1y
¢ _.Eaa:::;
:Ea.Ez:

" ...a__-:_...l‘__’.
oy e f...f..’" an

\Q

B
g
-t
1
=
-
3]
‘B
=
3
|
g
w
B
e
o

Ray Manzo, 56




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
(Olipizdel)sssen-os

As with all sulfonylureas, hypoglycemia may occur. @ Pl‘att Pleave see brief summary of prescribing information on last page.



LNUUTR YT RESPONDS TO MEALS—
AND REMAINS AT BASAL LEVELS DURING FASTING

Day 1 with meals - Day 2 without meals
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The effect of fasting on mean blood sugar and plasma insulin levels was measured in a 2-::? 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, patients were served three meals. On Ihe second, they received no food. Each patient received their usual
dose of GLUCOTROL at Ihe start of each day.'

REFERENCES: 1. Clarke BF, Corrall RIM, rdi J, Bhalla IP, Fraser DM, Duncan LJP. Clinical observations
on glipizide; ei!il:aczv, duration ol activity, and salety. In: Glipizide: A Worldwide Review. Princelon, NJ. Excerpla
Medica; 1984:234-247. 2. Goebel R, Leb G. Eftects of glyburide and glipizide on levels of immunoreactive insulin
and blood sugar. In: Glipizide: A Worldwide Review, Princelon, NJ. Excerpta Medica; 1984:9-15.

Brief Summary ol Prescribing Information

INDICATIONS AND USAGE: GLUCOTROL is indicated as an adjunct to diet for the control of hyperglycemia in
patients with non-insulin-dependent diabetes mellitus (NIDDM, type Il after an adequale trial of dietary therapy
has proved unsatisfactory.

CONTRAINDICATIONS: GLUCOTROL is contraindicated in patients with known hypersensitivity to the drug or
wilh diabetic keloacidosis, with or without coma, which should be treated with insulin

SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY: The administration of
oral hypoglycemic drugs has been reported lo be associated with increased cardiovascular
mortality as compared to treatment with diet alone or diel plus insulin. This warning is based on
the conducted by the University Group Diabetes Program (UGDP), a long-term prospective
clinical trial designed to evaluate the eflectiveness of glucose-lowering drugs in preventing or
delaying vascular complications in patients with non-insulin-dependent diabetes. The study
involved 823 patients who were randomly assigned to one of four trealmenl groups ( Diabetes, 19,
supp. 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 diel alone. A significant increase in total mortality was not observed, but the use of
tolbutamide was discontinued based on the increase in cardiovascular mortality, thus limiting the
opportunity for the sludy 1o show an increase in overall mortality. Despite controversy regarding
the interpretation of these results, the findings of the UGDP study provide an adequate basis for
this warning. The patient should be informed of the potential risks and advantages of GLUCOTROL
and of alternative modes of therapy. Although only one drug in the sulfonylurea class
(tolbutamide) was included in this study, it is prudent from a safety standpoint to consider that this
waming may also a:,lv 1o 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 excretion of GLUCOTROL may be slowed
in patients with impaired renal and/or hepatic function. Hypoglycemia may be prolonged in such patients should it
OCCur,

Hypoglycemia: All sultonylureas are capable of producing severe hypoglycemia. Proper patient selection,
dosage, and instructions are important 1o avoid hypoglycemia. Renal or hepatic insufficiency may increase the risk
of hypoglycemic reactions. Elderly, debilitated or malnourished patients and those with adrenal or piluitary
insulticiency are particularly suseeptible o the hypoglycemic action of glucose-lowering drugs. Hypoglycemia may
be difficult o recognize in the elderly or people laking beta-adrenergic blocking drugs. Hypoglycemia is more
likely o occur when caloric intake is deficient, after severe or prolonged exercise, when alcohol is ingested, o
when more than one glucose-lowering drug is used

Loss ol Control of Blood Glucose: A loss of control may occur in diabetic patients exposed to stress such as
fever, frauma, infection or surgery. Il may then be necessary (o discontinue GLUCOTROL and administer insulin.
Laboratory Tests: Blood and urine glucose should be i periodically. M of glycosylated
hemoglabin may be useful

Information for Patients: Fatients should be informed of the potential risks and advantages of GLUCOTROL, of
alterative modes of therapy, as well as the importance of adhering Io dietary instructions, of a regular exercise
program, and of regular testing of urine and/or blood glucose. The risks of hypoglycemia, its symptoms and
treatment, and condilions that predispose to iis development should be explained to patients and responsible
family members. Primary and secondary failure should also be explained.

Drug Interactions: The hypoglycemic action of sultonylureas may be potentiated by cerlain drugs including
nonsteroidal anti-inflammatory agents and other drugs that are highly protein bound, salicylates, sulfonamides,
chipramphenicol, probenecid, coumarins, monoamine oxidase inhibilors, and beta-adrenergic blocking agents. in
vilfo studies indicate that GLUCOTROL binds differently than lolbulamide and does not inleract with salicylate or
dicumarol. However, caution must be exercised in exirapolating these findings to a clinical situalion. Certain drugs
tend 1o produce hyperglycemia and may lead lo loss of control, including the thiazides and other diuretics,
corticosteroids, phenothiazines, thyroid products, estrogens, oral contraceptives, phenyloin, nicotinic acid,
sympathomimetics, calcium channel biocking drugs, and isoniazid. A potential interaction between oral miconazole
and oral hypoglycemic agents Jeading 1o severe hypoglycemia has been reported. Whether this interaction also
occurs with Ihe intravenous, lopical, or vaginal preparations of miconazole is nol known.

Carcinogenesis, Mutagenesis, Impairment of Fertility: A 20-month study in rats and an 18-monith study
in mice al doses up to 75 limes the maximum human dose revealed no evidence of drug-related carcinogenicity.
Bacterial and /i vivo mulagenicity tests were unilormly negative. Studies in rats of both sexes af doses up to 75
limes the human dose showed no effects on fertility,

Pregnancy: Pregnancy Cm‘gnw C: GLUCOTROL (glipizide) was found to be mildly fetotoxic in rat reproductive
studies at all dose levels (5-50 mg/kg). This fetotoxicity has been simitarly noted with other sulfonylureas, such as
loibutamide and tolazamide. The effect is perinatal and believed lo be direclly relaled lo the pharmacologic
(hypoglycemic) action of GLUCOTROL. In studies in rats and rabbits no teratogenic effects were found. There are
no adequale and well-controlled studies in pregnant women. GLUCOTROL should be used during pregnancy only
if the potential benefit justifies the potential risk to the felus.

RGCO26A93 ©1993, Plizer Inc

FOR TYPE Il DIABETES,

TODAY'’S LIFE DEMANDS
INSULIN ON DEMAND

When diet alone fails in NIDDM...

Glucotrol
(glipizide)smseeros

Because recenl information suggests that abnormal blood glucose levels during pregnancy are associaled with a
higher incidence of congenital abnarmalities, many experts recommend thal insulin be used during pregnancy lo
maintain blood glucose levels as close to nommal as possible,
Nonteratogenic Effects: Prolonged severe hypoglycemia has been reported in neonales born to mothers who
Were receiving a sulfonylurea drug al the time of delivery. This has been reported more irequently with the use of
agents with prolonged hall-lives. GLUCOTROL should be discontinued al least oneé month before the expected
delivery date.
Nursing Mothers: Since some sullonylurea drugs are known to be excreted in human milk, insulin therapy
should be considered il nursing Is to be continued
Pediatric Use: Salety and effectiveness in children have not been established.
ADVERSE REACTIONS: In controlled studies, the Irequency ol serious adverse reactions reporled was very low
01702 patients, 11.8% reporled adverse reaclions and in only 1.5% was GLUCOTROL discontinued.
Hypoglycemia: See PRECAUTIONS and OVERDOSAGE sections
Gastrointestinal: Gastroiniestinal disturbances, ihe most common, were reported with the following approximate
incidence: nausea and diarrhea, one in 70; constipation and gastralgia, one in 100. They appear to be dose-retated
and may disappear on division or reduclion of dosage. Cholestalic jaundice may occur rarely with sullonylureas:
GLUCOTROL should be discontinued il this occurs.
Dermatologic: Allergic skin reactions including erythema, morbilliform or maculopapular eruptions, urticaria,
pruritus, and eczema have been ed In aboul one in 70 patients. These may be transient and may d
despile continued use of GLUCOTROL; if skin reaclions persisl, the drug should be discontinued. Porphyria
cutanea tarda and pholosensitivity reactions have been reported with sulfonylureas.
Hematologic: Leukopenia, agranul i penia, hemolytic anemia, aplastic anemia, and
ﬁncyiamnia have been reported with suffonylureas.

etabolic: Hepalic porphyria and disulliram-like alcohol reactions have been reparted with sulfonylureas
Clinical experience to date has shown that GLUCOTROL has an extremely low incidence of disulliram-like
reactions.
Endocrine Reactions: Cases of hyp i and the syndi of iate uretic hormane (SIADH)
secretion have been reported with this and other sullonylureas
Miscellaneous: Dizziness, drowsiness, and headache have each been reported in about one in fifty patients
Ireated with GLUCOTROL. They are usually ransient and seldom require discontinuance of therapy
OVERDOSAGE: Overdosage of sullonylureas including GLUCOTROL can produce hypoglycemia, Il hypoglycemic
coma is diagnosed or suspected, the patien! should be given a rapid intravenous injection of concentrated (50%)
flucose solution. This should be followed by a continuous infusion of a more dilute (10%) glucose solution at a
rale thal will maintain the blood glucose al a level above 100 mg/dL. Patienis should be closely monitored for a
minimum ol 24 to 48 hours since hypoglycemia may recur aller apparent clinical recovery. Clearance of
GLUCOTROL from plasma would be prolonged in persons with liver disease. Because of the extensive protein
binding of GLUCOTROL, dialysis is unlikely to be of benefit
DOSAGE AND ADMINISTRATION: There is no lixed dosage regimen lor the management of diabetes mellilus
with GLUCOTROL, in general, it should be given approximately 30 minules before a meal to achieve the greates!
reduction in postprandial hyperglycemia.
Initial Dose: The recommended starting dose is 5 mg before breaktast. Geriatric patients or those with liver
disease may be slarted on 25 mg. Dosage adjustments should ordinarily be in increments of 25-5 mg, a5
determined by blood glucose response. Al least several days should elapse between titration steps.
Maximum Dose: The maximum recommended lotal daily dose is 40 mg.
Maintenance: Some patients may be effectively controlled on a once-a-day regimen, while ohers show befter
response with divided dosing. Total dafly doses above 15 mg should ordinarily be divided.
HOW SUPPLIED: GLUCOTROL lablets are white, dye-free, scored, diamond-shaped, and imprinted as follows:

5 mg—Plizer 411; 10 mg—Pfizer 412.

5 mg Battles: 100 (NDC 0049-4110-66); 500's (NDC 0049-4110-73); Unit Dose 100’ (NDC 0049-4110-41)

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

Revised August 1990
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Brief Summary
RELAN®

VE
Verapamil HCI
Sustained-Release Pellel-Filled Capsules

For complete Prescribing Information, consult package insert.

CLINICAL PHARMACOLOGY .

Food does not affect the extent or rate of the absorption 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 (see WARNINGS).

In patients with hepatic insuﬁm. metabolism is delayed and elimination half-life prolonged
up to 14 to 16 hours (see PREC NS), 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), atrial flutter/fibrillation with an accessory bypass tract (eg,
WPW or LGL syndromes), (see INGS), hypersensitivity to verapamil.

WARNINGS
Verapamil should be avoided in patients with severe LV dysfunction (eg, ejection fraction
<mﬁr 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
sion. Elevations of liver enzymes have been reported,

eral cases of hepatocellular injury have been demonstrated to be produced by verapami.
Periodic monitoring of liver function in patients on verapamil is prudent. Some patients with fa:
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
158 h‘i the AV node, 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 progression to second- or third-degree block requires reduction in dosage or,
rarely, discontinuation and institution of appropriate therapy. Sinus bradycardia, second-degree
AV block, sinus arrest, pulmonary edema and/or severe ypotension were seen in some critically il

patients with hypertrophic cardiomyopathy who were treated with verapamil.

ECAUTIONS

Verapamil should be given cautiously to patients with impaired hepatic function (in severe dys-
function use about 30% of the nol 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 phy and
may prolong recovery from the neuromuscular blocking agent vecuronium. [t 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 block, including complete heart . The risks of such combined
therapy may outweigh the benefits. The combination should be used only with caution and close
manitoring. 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 result in digitalis toxicity. In patients with hepatic cirrhosis, verapamil may reduce total body
clearance and extrarenal clearance of digitoxin. The digoxin dose should be reduced when veerzra
mil is given and the patient carefully monitored. Verapamil will usually 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 ial 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 concomi-
tantly with short- and long-acting nitrates without any undesirable drug interactions. Interaction
between cimetidine and chronically administered verapamil has not been studied. In healthy volun-
teers, clearance of verapamil was reduced or unchanged. Concomitant use of lithium and verapa-
mil may result in a lowering of serum lithium levels or increased sensitivity to lithium. Patients
receiving both drugs must be monitored carefully. )

Verapamil increase carbamazepine concentrations during combined use. Rifampin may
reduce verapamil bioavailability. Phenobarbital may i verapamil cl 2. Verapamil m.
increase serum levels of ?do_spon'ne, Concomitant use of 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 nat 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 well-controlled studies in preg-
nant women. This drug should be used during pregnancy, labor, and delivery only if clearl
needed. Verapamil is excreted in breast milk; therefore, nursing should be discontinued during
&mméi ll'li::éd Salety and efficacy of verapamil in children below the age of 18 years have not

n es L

ADVERSE REACTIDNS

Reversible (upon discontinuation of verapamil) b ive, paralytic lleus has been infre-
qui Tep in tion with the use of verapamil,

In clinical trials with 285 hypertensive patients on VERELAN for more than 1 week, the following
adverse reactions were regomd: constipation (7.4%); headache (5.3%): dizziness (4.2%); leth-
argy (3.2%); dysp:‘?sia (2.5%); rash (1.4%); ankle edema (1 .4%&: sleep disturbance (1.4%),
myalgia (1.1%). In clinical trials of other formulations of verapamil HCI (N = 4,954), the following
reactions have occurred at rates greater than 1.0%: constipation (7.3%); dizziness (3.3%); nausea
{2.7%). hm:tensmn (2.5%‘}: edema (1.9%), headache (2.2%), rash [1,2%{: HF/pulmonary

) 2.2%),
edema (1.8%); fatigue (1.7%); bradycardia (HR < 50/min) (g A%); AV block-total 1°, 2°, 3° (1.2%);
2% and 3° (0.8%); flushing (0.6%); elevated liver enzymes (see WARNINGS).

_The following reactions, reported in 1.0% or less of patients, occurred under conditions (open
trials, marketing experience) where a causal rdannnshm uncertain, Cardiovascular: angina
pectoris, atrioventricular dissociation, chest pain, claudication, myocardial infarction, palpita-
tions, purpura{useuﬁﬁs}bsyncope, Digestive System: diarrhea, dry mouth, gastrointestinal dis-
tress, gingival hype . Hemic 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, rkeratosis, maculae, sweating, urticaria, Stevens-Johnson syn-
drome, erythema multiforme. Special Senses: biurred vision. Urogenilal: gynecomastia, impo-
tence, increased urination, spotty menstruation.
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Reduction in mean DBP measured 24+2 hours
after dosing
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Results of a 12-week, randomized, double-blind, parallel, comparative study of
garfenrs with mild-to-moderate hypertension in 10 study sites nationwide.
atients not controlled on VERELAN 240 mg/day were titrated to 360 mg/day
and, if needed, 480 mg/day; patients not controlled on Procardia XL 30 mg/day
were titrated to 60 mg/day and, if needed, 90 mg/day: There was no significant
difference between groups in the number of titrations to goal DBP (<90 mm Hg).

*Procardia XL is a registered trademark of Pfizer Inc.

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 on adjacent page.

ONCE-A-DAY

ERELAN

Verapamil HC iz

PELLET-FILLED CAPSULES
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TAGAMET™ (brand of cimetidine)

See ibii ion in SmithKline Beecham Pharma.
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Tagamet® puts out the fire fast

without burning a hole in
your patient’s pocket

In acute duodenal ulcer
400 mg b.i.d./800 mg h.s. Tiltab® Tablets
In erosive esophagitis: 800 mg b.i.d. Tiltab® Tablets
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In osteoarthritis and rheumatoid arthritis

what
you
Want in an NSAID”

Efficacy Tolerability Once-a-day
dosing

How to getit?
R AR

* Nonsteroidal anti-inflammatory drug.



*Usual adult dosage is 1200 mg
(two 600-mg caplets) once a day.
For osteoarthritis patients of low
body weight or with milder
disease, an initial dosage of one
600-mg caplet once a day may
be appropriate.

TAs with all NSAIDs, the most
frequently reported adverse
reactions were related to the Gl
tract: nausea (8%) and dyspepsia
(8%). In patients treated with
DAYPRO, as with other NSAIDs
in the long-term, serious Gl
toxicity such as bleeding,
ulceration, and perforation can
occur and patients should be
selected accordingly.

Please see brief summary of prescribing information
on last page of this advertisement.

SEARLE

© 1993 Searle

All you



New 1wo caplets, once a day *

DAYPRO
(ovaprozin) g
¥ Efficacy

From the same chemical class as naproxen and ibuprofen,
but with the extended duration of action of piroxicam'

MTolerability

Gl tolerability" without a loss of therapeutic efficacy’

¥ Once-a-day dosing
Usual adult dosage is 1200 mg/day (two 600-mg caplets)*

want in an NSAID
—



et DAYPRO All you want in an NSAID

(Oxaprozn) 2558

v’ Usual adult dosage is 1200 mg (two 600-mg caplets) once a day”

Experience with NSAIDs has shown that starting therapy with maximal doses in elderly
patients or those with CHF, hepatic impairment, or mild-to-moderate renal insufficiency
is likely to increase the frequency of adverse events and is not recommended.

*For osteoarthritis patients of low body weight or with milder disease, an initial dosage of one 600-mg caplet once a day may be appropriate.

BRIEF SUMMARY

CONTRAINDICATIONS: Patients with previously demonstrated hypersensitivity to oxaprozin or any of
its or in individuals with the lete or partial sy of nasal polyps. angioedema,
and hrunchospasnc reactivity to aspirin or other nunstﬂmdal anti-inflammatory drugs (NSAIDs). Severe
and oc y fatal asthmatic and anaphylactic ions have been reported in patients receiving
NSAIDs, and there have been rare reports of anaphylaxis in patients taking oxaprozin

WARNINGS: RISK OF GASTROINTESTINAL (GI) ULCERATION, BLEEDING, AND PERFORATION WITH
NONSTEROIDAL ANTI-INFLAMMATORY DRUG THERAPY: Serous Gl towicity, such as bleeding,
ulceration, and perforation. can occur at any time, with or without waming symptoms. in patients
treated with NSAIDs. Although minor upper Gl problems. such as dyspepsia, are common, and usually
develop early in therapy. physicians should remain alert for ulceration and bleeding in patients treated
chromically with NSAIDs, even in the ab of pi GI tract sy In patients observed in
chinical trials for several months to 2 years, symplomatic upper GI ulcers, gross bleeding, or perforation
appear 1o occur in approximately 1% of patients treated for 3 to 6 months, and in about 2% to 4%
of patients treated for 1 year. Physicians should inform patients about the signs and/or symptoms
of serious GI towicity and what steps to take if they occur, Patients at nsk for developing peptic
ulceration and bleeding are those with a prior history of serious Gl events, alcohalism, smoking, or
other faclors known o be associated with peptic ulcer disease. Elderly or debilitated patients seem
to tolerate wiceration or bleeding less well than other mdviduals. and mosl it reports of
fatal Gl evenis are in these populations. Studies to date are inconclusive conceming the relative risk
of vanous NSAIDs in causing such reactions, High doses of any NSAID probably carry a greater risk
of these reachons.

