Hypertension may be just the
tip of the iceberg.

PLENDIL often represents a prudent
choice for patients whose hypertension is
accompanied by one or more concomitant
disorders.

These may include: hypercholester-
olemia, diabetes, impaired renal function,
COPD, or asthma.

PLENDIL provides a favorable hemo-
dynamic profile and is generally well tolerated
when administered at usual doses. Peripheral
edema, generally mild, is the most common
adverse event.

PLENDIL provides a gradual onset of
action and continuous 24-hour blood-
pressure control with convenient once-daily
dosing.

PLENDIL. A highly effective calcium
channel blocker for hypertension.

For many patients with or without
concomitant disorders.*

Plendil

(felodiping) Fmioms

Because you consider the whole patient.

A/M GROUP *Safety in patierits with heart failure has not been established.
ot MERCK & CO0._ Inic Please see bnef summary of Prescnbing Information on page following
next page,







BRIEF SUMMARY
TABLETS

PLENDIL®
(FELODIPINE)
EXTENDED-RELEASE TABLETS

INDICATIONS AND USAGE
PLENDIL* is indicated for the treatment of hyﬁ ertension. PLENDIL may
be used alone or concomitantly with ather antihypertensive agents.

CONTRAINDICATIONS
PLENDIL is contraindicated in patients who are hypersensitive to
this product.

PRECAUTIONS
General

Hypotension: Felodipine, like other calcium antagonists, may occa-
sionally precipitate significant hypotension and rarely syncope. It
may lead to reflex tachycardia which in susceptible individuals may
precipitate angina pectoris. (See ADVERSE REACTIONS.)

Heart Failure: Athough acute hemodynamic studies in a small
number of patients with NYHA Class 1l or Il heart failure treated with
felodipine have not demonstrated negative inotropic effects, safety in
patients with heart failure has not been established. Caution there-
fore should be exercised when using PLENDIL in patients with heart
failure or compromised ventricular function, particularly in combina-
tion with a beta blocker.

Elderly Patients or Patients with Impaired Liver Function: Patients
over 65 years of age or patients with impaired liver function may have
elevated plasma concentrations of felodipine and may therefore
respond to lower doses of PLENDIL. These patients should have their
blood pressure monitored closely during dosage adjustment of
PLENDIL and should rarely require doses above 10 mg. {See CLINICAL
PHARMACOLOGY and DOSAGE AND ADMINISTRATION sections of com-
plete Prescribing Information.)

Peripheral Edema: Peripheral edema, generally mild and not asso-
ciated with generalized fluid retention, was the most common adverse
event in the clinical trials. The incidence of peripheral edema was both
dose- and age-dependent. Frequency of peripheral edema ranged
from about 10 percent in patients under 50 years of age taking 5 mg
daily to about 30 percent in those over 60 years of age taking 20 mg
daily. This adverse effect generally occurs within 2-3 weeks of the ini-
tiation of treatment.

Information for Patients

Patients should be instructed to take PLENDIL whole and not to
crush or chew the tablets. They should be told that mild gingival
hyperplasia (gum swelling) has been reported. Good dental hygiene
decreases its incidence and severity.

NOTE: As with many other drugs, certain advice to patients heing treat-
ed with PLENDIL is warranted. This information is intended to aid in
the safe and effective use of this medication. It is not a disclosure of
all possible adverse or intended effects.

Drug Interactions

Beta-Blocking Agents: A pharmacokinetic study of felodipine in
conjunction with metoprolol demonstrated no significant effects on
the pharmacokinetics of felodipine. The AUC and Cmax of metoprolol,
however, were increased approximately 31 and 38 percent, respec-
tively. In controlled clinical trials, however, beta blockers including
metoprolol were concurrently administered with felodipine and were
well tolerated.

Cimetidine: In healthy subjects pharmacokinetic studies showed an
approximately 50 percent increase in the area under the plasma con-
centration time curve (AUC) as well as the Cmax of felodipine when
given concomitantly with cimetidine. It is anticipated that a clinical-
ly significant interaction may occur in some hypertensive patients.
Therefore, it is recommended that low doses of PLENDIL be used when
given concomitantly with cimetidine.

