
and select the DE subscription ver-
sion (NROOOI17CX) with its quarterly
updates for $116.

Either way, you'll find DE the
strongest prescription drug reference
available. To order, call toll free
800 621-8335. VISA, MasterCard,
American Express, or Optima
accepted. Sales tax and shipping
and handling charges apply.




BECAUSE APPROXIMATELY 609% OF
PATIENTS WITH PERSISTENT ANXIETY
MAY EXHIBIT DEPRESSIVE SYMPTOMS..."

BuSpar 10w

(buspirone HCl)

Now indicated
for the relief of
persistent anxiety
with coexisting
depressive
symptoms.™

4 Anxiolytic efficacy demonstrated
in anxious patients with or without
coexisting depressive symptoms.”

A Relief of anxiety symptoms
begins within 1 week, progresses
steadily through the fourth week of
therapy.’

4 Nonaddictive, no more sedation
(10%) than seen with placebo (9%).**

4 The more commonly observed
untoward events include dizziness
(12%), nausea (8%), headache (6%),
and nervousness (5%).

Progressive
Relief of
Persistent
Anxiety.

*BuSpar is not indicated for the relief of primary depressive disorder.
Please see references and brief summary on adjacent page.
©1992, Bristol-Myers Squibb Company, Princeton, New Jersey 08543, US.A. JK-107



BuSpar vuspirone He

Reterances: 1. Data on fle, ristol-Myers Squish Company. 2. Cohn JB, Bowden CL, Fisher JG, Rodas 4. Double-blind comparison of buspirone and
clorazepate in anxious outpatients with or without depressive symptoms. Psychopathology. 1992:25:10-21. 3. Feighner JP, Cohn JB. Analysis of indivicual
symptoms in generalized anxiety—a pooled, multistudy, double-blind evaluation of buspirone. europsychobiology. 1989,21:124-130. 4. Lader M.
Assessing the potential for husgimne dependence or abuse and effects of its withdrawal. Am J Med. 1987:82(suppt 54):20-26. 5. Newlon RE, Marunycz 4D,
Alderdice MT, Napoliello MJ. Review of the side-effect profile of buspirone. Am JMed. 1986;80(suppl 3B):17-21.

Contraindications: Hygersensitivi;y to buspirone hydrochloride. L
Wamings: The administration of BuSpar to a patient taking a monoamine oxidase inhibitor (MAOI)
may pose a hazard. Since hiood pressure has become elevated when BuSpar was administered con-
comitantly with an MAOI, such concomitant use is not recommended. BuSpar should not be employed in
lieu of appropriate antipsychotic treatment. L
Precautions: General - Interference with cognitive and motor performance: Although buspirong is less
sedating than other anxiolytics and does not ¥roduce significant functional impairment, its CNS effects in
a given patient may not be predictable; therefore, patients shouid be cautioned about operating an auto-
mobile or using complex machinery until they are reasonably certain that buspirone does not affect them
adversely. Although buspirone has not been shown to increase alcohol-induced impairment in motor and
mental performance, it is prudent to avoid concomitant use with alcohol. ’
Potential for withdrawal reactions in sedative/hypnotic/anxiolytic drug dependent patients: Because bu-
spirone will not block the withdrawal syndrome often seen with cessation of therapy with benzodi-
azepines and other common sedatlve/h,yI)notlc drugs, before starting buspirone withdraw patients gradu-
ally from their prior treatment, especially those who used a CNS depressant chromcalg. Rebound or
withdrawal symptoms may occur over varying time periods, depending in part on the t'g;g of drug and its
elimination half-life. The withdrawal syndrome can appear as any combination of irrita |I|;y, anxiety, agi-
tation, insomnia, tremor, abdominal cramps, muscle cramps, vomiting, sweating, flu-fike symptoms
without fever, and occasionally, even as seizures. . . )
Possible concerns related to buspirone’s binding to dopamine receptors: Because buspirone can bind to
central dopamine receptors, a question has been raised about its potential to cause acute and chronic
changes in dopamine mediated neurological function (eg, dystonia, pseudoparkinsonism, akathisia, and
tardive dyskinesia). Clinical experience in controlled trials has failed to identify any significant neuroleptic-
like activity, however, a syndrome of restlessness, appearing shortly after initiation of treatment, has
been regorted‘ the syndrome may be due to increased central noradrenergic activity or may be
attributable to doj aminergic effects {le, represent akathisia), X . .
Information for Patients - Patients should be instructed to inform their physician about any medications,
grescription or nonprescription, alcohol or drugs they are now taking or plan to take during treatment with
uspirone; to inform their physician if they are pregnant, are planning to become pregnant, or become
pregnant while taking buspirone; to inform their physician if they are breast feeding; and not to drive a
car or operate potentially dangerous machinery until they experience how this medication affects them.
Drug Interactions - Concomitant use with other CNS active dru%s should be approached with caution
(see Warnings). Concomitant use with trazodone may have caused 3- to 6-fold etevations of SGPT (ALT) in
a few patients. Concomitant administration of BuSpar and haloperidol resulted in increased serum haloperi-
dol concentrations in normal volunteers. The clinical significance is not clear. Buspirone does not displace
tightly bound drugs like phenytoin, propranolel, and warfarin from serum lProtems, but may displace fess
firmly bound drugs like digoxin. However, there was one report of prolonged prothrombin time when buspi-
rone was given to watlent also treated with warfarin, phenytoin, phenobarbital, digoxin, and Synthroid.
Carcinogenesis, Mutagenesis, Impairment of Fertility - No evidence of carcinogenic potential was
observed in rats or mice; buspirone did not induce point mutations, nor was DNA damage observed;
chromosomal aberrations or abnormalities did not occur. ) .
Pregndancr Teratogenic Effects — Pregnancy Category B: Should be used during pregrancy only if clear-