PRECAUTIONS: As with other NSAIDs, borderline elevations of one or more liver fests may occur in
up to 15% of patients. These ab lities may progress. remain Ity unchanged. or resolve
with continugd therapy. The SGPT (ALT) test is probably the most sensitive indicator of liver
dysfunction. Meaningful {3 times the upper limit of normal) elevations of SGOT (AST) occurred in
controlled climcal tnals of Daypro in just under 1% of patients. A patient with symptoms and/or
signs suggesting liver dystunction or in whom an abnormal liver test has occurred should be evaluated
for ewidence of the development of more severe hepatic reaction while on therapy with this drug.
Severe hepatic reactions including jaundice have been reported with Daypra. and there may be a risk
of fatal hepatitis with oxaprozin, such as has been seen with other NSAIDs. Although such reactions
are rare, if abnormal fiver lests permsl or worsen, clinical signs and symptoms consistent with liver

disease develop, or sy occur rash, fever), Daypro should be
Well hepatic cirthosis does not appear to alter the disposition of unbound

ap s0 dosage adjustment is not y. Caution should be observed in patients with severe
hepatic dysh Acute | nephritis, hematur:a, and p ia have been reported with

Daypro as with other NSAIDs. Long-term administration of some NSAIDs to animals has resulted in
renal papillary necrosis and other abnormal renal pathology, This was not observed with oxaprozin
but the clinical significance ol this e i5 A second form of renal toxicity has been
seen in patients with preexisting conditions leading to a reduction in renal biood flow. where the renal
prostaglandins have a supportive role in the maintenance oT taﬂal perfusion. In fthese patients
administration of an NSAID may cause a dose-dep n and
may precipitate overt renal decompensation. Patients at greatest nisk of this raa:lunn are those with
previously impaired renal function, heart failure. or liver dystunction. those taking diuretics. and the
elderly. Discontinuation of NSAID therapy is often followed by recovery to the pretreatment state
Those patients at high risk who chronically take oxaprozin should have renal function monitored if
they have signs or symptoms that may be consistent with mild azotemia, such as malaise, fatigue.
or loss of appetite. As with all NSAID therapy, patients may occasionally develop some elevation of
serum crealining and BUN levels without any signs or symptoms. The pharmacokinetics of oxaprozin
may be significantly altered n patients with renal insufficeency or in patients who are undergaing
hemodialysis. Such patients should be started on doses of 600 mg/day, with cautious dosage
increases if the desired effect is not obtained. Oxaprozin is not dialyzed because of its high degree
of protein binding. Like other NSAIDs, Daypro may worsen fiuid retention by the kidneys in patients
with uncompensated cardiac falure due to its effect on prostaglandins. It should be used with caution
in patients with & history of hyperlension, cardiac decompensation. in patients on chronic diuretic
therapy. or m those with other conditions predisposing to fuid retention. Oxaprozin has been associated
with rash and/or mild p y in testing. An increased incidence of rash on sun-
exposed skin was seen in some patients in the climcal nals. Because serious Gl tract ulceration and
bleeding can occur without warning svrnploms nhysuciarls should follow chromcally treated patients
for the signs and of and b g and should inform them of the importance of
this follow-up. Anemia may occur in patients re:el\nng oxaprozin or other NSAIDs. This may be due

toxicity. The ] effects of warfarin were not affected by the coadministration of
1200 mg/day of Daypro. Nevertheless. caution should be exercised when adding any drug that affects
platelet function to the regimen of patients receiving oral an{iwagl.llil'lts The total body clearance of
oxaprozin was reduced by 20% in subjects who | ived therapeutic doses of cimetidine
or ranitidine; no other pharmacokinetic parameter was affected. A change of clearance of this
magnitude lies within the range of normal variation and is unlikely to produce a clinically detectable
difference in the outcome of therapy. Subjects receiving 1200 mg Daypro qd with 100 mg metoprolol
bid exhibited statistically signif but in sitting and standing blood pressures
alter 14 days. Therefore. as with all NSAIDs, routine blood pressure monitoring should be considered
in these patients when s!artmq Daypro therapy. The coadministration ol oxaprozin and antacids,
ac phen, o1 ¢ gens resulted in no statistically significant changes in pharmaco-
kinetic Daramelers in smqle and/or multiple-dose studies. The interaction of oxaprozin with lithium
and cardiac glycosides has nol been studied. In oncogenicity studies, oxaprozin administration for 2
years was associated with the exacerbation of liver neoplasms (hepatic adenomas and carcinomas)
in male CO mice, but not in female CD mice or rats. The significance of this species-specific finding
to man is unknown. Oxaprozin did not display mutagenic potential. Oxaprozin administration was not
associated with impairment of fertility n male and female rats at oral doses up to 200 mg/kg/day
(1180 mg'm?); the usual human dose is 17 mg/kg/day (629 mg/m?). testicular deg
was observed in beagle dogs treated with 37.5 to 150 mg/kg/day (750 to 3000 mg/m?) of oxaprozin
for 6 months, or 37.5 mg/ko/day for 42 days. a finding not confirmed in other species. The clinical
relevance of this finding is not known. Pregnancy Category C: There are no adequate or well-controlied
studies in pregnant women. Teratology studies with oxaprozin were performed in mice, rals, and
rabbits. In mice and rats, no drug-related developmental abnormalities were observed at 50 to 200
mg/ kg /day of oxaprozin (225 to 900 mg/m?). However, in rabbits, infrequent malformed etuses were
observed in dams treated with 7.5 1o 30 mo/kg/day of oxaprozin (the usual human dosage range).
Oxaprozin should be used during pregnancy only if the potential benefits justify the potential risks to
the fetus. The effect of oxap in women s NSAIDs are known to delay
parturition, 1o accelerate closure of the “fetal ductus arteriosus, and to be associated with dystocia.
Oxaprozin is known to have caused decreases in pup survival in rat studies. Accordingly, the use of
in during late pregnancy should be avoided. Studies of oxaprozin excretion in human milk
have not been conducted: however. oxaprozin was found in the milk of factating rats. Since the
effects of oxaprozin on infants are not known, caution should be exercised it oxaprozin is administered
1o nursing women. Salety and effectiveness of Daypro in children have not been established. No
adjustment of the dose of Daypro is necessary in the elderly for pharmacokinetic reasons, although
many elderly may need fo receive a reduced dose because of low body weight or disorders associated
with aging. No significant n the ph okinetic profile lor oxap were seen in sludies
in the healthy elderly. Although selected elderly patients in clinical trials tol Daypro
as well as younger patients, caution should be exercised in treating the elderly, and extra care should
be taken when choosing 2 dose. As with any NSAID, the elderly are likely to tolerate adverse reactions
less well than younger patients.
ADVERSE REACTIONS: The most frequently reported adverse reactions were refated to the Gl tract
They were nausea (8%) and dyspepsia (8%)
INCIDENCE GREATER THAN 1%: In clinical trials the fnllumng adverse reactions occurred al an
incidence greater than 1% and are probably related to g in 3% to 9% of
patients treated with Daypro are indicated by an astensk(®), Ihuse reactions Dccumnu in less than
3% of patients are unmarked: abdominal pain/distress, anorexia. constipation®, diarrhea®, ﬂrsl!mra'
flatulence, nausea®, CNS inhib (depression. sedation. or
disturbance of sleep. rash*, ninnitus, dysuria or frequency.
INCIDENCE LESS THAN 1%: Probable causal : The following adverse reactions were
reported in chimical inals at an incidence of less than 1% or were reported from foreign experience.
Those reactions reported only from foreign marketing experience are in ifalics. The probability of a
causal relationship exists between the drug and these adverse reactions: anaphylaxis, edema, blood
pressure changes. peptic uiceration and /or G bleeding, liver function abnormalities including hepatitis.
stomatitis, hemorrhoidal or rectal anemia, th . weight
gain, weight loss, weakness, malaise, smpmmsof upper lesplmnr\r tract infection, ntunlus urticaria,
photosensitivity, blurred vision, conjunctivitis, acule inferstitial nephritis, hematuna. renal insufficiency,
decreased menstrual flow.
ausal relalionship unknown: The following aduerse laac!lnns occurred at an mud:nce of less than

1% n chmcai Inals or Wwere suggesten from e, under ¢ es where a
causal rel p could not be defi established They are ||5te|1 as alerlmu mlun'naﬂon for the
h { It in taste, sinusitis, pul ¥y hearing d

1o fluid retention, gastrointestinal blood loss, of an incompletely descnbed etfect upon ery
Patients on long-term treatment with Daypro should have ther hemoglobin or hematocrit values
determined al appropnate intervals as determined by the chimcal situation. Oxaprozin. like other
NSAIDs, can affect platelet apgregation and prolong bleeding time. Daypro should be used with
caution in patents with underlying hemostatic defects or in those who are undergoing surgical
procedures where a high degree of hemostasis is needed. The side effects of NSAIDs can cause
discomfort and, rarely, senious side effects. such as Gl bleeding. which may result in hospitalization
and even fatal outcomes. Physicians may wish to discuss with thewr patients the potential risks and
likely benefits of Daypro treatment, particularly in less-senous conditions where treatment without
Daypro may represent an acceptable alternative to both the patent and the physician Patients
receiving Daypro may benefit fram physician instruction in the symptoms of the more commaon or
serious Gl renal. hepatic, hematologic, and dermatologic adverse elfects. Daypro is not known to
interfere with most common laboratory tests, including tests for drugs of abuse Concomitant
admimistration of Daypro and aspirin 15 not ded because displaces salicylates
from plasma protein binding sites. Coadministration would be expected to increase the nsk of

Address medical inquiries to:

G.D. Searle & Co.

Medical & Scientific Information Department
4901 Searle Parkway

Skokie, Il. 60077

increase in menstrual fow.
DRUG ABUSE AND DEPENDENCE: Daypro is @ non-narcotic drug. Usually reliable animal studies have
indicated that Daypro has no known addiction potential in humans

OVERDOSAGE: No patient experienced eu!her an accidental of intentional overdosage of Daypro in the

clinical trials of the drug. S 0 acule with other NSAIDs are usually limited
1o lethargy. nausea. 0. and pig pain and are qeneraHy reversile with
supportive care, Gl bleeding and coma have occurred g NSAID , acute

renal failure, and respiratory depression are rare. Patients should be managed I:y symmomatlc and
supportive care following an NSAID overdose. There are no specilic
may be indicated in patients seen within 4 hours of ingestion with symptoms nr Iollmmng a large
overdose {5 1o 10 limes the usual dose). This should be accomplished via emesis and/or activated
charcoal (60 to 100 g in adults, 1 to 2 g/kg In children) with an osmotic cathartic. Forced diuresis,
alkalization of the urine. or hemoperfusion would probably not be useful due to the high degree of
protein binding of oxaprozin 2/2/93 = PI3DATIGY
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LOZOL®™ (indapamide) 2.5 myg tablets
BRIEF SUMMARY

INDICATIONS AND USAGE: |

Talure

offer suflonamde-

derived drugs

WARNINGS: Infrequent cases of
have been reported with the
f

IIEI.CTIDHS hypokatemia) nc-!eclrurlr monitoring s essental In general
thuretics should nol be given wilh ithium

PRECAUTIONS: Perform serum elecin

N

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."* And unlike

Dyazide* or Maxzide,’

there may be no increased risk of

hyperkalemia when LOZOL is used in combination with

ACE inhibitors.

INIAFANI)

ONCEA DAY

Z25mg
TABLETS

PERFORMS WITH CONFIDENCE

* Dyazide (trinmterene-hydrochlorothiazide). a potassium-sparing

diuretic.

is a registered trademark of SmithKline Beechuam

Pharmaceuticals

+ Maxzude (triamterene-hydrochlorothiazide), 4 potassium-sparing
diuretic, is a registered trademark of Lederle Laboratories

Please see brief summary of prescribing information below.

Calcum excrebon & decres

possidity with indapam

DRUG INTERACTIONS: LOZOL may 20d to of potensiale the action of other
antihypertensive drugs. The antibypertensive effect of the drug may be enhanced i the
postsympathectomazed pabent. indapamide pcrease arfenal respansiveness 10
norepinephring, but this does 52 0of norepnéphnng

In mowse and rat ifetime ¢ 2 ) significant differences
i the modence of umors indapamice-treated ammais and the control
Groups

assocaated with fetal or neonatal jaundice, thrombocyt

adverse effects that have occurmed in adults. i i not known whether this dn
excreted m human milk 1f use of this drug & deemed essential, the pabent shos
nyrsing

ADVERSE RUJ:TEDIIS Hast advnr,e e'lpm have been -m. and transient. From

reathions wih = 5%
jathargy, tredness o mak
TENVOUSNESS, tension. anoety, irmtablity or a@unm
nce Aghtheadedness, drowsness, vertign, msomnia, depression, blurred vision
hipabion, nausea, vomiting. diarrhea, gastnc initation, abdominal pain of cramps
orexia, OrMostatic hypotension, premature ventricular confractons, sTeguiar hean
beat, paipiations, frequency of unnabon, noctuna, polyena, rash, hives, pruntus,
of reduced iindo, hnormhea, fushing, hyperuncemi,
ypergiycemia, hyponatremia, hypochioremia, increase in serum BUN or creatinine
osuna, weight loss, dry mouth, Bingling of extrem ypokalemia wih
oncomiant civcal sqns o symptoms occurmed in 3% of patients receiving
indapamde 2.5 mg q.d. and T% of paients receving indapamid 5 mg . In long-
term controlied chnical iri parng the hypokaiemec effects of daty doses of
ydrochiorothiande, however, 47% of patients receiving indapamsde
nanens recesving indapamide 5 mg. and 44% of patients recening
nwchﬂ ofhiande 50 mg had af least one potassum value (out of a ot of 11 taken
during the study) below .‘)5 mEg/L On the indaamide 25 mg group, over

of those patients returned to noemial serum potassiem values without infervenbon
®r ad'ww reachons reporied with antihypertensive /duretics are intrahepatic
Staiic j2 3 xanthopsia, photosensivity, purpura, bullous empnma.

anaphylacte reactions, agranulocytoss, lewkopenia, thrombocytopenca
aplastic armn
CAUTION: SA) law profibits dispensing without prescripbion
Keep bohtly closed. Store at room lemperature. Avoid excessive heal
fspense in bight contaners as defined in USP
&5 product crcular for full prescribing information. Revsed: March 1992

Long-term experience with
2 Meyer-Sabefiek W, Gotzen A
ng-term treatment of hypertension with
1HurngH 0 :mvan& Teo

Copromoted by

BOEHRINGER
MANNHEIM
PHARMACEUTICALS

Product of Servier Research Institute
1993 Rhéne-Poulenc Rorer Pharmaceuticals Inc.
3-R17 1/93




Extra noncontraceptive health benefits
for the days ahead.

LABORATORIES

Worldwide Leadership ‘ A' WYETH-AYERST

in Female Healthcare w

Philadedphia, PA 19101

In addition to reducing irregular menses and dysmenor-
rhea, all oral contraceptives have been shown to reduce
the risks of pelvic inflammatory disease, ectopic preg-
nancy, benign breast disease, and ovarian cysts.** A 50%
reduction in incidence of endometrial and ovarian cancer
has also been shown — with protection extending at least
15 years after use.>**



Patient acceptance day after day.
Triphasil offers flexible Day-1 or Sunday Start to help
assure first-cycle compliance. Millions of cycles of
experience demonstrate physician confidence.'

*These noncontraceptive health benefits related to the use of oral contra-
ceptives are supported by epidemiological studies which largely utilized
oral-contraceptive formulations containing doses exceeding 0.035 mg
of ethinyl estradiol or 0.05 mg of mestranol.

'Serious as well as minor adverse reactions have been reported following
the use of all oral contraceptives. Levonorgestrel and ethinyl
estradiol tablets —Triphasic regimen

Please see adjacent page for brief summary of prescribing information. 21- and 28-day regimens

The OC to start with and stay with.



o Levonorgestrel and ethiny estradiol tablets —
Triphasic regimen 21- and 28-day regimens

The OC to start with
and stay with.

IN BRIEF:
TRIPHASIL™ —6 brown tablets containing 0,050 mg levonorgestrel with 0.030 mg ethinyl estradiol; 5 white

tablets containing 0.075 levmvesuelwmlom ethinyl estradiol; 10 tablets containing
n:zsmhmmwmummmmwr 'ﬂl'f Mmemsm

Indications and llg m‘hmmmmummmmmmm
oral contraceptives (0Cs) as a method of contraception.
Contraindications — 0Cs should not be used in women with any of the following: 1. Thrombophlebitis or

thromboembolic disorders. 2. A past history of thrombophiebitis or thromboembolic disorders.

3. Cerebral-vascular or coronary-antery disease. mummuumsw
carcinoma or other known or suspected neoplasia. 6. abnomal genital
mrmmmmmummwuum adenomas of Carcinomas.
9. Known or suspected pregnancy

Wamings

Cigarette smoking increases the risk of serious cardiovascular side effects from oral-contra-
mummmmmummwlsSumWn

and is marked in women over 35 of age. Women who
o uﬁ—:ﬁmuum -

Use of OCs is associated with increased risks of serious conditions including myocardial infarction, thrombo-
embolis, stroke, hepatic neoplasia, disease, and
wm‘??mskm’prm:
prescribing OCS shoukd be familiar with the | T fr
Vet 10 be Getamined )

1. Thromboemboiic Disorders ang Other Vascular Probiems — MYOCARDIAL INFARCTION (Mi). An increased
risk of Mi has been attributedt to O use, Risk is primarly in smokers or women with other underlying risk factors

for disease fie. hypercholesterolemia, morbid diabetes), Relative risk of
Wm mmemmnmwd:mwmm
to

the age of 30.
Smoking combined with OC use contributes incidence of Mis in women in their mid-thirties or

50me progestogens decrease
%mummwm 0OCs have been shown 1o incréase biood pressure
). Similar effects mmtrmasmmmmmmmmmﬁu
caution in women with candiovascular disease risk factors,
THROMBOEMBOLISM. Increased risk of thromboembolic and thrombotic disease associated with OC use is well
control studies retative risk of users compared 1o non-users was 3 for first episode of
superficial venous thrombasis, 4 to 11 for deep-vein thrombosis or embolism, and 1.5 to & for women
conditions for venous thromboembolic somewhat

pulmanary
lower, about 3 for new cases and about 4.5 lor new Mmmmmd risk
new sease
due to OCs is not related to length of mmmanﬁﬂlmbw
A 2- 1o 4-loid increase In redative risk of thromboembolic complications has been reported with
0Cs. Refative risk of venous thrombasis in women with predisposing conditions is twice that of women without
mmnmmmo&mm4mwwmmmmmw ofa
mmmmmmmwmwmwmwﬁ
Since the immediate postpartum Is associated with an increased
eartier than 4 1o § weeks after
CEREaHO\ﬁGULm DISEASES. OCs increase msam mmm ulggahrm:asuﬂa:
[thrombatic and hemomhagic strokes}. in general, mealastamu'lu = 35 years|, hypertensive women
mm&ﬂmmmisamsmu&mmmm types of strokes, while smoking
Increase 2

interacts hemarthagic
DCSE RELATED RISK OF VASCULAR DISEASE FROM 0CS. A ostive

mmmmmwmmmﬁmmw witha
low failure rate and individual patient needs. Start new acceptors on preparations containing less than 50 meg of

estrogen.

PERSISTENCE OF RISK OF VASCULAR DISEASE. Two studies have shown persistence of vascular disease
risk for ever-users of 0Cs. Ina U.S. mummmmmmamsmmm
40-49 years mmmo&m years, increased risk was not demonstrated in other age groups.
mamm&wmm mmmgmmmmmlumsmmms
slwpedecessﬂsltmmsnal studies used OC formulations with 50 micrograms or higher

ZEstmsommaw Contraceptive Use— A mﬂm data from several sources concluded that with
the exception of OC users 35 and older who smoke and 40 and older who do not smoke, mortality associated
mmmmmmsmmmmmmmmuwmm
risk with age for OC users is based on data from the 19705 — but reported in 1883. However, cumrent practice
Imvolves use of lower estrogen dose formulations combined with canetul restriction of OC use to women without
the various risk factors listed in this labeling.
thueshnrwlcemdmdgg wﬂgmﬁmmmmmemm
mmmmsweﬂnrwwd Health Advisory Committee to review the Lopic in
1989. The Committee concluded that cardiovascular-disease risks may be increased with OC use after
age 40 in healthy nonsmokers (even with newer low-dose formulations), greater health risks are
associated with pregnancy in older women and with the altemative surgical and medical procedures which may
be necessary it effective, acceptable contraception is not available.
The Committee concluded tha the benefits o OC use OEMH‘J women over 40 may outweigh the
use the

Flssbierisksﬂhsrwm s all women who take lowest possible effective dose
ammmmm Numerous studies have looked at the incidence of
memwhmm Overwhelming evidence suggests that OC

s is not associated with an increase in risk of developing

use or with most of the marketed brands and doses. The Cancer and Steroid (CASH) study alsa showed
no atent effect on breast cancer risk for at least a decade following long-term

Increased relative risk of developing breast cancer, although the methodology of these st

ditterences in examination of users and nonusers, and in age at start of use, has been questioned

Some studies suggest that OC use is associated with an increased risk of cervical intragpithelial neoplasia in
someé populations of women. However, controversy continues about the extent to which such findings may be due
to differences in sexual behavior and other factors.