Digoxin: When given concomitantly with felodipine the peak plasma
concentration of digoxin was significantly increased. There was, how-
ever, no significant change in the AUC of digoxin.

Anticonvulsants: In a pharmacokinetic study, maximum plasma
concentrations of felodipine were considerably lower in epileptic
patients on long-term anticonvulsant therapy (e.g., phenytoin, carba-
mazepine, or phenobarbital) than in healthy volunteers. In such
patients, the mean area under the felodipine plasma concentration-
time curve was also reduced to approximately six percent of that
observed in healthy volunteers. Since a clinically significant interac-
tion may be anticipated, alternative antihypertensive therapy should
be considered in these patients.

Other Concomitant Theragy: In healthy subjects there were no clin-
ically significant interactions when felodipine was given concomi-
tantly with indomethacin or spironolactone.

Interaction with Food: See CLINICAL PHARMACOLOGY, Pharmaco-
kinetics and Metabolism section of complete Prescribing Information.
Carcinogenesis, Mutagenesis, Impairment of Fertility

In a two-year carcinogenicity study in rats fed felodipine at doses of
7.7, 23.1 or 69.3 mg/kg/day (up to 28 times’ the maximum recom-
mended human dose on a mg/m? basis), a dose related increase in the
incidence of benign interstitial cell tumers of the testes (Leydig cell
tumors) was observed in treated male rats. These tumors were not
observed in a similar study in mice at doses up to 138.6 mg/kg/day
(28 times' the maximum recommended human dose on a mg/m?
basis). Felodipine, at the doses employed in the two-year rat study,
has been shown to lower testicular testosterone and to produce a cor-
responding increase in serum luteinizing hormone in rats. The Leydig
cell tumor development is possibly secondary to these hormonal
effects which have not been observed in man.

In this same rat study a dose-related increase in the incidence of
focal squamous cell hyperplasia compared to control was observed in
the esophageal groove of male and female rats in all dose groups. No
other drug-related esophageal or gastric pathology was observed in
“Registered trademark of AB Astra
'Based on patient weight of 50 kg

the rats or with chronic administration in mice and dogs. The latter
species, like man, has no anatomical structure comparable to the
esophageal groove.

Felodipine was not carcinogenic when fed to mice at doses of up to
138.6 mg/kg/day (28 times’ the maximum recommended human dose
on a mg/m’ basis) for periods of up to 80 weeks in males and 99
weeks in females.

Felodipine did not display any mutagenic activity in vitro in the
Ames microbial mutagenicity test or in the mouse lymphoma forward
mutation assay. No clastogenic potential was seen in vivo in the
mause micronucleus test at oral doses up to 2500 mg/kg (506 times’
the maximum recommended human dose on a mg/m? basis) or in vitro
in a human lymphocyte chromosome aberration assay.

A fertility study in which male and female rats were administered
doses of 3.8, 9.6 or 26.9 mg/kg/day showed no significant effect of
felodipine on reproductive performance.

Pregnancy

Pregnancy Category €

Teratogenic Effects: Studies in pregnant rabbits administered doses
of 0.46, 1.2, 2.3 and 4.6 mg/kg/day {from 0.4 to 4 times’ the maximum
recommended human dose on a mg/m? basis) showed digital anom-
alies consisting of reduction in size and degree of ssification of the ter-
minal phalanges in the fetuses. The frequency and severity of the
changes appeared dose-related and were noted even at the lowest
dose. These changes have been shown to occur with other members of
the dihydropyridine class and are possibly a result of compromised
uterine blood flow. Similar fetal anomalies were not observed in rats
given felodipine.

In a teratology study in cynomolgus monkeys no reduction in the size
of the terminal phalanges was observed but an abnormal position of
the distal phalanges was noted in about 40 percent of the fetuses.