ly needed.
”ursiny Mothers — Administration to nursing women should be avoided f clinically possible.
Pediatifc Use ~ The safety and effectiveness have not been determined in individuals below 18 years of

age.
&e,ily the Elderly - No unusual, adverse, age-related phenomena have been identified in elderly patients
receiving a total, modal daily dose of 15 mg. 5 . o . ’
Use in Patients with Impaired Hepalic or Renal Function - Since buspircne is metabolized by the liver
and excreted by the kidneys, it is not recommended in severe hepatic or renal impairment.
Adverse Reaclions (See also Precautions): Commanly Observed - The more commonly observed unto-
ward events, not seen at an equivalent incidence in placebo-treated patients, include dizziness, nausea,
headache, nervousness, lightheadedness, and excitement. o
Associated with Discontinuation of Treatment - The more common events causing discontinuation
included: central nervous system disturbances 53.4%), primarily dizziness, insomnia, nervousness,
drowsiness, lightheaded feeling; gastrointestinal disturbances (1.2%), Xnmanly nausea; miscellaneous
disturbances (1.1%), primarily headache and fatigue. In addition, 3.4%
Flalpts, none of which could be characterized as primary. .
Incidence in Gontrolied Clinical Trials - Adverse events reported by 1% or more of 477 patients who
received buspirone in four-week, controlled trials: Cardiovascufar: achycardla/pagmatlons 1%. CNS:
Diziness 12%, drowsiness 10%, nervousness 5%, insemnia 3%, lightheadedness 3% decreased con-
centration 2%, excitement 2%, anger/hostility 2%, confusion 2%, depression 2%. EENT: Blurred vision
2%. Gastrointestinal: Nausea 8%, dry mouth 3%, abdominal/gastric distress 2%, diarrhea 2%, constgta—
tion 1%, vomiting 1%. Muscuioskefetal: Musculoskeletal aches/pains 1%, Neurological: Numbness 2%,
?a(eslhesw 1%, incoordination 1%, tremor 1%, Skin: Skin rash 1%. Miscellaneous: Headache 6%,
atique 4%, weakness 2%, sweating/clamminess 1%. . .
Other Events Observed During the Entire Premarketing Evaluation — The relative frequency of ail other
undesirable events reasonably associated with the use of buspirone in am)roxnnately 3000 sulyeqts who
took multiple doses of the drug under well-controlled, open, and uncontrolled conditions is defined as
foliows: Frequent are those occurring in at least 1/100 patients; infrequent are those occurring in 1/100 to
1/1000 patients; and rare are those occurring in less than 1/1000 patients. Cardiovascuiar — frequent:
non-specific chest pain; infrequent: syncope, hypotension, hypertension; rare: cerebrovascular accident,
congestive heart fallure, myocardial infarction, cardiomyopathy, bradycardia. Central Nervous System -
frequent: dream disturbances; mfre(* ent: depersonalization, dﬁsp_hor_la, noise intolerance, euphoria,
akathisia, fearfulness, loss of interest, dissociative reaction, hallucinations, suicidal ideation, seizures;
rare: feelings of claustrorhobla, cold intolerance, stu‘for, slurred speech, psychosis. £ENT - frequent: fin-
nitus, sore throat, nasal congestion; infrequent: redness and it ln% of the eyes, altered taste, altered
smell, conjunctivitis; rare; inner ear abnormality, eye pain, photophobia, pressure on eyes. Endocring —
rare: galactorrhea, thyroid abnormality. Gastroinlestinal - infrequent: flatulence, anorexia, increaged
appetite, salivation, irritable colon, rectal bleeding; rare: burning of the tongue. Genitourinary - infre-
uent. urinary frequency, urinary hesitancy, menstrual megularl?y and spotting, dysuria; rare: amenor-
rhea, Ipelwc inflammatory disease, enuresis, nocturia. Musculoskeletal - infrequent: muscle cramps,
muscle spasms, rigid/stiff muscles, arthralgias. Neurofogical - infrequent: involuntary movements,
slowed reaction time; rare: muscle weakness. Respiratory - infrequent: hyperventilation, shortness of
breath, chest congestion; rare: epistaxis. Sexual Function ~ infrequent: decreased o increased libido;
rare: delayeq ejaculation, impotence. Skin - infrequent: edema, pruritus, flushing, easy bruising, hair
loss, dry skin, facial edema, blisters; rare: acne, thinning of nails. Clinical Laboratory - infrequent:
increases in hepatic aminotransferases (SGOT, SGPT); rare: eosinophilia, leukopenia, thrombocytopenia.
Miscellaneous - infrequent: weight gain, fever, roaring sensation in the head, weight loss, malaise; rare:
alcohol abuse, bleeding disturbance, loss of voice, hiccoughs. , o
Postintroduction Clinical Experience — Rare occurrences of allergic reactions, cogwheel rigidity, dyston-
ic reactions, ecchymosis, emotional lability, tunnel vision, and"urinary retention have been reported.
gecataset of the léncontrolled nature of these spontaneous reports, a causal relationship to BuSpar has not