In spite of many studies of the refationship between OC use and breast and cervical cancers, a cause and effect
relationship has not been established

4. Hepatic Neqplasia —Benign hepatic adenomas are associated with OC use, incidence s rare in the
us,m?m%mmmm$£mmmuuw1 Dmmm.aﬁskmal
increases Rupture benign, hepatic adenomas may cause through
e S

studies have shown an increased risk of hepatoceliular carcinoma (> 8 years) OC users;
thesa cancers mmmhmuswmmmmmmmmmm
approaches less than one per million users

5. Ocular Lesions— There are chinical case reports of retinal thrombosis with OC use. Discontinue OCs if there

mmmmmﬂammmmmumm or retinal vascular
lesions; undertake appropriate diagnostic and
Before or During Early — studies revealed no

concemed, when taken i
mnngn1 should not be used as a pregnancy test. Do not use
Drgmmlnmmeammaum Fule out pregnancy if two consecutive periods
mmmmmnmmmmmmwmmmuemwwmm
of first missed period. Discontinue OC if pregnancy confirmed.
1. Galibiackder Disease — Earlier studies reported an increased lifetime relative risk of surpery in users
of OCs and estrogens; more recent studies show that the relative risk of developing disease among
OC users may be minimal, which may be related to use of foemulations with lower hormonal estrogen and
progestogen doses.
8. Carohydvrate and Lipid Metabolic Effects— 0Cs cause glucose intolerance in a significant percentage of
users. OCs with greater than 75 g of estrogen cause lower doses cause less glucose
We?mmsmmhm creale insulin resistance {effect varies with different
apents). Observe prediabetic and diabetic women carefully while taking OCs. In non-tiabetic women, OCs have
no apparent effect on fasting biood glucose.
A small proportion of women will have persistent i while on OCs. Changes in serum
trighycerides and lipoprotein levels have been reported in OC users (see Wamings)
. Elevated Blood Pressure — Increase in biood pressure has been reported in women on OCs; increase is more
mwmmmmwmmmndmmmmmummmmm
Increasing quantities of progestogens.

mwmmm mmﬂcsmnnﬂsmm if
. For most women, pressure retums 1o normal after OC stopped.
No difference in occurrence of hypertension amang ever- and never-users exists.

10. Headache — mmwmﬁma:mmmwmmmm«wmuamm

haam{iemparséatm

1. Blesding lmegulanities — mmmmmmmnm ﬂrsta

months of use. Type and dose of important. Consider non-hormonal causes
mwaslnmhmmmmummmmmm

Precautions

1. Physical Examination and Follow Up— A complete medical history and examination should be taken

prior 10 initiation or reinstitution of OCs and at least annually during use. exams should include special
blood pressure, breasts, abdomen and peivic organs, refevant

have breast nodules with particular care. 2. Lipidf Disorders — Follow women being treated for Ilmu‘mlclm'das
closely if they elect to use OCs. Some MMMIBLDLMWMM
h\fnerlmmiasmwlﬁwn JSRMWI&LWFW—MMOCHEMWW Steroid

in patients with impaired fiver 4. Fluidf Retention
causesumduwwni mmmmmmwmmmrmhmm
conditions by fuid retention. 5. Emotional Disordiers— If significant depression occurs stop
medication and use method in attempts to determine if symptom is drug related. Observe

contraceptive
carefully those with history of depression and stop drug If depression recurs 10 serious degree. 6. Confact
Lenses — Contact-

MIUIMPIH—SWHMWLM

Wm }—mmwmmmmmmmmmm
use Warnims thwomboph mmmﬂmmm

Munus "

msmﬁmmmmmmmmmmmmmm
confirmatory studies are needed: mesenteric thrombosis, retinal thrombasis.
The following adverse reactions have been reported in patients on OCs and are believed to be drug-related:

nausea; vomiting: gastrointestinal symptoms (such as abdominal cramps and
melasma whi n&mmimmm mm:m in weight (increase or
mhmmﬂwg&ﬂmm mmmbtc:m:ﬁmmmmmm
candidiasts; change in comeal Iu?u ; intolerance to contact lenses
mmmmmmmhmmmﬁMEﬁmmwmm
' m Hirsutism; loss of scalp hair, erythema - enythema
renal hemoiytic syndrome;

of doses of OCs
Wﬁlﬂ m large by

n—m mmwmmm
mwmmmmwlmmmmmmamomm
mmmuum%mmmmmmmmmw.m

Ioss and decreased of iron-deficiency decreased incidence of dysmenomhea. Effects
related fo inhibition of ovulation: decreased incidence of functional ovarian mmmmmm
WEMsmmmmmmm fibrocystic disease of the
breast; decreased incidence of mmmmmmmmm
mwmmmw i

mm maximum contraceptive eflectiveness, take TRIPHASIL* (levonorgestrel
nut 24t!slmtllf.\ll‘m‘“\ tablets — mummmwa&mwmsrmammmaw

over

(It TRIPHASIL® is first taken later than first day of first menstrual cycle of medication o postpartum, contra-
ceptive reliance should mhaphwdmnw after the first 7 consecutive days of use. Possibility of
ovulation and conception prior 1o initiation of medication should be considered ) For full details on dosage and
mmmmhmmmm

References:

1. TRIPHASIL®-28 prescribing information, No. 3428-6. 2. Rubin GL, Ory HW, Layde PM. Am.J Obste!
Gynecol.1982;144:630-635. 3. Ory HW and the Women's Health Study. Gynecol 1981,57:137-144
4, Brinton LA, Vessey MP, Flavel R, et al. Am J Epidemiol,1981;113:203-214. 8, The Cancer and Steroid
Homone Study of the Centers for Disease Control and the National Institute of Child Health and Human
Development. JAMA.1987:257.796-800. 6. The Cancer and Steroid Hormone Study of the Centers for
Disease Control and the National Institute of Child Health and Human Development. N Engl J Med.
1887.316:650-655.
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Nasal
Inhaler

(triamcinolone acetonice)

Results: In the 1006 patients, mortality was 18.7% among
those randomized to nifedipine and 15.6% in the pa-
tients randomized to placebo. This reflected an increased
mortality of 7.8% as compared with 5.5% during the first
6 days in the nifedipine and placebo groups, respectively
(adjusted mortality odds ratio by logistic regression, 1.60;
95% confidence interval, 0.86 to 3.00). Among the 826
patients who continued treatment, mortality was equal in
the nifedipine (9.3%) and placebo (9.5%) groups. No dil-
ferences in the rates of nonfatal MI (5.1% and 4.2% in
the nifedipine and placebo groups, respectively), hospi-
talization due 1o unstable angina, and frequency of chest
pain reported during follow-up were observed. An in-
creased rate of sudden death (4.9%) in the placebo group
in comparison with the nitedipine group (2.3%) was not
statistically significant on post hoc testing, nor was an ef-
fect of nifedipine demonstrable in post hoc analyses by
congestive heart failure status of randomized patients.
Conclusions: Nifedipine as a prophylactic treatment in
patients immediately after acute MI or in survivors re-
covering 1 week or longer after acute M1 appears inef-
fective. Early routine administration of nifedipine in acute
ML, other than to patients in whom it may be specifically
indicated (eg, those with Prinzmetal's variant angina or
severe hypertension) may be hazardous and seems to be
contraindicated.

(1993;153:345-353) Uri Goldbourt et al. Reprint requests to
Dr Elieser Kaplinsky, Heart Institute, Chaim Sheba Medical
Center, Tel Hashomer, 52621 Israel.

ARCHIVES OF GENERAL PSYCHIATRY

Maintenance Drug Treatment of Panic
Disorder: I. Results of a Prospective,
Placebo-Controlled Comparison

of Alprazolam and Imipramine

ne hundred six patients diagnosed according

to DSM-III as sulffering [rom agoraphobia with

panic disorder, panic disorder with limited pho-
bic avoidance, or uncomplicated panic disorder entered
an acute 8-week Lreatment phase. Patients who improved
received an additional 6 months’ maintenance treatment.
Significantly more patients treated with alprazolam than
with imipramine hydrochloride or placebo remained in
therapy and experienced panic attack and phobia relief
during the acute treatment phase. During the mainte-
nance phase, neither tolerance nor daily dose increase was
observed. All patients who completed the maintenance

ARCH FAM MED/VOL 2. APR 1993
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Strong Relief

1 Whenever You Need It

A Flexible dosing provides consistent pain relief
O Maximum dose 1,200 mg/day

QO Effective maintenance dose as little as 600 mg/day

[ Rapid onset of action...30 minutes'

3 Favorable safety profile in younger and older adult patients'..
Mor  ®Renal M’Hepatic¢

FIRST-LINE THERAPY FOR PAIN AND OSTEOARTHRITIS

®

iy

crsies ETODOLAC

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 fract. 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.



STRONG ON PAIN, EASY TOLIVEWITH

200mg/300mg
CAFSULES

ETODOLAC

LODINE® (etodolac) Capsules

BRIEF SUMMARY OF PRESCRIBING INFORMATION.

SEE PACKAGE INSERT FOR FULL PRESCRIBING INFORMATION.
INDICATIONS AND USAGE: Laodine (elodolac) is indicated for acute
and long-term use in the management of signs and symploms of
osteoarthritis. Lodine is also indicated for the management of pain
CONTRAINDICATIONS: Hypersensitivily to Lodine. Do not
give if Lodine, aspirin, or ofher NSAIDS have induced asthma,
rhinitis, urticaria, or other allergic reactions since fatal
asthmalic reactions have been reported in such patients.
WARNINGS: RISK OF GASTROINTESTINAL (GI)
ULCERATION, BLEEDING, AND PERFORATION WITH
NSAID THERAPY: Serious Gl toxicity (e.g., bleeding, uiceration,
perforation) can occur at any time, with or without warning symptoms, during
chronic therapy. Minor upper GI problems are common early in therapy but
physicians should remain alert for ulceration and bleeding even without
previous Gi-tract symptoms. Occurrence of serious GI toxicity is about 1%
atter 3 to 6 months of therapy: 2% to 4% alter 1 year. Patients should be
informed of signs and symptoms of serious Gl loxicity and what to do if they
occut. Studies have failed to identify a patient subse nof at risk for peplic
ulceration and bleeding. Prior history of serious GI events and other risk
factors of peptic ulcer disease (g.0,, alcoholism, smoking, etc.) are associaled
with increased risk. Elderly or debilitated patients tolerate ulceration or
bleeding less well and have more flal Gi events. High doses probably camy a
greater risk. Consider benefit versus risk (of Gl toxicity) in prescribing higher
recommended doses. PRECAUTIONS: Renal Effects: Like other NSAIDs,
long-term administration of etodolac to rats has resulted in renal papillary
necrosis and other renal medullary changes. Renal pelvic transitional
epilhelial hyperplasia, a spontaneous change occurring with variable
Irequency, was observed with increased frequency. in Ireated male rats in a 2-
year chronic study. The cause-efect relationship 1o etodolac has not been
established. A second form of renal toxicity s seen in patients with conditions
in which renal prostaglandins support the maintenance of renal perfusion. In
these patignts, NSAIDs may cause a dose-dependent reduction in
prostaglandin formation and renal blood llow which may precipitate avert
renal Railure. Patients with impaired renal or hepatic function, heart failure,
those on diuretics, and the elderly are at greatest risk. Discontinuation of
NSAIDs is usually followed by recovery. Etodolac metabolites are eliminated
primarily by the kidneys. The extent of inactive glucuronide metabolite
accumulation in renal filure patients has not been studied. As with other
drugs whose metabolites are excreted by the kidney, the possibility that
adverse reactions (nol listed in ADVERSE REACTIONS) may be attributable
To these metabolites should be considered. Hepatic Effects: Borderline
elevations of liver tests may occur in up 1o 15% and may disappear, remain
unchanged, or progress with continued therapy. Patients with symploms
and/or signs suggesting liver dysfunction, or in whom an abnormal [iver les!
has occurred, should be evaluated lurther as serious hepalic reactions have
been reported. Such reactions are rare, but Lodine should be discontinued if
abnormal liver tests persist or worsen, il clinical signs and symptoms
consistent with liver disease develop, or it systemic manifestations occur
{e.0., eosinophilia, rash; etc). Hematological Effects: Anemia, which may
be due to fluid retention, GI blood doss, or an effect upon enthropoiesis, is
sometimes seen in patients receiving NSAIDs. Hemoglobin or hematocrit
should be checked il signs or sympioms of anemia develop. Drugs which
inhibit prostaglandin biosynihesis may interfere with platelet function and
vascular respanses lo bleeding. Carefully observe patignts on Lodine who
may be adversely affected by such actions, Fluid Retention and Edema;
Fluid retention and edema have been observed In some patients; therefore,
use wilh caution in those with lluid retention, hypertension, or heart failure.
Information for Patients: Physicians should discuss potential risks (see
WARNINGS, PRECAUTIONS, ADVERSE REACTIONS) and likely benefits

(d Rapid onset of action
— 30 minutes’

1 Effective relief of pain
and inflammation’

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

—q 6 to 8 hours prn
for acute pain

(J 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 effects on renal prostaglandins, Lodine (elodolac)
may cause changes in elimination of these drugs leading to elevated serum
levels ol digoxin, lithium, and metholrexate and increased toxicity

with patients, especially when other drugs offer an acceptable altemative for

ity may also be enhanced. Protein

Cyclosporing fated

less serious conditions. Laboratory Tests: Serious Gl-iract ulceration and
bleeding can occur without warning symploms; observe chronically treated
patients: for signs/symptoms of ulceration and bleeding and inform them of
the importance of this follow-up. Drug Interactions: Antacids:
Concomitant antacid adminisiration has no apparent efiec on the extent of
Lodine (etodolac) absorption of ils lime-to-peak. However, antacids can
Oecrease the peak concentration reached by 15-20%. Aspirin: Concomitant
aspirin administration is nol generally recommended because of the potential
for increased adverse effects. Warfarin: Given concomitantly with Lodine
results in reduced protein binding of warlarin, but no change in free warlarin
clearance. There is no significant difference in the pharmacodynamic efiect of
warlarin administered along or with Lodine as measured by prothrombin time
Concomitant therapy should not require dosage adjustment of either drug;
however. exercise caution because inferactions have been seen with olher
NSAIDs. Diureties: Lodine has no apparent pharmacokinetic interaction
when administered with furosemide or hydrochiorothiazide; nor does Lodine
attenwate the diuretic response of eilher drug in normal volunieers. Use with
caution in patients receiving diuretics who have cardiac, renal or hepatic

Blmiinu‘ In vitro studies snm\r that the etodolac Iree fraction is not
significantly allered by acetaminophen, ibuprolen, indomethacin, naproxen,
piroxicam, chiorpropamide, glipizide, glyburide, phemytoin, and probenecid
However, phenylbutazone causes il o increase (by aboul B0%). Despite lack
ol fn vivo data regarding phenylbutazone's effect on etodolac clearance,
phenylbutazone coadministration is nol recommended. Drug/Laboralory
Test Interactions: A lalse positive reaction lor urinary bilirubin (urobilin)
may oceur due to the presence of phenolic metabaliles of etodolac. Diagnostic
dip-stick methodology to detect urinary ketone bodies has occasionally
resulted in false positive findings. Generally, this is nof associated with ofher
clinically significant events; no dose-relationship has been observed. Lodine
Iherapy is associated with a small decrease in serum uric acid levels. In
clinical trials, mean decreases of 1-2 mg/dL were obsarved in arhritic patients
after 4 weeks of elodolac (600 mg to 1000 mg/day). Levels then remained
stable Jor up lo ooe year of therapy. Carcinogenesis, Mutagenesis, and
Impairment of Fertility: No carcinogenic effect was observed in mice of
rats al doses studied. Elodolac was not mutagenic in i wilro or in vivo animal
studies; however, some, but not all, human in vitro data showed some

Reference: 1. Data on file, Wyeth-Ayerst Laboratories; LODINE® Prescribing Information.

© 1992, Wyeth-Ayerst Laboratories.
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chromatid abnormalities. No impairment of fertility in rals was seen with orl
doses up to 16 mg/k, however, reduced implantation of fertilized eggs
occurred in the 8 ma/ka oroup. (See Package Inserl for details)
Teratogenic Effects: Pregrancy Category C: In teratology studies, isolated
occurrences of limb development alterations were found, including
polydactyly, oligodactyly, syndactyly, and unossified phalanges in rats and
oligodactyly and synostosis of metatarsals in rabbits. The frequency and
dosage group distribution of these findings did not esiablish a clear drug or
dose-response relationship. Uise not recommended in pregnancy. Labor and
Delivery, Nursing Mothers, Pediatric Use: Salety has nol been
established in these patients, therefore its use is not recommended. Gerlatric
Population: Bzcause of Lodine's pharmacokinetic and side effect profiles, no
dosage adjustment ks generally necessary in the elderly, Exercise caution,
however, when increasing the dose because the elderly seem 1o tolerate
NSAID side effects less well than younger patients. (See-Pharmacokinetics in
Package Insert) ADVERSE REACTIONS: Information was derived from
2,629 arthritic patients on Lodine in double-blind and open-fabel clinical
trials lasting 4 to 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 events New patient
complaints (with incidence = 1%) are listed below by body system
Incidences were determined from clinical Irials involving 465 patients with
osteoarthritis on 300 to 500 mg of Lodine (gtodolac) 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%), abdomiral
pain’, diarrhea’, Natulence’, nausea’, constipation, gastrilis, melena, vomiting.
Nervous system: Asthenia/malaise’, dizziness’, depression, NerVoUsnEss.
Skin and appendages: Pruritus, rash. Special senses: Blured vision,
tinnitus. Urogenital system: Dysuria, urinary frequency. 'Drug-related
patient complaints occurring in 3-9% of patients treated with Lodine. Drug-
related patient complaints occurring in fewer than 3%, but more than 1%, are
unmarked. Incidence < 1% - Probably Causally Related (Adverse
reactions reported only in worldwide postmarkeling experienice, not seen in
clinical trials, are considered rarer and are ilalicized): Cardiovascular
system: Hypariension, congestive heart failure, llushing, palpitations,
syncope. Digestive system: Thirst, dry mouth, ulcerative stomatitis,
anorexia, eructation, elevated liver enzymes, hepaitis, jaundice, PUB, Le.,
peqtic ulcer with or without bleeding and/or perforation. Hemic and
lymphatic system: Ecchymosis, anemia, thrombocytopenia, bleeding fime
imncreased. Metabolic and nutritional: Edema, serum creatinine increase
Nervous system: Insomnia, somnolence. Respiratory system: Asthma
Skin and appendages: Angioedema, sweating, urlicaria, vesiculobulious
rash, culaneous vasculitis with purpura, S‘I'erens Jahnsun Syndrome,
hyperpigmentation. Special Ph ienl visual
disturbances. Incidence < 1% - Causal Ralnlinnlhip Unknown
[Medical events occurring under circumstances where causal retationship lo
Lodine (etodalac) Is uncertain. These reactions are listed as alerting
Information for physicians]: Body as a whole: Iniction. Cardiovascular
system: Archythmias, myocardial infarction. Digeslive system:
Esophagitis with or without stricture or cardiospasm, colitis. Hemic and
lymphatic system: Leukopenia. Metabolic and nutritional: Change in
weight, Nervous System: Paresthesia, confusion. Respiratory System:
Bronchitis, dyspnea, pharyngitis, rhinitis, sinusitis. Skin and Appendages:
Maculopapular rash, alopecia, skin peeling, photosensitivity. Special
Senses: Conjunctivitis, dealness, taste perversion. Urogenital System:
Cystitis, hematuria, leukorrhea, renal calculus, inferstitial nephritis, uterine
bleeding iregularities. DRUG ABUSE AND DEPENDENCE: Lodine Is a
non-narcotic drug; animal studies indicate that It has no addiction potential in
humans. OVERDOSAGE: Symptoms ol acute NSAID overdose are usually
limited 1o lethargy, drowsiness, nausea, vomiling, and epigastric pain which
are generall ible with supportive care. Gl bleeding and coma have
occurred foll g massive ibup or mel acid
Hypertension, acute renal failure, and respiratory depression are rare.
Anaphylacioid reactions have been reported with therapeutic ingestion of
NSAIDs and may occur following overdose. Manag is symptomatic and
supportive; there are no specific antidotes. Gut decontamination, via emesis
andfor activated charcoal with an osmotic cathartic, may be indicated in
symplomatic patients seen within 4 hours or following a large overdose.
Forced diuresis, alkafinization of the uring, hemodialysis or hemoperfusion
would probably not be useful due to etodolac’s high protein binding.
DOSAGE AND ADMINISTRATION: Analgesia: For acule pain, 200
10 400 mg every 6-8 hours, as needed, nol to exceed a lotal daily dose of
1200 mg. Total daily dose should not exceed 20 mg/kg in patients weighing
B0 kg or less. Osteoarthritis: Initially BO0-1200 ma/day in divided doses,
followed by dosage adjustment within the range of 600 to 1200 mo/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 nol excesd 20 mo/ka
HOW SUPPLIED: 200 and 300 mg capsules. Protect from moisture
32081 4000-2
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In Mild Hypertension'

Dependable Control ¢ 4
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.

1- H.LU.II‘:]- \'I(Jl |mi|mled for the treatment of hypertension or edema in patients who develop
i miz on hydroct le alone or in whom the development of hypokalemia cannot be risked.

®UUnique 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’

b/

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 hypokalemia
cannot be risked.

CONTRAINDICATIONS

Elevated serum potassium levels (=5.5 mEqg/L). Discontinue if hyperkalemia develops.
Concomitant use with other éumssium-spuﬁng agents. Concomitant potassium supple-
mentation. Anuria, acute and chronic renal insufficiency, significant renal impairment.
Hypersensitivity to either ct or 1o other sulfonamide-derived drugs.