Nonteratogenic Effects: A prolongation of parturition with difficult
labor and an increased frequency of fetal and early postnatal deaths
were observed in rats administered doses of 9.6 mg/kg/day (4 times'
the maximum human dose on a mg/m? basis) and above.

Significant enlargement of the mammary glands in excess of the
normal enfargement for pregnant rabbits was found with doses
greater than or equal to 1.2 mg/kg/day (equal to the maximum human
dose on a mg/m? basis). This effect occurred only in pregnant rabbits
and regressed during lacfation. Similar changes in the mammary
glands were not observed in rats or monkeys.

There are no adequate and well-controlled studies in pregnant
women. If felodipine is used during pregnancy, or if the patient
becomes pregnant while taking this drug, she should be apprised of
the potential hazard to the fetus, possible digital anomalies of the
infant, and the potential effects of felodipine on labor and delivery,
and on the mammary glands of pregnant females.

Nursing Mothers

It is not known whether this drug is secreted in human milk and
because of the potential for serious adverse reactions from felodipine
in the infant, a decision should be made whether to discontinue nurs-
ing or to discontinue the drug, taking into account the importance of
the drug to the mother.

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

ADVERSE REACTIONS

In controlled studies in the United States and overseas approxi-
mately 3000 patients were treated with felodipine as either the
extended-release or the immediate-release formulation.”

The most common clinical adverse experiences reported with
PLENDIL® (Felodipine) administered as monotherapy in all settings
and with all dosage forms of felodipine were peripheral edema and
headache. Peripheral edema was generally mild, but it was age- and
dose-related and resulted in discontinuation of therapy in about 4
percent of the enrolled patients. Discontinuation of therapy due to
any clinical adverse experience occurred in about 9 percent of the
patients receiving PLENDIL, principally for peripheral edema,
headache, or flushing.

Adverse experiences that occurred with an incidence of 1.5 percent or
greater during monctherapy with PLENDIL without regard to causality are
compared to placebo in the table below.

Percent of Patients with Adverse Effects in Controlled
Trials of PLENDIL as Monotherapy
{incidence of discontinuations shown in parentheses)

Adverse Effect PLENDIL% Placebo %
N=1730 N =283

Peripheral Edema 223 (42) 35
Headache 186 (2.1) 10.6
Flushing 64 (1.0) 1.1
Dizziness 58 (0.8) 3.2
Upper Respiratory

Infection 55 01 11
Asthenia 47 (0.0 2.8
Cough 29 00 04
Paresthesia 25 01 18
Dyspepsia 2.3 0.0) 14
Chest Pain 2.1 01 14
Nausea 19 (0.8) 11
Muscle Cramps 19 (0.0 1l
Palpitation 18 (0.5 25
Abdominal Pain 18 (03) i1
Constipation 16 (0.1 11
Diarrhea 1.6 (0.1) 11
Pharyngitis 16 (0.0) 04
Rhinorrhea 16 (0.0) 0.0
Back Pain 16 {0.0) 1.1
Rash 15 0.0 11

In the two dose response studies using PLENDIL® {Felodipine) as
monotherapy, the following table describes the incidence {percent) of
adverse experiences that were dose-related. The incidence of dis-
tcgntinuations due to these adverse experiences are shown in paren-

eses.

Adverse Placebo 25mg 50mg 104mg 20mg

Effect N=12 N=71 N=72 N=128 N=50
Peripheral

Edema 25(16) 14(0.0) 139(28) 195(24) 36.0(10.0)
Palpitation ~ 0.8{08) 14(0.0) 00(00) 24{08) 120 &0
)
)

Headache  124(0.0) 113(14) 111(0.0) 187(41) 280(180
Flushing ~ 00(00) 42(00) 28(000 81(08 200 (8.0