een determined.
Drug Abuse and Dependence: Conirolled Substance Class —Not a controlled substance.
Physical and Psychological Dependence — Buspirone has shown no potential for abuse or diversion and
there is no evidence that it causes tolerance, or either physical or psychological dependence. However,
since it is difficult to predict from experiments the extent to which a CNS-active drug will be misused,
diverted, and/or abused once marketed, |i)hysicians should carefully evaluate patients for a history of drug
abuse and follow such patients closely, observing them for signs of buspirone misuse or abuse
Leg, development of tolerance, incrementation of dose, drug-seeking behavior). .

verdosage: Signs and Symptoms - At doses approaching 375 mg/day the following symptoms were
observed: nausea, vomiting, dizziness, drowsiness, miosis, and gastric distress. No deaths have been
reported in humans either with deliberate or accidental overdosage. .
Recommended Overdosage Treatment - General :}{mptomatlc and supportive measures should be used

along with immediate gastric lavage. No specific antidote is known and dialyzability of buspirone has not

of patients had multiple com-

been determined.

For complete defails, see Prescribing Information or consuft

your Mead Johnson Pharmaceuticag Representative. M“!UU m@m
U.S. Patent Nos. 3,717,634 and 4,182,763 PHARMAGEUTICALS
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(NAPROXEN) 500 mg tablets
Brisf 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 eccur in patients
with 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 bieeding, ulceration,
and perforation can occur at anK time, with or without warning
stptoms. in patients treated chronically with NSAIDs. Remain
alert for ulceration and bleeding in such patients even in the
absence of previous Gl tract symptoms. In clinical trials, symp-
tomatic upper GI ulcers, gross bleeding or perfaration apﬁear to
occur in approximately 1% of patients treated for 3-6 months, and
in about 2-4% ot patients treated for one year. Inform patients
about the signs and‘or symgtoms of serious Gl toxicity and what
steps to take if they occur. Studies have not identified any subset
of patients not at risk of deveioping peptic ulceration and bleeding.
Except for a prior history of serious Gl events and other risi
factors known to be associated with peptic ulcer disease, such as
alcoholism, smoking, etc., no risk factors (eAg., age, sex) have
been associated with increased risk. Elderly or debilitated patients
seem to tolerate ulceration or dleeding less well than others and
most spontaneous reports of fatal Gl events are in this population.
In considering the use of relatively large doses éwithin the recom-
mended dosage ranpe), sufficient benefit should be anticipated to
offset the potentiai increased risk of Gi toxicity. Precautions: DO
NOT GIVE NAPROSYN® ANAPROXEN CONCOMITANTLY WITH
ARAPROX® (NAPROXEN SODIUM) OR ANAPROX® DS
NAPROXEN SODIUM) SINCE THEY BOTH CIRCULATE IN PLASMA
S THE NAPROXEN ANION. Acute interstitial nephritis with hema-
turia, proteinuria, and nephrotic synd 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/os 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
al with inued therapy. E of SGPT or SGOT
occurred in controlled clinical trials in less than 1% of patients.
Severe hepatic reactions, including jaundice and fatal hepatitis,
have been reported rarely. If liver disease develops or if systemic
manifestations occur {e.g., eosi itia or rash), di inue ther-
apy. i steroid dosage is reduced or eliminated during therapy, do
so slowly and cbserve patients closety for adverse effects, includ-
ing adrenal insufficiency and exacerbation of arthritis symptoms.
Determine hemoglobin values periodically for 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 antip: Y ic and anti-infl; y activities may reduce
fever and infl i iminishing 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 Gi bleeding, whicl