WARNINGS

Hyperkalemia: Abnormal elevation of serum sium levels (=5.5 mEq/L) can
occur with all potassium-conserving agents including MAXZIDE. Hyperkalemia is more
likely to 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 signs and symptoms of hyperkalemia occur. Discontinue MAXZIDE immedi-
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
electrolytes. svoid in severely ill patients in whom respiratory or metabolic acidosis may
occur. If 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
after 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 hypophosphatemia 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 mellitus. Sensitivity reactions to thiazides may occur in patients with or
without a history of allergy or bronchial asthma. Possible exacerbation or activation of
systemic lupus ervthematosus by thiazides has been reported.

Thiazides may add 1o or potentiate the action of other antihypertensive drugs. Thiazides
may decrease arterial responsiveness to norepinephrine, Thiazides have also been shown to
increase responsiveness 1o tubocurarine. 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 ickal anti-infl y agents with MAXZIDE

Use | ium-sparing agents very ¢ Iy, if at all, in conjunction with angiotensin-
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: Stdies 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

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

600 mg/kg/day) or in male and female rats (at doses of up to approximately 100 mg/kg/day).
The NTP, however, found equivocal evidence for hepatocarcinogenicity in male mice.
Hydrochlorothiazide was not genotoxic in én vifro assays using strains TA 98, TA 100,
TA 1535, TA 1537 and TA 1538 of Salmonella typbimurium (Ames assay) and in the Chinese
Hamster Ovary (CHO) test for chromosomal aberrations, or in fn vivo assays using mouse
germinal cell ch Chinese 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 Chromatid Exchange (clastogenicity) and in the Mouse Lymphoma Cell
(mutagenicity) assays, using concentrations of hydrochlorothiazide from 43 to 1300 pg/mL,
and in the Aspergillus nidulans nondisjunction assay at an unspecified concentration.
In rat and mice studies, hydrochlorothiazide, given in the diet in doses up to 100 m
and 4 mg/kg prior to conception and during gestation, had no adverse effects on the fertility
of either sex.
Triamterene: Studies have not been performed to determine the carcinogenic or mutagenic
potential of triamterene. Reproductive studies have been performed in rats at doses up 1o
30 times the human dose and have revealed no evidence of impaired fertility.

y 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: Studies in which hydrochlorothiazide was orally administered to
pregnant mice and rats during their respective periods of major organogenesis at doses up to
3000 mg and 1000 mg hydrochlorothiazide/kg, msrecl.rvelv provided no evidence of harm to
the fetus. There are, however, no adequate and well-controlled studies in pregnant women.
Triamterene: Reproduction studies performed in rats at doses up to 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.
N genic Effects: Thiazides and tri 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 fetus, including fetal or neonatal jaundice, thrombocylopenia
following thiazides, and possible other adverse reactions that have occurred in the adults.
Nurslrﬁ Mothers: Thiazides appear and triamterene 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 triamterene/hydrochlorothiazide, and products containing triamterene or
hydrochlorothiazide include the following:
Gastroi inal: jaundice (intrahepatic cholestatic jaundice), pancreatitis, nausea, appetite
disturbance, taste alteration, vomiting, diarrhea, constipation, anorexia, gastric irritation,
cramping,. Central Nervous Sy drowsiness and fatigue, i ia, headache, dizzi
dry mouth, depression, anxiety, vertigo, restlessness, paresthesias. Cardi ular:
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 triamierene in association with other calculus materials, urine
discoloration. H logic: leukopenia, ag locytosis, th hocytog aplastic
anemia, hemolytic anemia and megaloblastosis. Ophthalmic: xanthopsia, transient blurred
vision. Hyp itivity: anaphylaxis, p itivity, rash, urticaria, purpura, necrotizing
angiitis (vasculitis, cutaneous vasculitis), fever, respiratory distress including poeumonitis.
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, hypomagnesemia, 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.
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WHY CONSIDER TENORMIN
BEFORE ALL OTHER BETA BLOCKERS?

7 Convenient, once-daily dosing for all indications

7/ Effective control of blood pressure and angina

7/ Cardioprotection—improving survival during and after MI'**
7/ Well-tolerated

TENORMIN

(atenclol)

* Good clinical judgment suggests that patients who are dependent on sympathetic stimulation for adequate cardiac output and BP are not good fi for beta blockad
| In addition to patients excluded from the ISIS-1 study, those with borderline BF (ie, systolic < 120, especially if aver age 60) are less |ikely to benefit.
References: 1. 1SIS-1 (First Intermational Study of Infarct Survival) Collaborative Group. Randomised trial of intravenous atenalol among 16 027 cases of su d acute myocardial
infarction: ISIS-1. Lancet. 1986;2:57.66. 2. Glamann DB, Lange RA, Hillis LD. Beneficial effect of longterm beta blockade after acute my dial infarction in pati F

anterograde flow in the infarct anery. Am J Cardiol. 1991:68:150-154.
See adfacent page for brief summary of prescribing information.



1.V. INJECTION/TABLETS

) 25,50, 100 m tablets
{FOR FULL PRESCRIBING INFORMATION, SEE PM:KAGE RT.)
INDICATIONS AND USAGE: Hypertension: TENORMIN is mdzcaled in the management of hyperension. It may be used alone or

TENORMIN® 25, 50,100 mg tablsts

In a study ot 477 patients, the following adverse events were Inthe subsequent International Study of Infarct Survival {ISIS-1)
reported during either i i i including over 16,000 patients of whom 8,037 were randomized to
receive TENORMIN treatment, the of intravenous and sub-

concomitantly with other antihypertensive agents, particularly with a thiazide-type diuretic. Conventional Conventional  sequent orai TENORMIN was either discontinued or reduced for the
‘Angina Pectoris Due to Coronary Atherusclerosis: TENORMIN is indicated for the long-term management of patients with angina Therapy Therapy  following reasons:
Acute Myocardial Infarction: TENORMIN is indicated in the management of hemodynamically stable patients with definite or suspmed Plus Atenolol Alone Reasons for Reduced Dosage
{5cs DOSAGE AND ALMINISTRATION, CONTFAINDICATIONS 3 WAFINGS) In Qe hr 10 b s T Ny anolol
e anl n general, there is no basis for treating patients like i i
those who were excluded from the ISS-1 trial (lood pressure ess than 100 mm Ho systlic, hrt rat less han 50bgm) o have oher~— pypcanacy b ;22} a }223 R°(< 5,,“3"“ Ora Parta)
reasons to avoid beta blockade. As noted above, some subgroups {eg, elderly patients with systolic dlood pressure below 120 mm Hg} Bronchospasm 3 (1.2%) 2 (0.9%) - -
seemed less likely to benefit. Heart Failure % (19%) 56 (24%) Hypotension/Bradycardia 105 (1.3%) 1168 (14.5%)
CONTRAI lIDICAI’IDlIS TENORMIN is contraindicated in sinus bradycardia, heart block greater than first degree, cardiogenic shock, and Heart Block 11 (45%) 10 (43%) GCardiogenic Shock 4 (04%) 36 (44%)
avert cardiac failure. (See WARNINGS.) BBB + Major Reinfarction 0 (0%) 5 (.06%})
WARNINGS: Cardiac Failure: i function i heart faiture, and beta Axis Deviation 16 (6.6%) 28 (12%)  GardiacArrest 5 {06%) 28 (.34%)
blockade carries the potential hazard of further depressing myocarulal contractility and precipitating more severe failure. In patients who Supraventricular Tachycardia 28 (115%) 45 (10%)  HeartBlock (> firstdegree) 5 (.06%) 143 (1.7%)
have cangestive heart failure controlled by digitalis and/or diuretics, TENORMIN should be administered cautiously. Both digitalis and Atrial Fibrillation 12 (5%) 29 {11%)  Cardiac Failure 1 (01%) 233 {2.9%)
atenolol slow AV conduction. Atrial Flutter 4 (1.6%) 7 (3%) Arrhythmias 3 (.04%) 22 (21%)
In patients with ac(.Jte mgocardnal infacction, cardiac ta;jl:re ;:h;ch is not promptly and eff trolied by 80 mg of i i i 39 (16%) 52 (22%)  Bronchospasm 1 {01%) 50 (62%)
or equivalent therapy is a 10 beta-blocker treatment. iac Reinfarcti . ;
n Patiens Withouta Histay of Cariac Failare: Continued deprossion of the myocardium with bela-blocking agents overa periogof oo reniartion § k) G Tundosagewas 10 mg and somepatets eceivedless han 10mg
time can, in some cases, lead to cardiac failure. At the first sign or symgtom of impending cardiac failure, patients should be fulty digitalized Nonfatal Cardiac Arrests 4 (16%) 12 (51%) 0-
and/or be given a diuretic and the response observed closely. If cardiac failure continues despite adequate digitalization and diuresis, Deaths 7 (29%) 16 (6.9%) During postmarketing experience with TENORMIN, the following
TENORMIN should be withdrawn. (See DOSAGE AND ADMINISTRATION.) Cardi 1 {04%) 4 (1.7%) have been reported in temporal relationship to the use of the drug:
- Dt rren n N " i levated liver enzymes and/or bilirubin, headache, impotence,
Cessation of Tharapy with TENORMIN: Patients yartery disease, 9 with TENORMIN, should be advised Development of Ventricular e
against abrupt discontinuation of therapy. Severe ion of angina and the of infarction and DeSelptal Deiec; Miteal 0 %) 2 0%%) :ﬁwr;z’r‘;e ?e?:esresal:!ee gmr;?;?fnﬁ%%mmonn ?El:dsl;mﬁ
arthythmias have been reported in angina panems Iollowmq me abfupt dlsconlmuallan m therapy with beta blockers The lasl two vel opment of 0 (0%) 2 (0.9%) like other befa blockers, has been associated with the development
y occutuith o without Vithatherbetz blockers, Renal Falure 1 (04%) 0 (%) o ies (ANA) and lupus synd
of TENORMIN is planned the patients should be carefully observed and advised o limit physical activity to a mmlmnm It the angina Pulmonary Emboli 3 ("2%} 0 (0%)
icil develops, it is that TENORMIN be promptly rei -

WOrsens or acute caronary
Because coronary artery disease is common and may be unrecognized, it may be prudent not to discontinue IENORMIN therapy
abruptly even in patients treated only for hypertension. (See DOSAGE AND ADMINISTRATION.}

Bronchiospastic Diseases: PATIENTS WITH BRONCHOSPASTIC DISEASE SHOULD, IN GENERAL, NOT RECEIVE BETA BLOCKERS.
Because of its relative beta, selectivily, however, TENORMIN may be used with caution in patients with bronchospastic disease who
do not respond 1o, or cannot tolerate, other antihyperiensive treatment. Since beta, selactivity is not absolute, the lowest possibie
dose of TENORMIN should be used with therapy initiated at 50 mg and a beta, -mmlllllnn agent (bmehodllmv} mnlﬂ te made
available. If dosage musi b increased, dividing the dose should bs considersd in order 1o achieve lower peak blood levels.

nesthesia and Major Surgery: it is not advisable to withdraw beta-adrenoreceptor blocking drugs prior te 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 LV Injection is administered concomitantiy with such agents.

TENORMIN, like other beta blockers, is a competitive inhibitor of beta-receptor agonists and its effects on the heart can be reversed by
administration of such agents: eg, dobutamine or isoproterencl with caution (see section on OVERDOSAGE).

Diabetes and Hypoglycemia: TENORMIN should be used with caution in diabetic patients if a beta-blocking agent is required. Beta
blockers may mask tachycardia occurring with hypoglycemia, but other manifestations such as dizziness and sweating may not be
significantly affected. At recommended doses TENORMIN does not potentiate insulin-induced hypoglycemia and, unlike nonselective beta
blockers, does not delay recovery of blood glucose to normal fevels.

Thyrotoxicosis: Beta-adrenergic blockade may mask certain clinical signs (eg, ia) of idism. Patients of
having thyroid disease should be monitored closely when administering TENORMIN 1.V. Injection. Abrupt withdrawal of beta blockade
might precipitate a thyroid storm; therefore, patients suspected of eveloolng thyrotoxicosis from whom TENORMIN therapy is to be
withdrawn should be monitored closely. {See DOSAGE AND ADMINISTRATION.)

Pregnancy and Fetal Injury: TENORMIN can cause fetal harm when administered to a pregnant woman. TENORMIN crosses the
placental barrier and appears in cord biood. No studies have been performed on the use of TENORMIN in the first trimester and the
possibility of fetat injury cannot be excluded. TENORMIN has been used under close supervision for the tveatrnent of hypenensmn in the
third trimester. Administration of TENORMIN for longer periods to p! gnant women in the il
has been associated with intrauterine growth retardation. If this drug is used during pregnancy, of if the pallent becomes pregnant while
taking this druu. the panent should be appnsed of (he nmermal hazard to the fetus.

Atenolol has b Y ions in rats al goses equal to or greater than 50 mg/kg/day
or25or ive dose.* Ammuuh similar effects were not seen in rabbits, mecomnound
was not evaluated in rabbits at doses above 25 mglhglday or 12.5 times the maximum recommended human antihypertensive dose."

*Based on the maximum dose ot $00 mg/day in a 50 kg patient.
PRECAUTIONS: Genaral: Patients already on a beta blocker must be evaluated carefully before TENORMIN is administered. Initial and
subsequent TENORMIN dosages can be adjusted on clinical ions including pulse and blood pressure.
TENORMIN may aggravate peripheral arterial circulatory disorders.
impaired Renal Function: The drug should be used with caution in patients with impaired renal function. (SEE DOSAGE AND
ADMINISTRATION.)

Drug Interactions: Catecholamine-depleting drugs (eg, reserpine) may have an additive effect when given with beta-blocking agents.
Patignts 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 postu ral hypotension.

POTENTIAL ADVERSE EFFECTS: In addition, a variety of adverse effects have been reported with other beta-adrenergic blocking agents,
and may be considered potential adverse effects of TENORMIN.
Hematolagie: Agranulocylosis.
Allergic: fever, combined with aching and sore throat, laryngospasm, and respiratory distress.
Central Nervous System: mental to catatonia; visual disturbances; hallucinations; an acute
reversible synd of time and place; short-term memory loss; emotional lability with slightly clouded
and,

on
ic arterial is, ischemic colitis.
rash,
llimllamm There have been reports of skin rashes and/or dry eyes with the use of beta- ic blocking drugs. The
reported incidence is small, and in most cases, the symptoms have cleared when treatment was withdrawn. Discontinuance of the drug
should be considered if any 'such reaction is not otherwise explicable. Pati hould be closely following of therapy.

(SEE DOSAGE AND ADMINISTRATION )

The with the beta blocker practolo) has not been reported with TENORMIN. Furthermore, a
number of patients who had previously demonstrated established practolol reactions were transferred to TENORMIN therapy with
subsequent resolution or quiescence of the reaction.

OVERDOSAGE: Overdosage with TENORMIN has heen 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 acut;

The predominant symptoms reported lollwnng IENORMIN overdoseare !elharny. disorder of respiratary drive, wheezing, sinus pause,

iditionally, with blocking agent and which might also be
expected in TENORMIN overdose are heart failure, i and/or

Treatment of overdose should be directed to the removal of any unabsorbed drug by induced emesis, gastric lavage, or administration
of activated charcoal. TENORMIN can be removed from the general circulation by hemodialysis. Other treatment modalities should be
employed at the physician's discretion and may include:

BRADYCARDIA: Atropine intravenausly. If there is no response to vagal blockade, pive isoproterenol cautiously. In refractory cases, a
transvenous cardiac pacemaker may be indicated,

HEART BLOCK {SECOND OR THIRD DEGREE): cardiac

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

HYPOTENSION: Vasopressors such as dopamine or Monitor blood pressure

BRONCHOSPASM: A beta, stimutant such as or ine and/or

HYPOGLYCEMIA: Intravenous glucose.

Based on the severity of symploms, may requi ies for
DOSAGE AND ADMINISTRATION: Hypertension: The initial dose of TENORMIN is 50 mg given as one tablet a day either alone o addedm
diuretic therapy. The full etfect of this dose will usually be seen within one to two weeks. If an is not achieved, th
?h!)'l:lﬂ ge |r;(1:reased to TENORMIN 130 mg given as one tablet a day. Increasing the dosage beyond 100 mg a day is untikely to produceauy
urther benefit

TENORMIN may be used alone or
prazosm and alpha-methyldopa.

ulna Pectoris: The initiai dose of TENORMIN is 50 mg given as one tablet & day. If an optimal response is not achieved within one

with other agents including thiazide-type diuretics, hydralazine,

Beta blockers may which can follow the withdrawal of clonidine. If the
the beta blocker should be withdrawn several days before the gradual withdrawal of clonidine. If replacing clonidine by beta-blocker
therapy, the intraduction of beta blockers should be delayed for several days after clonidine administration has stopped.

Caution should be exercised with TENORMIN LV. Injection when given in close proximity with drugs that may also have a depressant
effecton ial contractility. O use of beta blockers and intravenous verapamil has resutted
in serious adverse reactions, especially in patients with severe cardlomyovathy, conoestwe heart failure, or recent myocardial infarction.

usage of atenolol limited. Data | studies, ie, TIMI-I1, 1SIS-2, currently do not suggest
any clinical interaction between aspirin and beta blockers in the acute myocardial infarction setting.

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

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

Fertility of male or female rats (evaluated at dose levels as high as 200 mg/kg/day or 100 times the maximum recommended human
dose”) was unaﬁected Dy atenolul admlmstmlon

week, the dosage should be increased to TENORMIN 100 mg given as one tablet a day. Same patients may require a dosage of 200 mg once
aday for optimal effect.

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

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

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

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

Aithough the demonstration of efficacy of TENORMIN is based entirely on data from the first seven postinfarction days, data from other

Animal | atenolol performed in animals have revealed the f epithelial
cells of Brunner's qlands in the duodenum of both male and female dogs at all tested dose levels of atenolol (starting at 15 mglkuldzy or75
times the maximum recommended humar antihypertensive dose") and increased incidence of atrial degeneration of hearts of male rats at
300 but not 150 mg atenoloVkg/day (150 and 75 times the maximum human dose,”

Usage in Pragnancy: Pragnancy Category D: See WARNINGS - Pregnancy and Fetal fnjury.

Nursing Mothers: Atenolol is excreted in human breast milk at a ratio of 1.5 to 6.8 when compared to the concentration in plasma.
Caution should be exercised when TENORMIN is administered to a nursing woman. Clinically significant bradycardia has been reported in
preast fed infants. Premature infants, or infants with impaired renal function, may be more likely to develop adverse effects.

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

*Based on the maximum dose of 100 mg/day in 50 kg patient.
ADVERSE REACTIONS: Most adverse effects have been mild and transient.

The frequency estimates in the following table were derived from controlled studies in hypertensive patients in which adverse reactions
were either volunteered by the patient (US studies) or elicited, eg, by checklist (foreign studies). The reported frequency of elicited adverse
effects was higher for both TENORMIN and placebo-treated patients than when these reactions were volunteered. Where frequency of
adverse effects of TENORMIN and placeba is similar, causat relationship to TENORMIN is uncertain.

Volunteefed Total - Volunteered and Elicited

{US Studies) (Foreign + US Studies)
Atenolol (n 164) Placebo u/(°n = 206) Alenololnzn 399) Placebo s{n = 407)

CARDIOVASCULAR
Bradycardia
Cold Extremities
Postural Hypotension

Leg Pain
CENTRAL NERVOUS SYSTEM/
NEUROMUSCULAR

Diziness

Vertigo

Light-headedness

Tiredness

fatigue

Lethargy

Drowsiness

Depression

Dreaming
GASTROINTESTINAL

Diarchea

Nausea
RESPIRATORY (see WARNINGS)

Wheeziness

Dyspnea 06 1

Acute Myocardial Infarction: in a series of investigations in the treatment of acute ial infarction, and
occurred more commonly, as expected for any befa blocker, in atenolol-ireated patients than in control patients. Hawever these usually
responded to atropine and/or to withholding further dosage of atenolof. The incidence of heart failure was not increased by atenolol.
Ino;lro?ifl agents were infrequently used. The reported frequency of these and other events accurring during these investigations is given
in the foflowing table.
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beta trials suggest that treatment with beta blockers that are effective in the postinfarction setting may be continued for one to three
years if there are no contraindications.

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

Elderty Patients or Patients with Renal Imgairment: TENORMIN is excmeﬂ by the kidneys; consequently dosage should be ad]usled
in cases of severe impairment of renal function. Some reduction in dosage may alse be ap| for the elderly,
function is a physiologic consequence of aging. Atenolol excretion would be expected to decrease with advancing age.

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

The following | dosages are for elderly, renally-impaired patients and for patients with renal impairment due
1o other causes:
Creatinine Clearance Atenolol Elimination Half-Life
{mL/min/1.73mz} (h) Maximum Dosage
15-35 16-27 50 mg daily
<15 27 25 mg daily

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

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

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

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

Parenteral drug products should be inspected visually for particulate matter and di pri whenever solution
and container permit.