In addition, adverse experiences that occurred in 0.5 up to 1.5 per-
cent of patients who received PLENDIL in all controlled clinical stud-
ies (listed in order of decreasing severity within each category) and
serious adverse events that occurred at a lower rate or were found
during marketing experience (those lower rate events are in italics)
were: Body as a Whole: Facial edema, warm sensation;
Cardiovascular: Tachycardia, myocardial infarction, hypotension, syn-
cope, angina pectoris, arrhythmia; Digestive: Vomiting, dry mouth,
flatulence; Hematologic: Anemia; Musculoskeletal: Arthralgia, arm
pain, knee pain, leg pain, foot pain, hip pain, myalgia;
Nervous/Psychiatric: Depression, anxiety disorders, insomnia, irri-
tability, nervousness, somnolence; Respiratory: Bronchitis, influenza,
sinusitis, dyspnea, epistaxis, respiratory infection, sneezing; Skin:
Contusion, erythema, urticaria; Urogenital: Decreased libido, impo-
tence, urinary frequency, urinary urgency, dysuria.

Felodipine, as an immediate release formulation, has also been
studied as monotherapy in 680 patients with hypertension in U.S.
and overseas controlled clinical studies. Other adverse experiences
not listed above and with an incidence of 0.5 percent or greater
include: Body as a Whole: Fatigue; Digestive: Gastrointestinal pain;
Musculosheletal: Arthritis, local weakness, neck pain, shoulder pain,
ankle pain; Nervous/Psychiatric: Tremor, Respiratory: Rhinitis; Skin:
Hyperhidrosis, pruritus; Special Senses: Blurred vision, tinnitus;
Urogenital: Nocturia.

Gingival Hyperplasia: Gingival hyperplasia, usually mild, occurred
in <0.5 percent of patients in controlled studies. This condition may
be avoided or may regress with improved dental hygiene. (See PRE-
CAUTIONS, /nformation for Patients.)

Clinical Laboratory Test Findings
Serum Electrolytes: No significant effects on serum electrolytes were
observed during short- and long-term therapy.

Serum Blucose: No significant effects on fasting serum glucose
were observed in patients treated with PLENDIL in the U.S. controlled
study.

Liver Enzymes: One of two episodes of elevated serum transamin-
ases decreased once drug was discontinued in clinical studies; no
follow-up was available for the other patient.

OVERDOSAGE

Oral doses of 240 mg/kg and 264 mg/kg in male and female mice,
respectively and 2390 mg/kg and 2250 mg/kg in male and female
rats, respectively, caused significant lethality.

In a suicide attempt, one patient took 150 mg felodipine together
with 15 tablets each of atenolol and spironolactone and 20 tablets of
nitrazepam. The patient’s blood pressure and heart rate were normal
on admission to hospital; he subsequently recovered without signifi-
cant sequelae.

Overdosage might be expected to cause excessive peripheral
vasodilation with marked hypotension and possibly bradycardia.

If severe hypotension occurs, symptomatic treatment should be
instituted. The patient shouid be placed supine with the legs ele-
vated. The administration of intravenous fluids may be useful to
treat hypotension due to overdosage with calcium antagonists. In
case of accompanying bradycardia, atropine (0.5-1 mg) should be
administered intravenously. Sympathomimetic drugs may also be
given if the physician feels they are warranted.

It has not been established whether felodipine can be removed
from the circulation by hemodialysis.

DOSAGE AND ADMINISTRATION

The recommended initial dose is 5 mg once a day. Therapy should
be adjusted individually according to patient response, generally at
intervals of not less than two weeks. The usual dosage range is 5-
10 mg once daily. The maximum recommended daily dose is 20 mg
once a day. That dose in clinical trials showed an increased blood
pressure response but a large increase in the rate of peripheral
edema and other vasodilatory adverse events {see ADVERSE REAC-
TIONS). Modification of the recommended dosage is usually not
reguired in patients with renal impairment.

PLENDIL should be swallowed whole and not crushed or chewed.