may result in hospitalization and even fatal outcomes. Physicians
may wish 10 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 experi i i2zi
vertigo or depression dusing therapy. Laboratory Tests: Because
serious G) tract ulceration 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-
lam:{y with coumarin-type anticoagulants; a hydantoin, suifon-
amide or sulfonylurea; furosemide; lithium; beta-blockers;
|?robenecid; or methotrexate. Drug/Laboratory Test Interactions:
he drug may d platelet agg ion and prulong bleeding
time or Increase urinary values for Ifketogenic steroids. Tempo-
rarily stop therapy for 72 hours before doing adrenal functien
tests. The drug may interfere with urinary assays of SHIAA. Car-
cinogenesis: A 2-year rat study showed no evidence of carcino-
genicity. Pregnancy: Category B. Do not use during pr?nancy
unless clearly needed. Avold use during late pre?nan?, ursing
Mothars: Avoid use in nursing mothers. Pediatric Use: Single
doses of 2.5-5 mg/kg, with total daily dose not exceeding 15
mg/kg/day, are sate in children over 2 years of age. Adverse
Reactions: In a study, Gi reactions were more frequent and severe
in rheumatoid arthritis patients on 1,500 mg/day than in those on
750 mg/da% 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 Refationship:
Gl: The most frequent complaints related to the Gl tract: constipa-
tion” heartburn; abdominal pain; nausea, dysnepsia, diarshea,
stomatitis. CNS: headache; dizziness; drowsi light-headed-
ness, vertigo. Dermatologic: itching (pruritus)’ skin eruptions;
ecchymoses; sweating, purpura. Special Senses: tinnitus,’ hear-
ing disturbances, visual disturbances. Cardiovascular: edema;
dyspnea; @alpitalions. General: thirst. Incidence Less Than 1%;
Probable Causal Relationship: Gl: abnormal liver function tests,
cotitis, G bleeding and/or tgerloration, hematemesis, jaundice,
melena, peptic ulceration with bleeding and/or perforation, vomit-
ing. Renat. glomerular nephritis, hematuria, hyperkalemia, inter-
stitial nephritis, nephrotic syndrome, renal disease, renal failure,
renal papillary is. H logic: ag ytosis, eosino-
philia, granulocytopenia, leukopenta, thrombocytopenia. CNS:
depression, dream abnormalities, inability to concentrate, insom-
nia, malaise, myalgia and muscle weakness. Delmatoln?lc: alope-
cia, photosensitive dermatitis, skin rashes. Special Senses:
Qearing impairment. Cardiovascular: co(?gesti\l«e heast failure.
p y. eneral: phytactoid
reactions, menstrual disnrd'ets, pyrexia (chills and fever). Causal
Relationship Unknown: Hematologic: aplastic anemia, hemolytic
anemia. CNS: aseptic meningitis, cognitive dysfunction. Dermato-
logic: epidermal necrolysis, erythema multiforme, photosen-
sifivity reactions resembling porphyria cutanea tarda and
epidermolysis bullosa, Stevens-Johnson syndrome, wrticaria. Gl:
non-peptic Gl ulceration, ulcerative stomatitis. Cardiovascular:
vasculitis. General: perg ypo-
h i heartburn, indiges-

gly pe: May have

tion, nausea, vomiting. A?ew patients have had seizures. Empty
stomach and use usual supportive measures. In animals 0.5 g/kg
of activated charcoal reduced plasma levels of naproxen. Caution:
Federal law prohibits d ing without p ption. See pack-
age insert for full Prescribing Information.

Incidence of reported reaction 3%-9%.
Where unmarked, incidence tess than 3%.

U.S. patent nos. 3,904,682, 3,998,966 and others.
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FOR CHRONIC ARTHRITIS

EXPECT A REDUCTION
IN JOINT PAIN
AND TENDERNESS

Color-enhanced 3-D CT image of OA hip with joint
space narrowing and marginal osteophytes
Supplied by David W. Stoller, MD, of

California Advanced Imaging.

As with other NSAIDs, the most
frequent complaints are gastrointestinal.

Please see brief summary of prescribing information
on adjacent page.

EXPECT SUCCESS FROM

NAPROSYN

(NAPROXEN) 500 mg tablets ‘

Also available in 375 and 250 mg tablets and in suspension 125 mg/s
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