HOW SUPPLIED
TENORMIN Tabiets: Tablets of 25 mg atenolol, NOC 0310-0107 (round, fiat, uncoated white tablets with “T" debessed on one side and 107
debossed on the other side) are supplied in bottles of 100 tablets.

Tablets of 50 mg atenolol, NDC 0310-0105 {round, fiat, uncoated white tablets identified with ICI debossed on one side and 105
debossed on the other side, blsected) are supplied in bottles of 100 tabiets and 1000 tablets, and unit dose packages of 100 tablets. These
tablets are distributed by IC! Ph

Tabiets of 100 mg atenolol, NDC 031 0-0101 (round, flat, uncoated white tablets with ICl debossed on one side and {01 debossed on the
other side) are supplied in bottles of 100 tablets and unit dose packages of 100 tablets. These tablets are distributed by IC! Pharma.

Store at controlled room temperature, 15°-30 °C (59°-86 °F). Dispense in well-closed, light resistant containers.

TENORMIN 1.V, Injection
TENORMIN V. Injection, NDC 0310-0108, is supplied as 5 mg atenolol in 10 mL ampules of isotonic citrate-buffered aqueous sofution.

Protect from light. Keep ampules in outer packaging until time of use. Store at room temperature.
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A Clinical Demonstration of

MIGRAINE
RELIEF
YOU CAN

, SEE IN
. MINUTES



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 highly specific  Relief that begins within 10 minutes.'?
5-HT, receptor agonist—offering a
profile of relief unlike any other
migraine therapy.

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. AIMITREX should not be
administered to patients with basilar or
hemiplegic migraine.)

*Maximum daily dose is two &-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

“I've got things to do. I want to function
again.... IMITREX gave me a very clean,
bealthy, normal feeling. 1 felt restored.”

Betty H.
46-year-old migraine sufferer



INTRODUCES

MIGRAINE RELIEF

THAT CAN CHANGE

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 (n=734)
5 m 70%
*
60
40
Placebo (n=370)

22%

20
0 10 20 30 40 50 60

Time after injection [minutes)

Data

IMITREX relieves nausea,

vomiting, and light and

sound sensitivity—helping
atients get 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).*

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

Its efficacy is unchanged whether
administered early or later in
the migraine episode.'**




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 (6mg)  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).*

e effects, please consult Briet Summary

an on the last page of this advertisement



INTRODUCES

PATIENTS’ LIVES

RELIEF WITHIN

MIGRAINE RELIEF
THAT CAN CHANGE

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.

References: 1. Compl

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.

rescribing Information




. - BRIEF SUMMARY
ImitreX” (sumatriptan succinate) Injection

For Subcutaneous Use Only.

The following is a brief summary only. Before prescribing, see
complete prescribing information in Imitrex™ tnjection 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 shouid not be given
intravenously because of its potential to cause coronary vasospasm.

For similar reasons, Imitrex injection should not be given
subcutaneously to patients with 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 smali), it should not be given to
patients with uncontrolled hypertension.

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

Imitrex Injection is contraindicated in patients with hypersensitivity
te sumatriptan.

WARNINGS:

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 Imitrex™ (sumatriptan
succinate) Injection in the mause.

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-controlied studies in pregnant women.
Imitrex |njection should be used during pregnancy only if the potential
benefit justifies the potential risk to the fetus.

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

Embryolethality: When given intravenously to pregnant rabbits daily
throughout the period of organogenesis, 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 humans after the recommended
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

Imitrex™ Injection should not be adminit d to patients with
basilar or hemiplegic migraine.

Cardiac Events/Coronary Constriction: Serious coronary events
following Imitrex Injection can occur but are extremely rare;
nongtheless, 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 (postmenapausal
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 eccur,
electrocardiographic evaluation should be carried out to look for
ischemic changes.

Sumatriptan may cause coronary vasgspasm in patients with a
history of coronary artery disease who are known to be more
susceptible than others to coronary artery vasospasm and rarely in
patients without prior history suggestive of coronary artery disease.
There were eight patients among the more than 1,900 who participated
in 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 countrigs in which Imitrex
Injection has been marketed of serious and/or life-threatening
arrhythmias, including atrial fibrillation, ventricular fibriltation,
ventricular tachycardia and myocardial infarction, as well as marked
ischemic ST elevations associated with Imitrex Injection. In addition,
there have been rare, but more frequent, reports of chest and arm
discomfort thought to represent angina pectoris.

Use in Women of Childbearing Potential: (see PRECAUTIONS)
PRECAUTIONS:

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

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

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

Although written instructions are supplied with the autoinjector,
patients who are advised to self-administer Imitrex Injection in
medically unsupervised situations should receive instruction on the
proper use of the product from the physician or other suitably
gualified health care professional prior to doing so for the first time.
Information for Patients: See PATIENT INFORMATION at the end of
the product package insert for the separate leaflet provided for patients.
Laboratory Tests: No specific laboratory tests are recommended for
monitaring 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/Laboratory Test Interactions: Imitrex Injection is not known to
interfere with commonty employed clinical laboratory 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 fow dose from
approximately twice the peak concentration of the drug after the
recommended human subcutaneous dose of 6 mg to more than 100
times this concentration at the high dose. There was no evidence of an
increase in tumors considered to be related to sumatriptan administration.

In a 78-week study in which mice received sumatriptan continuously
in drinking water, there was no evidence for an increase in tumors

IMX063

pregnancy, there was no evidence of increased embryo/fetal lethality.
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 abnormaiities 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 Il 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 Imitrex Injection in children
have not been established.
Use in the Elderly: The safety and effectiveness of Imitrex Injection in
individuals over age 65 have not been systematically evaluated.
However, the pharmacokinetic disposition of Imitrex Inj in the

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 0.3
Eye

Vision alterations 11 0.0
Gastrointestinal

Abdominal discomfort 13 0.8

Dysphagia 1.1 0.0
Injection site reaction 587 23.8
Miscellaneous

Jaw discomfort 18 0.0
Mouth and teeth

Discomfort of mouthv/tongue 49 46
Musculoskeletat

Weakness 49 03

Neck pain/stiffness 48 05

Myalgia 18 05

Muscle cramp(s) 11 0.0
Neurological

Dizziness/vertigo 11.9 43

Drowsiness/sedation 27 22

Headache 22 03

Anxiety 1.1 05

Malaise/fatigue 1.1 08
Skin

Sweating 1.6 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 groups and were at least as
frequent as in the placebo groups are included.

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

elderly is similar to that seen in younger adults. No unusual adverse,
age-related phenomena have been identified in patients over the age of
60 who participated in clinical trials with Imitrex Injection.

ADVERSE REACTIONS: (see also PRECAUTIONS) Sumatriptan may
cause coronary vasospasm in patients with a history of coronary artery
disease, known to be susceptible to coronary artery vasospasm, and,
very rarely, without prior history suggestive of coronary artery disease.

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

Other untoward clinical events associated with the use of

ub 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, although they may be severe in
some patients. Transient rises in blood pressure soon after treatment
have been recorded.

Among patients in clinical trials of subcutaneous Imitrex Injection
(n=6,218), up to 3.5% of patients withdrew for reasons refated to
adverse events.

Incidence in Controlled Clinical Trials: The following table lists
adverse events that occurred in two large US, Phase I, placebo-
controlled clinical trials following either a single dose of imitrex
Injection or placebo. Only events that occurred at a frequency of 1% or
more in Imitrex Injection treatment groups and were at least as
frequent as in the placebo group are included in table.
Treatment-Emergent Adverse Experience Incidence
in Two Large Placebo-Conirolled Clinica! Trials:
Events Reported by at Least 1% of Imitrex Injection Patients

Percent of Patients Reporting '
Imitrex Injection

6 mg SC Placebo
Adverse Event Type . n=547 n=370
Atypical sensations 420 9.2
Tingling i 135 30
Warm/hot sensation 108 35
Burning sensation 75 1 03
Feeling of heaviness 73 1.1
Pressure sensation 71 1.6
Feeling of tightness 51 03
Numbness 46 22
Feeling strange 22 03
" Tight feeling in head 22 03
Cold sensation : 1.1 | 08
Cardiovascular : .
Flushing 6.6 24
 Chest discomfort ) 45 14
Tightness in chest 27 05
. Pressure in chest 18 03

Printed in USA

ter used to describe adverse events, etc., limit the value of the
quantitative frequency estimates provided.

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

Cardiovascular: Infrequent were hypertension, hypotension,
bradycardia, tachycardia, palpitations, pulsating sensations, various
transient 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, arthythmia, abnormal pulse, vasedilatation,
and Raynaud’s syndrome.

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

Eye: Infrequent was irritation of the eye.

Gastrointestinal: Infrequent were gastroesophageal reflux, diarrhea,
and disturbances of liver function tests. Rare were peptic ulcer,
retching, flatulence/eructation, and gallstones.

Musculoskeletal: Infrequent were various joint disturbances (pain,
stiffness, swelling, ache). Rare were muscle stiffness, need to flex catf
muscles, backache, muscle tiredness, and swelling of the extremities.
Neurological: Infrequent were mental confusion, euphoria, agitation,
relaxation, chills, sensation of lightness, tremor, shivering, disturbances
of taste, prickling sensations, paresthesia, stinging sensations,
headaches, facial pain, photophobia, and lachrymation. Rare were
transient hemiplegia, hysteria, globus hystericus, intoxication,
depression, myoclonia, monoplegia/diplegia, sleep disturbance,
difficulties in concentration, disturbances of smell, hyperesthesia,
dysesthesia, simuitaneous hot and cold sensations, tickling sensations,
dysarthria, yawning, reduced appetite, hunger, and dystonia.
Respiratory: Infrequent was dyspnea. Rare were influenza, diseases of
the lower respiratory tract, and hiccoughs.

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

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

Miscellaneous: Infrequent were miscellaneous laboratory abnormalities,
including minor disturbances in liver function tests, “serotonin agonist
effect,” and 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, CVA, dysphasia,
subarachnoid hemorrhage, and arrhythmias (atrial fibrillation, ventri-
cular fibrillatien, 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/or
physiologic response ordinarily associated with drugs that have an

established potential for abuse. CERENEX‘

PHARMACEUTICALS
Sucs
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OBJECTIVES

The Osler Institute
Family Practice Boards Review Course
April 24-May 2 — Washington, D.C.

June 29-July 7 — Chicago

Now your most complete review for your Family Practice board exams

. ® 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

METHODS

¢ HOME STUDY MATERIALS with a syllabus of questions
and answers — and assignments

® SEMINAR with projection slides and lecture-note syllabus

® PRACTICE EXAMS for certification and recertification

“The faculty was outstanding. The most pleasant thing was learning a tremendous amoun,
not only from world-famous authorities, but from people who are relatively unknown as well. " *

COMMUNITY
MEDICINE

Health Promotion
Disease Prevention
Occupational Medicine
Environmental Med.
Ethical Probiems
Medical-Legal Issues

PEDIATRICS

Genetics
Immunizations
Pediatric Infections
Diarrhea and other GI
Seizures & Neurology
Leukemia

Child Abuse

Behavior Problems

SURGERY

Acute Abdomen
Breast Diseases
Trauma and Burns
Common Fractures
Sports Injuries
Overuse Injuries

Eye Problems
Urinary Incontinence

OBSTETRICS &
GYNECOLOGY

Prenatal Care
Gynecologic Infections
Pelvic Pain
Amenorrhea
Abnormal Bleeding
Contraception
Infertility

Menopause
Gynecologic Cancer

Name

PSYCHIATRY

Personality Disorders
Anxiety and Hysteria
Depression and Mania
Schizophrenias
Chemical Dependency
Alcoholism

Sexual Problems
Obesity

MEDICINE AND
GERENTOLOGY

Cardiovascular
Hypertension
Coronary Disease
Congestive Failure
Valvular Diseases
Rhythm Disturbances
Lipid Abnormalities
Thrombophlebitis
Vascular Disease

Respiratory
Adult Infections
COPD and Embolism

Asthma and Allergy
Lung and Airway Ca.

Gastrointestinal
Esophageal Problems
Peptic Ulcer Disease
Liver and Gall Bladder
Chronic Colon Disease
Rectal-Anal Problems

Genitourinary
Urinary Infections
STD’s and AIDS
Prostate Problems
Urinary Stones
Renal Failure

Endocrine

Diabetes Mellitus
Thyroid Diseases
Parathyroid & Adrenal
Osteoporosis

Neurvlogic

Syncope and Stroke
Dizziness and Vertigo
Headache & Back Pain
Dementia & Parkinson’s
Peripheral Neuropathy

Other

Arthritis and Gout
Autoimmune Diseases
Fibrositis and Fatigue
Anemia & Coagulation
Cancer Diagnosis
Office Dermatology

Faculty

Michael Aronofl, M.D.
New York Med. College
James Barter, M.D.

Georgetown University

Robert Baumann, M.D.

University of Kentucky

Stanley Benjamin, M.D.

Georgetown University
Earl Bloch, Ph.D.
Howard University
Frank Chang, M.D.
George Washington U.
L. Charnas, M.D, Ph.D.
National Inst. of Health
Francis Chucker, M.D.
Georgetown University
Ron Dahl, M.D.
University of Pittsburgh
John DeToledo, M.D
George Washington U.

Richard Gelfand, M.D.
George Washington U.
Sandy Gibson, M.D.
George Washington U.
Jerry Hickson, M.D.
Vanderbilt University
Robert Jacobson, M.D.
Georgetown University
Louis Kuritzky, M.D.
University of Florida
Ralph Liebling, M.D.
A. Einstein Col. of Med.
Dale Matthews, M.D.
Nat'] Inst. for Heal. Research
John Meilahn, M.D.
Temple University
William Meyer, M.D.
National Inst. of Health
Stephen Mitchell, M.D.
Georgetown University
Tom Newmark, M.D.
R. W. Johnson Med. School
Susan O’Donoghue, M.D.
George Washington U.
Charles Osborne, Ed.D.
George Washington U.
Michael Phillips, M.D.
George Washington U.
David Powers, M.D.
George Washington U.
William Sawchuk, M.D.
National Inst. of Health
Imad Tabbara, M.D.
George Washington U.
Terry Taylor, M.D.
Georgetown University
Edward Tsou, M.D.
Georgetown University
Ronald Tusa, MD, PhD.
Johns Hopkins Univ.
Wendell A. Wall, M.D.
Univ. of North Dakota

Limited Enrollment: Family Practice Review Registration

Address

City/State/Zip

The Osler Institute

Mail today to:

i 1094 East Dawn Drive, Dept. 303

E Phone
i P.O. Box 2218

Terre Haute, IN 47802-0218

For: 0 April 24-May 2 — Washington, D.C.
O June 29-July 7, 1993 — Chicago

[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
courses — which will include case reviews and
lectures with slides and syllabus. To give fresh
views to those attending both courses, most lec-
tures will be given by different faculty. Based on
our experience, we guarantee that if you take the
April course, repeat for half price in June, and
then fail your exam, we will refund half of both
registration fees. When we made this offer for
another course, less than 2% requested a refund.

“Accommodations were comfortable....”*

LOCATION: The April course will be held at
the Crystal City Marriott, 1999 Jefferson Davis
Highway, Arlington, Virginia. The Chicago
course will be at the Lisle/Naperville Hilton,
3003 Corporate West Drive, Lisle, [llinois.

“... and those littie 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.FP. 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 $5 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.

“I feel fthe course] helped me pass ....”*

INFORMATION:

The Osler Institute
Joseph H. Selliken, Jr., M.D.
1094 East Dawn Drive, P.O. Box 2218
Terre Haute, IN 47802

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

*Comments by Osler participants



Now, forhypertensron

DILACOR XR

EXTENDED
(diltiazem HCI) s
. 240 mg
o=
BRIEF SUMMARY
CONTRAINDICA’
Diltiazem hydrochloride is contraindicated in: (1) patients with sick sinus synd except in the p ofa

{2} patients with second or third degree AV block except in the p presence of 3
funmcnmg ventricular pacmakm 3) patients with hypotension (less than 90 mmHg systolic); (4] patients who
have demanstrated hypersensitivity to the drug; and {5) patients with acute myocardial infarction and pulmonary
congestion as documented by X-ray on admission.

WARNINGS

1. Cardiac Conduction. Diltiazem hy AV node refractory periods without significantly
prolonging sinus node recovery time, except in patients with sick sinus syndrome. This effect may rarely result
in abnormally slow heart rates (particularly in patients with sick sinus syndromel or second, o |h|rd degree AV
block (22 of 10,119 patients, or 0.2%); 41% of thesa 22 patients were receiving

==p;
@l -~
& -

24-HOUR DELIVERY
FOR P

24-HOUR /‘%ﬁ%’ p
SECURITY —— 4

Pri y. Category C. Rep ion studies have been conducted in mice, rats, and rabbits. Administration of
doses ranging from 4 to 6 times (depending on species) the upper limit of the optimum dosage range in clinical
trials (480 mg q.d. or B mg/kg q.d. for a 50 kg patient) has resulted in embryo and fetal lethality, These studies
have revealed, in one species or another, a propensity to cause abnormalities of the skeleton, heart, retina, and
tongue. Also observed were reductions in early individual pup weights and pup survival, prolonged defivery and
increased incidence of stillbirths.

There are no well-controlled studies in preg: n; theref hydrochloride in
women only if the potential benefit mnrﬁnsthe po!snnal nsl: mlhe!atus

Nursing Mothers. Diltiazem is excreted in human milk. One report suggm that connemratlona in breau milk
may approximate serum levels, If use of diki hod of
infant feeding should be instituted.

antagonists versus 17% of the total group. Concomitant use of diltiazem with beta-blockers or digitalis rna\f
result in additive effects on cardiac conduction. A patient with Prinzmetal's angina developed periods of asystole
12 to 5 seconds) after a single 60 mg dose of diltiazem.

2. Congestive Heart Failure. Although diltiazem has a negative inotropic effect in isolated animal tissue
praparations, hamodynamic studies in humans with normal ventricular function have not shown a reduction in
cardiac index nor consistent negative effects on contractility (dpfdt). An acute study of oral diltiazem in patients
with impaired ventricular funmnn [ejection Iramnn of 24% + 6% showed improvement In indices of ventricular
function without signifi in ¢ function (dp/dt). Worsening of congestive heart failure has
been reported in patients with p i icular function, Exp with the use of dilti-
azem hydrochloride in combination with beta-blockers in patients with impaired ventricular function is limited.
Caution should be exercised when using this combination,

3. Hypotension. Decreases in blood pressure associated with diltiazem hydrochloride therapy may occasion-
ally result in symptomatic hypotension.

4. Acute Hepatic Injury. Mild el of serum with and without concomitant elevation in
alkaline phosphatase and bilirubin hsve been ohserved in clinical studves Such a!mraﬂons werg usualln,l transient
and frequently resolved even with In rare i ions in alka-
line phosphatase, LDH, SGOT, SGPT, and other phenomena consistent with acute hepatic injury have been
noted. These reactions tended to occur early after therapy initiation (1 to 6 weeks) and have been reversible
upon discontinuation of drug therapy. The relationship to diltiazem is uncertain in some cases, but probable in
some others (see PRECAUTIONS).

PRECAUTIONS

G I. Diltiazem hydrochloride is ively metabolized by the liver and is excreted by the kidneys and in
bile. As with any drug given over i periods, lak ¥ p should be maonitared at regular
intervals. The drug should be used with caution in patients with impaired renal or hepatic function. In subacute
and chronic dog and rat studies designed to produce toxicity, high doses of diltiazem were associated with hep-
atic damage. In special subacute hepatic studies, oral doses of 125 mg/kg and higher in rats were associated
with the histological changes in the liver which were reversible when the drug was discontinued. In dogs,
doses of 20 mgkg were also associated with hepatic changes; however, these changes ware reversible with
continued dosing.

Dermatological events {see ADVERSE REACTIONS) may be transrenl and may dmppw desptre continued use of
diltiazem hydrochloride. However, skin i dfor exfoliative dermati-
1is have also been infrequently reported. Should a :Ieﬂnmluan. reaction persist, Ihedmg should be discontinued.
Although Dilacor KR‘ ulnl‘m aslowly d:smtegrahnq matrix, caution should still be used in patients with preexist-
ing severe g g {F gic or ic). There have been no reports of obstructive
symptoms in patients with known stri in with the ingestion of Dilacor XR®.

Information for Patients. Dilacor XR* capsules should be taken on an empty stomach. Patients should be cau-
tioned that the Dilacor XR® capsules should not be opened, chewed or crushed, and should be swallowed whale.
Drug | tion. Due to the p | for additive nﬁecls. caution and careful titration are warranted in
patients ing diltiazem hydrochlorid i with any agents known to affect cardiac contractility
and/or conduction (see WARNINGS). Pharmacologic studies indicata that there may be additive effects in pro-
longing AV conduction when using beta-blockers or digitalis concomitantly with diltiazem hydrochloride (see
WﬂRNINGSII As wnh all drugs care shnuld be emrcmeﬁ when treating patients with multiple medications.
Diltiazem h hrome P-450 mixed function oxidase. Co-adminis-
tration of diltiazem hydm:hlnnda with other agents which follow the same route of biotransformation may result
in the competitive inhibition of metabolism. Dosages of similarly metabolized drugs, such as cyclosporin, partic-
ularly those of low therapeutic ratio or in patanls with l!nel andior hcpmc |lnpalrrnenl. may requlre adjustment

Pedi Use. Safety and effectiveness in children have not been established.