Use in the Elderly or Patients with Impaired Liver Function:
Patients over 65 years of age or patients with impaired liver function,
because they may develop higher plasma concentrations of felodi-
pine, shouid have their blod pressure monitored closely during
dosage adjustment {see PRECAUTIONS). In general, doses above

10 mg should not be considered in

I {hiese patients.
__A/M GROUP _

of MERCK & CO., INC.

For more detailed information, consult your Astra/Merck Specialist or
see complete Prescribing Information.

Astra/Merck Group of Merck & Co., Inc.

725 Chesterbrook Boulevard, Wayne, PA 19087

PLENDIL is a product of Astra/Merck Research
Copyright ©1994 by Astra/Merck Group of Merck & Co., Inc.

All rights reserved
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(NAPROXEN) 500mg tablets
Brief Summary: .
Coatraindications: Patients who have had allergic reactions to
NAPROSYN, ANAPROX or ANAPROX DS or in whom aspirin or
other NSAIDs induce the syndrome of asthma, rhinitis, and nasal
Kps Because anaphylactic reactions usually occur in patients
with a history of such reactions, question patients for asthma,
nasal polyps, urticaria, and tension associated with NSAIDs
before starting therapy. I symptoms occus, discontinue the
drug. Warnings: Serious GI toxlclty such as bleeding, ulceration,
and perforation can occur at any time, with or without warning
oms, ir patients treated chronically with NSAIDs. Remain
alert for ulceration and bleeding in such patients even in the
absence of previous Gi tract symptoms. in clinical trials, symp-
tomatic upper Gi ulcers, gross bleedmg or gerforation appear to
oceur in approximately 1% of patients treated for 3-6 months, and
in about 2-4% of patients treated for one year. inform patients
about the signs and/or sym g}nms of serious Gi toxicity and what
steps to take if they occur. Studies have not identified any subset
of patients not at risk of developing peptic ulceration and bieedin
Except for a prior history of serious Gl events and other ri
factors known 10 be associated with peptic ulcer disease, such as
alcoholism, smoking, etc., no risk factors {e. 3& sex) have
been associated with increased risk. Eldefly of bilitated patients
seem to tolerate ulceration or bleeding less well than others and
most spantaneous reports of fatal Gl events are in this population.
In considering the use of relatlvely targe doses (within the recom-
mended dosage range), sufficient benefit should be anticipated to
offset ti tential increased risk of Gl mxu:l Pmnullou DO