ADVERSE REACTIONS

Serious adverse reactions to diltiazem hydrochloride have been rare in studies with other formulations, as well
a5 with Dilacor XR*, It should be recognized, however, that patients with impaired ventricular function and car-
diac conduction abnormalities have usually been excluded from these studies.

The most common adverse events (frequency 21%) in placebo- lled, clinical hyp studies with
Dilacor XR* using daily doses up to 540 mg are listed in the table below with placebo-treated patients included
for comparison.

MOST COMMON ADVERSE EVENTS
IN DOUBLE-BLIND, PLACEBO-CONTROLLED HYPERTENSION TRIALS*

Dilacor XR* Placebo
Adverse Events n=303 n=87

(COSTART Term) # pts (%) #pts (%)
rhinitis 29(9.6) 718.00

headache 2789} 12{138)
pharyngitis 1715,6) 4{46)
constipation 11(36) 223
cough increase 9(3.0 2123
flu syndrome T(23) 1{1.1)
edema, peripheral 723) 010.0)
myalgia T123) 010.0)
diarrhes 6200 010.0}
vomiting 6(2.0) 0(0.0}
sinusitis B(2.0) 1111
asthenia 501.7) 0{0.0)
pain, back 5(1.7) 2(23)
nausea 5(1.7) 11
dyspepsia 4113 010.0}
vasodilatation 401.3) 010.0}
Injury, accident 4013) 010.0}
pain, abdominal 3(1.0) 010.0)
arthrosis 3000 0{0.0}
insomnia 3(1.0) 0{0.0)
dyspnea 30100 0(0.0)
rash 3010 111
tinnitus 3(1.0) 010.00

* Adverse events occurring in 1% or more of patients receiving Dilacor XR®.

The following additional events (COSTART Terms), listed by body system, were reported infrequently in all sub-
Jects and hypertensive pahsnls who raceived DJlam: XR® (n=425): Canimular F|rstdegree Ml' block, arrhyth-
mia, postural hyp fia, pallor, p ECG ab ST elevation; Mervous
System: Vertigo, hypertonia, pares\hesu drzzmess, somnolence; Dm've Smem' Dr\r mouth, mrena, lnom
disorder, eructation; Skin and Appendages: S g, urticaria, skin b phy (nevus); Resp
Epistanis, & i y disorder; U i Smrn Cystrus. hdney calculus, impotence, dwneno»
rhea, vaginitis, pms‘tshz dmase‘ Metabolic and Nutritional Disorders: GuuL edema; Musculoskeletal System:
Arthralgia, bursitis, bone pain; Hemic and Lymphati L Body as a Whole: Pain,
ble reaction, neck pain, neck rigidity, fever, chest pain, malaise; Special Sanses: Amblyopia (blurred

OVERDOSAGE OR EXAGGERATED RESPONSE

when starting or stopping ¥ ¥ p p i

blood lavels, vision, ear pain,
Beta-Bloch Controlled and led d ic studies suggest that concomitant use of diltiazem

hydrochloride and beta-blockers is usually well-tol d, but avail data are not ient to predict the

al’lncls of cnncamutarrt treatment in panems with left ventrmlsr dysfunutmn or cardiac conduction abnormali-

Overdosage experience with oral diltiazem hydrochloride has been limited. The administration of ipecac to
induce vomiting and activated charcoal to reduce drug absorption have been advocated as initial means of inter-
vunuon In aﬁdnmn to gastric lavage, the following measures should also be considered:

ties. Admi of di th p lol in five normal volunteers luulled
in increased propranolol levels in all subjects and the bmavmlubﬂwaf ptupunoh:i \us lnuemd
50%. If combination therapy is initiated or withd in conj dj it in the pm—

pranolol dose may be warranted (see WARNINGS).
Cimetidine: A study in six healthy volunteers has shown a significant increase in peak diltiazem plasma levels
(58%) and area-under the-curve 153%i after a 1+ wwk course of cimetidine at 1,200 mg per day and diltiazem 60
mg per day. Raniti duced smaller, 0 effect may be mediated by cimetidine's
known inhibition of hepatic cytochrome P-450, the enzyme system respoensible for the first-pass metabolism of
diltiazem. Patients currently receiving diltiazem therapy should be carefully monitored for a change in ph

atropine (0.60 to 1.0 mgl. If there is no res to vagal blockade, administer isopro-
terencﬂ cautiously.
High-Degree AV Block: Treat as for bradycardia above, Fixed high-degree AV block should be treated with
cardiac pacing.
Cardiac Failure: A pic agents (dopami 0(“ ing) and diuretics.

Hypotension: P {e.g. dopamine or

logical effect when initiating and discontinuing therapy with cimetiding. An adjustment in the diltiazem dose
may be warranted,

Digitalis: Administration of dilti hydrochloride, with digoxin in 24 healthy male subjects increased plasma
digoxin { Iy 20%. Anather i found no increase in digoxin levels in 12
patients with coronary artery disease, Since there have been oonlllchng results regarding the effect of digoxin
levels, it is recommended that digoxin levels be itored when and di g dilti-
arem hydrochloride therapy to avoid possible over- or under-digitalization !saa WARNLNGSII

Anesthetics: The demnn of cardiac contractility, conductivity, and automaticity as well as the vascular dila-
tion iated may be p 1 by calcium channel blockers, When used concomitantly,
anesthetics and caluum channel biockers should be fitrated carefully.

Mutagenesis, Impairment of Fertility. A 24-month study in rats and an 18-month study in
mice showed no evidence of carcinogenicity. There was also o mutagenic response in vitro of in vivo in mam-
malian cefl assays of in vitro in bacteria. No e of impaired fertility was d in male or female rats at
oral doses of up to 100 mg/kg/day,

Actual treatment and dnsage should depend on the severity of the clinical situation as well as the judgment and
P of the treating physici

Due to i balism, plasma ions after a standard dose of diltiazem can vary over tenfold,

which significantly fimits their valuu in evaluating cases of overdosage.

Charcoal hemoperfusion has been used successfully as an adjum therapy to hasten drug elimination. Overdoses

with as much as 10.8 gm of oral diltiazem have been ly treated using approp pp care.

CAUTION: FEDERAL (U.S.A.) LAW PROHIBITS DISPENSING WITHOUT PRESCRIPTION.

Please see product circular for full prescribing information.

@ RHONE-POULENC RORER

RHONE-POULENC RORER PHARMACEUTICALS INC.

500 ARCOLA ROAD
COLLEGEVJI.LE PA 19426

Referance: 1, Graney WF: Clinical experience with a once-daily, extended-release formulation of diltiazem in the treatment of hypertension, Am J Med 1992,93 (Supp! 2A): 565-64S.
1993 Rhine-Poulenc Rorer Pharmaceuticals Inc.

FC# 93-021



for hypertension
Once-a-day

DILACOR

(diltiazem HCJ) s

DILACOR XR effectively lowers blood pressure
for 24 hours in the majority of patients®

DILACOR XR offers the classic diltiazem safety
profile across the entire dosing range*

DILACOR XR now makes diltiazem a more
affordable option for hypertension*

Please see adjacent page for brief summary of prescribing information.

*Based on average wholesale price (approximate cost to the pharmacist) as listed in 1992 Drug Topics" Red Book"
Update. Montvale, NJ, Medical Economics Co. Inc.; December 1992.



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, N] 07110-1199
VEDICATION

A Healthy Outlook on

Patient Education 1" [Roche
Dk CURESA O 0 R

Capyright © 1993 Hoffmann-La Roche Inc. All rights reserved.




For Your Protection:

The OSHA Regulations on Bloodborne Pathogens

OSHA TRAINING KIT AGAIN AVAILABLE FROM AMERICAN MEDICAL
TELEVISION AND THE AMERICAN MEDICAL ASSOCIATION

The regulations on bloodborne pathogens, issued
by the Occupational Safety and Health Administra-
tion (OSHA) last year, continue to change the way
health care facilities cope with occupational hazards
to their employees. Educating and training health
care workers are key elements. A comprehensive
training program produced by American Medical
Television in conjunction with the American
Medical Association, will help the physician, clinics
and hospitals comply with the OSHA requirement
to train staff in the material covered under these
regulations.

Available in kit format, For Your Protection: The
OSHA Regulations on Bloodborne Pathogens
includes everything the practicing physician and
his or her staff need to comply with the OSHA
regulations on bloodborne pathogens plus the
mandatory Hepatitis B Vaccine Declination.

Training materials include:

25-minute VHS Videocassette - Covers relevant
portions of the OSHA Standards as they apply to
most health care facilities, including the physician’s
office.

Administrator's Guide - Shows the physician
or office administrator how to use the training
program. The Guide also includes a copy of the
amended OSHA Standards. Learn how to train
employees, answer questions, and prepare
necessary exposure control plans.

American
Medical

Association

Model Exposure Control Plan - Designed to help
any health care facility develop their own written
procedures, as required by the OSHA Standard.
This simple, easy-to-follow format provides a
step-by-step approach for compliance, dramatically
reducing the time required to develop these
written procedures.

Five Training Manuals - Provide back-up reference
for employees, reinforcing material presented on
the videocassette.

For Your Protection: The OSHA Regulations on
Bloodborne Pathogens training kit is the only
OSHA kit reviewed for accurate medical and scien-
tific content by the American Medical Association.

Completion of this training program has also

been designated by the AMA as a Continuing
Medical Education activity, worth 2 credit hours of
Category 1 of the Physician Recognition Award of
the AMA.

The complete For Your Protection: The OSHA
Regulations on Bloodborne Pathogens training
Kit is available for $195, including S & H ($150 for
AMA Members, Hospitals, Institutions, Universities,
and Government Offices).

To order call 1-800-398-CNBC.

American Medical Television is produced in
conjunction with the American Medical Association,
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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 drastohc 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

180/240 mg

 (vergpami HCl);;g::;;w

“Chimical effectiveness is unrelated to drug-plasma levels *
f 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 briet summary ol
tVerapamil SR produced by Knoll for Knoll Pharmaceutical Company and G.D. Searle & Co prescribing information




ONCE-DAILY

Sustained-

(verapamil HC/):::

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 )
30 North Jefferson Road £ 1992, Knoll Pharmaceutical Company

Whippany, New Jersey 07981 BASF . 12095/12-92 Printed in USA
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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 llb)
when the response to diet alone has not been adequate.




Effective lipid management—improves key lipids

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

15 = Mean percentage change from baseline after +2 to +12%
10 = 8 weeks of treatment with 10 to 40 mg of pravastatin®

: : Total C Triglycerides
5 =
]0 s
15 ==
2 ()=
25 =
30

35 -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%)

e Active liver disease orunexplained transaminase'elévations, pregnancy and lactation
are contraindications to.the use of pravastatin

LDL-C
HDL-C

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

Easy dosing regimen and other patient benefits

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

P pl{

pravastatin sodlum o

Bristol-Myers Squibb Company

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.

PRAMACHOL® (Pravastatin Sodium Tablets)
CONTRAINDICATIONS

N

Hypersensitivity to any component of this medication.

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

Pregnancy and lactation. Atherosclerosis is a chronic process and discontinuation of lipid-lowering drugs during
pregnancy should have fittle impact on the outcome of long-term therapy of primary hypercholesterolemia. Cho-
lesterol and other products of cholestero! biosynthesis 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, HMG-CoA reductase inhibitors are contraindicated
during pregnancy and in nursing mothers. Pravastatin should be administered to women of chil

infitration 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 leve! 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 cefl chromatolysis in dogs treated for 14 weeks at
180 mg/kg/day a dose which resulted in amean ptasma drug level simifar to that seen wilh the 60 mg/kg dose.
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 hepatocellular carcinomas in males at the
highest dose (p<0.01). Although rats were given up to 125 times 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

a8 d

age only when such patients are highly unlikely to conceive and have been informed of the potonual
hazards. If the patient becomes pregnant while taking this class of drug, therapy should be discontinued and the
patient apprised of the potential hazard to 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 limit of normal occurring on 2 or more (not necessarily sequential) occasions have been reported
in 1.3% of patients treated with pravastalin in the U.S. over an average period 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 to pretreatment levels. These biochemical findings are usually asymptomatic
although worldwide experience indicates that anorexia, weakness, and/or abdominal pain may also be present in
rare patients.

As with other lipid-lowering agents, liver function tests should be performed during therapy with pravastatin,
Serum aminotransferases, 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 intervais). 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 intervats. 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 to the use of pravastatin (see
CONTRAINDICATIONS). Caution should be exercised when pravastatin is administered to patients with a history of
liver disease or heavy alcohol ingestion {see CLINICAL PHARMACOLOGY: Pharmacokinetics/Metabolism). Such
patients should be closely monitored, started at the lower end of the recommended dosing range, and titrated to
the desired therapeutic effect.

Skeletal Muscle: Rhabdomyolysis with renal dysfuncti lobi has been re-
ported with pravastatin and other drugs in this class. Unoomphcated myalgua has aiso been reported in
pravastatin-treated patients {see ADVERSE REACTIONS). Myopathy, defined as muscle aching or muscle weak-
ness in conjunction with increases in creatine phosphokinase {CPK) values 10 greater than 10 times the upper limit
of normal was reported to be possibly due 10 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 unexplained muscle pain, tendemess or weak-
ness, particularly if accompanied by malaise or | fever. Pravamtm merapy xhould be discontinued if mark-
edly slevated CPK levels occur or myop: is d in therapy should
also be temporarily withheld in any patient expenencing an acuto or senous condmon prodlsposmg to
Ihe pment of renal fallure i« ‘ tysis, e.g., sops:s. ypote major sur-

The risk of myopalhy during treatment wnh lovastalln is mcreased if lherapy with either cyclosporine, gem-
fibrozil, erythromycin, or niacin is administered concurrently. There i no experience with the use of pravastatin
together with cyclosporine. Myopathy has not been observed in clinical trials involving smail 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 CPK elevations and patient withdrawals due to
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 to a previously well tolerated

d X

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
controls {(p<0.05). The incidence was not dose-related and male mice were not affected.

A chemically similar drug in this class was administered to 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 90 percent in males.
The incidence of adenomas of the liver was significantly increased in mid- and high-dose females. Drug treatment
aiso significantly increased the incidence of lung adenomas in mid- and high-dose males and females. Adenomas
of the eye Harderian gland {2 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 strains of Salmonelia 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 Saccharomyces cerevisiae. In addition, there was no evidence of mutagenicity in
either a dominant lethal test in mice or a 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, aithough 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
ol these ﬁndings isunclear.

Category X: See CONTRAINDICATIONS.

Safety in pregnant women has not been established. Pravastatin was not teratogenic 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 (mg/meter2). However, in studies with another HMG-CoA reductase
inhibitor, skeletal malformations 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 potential hazards to the fetus.

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

Pediatric Use: Safety and effectiveness in individuals less than 18 years old 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 tolerated; adverse reactions have usually been mild and transient. In 4-month long
placebo-controlled trials, 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 transaminase increases and mild, non-specific gastrointestinal complaints. During clinical trials the overalt
incidence of adverse events in the elderly was not different from the incidence observed in younger patients.
Adverse Clinical Events: All adverse clinical events {regardless of attribution) reported in more than 2% of

regimen of pravastatin; the myopathy resolved when cloﬁbra(e therapy was stopped and § 1
continued. The use of fibrates alone may ly be d with myopathy. The bined use
of pravastatin and fibrates should gemral!y 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 fack functional LDL receptors.

Renal Insufficiency. A single 20 mg oral dose of pravastatin was administered 10 24 patients with varying degrees
of renal impaimment (as determined by creatinine clearance). No effect was observed on the pharmacokinetics of
pravastatin or its 3ec-hydroxy isomeric metabolite {SQ 31,906). A small increase was seen in mean AUC values and
half-lite {t1/2} for the inactive enzymatic ring hydroxylation metabolite (SQ 31,945). Given this small sample size, the
dosage administered, and the degree of individual variability, patients with renal impairment who are receiving
pravastatin should be closely monitored.

Information for Patients: Patients should be advised to report promptly unexplained muscle pain, tenderness or
weakness, particularty if accompanied by malaise o fever.

Interactions: immunosuppressive Drugs, Gemfibrozil, Niacin (Nicotinic Acid), Erythromycin: See WARN-
INGS: Skeletal Muscle.

Antipynine: 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.}

Warfann: In a study involving 10 healthy male subjects given pravastatin and wartarin concomitantly for 6 days,
bicavailability parameters at steady state for pravastatin (parent compound) were not aktered. Pravastatin did not
alter the plasma protein-binding of warfarin. Goncomitant dosing did increase the AUC and Cmax of warfarin but
did not produce any changes in its anticoagulant action {i.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-type anticoagulants should have their pro-
thrombin times closely monitored when pravastatin is initiated or the dosage of pravastatin is changed.

Cimetidine: The AUCq 1on, 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 concurently for
9 days, the bioavailability parameters of digoxin were not affected. The AUC of pravastatin tended 1o increase, but
the overall bioavailability of pravastatin plus its metabolites SQ 31,906 and SQ 31,945 was not altered.

Gemfibrozit: 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 aspinn, antacids (1 hour prior to PRAVACHOL (pravastatin sodium)], cimetidine,
nicotinic acid, or probucol, no statistically significant differences in bicavailability were seen when PRAVACHOL
was administered.

Other Drugs: During clinical trials, no 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
cholesterol levels and, as such, might theoretically blunt adrenal or gonadal steroid hormone production. Results of
clinicat 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 testosterone 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 250% rise in plasma testosterone after human
chorionic gonadotropin stimulation did not change significantly after therapy in these patients. The effects of
HMG-CoA reductase inhibitors on spermatogenesis 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
cholesterol levels is administered to patients also receiving other drugs {e.g., ketoconazole, spironolactone, cim-
etidine) that may diminish the levels or activity of steroid hormones.

CNS Toxicity: CNS vascular lesions, characterized by perivascular hemorrhage and edema and mononuclear celt

© 1993 E. R. Squith & Sons, Inc., Princaton, NJ DK-003
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[ tin-treated patients in the placebo-controlled tnials are identified in the table below; also shown are the
percentages of patients in whom these medical events were believed to be related or possibly related to the drug:

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

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

Cardiac Chest Pain 40 3.4 0.1 0.0
Dermatologic

Rash 4.0" 1.1 1.3 09
Gastrointestinal

Nausea/Vomiting 7.3 71 29 34

Diarrhea 6.2 56 20 1.9

Abdominal Pain 5.4 6.9 20 39

Constipation 4.0 74 24 5.1

Flatulence 3.3 36 2.7 3.4

Heartburn 29 1.9 20 07
General

Fatigue 3.8 3.4 19 1.0

Chest Pain 3.7 1.9 03 0.2

Influenza 2.4 0.7 0.0 0.0
Musculoskeletal

Localized Pain 100 9.0 14 15

Myalgia 27 1.0 06 0.0
Nervous System

Headache 8.2 39 1.7 0.2

Dizziness 33 3.2 1.0 0.5
Renal/Genitourinary

Urinary Abnormality 24 29 0.7 1.2
Respiratory

Common Cold 7.0 6.3 0.0 0.0

Rhinitis 4.0 41 0.1 0.0

Cough 26 1.7 0.1 0.0

*Statistically significantly different from placebo.

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

Skeletaf: myopathy, rhabdomyolysis.

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

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

Gastrointestinal; pancreatitis, hepatitis, including chronic active hepatitis, cholestatic jaundice, fatty change in
liver, and, rarely, cirrhosis, fulminant hepatic necrosis, and hepatoma; anorexia, vomiting.

Reproductive: gynecomastia, loss of libido, erectile dysfunction.

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

Transient, asymptomatic eosinophiiia has been reported. Eosinophil counts usually retumed to normal despite contin-
ued therapy. Anemia, thrombocytopema and lexikopenia have been reported with other HMG-CoA reductase inhibitors.

itant Therapy: Pravastatin has been admini i concurrently with cholestyramine, colestipol, nico-

tlmc acid, probucol and gemfibrozil. Preliminary data suggest that the addition of either probucol or gemibrozil to
therapy with lovastatin or pravastatin is not associated with greater reduction in LDL-cholesterol than that
achieved with lovastatin or pravastatin alone. No adverse reactions unique 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, erythromycin, 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, treat symptomatically and institute supportive measures as required.

% Bristol-Myers Squibb Company
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BRIEF SUMMARY

CONTRAINDICATIONS: Hypersensitivity 1o any of the ingredients of this preparation
contraindicates its use

WARNINGS: The replacement of a systemic corticosteroid with a topical corticold can be
accompanied by signs of adrenal insufficiency and, in addition, some patients may expenence
symptoms of withdrawal, e.g, joint and/or muscular pain, lasstude and depression. Patients
previously treated for prolonged periods with systemic coricosteroids and transferred to fopical
corticoids should be carefully monitored for acute adrenal insufficiency in response to stress. In
those patients who have asthma or other clinical conditions requiring long-term systemic
corticosteroid treatment, 100 rapid a decrease in systemic corficostercids may cause a severe
exacerbation of their symptoms.

Children who are on immunosuppressant drugs are more susceptible to infections than healthy
children. Chickenpox and measles, for example, can have a more serious or even fatal course
in children on immunosuppressant doses of corticosteroids. In such children, or in adults who
have nol had these diseases, particular care should be taken to avoid exposure. i a:gosed.
therapy with varicella zoster immune globulin (VZIG) or ed intravenous immunoglobulin
(IVIG), as appropriate, may be indicated. f chickenpox develops, treatment with antiviral agents
may llne considered

The use of Nasacort Nasal Inhaler with alternate-day systemic prednisone could increase the
likelihood of hypothalamic-pltutary-adrenal (HPA) suppression compared (o a therapeutic dose
of either one alone. Therefore, Nasacort Nasal Inhaler should be used with caution in patients
aiready receiving alternate-day prednisone treatment for any disease

PRECAUTIONS

General: In clinical studies with tnamcinolone acetonide administered intranasally, the
development of localized infections of the nose and pharynx with Candida albicans has rarely
occurred. When such an infection develops it may require treatment with appropriate local
therapy and discontinuance of treatment with Nasacort Nasal Inhaler

Triamcinolone acetonide administered intranasally has been shown to be absorbed into the
systemic circulation in humans. Patients with active rhinitis showed absorption similar ta that
found in normal volunteers, Nasacon at 440 mcg/day for 42 days did not measurably affect
adrenal response o a six hour cosyniropin test. In the same study prednisone 10 mE- Ua&
significantly reduced adrenal response to ACTH over the same period (see CLINICAL TRIALS
section).

Nasacort Nasal Inhaler should be used with caution, f at all, in patients with active or quiescent
tuberculous infections of the respiratory fract or in patients with untreated fungal, bacterial, or
systemic viral infections or ocular herpes simplex

Because of the inhibitory effect of corticosteroids on wound healing in patents who have
experienced recent nasal septal ulcers, nasal surgery of trauma, a corlicosteroid should be
used with caution until healing has occurred

When used al excessive doses, systemic coricosteroid effects such as ny!percmmnsm and
adrenal suppression may appear. If such changes occur, Nasacon Masal Inhaler should be
discontinued slowly, consistent with accepted procedures for discontinuing oral steroid therapy.
Information for Patients: Patients being treated with Nasacort Nasal Inhaler should receive
the following information and instructions

Patients who are on immunosuppressant doses of corficosteroids should be wamed to avoid
exposure 1o chickenpox or measies and. if exposed, to obtain medical advice.

Patients should use Nasacort Nasal Inhaler at regular infervals since its effectiveness depends
on its regular use. A decrease in symptoms may occur as s500n as 12 hours afler starting steroid
therapy and generau?.r' can be expected lo occur within a few days of initiating lh@rﬁ?3 in allergic
thinitis. The patient should take the medication as directed and should not exceed

prescribad dosage. The patient should contact the physician if symptoms do not improve after
three weeks, or if the condstion worsens. Nasal irmitation and 'or burning or stinging afler use of
the spray occur only rarely with this product. The patient should contact the physician if they
occur

For the proper use of this unit and o atain maximum improvement, the patient should read and
follow the accompanying patient instructions carefully. Because the amount dispensed per puff
may not be consistent, it is important to shake the canister well. Also, the canister should be
discarded after 100 actuabions.

Carcinog is, Mutag Animal studies of friameinolone acetonide to lest is
carcinogenic potential are underway

Impairment of lelltg: Male and female rats which were administered oral tnamcincione
acelonide at doses as high as 15 mcg/kg ﬁ (110 chaprn-“-day. as calculated on a surface
area basis) exhibited no evidence of impaired fertili e maximum human dose, for
comparison, is 6.3 meg/kg/day (240 mcg/ m?/day). However, a few lemale rats which recewved
maternally loxic doses 01% or 15 megrkg/day IfSE mecg/m?®/day or 110 rncng m?/day, respectively,
as calculated on a surface area bas:s) exhibiled dystocia and prolonged delivery.

MNADEX 133 X)A

®

Nasal
Inhaler

Developmental toxicity, which included increases in fetal resorptions and stilibirths and
decreases in pup weight and survival, also occurred at the matemnally toxic doses
25 - 150 meg/kg/day or 20 - 110 meg/m?/day, as calculated on a surface area basis].
ormance of female rats and efiects on fetuses and offspring were comparable
between groups that received and non-toxic or marginally loxic doses (0.5 and 1.0 meg/
kg/day or 3.8 meg/m?/day 7.0 meg/m?/day)
Pregnancy: Pregnancy Category C. Like other corticoids, ramcinolone acetonide has been
shown to be fen o%gncmrutsandrabbﬂ_&T ic eflects, which occurred in both species
at 0.02, 0.04 and 0.08 mg/kg/day [wommaxely 135, 270 and 540 meg/m?/day in the rat and
320, 640 and 1280 mcg/m?day in the rabbit, as calculated on a surface area basis), included a
low incidence of cleﬂspalala and/or intemal hydrocephaly and axial skeletal defects. Teratogenic
eflects, including CNS and cranial malformations, have also been observed in non-human
primales at 0.5 mg/kg/day (approximalely 6.7 mg/m?/day). The doses of 0.02, 0.04, 0.08, and
05 m%.‘tg-oa)r used in these toxicology studies are a&prommamﬁ 128,255 51, and 3187
times the minimum recommended dose of 110 mcg of Nasacon per day and 3.2, 6.4, 127, and
80 fimes the maximum recommended dose of 440 mcg of Nasacon per day based on a patient
nﬂu:v;ijgm of 70 kg. Administration of aerosol by inh to pregnant rats and rabbits
pr embryotoxic and fetotoxic effects which were comparable to those produced by
administration by other routes. There are no adequate and well-controlled studies in pregnant
women. Triamcinolone acetonide should be used during pregnancy only if the potential benefil
justifies the potential risk to the fetus
Experience with oral corticoids since their introduction in pharmacologic as o

iologic doses suggests that rodents are more prone o ter; nic effects from corticoids
than humans. In addifion, because there is a natural increase in glucocorticoid production during
pregnancy, most women will require a lower exogenous steroid and many will not need
coricoid treatment during pregnancy.
Nonteratogenic Effects: Hypoadrenalism may occur in infants bom of mothers recenving
corticosteroids during pregnancy. Such infants should be carefully observed
Nursing Mothers: It is not known whether triamcinolone acetonide is excreted in human milk
Because other corticosteroids are excrated in human milk, caution should be exercised when
Nasacort Nasal Inhaler is administered to nursing women

Pediatric Use: Safety and efflectiveness have not been established in children below the age of
12 Oral corticoids have been shown lo cause growth suppression in children and leenagers,
particularly with higher doses over extended penods. If a child or teenager on any coricoid
ars 1o have growth suppression, the possibility that they are particularly sensitive 1o this

lect of steroids should be considered.
ADVERSE REACTIONS: In controlled and uncontrolled studies, 1257 patients received
treatment with intranasal triamcinolone acetonide. Adverse reactions are based on the 567
patients who received a Frwuct similar to the marketed Nasacort canister. These patients were
treated for an average of 48 days (range 1 o 117 days). The 145 patients enrolied in
uncontrolied studies received treatment from 1 to ays (average 332 days).
The most prevalent adverse experience was headache, being repored by approximately 18%
of the patients who received NasacmNesahrrilaiianasrepoﬂedhy?%%dhspa&ems
recaiving Nasacort Other naﬁ:h ngeal side effects were reported by fewer than 5% of the
patients who received Nasacon and included: dry mucous membranes, naso-sinus congestion,
throat discomfort, sneezing, and epistaxis. The complaints do not usually interfere with treatment
and in the controlied and uncontrolled studies approximately 1% of patients have discontinued
because of these nasal adverse effects
In the event of accidental overdose, an increased potential for these adverse ex
be expected, but systemic adverse experiences are unlikely (see OVERDOSAGE

OVERDOSAGE: Acute uvetdosagémlh this dosage form is unlikely. The acute topical
application of the entire 15 mg of The canister would most likely cause nasal irmtation and
headache. It would be uniikely lo see acute systemic adverse effects il the nasal application of
the 15 mg of tnamcinolone acetonide was administered all at once.

Caution: Federal (U.S A law prohibits dispensing without prescription

Please see product circular for full prescribing information

lences may
section)

REFERENCES: 1. Winder J, Barker J, Bell T, et al: Intranasal triamcinolone acetonide aerosol
versus beclomethasone diprogmnate aqueous spray in perennial allergic rhinitis. Medical
Interface 19925(6, suppl)16. 2. Data on file, Rhéne-Poulenc Rorer Pharmaceuticals Inc. 3
Findlay S, Huber F, Garcia J, et al: Efficacy of once-a-day intranasal administration of
triamcinolone acetonide in patients with seasonal allergic rhinitis. Ann Allergy 1992,68(3).228-
232 4, Storms W, Bronsky E, Findlay S, et al: Once daily tiamcinolone acelonide nasal spray is
effective for the treatment of perennial allergic rhinitis. Ann Allergy 1991,66(4).329-334. 5, Feiss
G, Morris R, Rom D, et al: A comparative study of the effects of intranasal triamcinolone
acetonide aerosol (ITAA) and prednisone on adrenocortical function. J Afllergy Clin immunol
1992;89(6]:1151-1156
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What do we really know
about editorial peer review
in scientific publication?

Something,
but not enough.

* We know that peer review is widely used, but how widely?

* We know that peer review suffers from bias and conflicts of interest, but
what biases and conflicts really matter? And how do we get rid of them?

« We fear that peer review suppresses innovation, but to what extent?

» We know that peer review has existed for years without scientific proof
of its worth, but will it hold up under the same rigor and scrutiny we
demand of science itself?

To answer many of these questions, editors, scientists, and scholars will
gather to present and discuss research findings at the Second International
Congress on Peer Review in Biomedical Publication, September 9-11,
1993, at the Fairmont Hotel in Chicago, Illinois.

The Second International Congress
on Peer Review in

Biomedical Publication
September 9-11,1993 Chicago, lllinois

Topics will include

» The mechanisms of peer review and editorial decision making in different journals, including blind review

« The relationships between authors, editors, and reviewers, and how each is educated, selected, and evaluated
+ Allocation of responsibility for published material and the meaning of authorship

» Quality assurance and standards for reviewers and editors

« Breakdowns, weaknesses, and biases in the system

« Conflicts of interests

» Fraud and scientific misconduct

 Peer review of grant proposals

The subject of the Congress is biomedical publication, but scholars in other disciplines are urged to participate,
so that we may examine editorial peer review in the context of the overall scientific enterprise.

For more information, contact

Annette Flanagin, North American Coordinator, Peer Review Congress,
JAMA, 515 N State St, Chicago, IL 60610; 312-464-2414, 312-464-5824 fax.

American Medical Association

Physicians dedicated to the health of America
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TO SWITCH
TO CARDIZEM’ CD

NOW FOR BOTH ANGINA AND HYPERTENSION

One convenient once-daily formulation for both indications
Lower price — 35% lower cost than Cardizeme (diltiazem HCl) tablets*
— 95% lower cost than Cardizeme SR (diltiazem HCI) capsules, based on

average wholesale prices (AWP) when dosed on an equivalent mg/day basis.
Easy to transfer patients
» Convert patients on Cardizem tablets or Cardizem SR capsules on a total mg/day basis
» Monitor and titrate if necessary
e Cardizem CD is available in 120-, 180-, 240-, and 300-mg capsules

THE ONE

CARDIZEM CD

(diltiazem HCI)

* Based on Red Book, October 1992.
. Cardizem® tablets, for angina, are available as 30, 60, 90, and 120 ms.
Cardizem® SR capsules, for hypertension, available as 60-, 90-, and 120-mg.
Please see the brief summary of prescribing information on an adjacent page.
CCDAHB28/ATS14 102552
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Switch from Cardizem (diltiazem HC) tablets

on a total mg/day basis*

For new patients, a recommended starting dose:

® One 180-mg capsule ad

*
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Double Blind Placebo-Controlled
Hypertension Trials
Dittiazem Placebo
N=315 N=211
Adverse #pls (%) #pis (%)
Headache B (1% 17 (8%)
AV Block First Degree 24 (16%) 4 [19%)
Dizziness 2 (7%) b (28%)
Edema 19 (%) 2 (09%)
Bradycantia 19 (6%) 3 [14%)
ECG nDr..rrrxh. 13 [41%) 3 (14%)
10 (32%) 1 (0.5%)
5 (16%) 2 (09%)
4 (13%) 1 (05%)
4 (13%) 2 (08%)
Paluna.no 15 4 (13%) 2 (08%)
Polyuria 4 11.3%) 2 (09%)
Somnolence 4 (13%) s
Alk Phos Increass 3 (1%} 1 (05%)
Hypatension 3 1%) 1 (05%)
Insomnia 3 11%) 1 (05%)
Rash 3 {1%) 1 (05%)
AV Block Second Degres 2 (0.6%)

The following table presents the most common advers reactions reparted in placebi-
contraliad angina and hyperension Irials in patients receiving CARDIZEM CD up to 360
g with raées in placeba patients shown for comparison
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CARDZEM CD Placebo
Adverse Reaction N =607 N=301
Headache 54% 50%
Dizziness 0% 30%
Bradycardia 3% 13%
AV Block First Degres 3% 00%
Edema 26% 1.3%
ECG Abnarmaity 16% 23%
Asihienia 18% 1.7%

In clinical Irials of CARDIZEM CD Capsules, CARDIZEM Tablets, and CARDIZEM SR

Capsuies invoiving over 3200 patients, ihe most common events (ie, greater than 1%)

were edema (4.6%), headache (4.6%), dizziness (3.5%), asthenia (2.6%), first-

AV biack (2.4%), bradycardia {1.7%), Mushing (1.4%), nausea (1.4%), and rash {1.2%)

In adddtion, the lollowing events were reporied infrequently (less than 1%) in angina or

hypertension irials:

Cardlovascular. Angina, aihythmia, AV block (second- or third-degree), bundle

Iranch block, congestive heart failure, ECG ab lifies, hypotension, pal

syncope, tachycardia, venlricular exrasysioles

Ju'ms Abnormal dieams, amnésia, depeession, gai abnomally, hallucinations
, linndus, fremor

nsomnia,
Gastrolntestinal: Anovai, wnshl:ldw dwzmw mouth, dysgeusia, dyspepsia, mild
eievations of SGOT, SGPT, LDH, and alkafine phosphatase (se2 hepatic warnings), thirst,
vomiting, weigh! increase
Dermalological: Petechiae, photosensitivity, pruritus, wticara
Other: Amilyopia, CPK increase, dyspnea, epistaxis, eye irmitation, hyperglycemia,
hyperuricemia, impotence, muscle cramps. rasal congestion. nochuria, ostenasticular pain
E._rwla sevual difficulties

following postmarketing events have been leﬁuneu Infrequently in patients rwe'wng
CARDIZEM: alopecia, erythema multiforme, exfoliative dermatitis, extrapy
symploms, gingival hyperpiasia, hemoiyic anemia, Increased bleeding time, leukopenia,
purpura, refinopaihy, and thrombocytopenia. In addition, evens such as myncardial
Infarction have been observed which are not readily distinguishabile from the natural history
of the disease in thess patisnis. A number of well-documenied cases of generalized rash,
characterized as leukocytockastic vasculiis, have been reported. However, 2 definitive cause
and effect refationship between these evenls and CARDIZEM terapy is ye! fo be established.

CARDIZEM* CD
Prescribing Information as of October 1992 (2)

CARDIZEM® SR

Prescribing Information a5 of Jamgary 1991
CARDIZEM®

Prescribing informalion &s of January 1991

Marian Merrell Dow inc
Kansas City, Missouri 64114
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Serious as well as minor side effects may occur. The most common side effect which has been
observed is menstrual bleeding irregularities.

-

Please see brief summary of prescribing information on the following page.
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NORPLANT SYSTEM

levonorgestrel implants
Lasts five years...yet is reversible

BRIEF SUMMARY OF PRESCRIBING INFORMATION. CONSULT THE PACKAGE LITERATURE FOR
FULL PRESCRIBING INFORMATION.

Indications and Usage

The NORPLANT SYSTEM is indicated for the prevention of pregnancy and is a long-term (up to

5 years) reversible contraceptive system, The capsules should be removed by the end of the 5th
year. New capsules may be inserted at that time if continuing contraceptive protection is desired.
Contraindications

1. Active thrombophlebitis or thromboembolic disorders. 2. Undiagnosed abnormal genital
bleeding. 3. Known or suspected pregnancy. 4. Acute liver disease; benign or malignant liver
tumors. 5, Known or suspected carcinoma of the breast.

Wamings

A WARNINGS BASED ON EXPERIENCE WITH THE NORPLANT SYSTEM

1. Bleeding Irreguiarities — Most women can expect some variation in menstrual bleeding patterns.
Irregular menstrual bleeding, intermenstrual spotting, prolonged episodes of bleeding and spotting,
and amenorrhea may occur, and could mask symptoms of cervical or endometrial cancer. Overall,
these irregularities diminish with continued use. Because amenarrhea may occur, missed
menstrual periods cannot serve as the only identifier of early pregnancy. Perform pregnancy tests
whenever pregnancy is suspected. If pregnancy occurs, the capsules must be removed.
Hemoglobin concentrations found in clinical trials generally indicated that reduced menstrual blood
loss is associated with NORPLANT SYSTEM use. Blood loss resulting in hemoglobin values
consistent with anemia occurred rarely.

2. Delayed Follicular Atresia — Atresia of the follicle is sometimes delayed, resulting in enlarged
follicles that are clinically indistinguishable from ovarian cysts. In the majority of women, enlarged
follicles disappear spontaneously. Rarely, they twist or rupture and surgical intervention may be
required.

3. Ectopic Pregnancies — Eclopic pregnancies have occurred among NORPLANT SYSTEM users,
although clinical studies have shown no increase in the rale of ectopic pregnancies per year among
NORPLANT SYSTEM users as compared with users of no method or of IUDs. The incidence among
NORPLANT SYSTEM users (1.3 per 1000 woman-years) was significantly below the rate estimated
for noncontraceptive users in the U.S. (2.7 to 3.0 per 1000 woman-years). Ectopic pregnancy risk
may increase with duration of NORPLANT SYSTEM use and increased weight of the user. Rule out
ectopic pregnancy in any patient presenting with lower-abdominal pain.

4. Breast-feeding — Steroids are not the contraceptives of first choice for lactating women.
Levonorgestrel has been identified in breast milk. Limited data suggests no significant effects on
infant growth or health when mothers used the NORPLANT SYSTEM beginning 6 weeks after
parturition.

5. Foreign-body Carcinogenesis — Rarely, cancers occur at foreign-body intrusion sites or old
scars. None has been reported in NORPLANT SYSTEM clinical trials and risk to users is judged to
be minimal.

6. Thromboembolic Disorders — Remove capsules if active thrombophlebitis or thromboembolic
disease develops. With prolonged immobilization removal should be considered.

B. WARNINGS BASED ON EXPERIENCE WITH COMBINATION (PROGESTIN PLUS ESTROGEN)
ORAL CONTRACEPTIVES (OCs)

Note: Many of the side elfects or risks listed below are thought fo be estrogen-related; the
association of the NORPLANT SYSTEM progestin-only method lo these risks is unknown.

1. Cigarette Smoking — Cigarette smoking increases the risk of serious cardiovascular side effects
from combined OC use. Risk increases with age and heavy smoking (=15 cigarettes/day) and is
quite marked in women over 35 years old.

2. Elevated Blood Pressure — Increase in blood pressure has been reported in combination 0C
users; prevalence increases with long exposure.

3. Thromboembolic Disorders and Other Vascular Problems — An increased risk of
thromboembolic and thrombotic disease is associated with combination OC use. Estimate of
relative risk is 4- to 11-fold higher for users vs. nonusers.

Cerebrovascular Disorders: Combination OCs increase the relative and attributable risk of
cerebrovascular events (thrombotic and hemorrhagic strokes). Generally, risk is greatest among
hypertensive women > 35 years of age who smoke.

Myocardial Infarction (MI): An increased risk of MI has been attributed to combined OC use. This is
thought to be primarily thrombotic in origin and related to the estrogen component. Increased risk
occurs primanly in smokers or women with other underlying risk factors for coronary-artery
disease. Relative risk of heart attack for combined OC users is estimated as 2 to 6 times that for
nonusers. Absolute risk is very low for women under 30 years old.

Studies indicate a significant trend toward higher MI and stroke rates with increased progestin
doses in combination OCs. However, recent data indicated no increased MI risk with past use of
levaonorgestrel-containing OCs.