he
NOT G|VENIAPIWSVI’ NAPR AN‘ILV WITH
ANAPROX® DS

R
H‘JSAPHOXENS DlUM) SlNCE THEY cmcu ATE IN PLASuA
NAPROXEN ANION. Acute murstllnal nephritis with hema-
turia, proteinuria, and nephrotic syndrome has been reported.
Patients with impaired renal function, heart failuee, liver dysfunc-
tion, patients taking diuretics, and the elderly are at greater risk of
overt renal decompensation. If this occurs, discontinue the drug.
Use with caution and monitor serum creatinine and/or creatinine
clearance in patients with significantly impaired renal function.
Use caution in patients with baseline creatinine clearance less
than 20 mL/minute. Use the lowest effective dose in the elderly or
in_patients with chronic aicoholic liver disease or cirshasis. With
NSAIDs, borderline elevations of liver tests may occur in up to
15% of patients. They may progress, remain unchanged, or be
transient with continued therapy. Elevations of SGPT or SGQT
occurred in controlled clinical trials in less than 1% of panents
Severe hepatic reactions, including jaundice and fatal hepatitis,
have been reported rarely. If liver disease develops or if systemnc
manifestations occur hilia or rash), ther-
apy. If steroid dosage is reduced or eliminated du therapy, do
so slowly and observe patients closely for adverse ts, includ-
ing adrenal insufficiency and exacerbation of arthritis symptoms.
Determine hemoglobin values periodically for patients with initial
values of 10 gr ga or less vmo receive long-term therapy. Periph-
eral edema has been reported. Therefore, use with caution in
patients with fluid rctemum hypemnsm or heart failure. The
drug's anti ic and antl—mﬂamrnahory activities may reduce
fever and inflammation, diminishing their diagnostic value. Con-
duct ophthalmic studies if any change or disturbance in vision
occurs. For patients with restricted sodium intake, note that the
suspension contains 8 mg/mL of sodium. Inlormallul lur
Pat : Side effects of Ds can cause discomfort and, ¥;
there are more serious side effects, such as Gl blemnn, whw
may fesult in hospitalization and even fatal outcomes. Physicians
may wish to discuss with patients the potential risks and likely
benefits of NSAID {reatment, particularly when they are used for
less serious conditions where treatment without Ds may be
an acceptable altematwa Patients should use caution for activi-
ties requiring alertness if they experience drowsiness, dizziness,
vertigo or depression during therapy. Laboratory Tests: Because
serious Gl tract uiceration and bleeding can occur without warn-
ing symptoms, follow chronically treated tﬁ:twms for signs and
symptoms of these and inform them of importance of this
follow-up. Drug Inleractions: Use cauticn when srvlna concomi-
1ant? with coumarin-type anticoagulants; a hydantoin, sulfon-
amide or sulfonylurea; furosemlde |Ilh|um beta-bloclms
rob;necnd or ur:celnolrexg:e Ig ' d bhedl
rug may decrease p aggregation and pr nu
time or?ncrease urinary values for 'e?:etoaemc smo:?s\
rarily stop therapy for 72 hours before doing amenal Inm:uon
fests. The drug may interfere with urinary assays of SHIAA. Car-
ellmunms 2-year rat study showed no evmenne 01 carcino-
genicity. Pregna ezﬂ(lmonry 8. Do not use during prm"
uniess cmrly ne Avoid use during Iaie na Ing
Mot Avoid use in nursing mothers. Pedial : Single
doses of 2.5-5 m| with total daily dose not exoeedmu 15
mg/kg/day, are safe in chitdren over 2 years of age. Adverss
Reactions: In a study, Gl reactions were more frequent and severe
in rhesmatoid arthritis patients on 1,500 mg/day than in those on
750 mq/da‘ In studies in children with juvenile anhrms rash and
rol a‘bn lesding times wers more frequent, Gl a nd CNS reac-
tions about the same, and other reactions less 1reque uent than in
aduits. incidence Greater Than 1%; Probable Ca lationship:
Gl: The most trequem complaints related to the GI tract: constipa-
tion! heartburn abdominal pain; nausea; sia, diarrhea,
stomatitis. CNS: headache; dizziness; drowsiness, Imhi—headm-
ness, vertmo Derma\olouu: itching (ptumus). skin oruptluns
d\ ;' sweating, purpura. ial Senses: tinnitus, hear-
isturbances, visual disturbances. Cardiovascular: edema’
dy:g:u ’rlpltatlons General: thirst. Incidence Less Than 1%
al Relationship: GI: abnormal liver function tests,
colitis, Gl bleeding and/or perforation, hematemesis, jaundice,
melena, peptic ulceration with bleeding and/or perforation, vomit-
ing. Renal: glomerular nephritis, hematuria, hyperkalemia, inter-
stitial nephritis, nephratic syndrome, renal dlsease renal falure,
renal papiliary necrosis. Hematologic: anranulocy!l)ﬂs £0SIN0-
philia, granulocytopenia, leukopenia, thrombocytopenia. CNS:
depression, dream abnormalities, inability to concentrate, insom-
nia, malaise, myalgia and muscle weakness. Dermatologic: alope-
¢ia, nnotosansmve dermamls skin rashes. Special Senses:
hearmq heart fallure
Reswalnry ensmnnmlw itis. General:
reactions, menstrual dlsonfus, pyrexia (chills and fever). Causal
ap}mu: anemia, hemolylic
anemia. CNS: aseptic meningitis, cognitive dyshunction. Dermato-
logic: epidermal necrolysis, emhema multiforme, photosen-
sitivity reactions resembling porphyria cutanea tarda and
epidermolysis bullosa, Stevens-Johnson syndrome, urticaria. GI:
non-peptic G uloerallon uicerative stomanus Cardiovascular:
vasculitis. General: angi edema_ hyperg hypo-
glycemia. Overdosage: have drawsmess. heanhum, mﬂmes—
lon, tawed, Loming ‘W"‘"’"‘* curs, h anwals 05 4y
ac use usua Suj ve measures. In anima
plasma levels of cuaor