4, Carcinoma — Recent evidence in the literature suggests no association between OC use and
increased risk of breast cancer in the overall population of users. The Cancer and Steroid Hormone
(CASH) study also showed no latent effect on breast cancer risk for at least a decade following
long-term use. Some of these same studies have shown an increased relative risk of breast cancer
in certain subgroups; no consistent pattern has been identified. Some studies suggest an
association between combination OCs and an increase in the risk of cervical intra-epithelial
neoplasia in some populations of women. The extent to which such findings may be due to
differences in sexual behavior and other factors remains controversial. A cause-and-effect
relationship between combined OC use and breast or cervical cancer has not been established.
Combination OCs may decrease ovarian and endometrial cancer risk. Irregular bleeding patterns
associated with NORPLANT SYSTEM use could mask cervical or endometrial cancer symptoms.

5. Hepatic Tumors — Hepatic adenomas are associated with combination OC use; estimated
incidence is 3 events per 100,000 users per year. Risk increases after 4 or more years of use.
Hepatic adenomas are benign but may rupture and cause death through intra-abdominal
hemorrhage.

6. Ocular Lesions — Retinal thrombosis is associated with OC use and is believed to be related to
the estrogen companent. However, NORPLANT SYSTEM capsules should be removed if there is
unexplained partial or complete vision loss; onset of proptosis or diplopia; papilledema; or retinal
vascular lesions. Undertake appropriate diagnostic and therapeutic measures immediately.

7. Use Before or During Early Pregnancy — Extensive epidemiological studies reveal no increased
risk of birth defects when OCs are used prior to pregnancy. Studies also do not suggest a
teratogenic effect when taken inadvertently during early pregnancy. No evidence suggests that risk
with NORPLANT SYSTEM use is different.

8. Gallbiadder Disease — Early studies reported an increased lifetime relative risk of gallbladder
surgery in OC or estrogen users. More recent studies, however, indicate that the refative risk of
gallbladder disease with OC use may be minimal; this may be related to use of OCs with less
estrogen and progestin content.

Precautions

GENERAL:

1. Physical Examination and Follow-up — A complete medical history and physical examination
should be taken prior to implantation or reimplantation of NORPLANT SYSTEM capsules and at
least annually during its use. Exams should include special reference to the implant site, blood
pressure, breasts, abdomen and pelvic organs, including cervical cytology and relevant laboratory
tests. Rule out malignancy in cases of undiagnosed, persistent or recurrent abnormal vaginal
bleeding. Women with a strong family history of breast cancer or who have breast nodules should
be monitored with particular care.

2. Carbohydrate Metabolism — Altered glucose tolerance is found in some combination and
progestin-only OC users. Effects of NORPLANT SYSTEM on carbohydrate metabolism appear
minimal. Observe diabetic and prediabetic patients carefully while using the NORPLANT SYSTEM.
Follow women being treated for hyperlipidemias closely if using the NORPLANT SYSTEM. Some
progestins may elevate LDL and may render control of hyperlipidemias more difficult. (See
Warmings.)

3. Liver Function — Consider removing capsules if jaundice develops. Steroid hormones may be
poorly metabolized in patients with impaired liver function.

4. Fluid Retention — Steroid contraceptives may cause some degree of fluid retention. Prescribe
with caution, and careful monitoring, in patients with conditions possibly aggravated by fluid
retention.

5. Emotional Disorders — Consider removing capsules if significant depression occurs since the
symptom may be drug-related. Observe carefully those with history of depression and consider
removal if depression recurs to a serious degree.

6. Contact Lenses — Contact-lens wearers who develop visual changes or changes in lens
tolerance should be assessed by an ophthalmologist.

7. Insertion and Removal — Insertion is advised during the first 7 days of the cycle or immediately
following abortion to insure that the woman is not pregnant and to assure contraceptive
effectiveness during first cycle of use. Capsules may be inserted at any time during the cycle
provided pregnancy has been excluded and a nonhormonal contraceptive method is used for the
remainder of the cycle. Insertion is not recommended before 6 weeks postpartum in breast-feeding
women. Follow insertion and removal instructions closely. Healthcare professionals are strongly
advised to be instructed in the procedures before they attempt them. Proper insertion just under the
skin facilitates removals; proper insertion and removal should result in minimal scarring. I all
capsules cannot be removed at first attempt, attempt removal later when the site has healed.
Bruising may occur at implant site during insertion or removal. Hyperpigmentation may occur over
implant site but is usually reversible following removal. See Full Prescribing Information for
Detailed Insertion/Removal Instructions.

8. Infections — Implant site infection has been uncommaon (0.7%); aseptic technique and proper
insertion/removal reduces possibility of infection. Institute treatment if infection occurs, remove
capsules if infection persists.

9. Expulsion — Expulsion of capsules was uncomman; frequency increased when capsule
placement was extremely shallow, was too close to incision, or when infection was present.
Replace expelled capsule with new sterile capsule. Treat and cure any infection before replacement.
Contraceptive efficacy may be inadequate with fewer than 6 capsules.

10. Provisions for Removal — Advise women that capsules may be removed at any time for any
reason. Personnel instructed in removal technique should perform removal on request or at the end
of 5 years of usage. Upon removal, dispose of capsules in accordance with Centers for Disease
Control Guidelines for bichazardous waste.

DRUG INTERACTIONS: Reduced efficacy (pregnancy) in NORPLANT SYSTEM users has been
reported when phenytoin or carbamazepine were used concomitantly. Warn NORPLANT SYSTEM
users of possible decreased efficacy with use of related drugs.

DRUG/LABORATORY TEST INTERACTIONS: 1. Sex-hormone-binding globulin concentrations are
decreased. 2. Thyroxine concentrations may be slightly decreased and triiodothyronine uptake
increased.

CARCINOGENESIS: See Wamnings section and Full Prescribing Information.

PREGNANCY: Pregnancy Category X. See Warnings section and Full Prescribing Information.
NURSING MOTHERS: See Warnings section and Full Prescribing Information.

INFORMATION FOR THE PATIENT: See Patient Labeling. Provide copy of patient labeling to the
patient. Advise patients that Prescribing Information is available upon request. Inform prospective
users of risks and benefits associated with NORPLANT SYSTEM use, with other forms of
contraception, with no contraception, and about insertion/removal procedures. Informed consent
from all patients may be desired in light of technigues involved with insertion and removal.
Adverse Reactions

The following have been associated with the NORPLANT SYSTEM during first year of use: many
bleeding days or prolonged bleeding (27.6%); spotting (17.1%); amenorrhea (9.4%), irregular
(onsets of) bleeding (7.6%); frequent bleeding onsets (7.0%]; scanty bleeding (5.2%); pain or
itching near implant site - usually transient - (3.7%]; infection at implant site (0.7%), removal
difficulties affecting subjects - based on 849 removals - (6.2%).

Controlled clinical studies suggest that the following, occurring during the first year, are probably
associated with NORPLANT SYSTEM use: headache; nervousness; nausea, dizziness; adnexal
enlargement; dermatitis; acne; change of appetite; mastalgia; weight gain; hirsutism, hypertrichosis,
and scalp-hair loss. The following were reported with a frequency of 5% or greater during the first
year and possibly may be related to NORPLANT SYSTEM use: breast discharge; cervicitis;
musculoskeletal pain; abdominal discomfort; leukorrhea; vaginitis.

Dverdosa

Overdosage may cause fluid retention with its associated effects and uterine bleeding irreqularities.
Dosage and Administration

The NORPLANT SYSTEM consists of six Silastic® capsules, each containing 36 mg of the progestin,
levonorgestrel, The total administered (implanted) dose is 216 mg. Implantation of all six capsules
should be performed during the first 7 days of the onset of menses by a healthcare professional
instructed in the NORPLANT SYSTEM insertion technique. Insertion is subdermal in the midportion
of the upper arm about 8 to 10 cm abave the elbow crease. Distribution should be in a fanlike
pattern, about 15 degrees apart, for a total of 75 degrees. Proper insertion will facilitate later
removal. (See Full Prescribing Information for Detailed Insertion/Removal Instructions.)
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Encouragement

This message could be one of encourage-
ment to you and, perhaps, certain of your
patients.

Paget's disease of bone — not the rare
disease it was once thought to be — is
treatable in most cases. The earlier it is
detected the more responsive to treatment
itis likely to be. And detection can usually
be accomplished with a few simple, non-
invasive procedures.

Like many primary care physicians, you
may feel uncomfortable treating Paget's
disease because of little past experience. If
so, write or call us for comprehensive, up-
to-date information about the disease and
its diagnosis and treatment. Alternatively,
ask for our extensive referral list of spe-
cialists.

You may be able to offer someone a new
lease on life. Or at least, encouragement.

The .
Paget's Disease
Foundation, inc.

200 Varick 3, New York, NY 10014
(212) 229-1582 ® Fax (212) 229-1502
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FP, GP or DO contact us to learn more about this exciting new source of recruiting.

Mail us, or FAX (813-445-9380) us your ad copy for a price quote. You'll find adver-
tising in Archives of Family Medicine is surprisingly affordable. Each monthly
issue closes on the 25th, five weeks before the issue date. Act today!

TAKE ADVANTAGE OF OUR INTRODUCTORY
CLASSIFIED ADVERTISING OFFER!

ARCHIVES

OF

FAMILY MEDICINE

Classified Department
P.O. Box 1510, Clearwater, Florida 34617
Toll Free: (800) 237-9851 + Local: (813) 443-7666 « FAX: (813) 445-9380

For overnight delivery: 1001 S. Myrtle Ave., Ste. 7, Clearwater, Florida 34616



STADOL: NS |-

(butorphanol tartrate) Nasal Spray TR o

; . i
Acute Pain Relief, Reped® ;::;;gl
Delivered in Minutes noededi 2200 o
40502 4
PRN
Brief Summary
INDICATIONS

STADOL® NS (butorphanol tartrate) Masal Spray s indicated for the management of pain when the use of an opioid analgesic is ap-
propriate.
CONTRAINDICATIONS
STADOL NS is contraindicated in patients fiypersensitive to
WARNINGS
Pl‘lllms ﬂlpel'ldsnt on Narcolics

its opioid dapendent on narcotics. Such pe

nist in patients
lm!salw’dtmun wrmdmwfmm wmmswlubew&nmmw Innaﬁm‘lsnhm
id anaigesics chronicaly, bitorphanol symploms such as andety, agitation, mood changes, hal
gﬂm.mmmdm iy
mmmdmuwnwmmhmmm
medication, caution should be used n the administration of butorphanal to such

mnw.mlmulnuwummu
mwmmmsmwwnmmgmwmmuummmum
d’:ﬂﬂnﬁlmmnl%mmWHm Jnmmm#nmmymwﬁwwm
us# outweigh the potential risks.
mmmmm ﬂmﬁsmeswhll‘;i patients receiving other CNS active patients suffering
0 n or
from ﬂﬁ:.sya! mmmglmm o

Hepatic and Renal nlﬂm

| tartrate or the L ium chionde.

recerved repeated doses of narcotic anaigesic

In patients with severe or renal disaasa the initiad dosage nterval for STADOL NS should be increased to 6-8 hours until the

response has been well Subsequent doses should be determined by patient respanse rather than being scheduled at

fixed intervals.

buhgphamllu the work ol the heart, especially the pul ircuit, the use of butorphanol in patients with

maj'lnmisa monary c use n
infarction, or coronary insufficiency should be imited to those situations where the bene-

n«:mﬁ;wwununmk

Savers hypertension has been re m!;durhuhr.rlnrprumtw In such cases, butorphanol should be discontinued and

mrenrpmmnmm drugs. | mmmManmmmmmw

Orug Inferactions

Concurrent use of butorphanol with central nervous syste [wmmnnl“ lizers, and antihis-

Mﬁ;lk ug'mcmm:ﬁmm dd reduced uch pnmd:hm “nmr
u S| an requency of dosing reduced as much a5

concomitantly with drugs that the action of opioids.

Itis not known if the effects of butorphanol are atered Rou affect hepatic metabolism of drugs (cimet:

me,mnmmmmo%:mum} but physicians ummmmMMammmmwmm

The fraction of STADOL NS absorbed is unaffectad by the I d
but the rate of absorption Is decreased. Therefore, iMMmMWWIST&DOLNSb:ﬂmNMmM
mummmamm

Hnmhrrrmsmlﬂﬂabommmﬂmmnd concurrently with MAQ inhibitors.

Use in Ambulatory Patients
Drowsiness and dizziness related to the usa of butorphanol may |n1pa:r monlal andfor

abilities required for the perfor-

mance of hammuslﬁlan driving, aperating machinery, etc. be toid to use caution in such acti

mm&m wlurphmlnm wswwmw

Alcohal should not be while using nulumhmﬂmhwmalwuuusmmm
system depressant et

wtw . alcohol, wuummquummmmmmmmmmm
Patients should be instructed on the proper use of STADOL NS.

MM:,WI nt of Fertil
The carcinogenic patential P 'bmaﬂmmnigmlmm

mm% mmmm&nmmmimﬂmmnmhmmmmﬂmamﬁmm
n cultured human fibroblast
mhlwmmnwmfsnm}hwammmmrau However, a similar effect was not observed

Rats treated
with 2 2.5 {14.75 mg/sq.m.) subcutanaous
Pregnancy
Pragnancy Category C
Thers are no adequate and well-controlied studies of mmmmhmmmmwmﬁmdm
Reproduction studies in mice, rats and rabbits duri nogmsls

"ﬂﬂfo‘d rn fu:l a:uwy of stilibirths

Tn':dm

nant rats treated with
Butorphanol at 30 mg/kg/oral (5.1 mg/sq.m. Etln'w«a [Iﬂzmwsqm‘p mwmmummmn
tion loss in rabbits.
Labor and Delivery
STADOL NS s not recommended dizring Eabor or defivery because there is no clinical experience with s use in this setting.
MNursing Mothers

mmmmmmimmadmmmmsrm& mothers. The amount an infant

recaive is probably clinically insignificant (esbimatad 4 microgram/iter of %Zmlﬂmmaﬂm

MHMSMMWWWUMUS[MHShMNMMM It should be assumed that butorphanol will
appear in the mifk in similar amounts following the nasal route of administration.

Pediatric Use
kammrmm patients below 18 years of age because safety and efficacy have not been established in

Geriatric Use
Initially 3 1 mg dose of STADOL® NS (butorphanal tartrate) Nasal should generally be used in geriatric patients and 90-120
mnmshnmmm dwdinqtmmmmm) Spgm

Due 1o changes in clearance, mmmhﬂl—l‘rhnlhmmnullsmcwadbyﬁ%IWMEMNthWﬂ!muIGS.
that eiderly patients

Eummmﬂemmmmu effacts. Results from a long ical safety tnal suggest
mmwwmmumnmmnsmwmm
ADVERSE REACTIONS
A total of 2448 patients were studied in butorphanol clinical trials. Approximately halt STADOL Injectable with tha remainder
rwmnuSIADOLNS 1nmnyalmmmmummmmmnmﬂummmmwaMNM
nbswedwlmopln analgesics.
adverse experiences described below are basad on data from short- and mmaernEnnmm‘ hmﬁw
route and from post-markefing MIIIBT.I.DOUM ﬂ’omwhasbmmai‘tum‘r comect for placebo effect or
su the frequencies reported by treated patients in

REACTIONS
MMIW mnmwmmﬁsrmm and STADOL NS were somnolence
(43%), dizziness (19%), msaam’nrmﬂhm(i:ml In long-term triaks with ST) , nasal congestion (13%) and in-
mnna!‘l'l%]mmm

rmmmmmWnammmmwm.uummmmmmwmmh
use of butorphanok:

BODY AS AWHOLE: astheniafethargy*, headache®, sensation of heat
CARDIOVASCULAR: VASODILATION®, PALPITATIONS
DIGESTIVE: ANOREXIA®, CONSTIPATION®, dry mouth*, nausea and/or vomiting (13%), stomach pain
confusion*, dizziness (19%], euphoria, floating feeling, INSOMNIA (11%), nervousness, paresthesia, somng-
e () TR

RESPIRATORY: BRONCHITIS, COUGH, D’I'SPIEA EPISTAXIS", NASAL CONGESTION (13%), NASAL IRRITATION®, PHARYNGH-
TIS*, RHINITIS*, SINUS CONGESTION®, SINUSITIS, UPPER RESPIRATORY INFECTION

SKIN AND APPENDAGES: swuﬂnwanrrry‘ pruritus
”ng S,EIISES. blurred vision, EAR PAIN, TINNITUS®, UNPLEASANT TASTE* (also seen in short-term trials with

Reactions of 3-9% are marked with an asterisk.* Reactions reported predomi from long-term tri
gxsmsrm ammtﬁm i

m mﬂ frequency of less than 1%, in clinical trials or from post-marketing expert-
mwm o be prodably lnmeusmnnnmma

CARDIOVASCULAR: hypotension

NERVOUS: abnormal dreams, agitation, drug dapendence, dysphoria, hallucinations, hostiity

SKIN AND APPENDAGES: rash/hives

UROGEMITAL: impaired urination

(Reactions reparted only from post-marketing expenience are daicized )
mmmmmmmaﬂmrﬂmmmmmammmmmmtwmmmmmm
term ST/ rials and from post-marketing
butarphanol administration ts unknown. They are being listed 25 alerting information for the physician,
BODY AS A WHOLE: edema

CARDIOVASCULAR:

NERVOUS: conveision. defusions, depression

RESPIRATORY: apnea, shatlow breathing

reparted only from post-markets are talicized )
mﬁgnusemwu e class, have lower abuse than hine, a8l such d
analgesics, as a potential s can
be and have been repored to be W g o
Chronic use of STADOL | hasnm ried to result in mild withdrawal syndromes, and of overusa and self-repart-
g mm rbmle epo synd reports pa
who used STADOL NS for 2 months or ma\doml of
malmrmulﬁmﬂrmmﬂ% Wm W
occurred in 2 patients slnnpedﬂndmn ruptly after using 16 mg
ada'urmfmw

Special snuluuemm unstable patients and to thoss with a histary of
uwr;mhl:wmnmawlsmwmmmmmw $heryoldig

CIIuiuII\luifmllum
ical manifestations of overdosa are those of opioid drugs, the mast serous of which are hypoventifation, cardiovascular in-

and/or coma.
Overdose can occur due to acch or intentional misuse of hanol, especially in young children who may gain access to the
drug in the home.
Treatment
The management of suspected includes of adequate jon, peripheral perfusion, normal

mmmmprmmmaw mmmmmmmﬁm serial measures of

igns. Owygen and MMWMWHMMMMHMNHMNMWM
ulssu ?mwn n(r.oma. ment of an artificial uired. An adequate intravan
gnﬂ:lshnuld mmmm e hypotension associtad with > halie

mMmammmmnMMmum Aswdmaﬁmofhtmmmmmww
ceads the duration of action of repeated dosing with nalcxone may be required.

Fach mm% mmmmm weight, physical status, underlyis mﬂoalulmfh of

ors n are S, UM onusl
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or requires are for ol or
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mmmmmmmmmmrwrwmmmnm nostril). Adherence to this doss reduces the in-

uii;:uuld and dizzingss. it ﬂﬂuﬁlﬁmlﬂﬂbﬂﬁ MnGU-QJmmulas,mmungdwmbe

o

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

Depending on the severity of the pain, an initial dose of 2 mg (1 spray in sach nostril) sed in patients who will be able to re-

ghmmnmmammdmwum In such patients single mmna] 2 mg doses should not be given for
rs

and Handlin
STADOL NS ks an open system with increased risk of exposure to health care workers.
n the a certain amount of butorphanol may be aerosolized, therefore the pum| should be aimed away from
R, s o e
The unit should be disposed of by unscrewing the cap, rinsing the battle, and placing the parts in a waste container,

HOW SUPPLIED

STADOL NS Is led in a child-resistant prescription ump and protective

mabﬂﬂenm solution, and a pamihslnmmmm“ﬂn bmﬁwwiiﬁdmfmmm
necessary.

NDC 0087-5650-41: 10 mg per mL, 2.5-mL bottle.

Sto WWE{% Parenteral drug products should be inspected visually for particulate matter and discoloration prior fo ad-
re L rio
ministration, whenever solution and containgr permit.
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CAUTION: Federal law prohibits dispansing without prescrition.
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...Jn 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
pray ; o
even in the presence of nausea and vomiting

® Rapid onset of pain relief—within 15 minutes'

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

® Not a federally controlled substance

STADOL: NS

(butorphanol fartrat )Nasal Spray

Acute Pain Relief,
Delivered in Minutes

RELIEVED

*Across all clinical mals, including STADOL® Injectable and STADOL NS
Patients should not perform hazardous tasks (eg, driving, operating machinery)
Aleohol should not be consumed while using STADOL NS,

REFERENCES

1. Diamond S, Freitag [G, Diamond ML, Urban G. Transnasal butorphanol in the

wreatment of migraine headache pain. Headache Quarterty, 1992.5:160-167,
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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