oF\'ede Ilta.‘1 ohbts dnspens«m ithout m& ‘See pack-
ral law prohibi wi prescription. See
age insert for full Prescribing information.

* Incidence of reported reaction 3%-9%.
Where unmarked, incidence less than 3%.
US. patent nos. 3904,682, 3,998,966 and others.
©1991 Syntex Puerto Rico, Inc. Rev.39 September 1990
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SUSTAINED:-RELEASE CAPLETS

The recommended starting dosage for Calan SR is 180 mg once dallv Dose titration will be required in some patients to achieve blood pressure control. A lower starting

dosage of 120 may be warranted in some

BRIEF SUMMARY
Contraindications: Severs LV dysfunction (see Warnings). h i li
< 90 mm Ho) or cardiogenic shock, stksmsyndrm[ilnopaoemhanspresenl} “2nd- or
3rd-degree AV block (i no pacemaker is present), atrial flutter/fibrllation with an accessory
bypass t!ac1 (eg. WPW or LGL syndromes), hypersensitivity 10 verapamil,

should be avoided in patients with severe LV dysfunction (eg. ejection
fraction < 30%1 or moderate 10 severe symptoms of cardiac failure and in patients with any
degree of ventricular dysfunction if they are receiving a beta-blocker. Control milder heart falure
with optimum digitalization and/or diuretics before Calan SR is used. Verapamil may occasionally
produce hypotension. Elevations of fiver enzymes have been reported. Several cases have: been
demonstrated to be produced by verapamil. Periodic monitoring of lver function in patients Bin
verapamil is prudent. Some patients with paroxysmal and/or chronic atrial fiutter/fibrillation and
an accessory AV pathway (e, WPW or LGL syndromes) have developed an increased antegrade
conduction across the accessory pathway bypassing the AV node, producing a very rapid
ventricular response or ventricular fibrilation after receiving 1V, verapamil (or digitalis). Because
of this risk, oral verapamil is contraindicated in such patients. AV block may occur (2nd- and 3rd-
degree, 0.8%), Development of marked 1st-degree block or progression to 2nd- or 3rd-degree
block requires reduction in dosage or, rarely, discontinuation and institution of appropriate therapy.
Sinus bradycardia, 2nd-degree AV block, sinus arrest, pulmanary edema and/or severe hypoten-
sion were seen in some critically il patients with hypertrophic cardiomyopathy who were treated
with verapami.
Precautions: Verapamil should be given cautiously 1o patients with impaired hepatic function (in
severe dysfunction use about 30% of the normal dose) or impaired renal function, and patients
should be monitored for abnormal prolongation of the PR interval or other signs of overdaSage.
Verapamil may decrease neuromuscular transmission in patients with Duchenne’s muscular dys-
trophy and may prolong recovery from the neuromuscular blocking agent vecuronium. It may be
necessary 10 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; thete have been
reports of excessive bradycardia and AV block, including complete heart block. The risks of such
combined therapy may outweigh the benefits. The combination should be used only with caution
and close monitoring. Decreased metoprolol and propranolol clearance may occur when gither
drug is administered concomitantly with verapamil. A variable effect has been seen with combined
use of atenolol. Chronic verapamil treatment can increase serum digoxin levels by 50% 1o 75%
during the first week of therapy, which can result in digitalis 1oxicity. In patients with hepatic
cirrhosis, verapamil may reduce total body clearance and extrarenal clearance of digitoxin, The
digoxin dose should be reduced when verapamil is given, and the patient carefully monitored
Verapamil will usually have an additive effect in patients recening blood-pressure-lowering agents

©1993 Searle C93CAB598T

ma/day (eg, the elderly, patients of small stature). above 240 ma daily should-be
doses. Calan SR should be administered with food. Constipation, which is easily managed in most patien

administered in divided
s the most commonly reported side effect of Calan 5R.

Disopyramide should not be given within 48 hours before or 24 hours atter verapamil administra-
tion. Concomitant use of flecamide and. verapamil may. have additive effects on myocardial
contractilty, AV conduction, and repolanzation. Combined verapamil and quinidine therapy in
patients with hypertraphic cardiomyopathy should be avoided, since significant hypotension may
result. Concomitant use of lithium and verapamil may resultiin an increased sensitivity to lithium
(neurotoxicity), with either no change or an increase in serum lithium levels, however, it may also
result in 3 lowering of serum fithium levels. Patients receiving both drugs must be monitored
carefully. Verap may. nazepine concentrations during combined use. Rifampin
may reduce verapamil bioavailability. Phenobarbital may increase verapamil clearance. Verapamil
may increase serum levels of cyclosporin. Verapamil may inhibit the clearance and increase the
plasma levels of theophyliine. Cancomitant use of inhalation anesthetics and caleium antagonists
needs careful titration to avoid excessive cardiovascular depression, Vierapamil may potentiate the
activity of neuromuscular blocking agents {curare-like and depolarizing); dosage reduction may be
required. There was no evidence of a carcinogenic potential of verapamil adrmnmered fo rats for
2 years. A study in rats did not suggest a v I, and verapamil was not

in the Ames test. Pregnancy Category C. There are no adequate and well-controlled studies in
pregnant women . This drug should be used during pregnancy, labor, and delivery only if clearly
needed, Verapamil i1s excreted in breast milk; therefore, nursing should be discontinued during
verapamil use

Adverse Reactions: Constipation (7.3%), dizziness {3.3%), nausea (2.7%), hypotension [2.5%).
headache (2.2%), edema (1.9%], CHF. pulmonary edema (1.8%), fatique (17%], dyspnea (1.4%),
bradycardia: HR < 50/mm (1.4%), AV block: total 1°,2°,3° (1.2%), 2° and 3" (0.8%). rash
{1.2%), flushing (0.6%), elevated liver enzymes, reversible non-obstructive paralytic ileus. The
fallowing reactions, reported in 1.0% or less of patients, occurred under conditions where a
causal relationship is uncertain: angina pectoris, atrioveninicular dissociation, chest pain, clauds-
cation, myocardial infarction, palpnamns _purpura lvascmms] syncope, diarrhea, dry mouth,
gaslmnleslmal dlstress gmgwal i ort g, cerebrovascular accident,
. muscle cramps, paresth tic P
shakiness, somnolence, arthralyia and rash exanthema, ha:r loss, hyperkeratosis, lnal:uies
sweating, urﬂcaﬂa S‘tmns-Johﬂson syndrome, erythema multiforme, blurred vision, gvnewmas

1ia, galactorrhea/hyperp , increased urination, spotly mensiruation, impatenc
2/13/92 « PQ‘ZC.GT‘IQW
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Delivery for stock publications is prompt and reliable - getting

your books to you more quickly than ordering directly from many
publishers. Special orders are handled courteously and efficiently.
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“viGodin(TUSS ¢

(hydrocodone bitartrate Smg (Waming: May be habit forming) and guaifenesin 100mg per (5mlL) teaspoon)

Combines the antitussive action of hydrocodone
with the expectorant action of guaifenesin.

 Hydrocodone helps suppress
dry, hacking coughs for up to
6 hours.

» Guaifenesin enables those
coughs that do occur to be
more productive.

» Long lasting relief in a sugar-
free, alcohol-free, dye-free,
cherry flavored formula.

« Adult Dose: 1 teaspoon (5mL)
every 4-6 hours not to exceed
6 teaspoons in a 24 hour period.

Expectorant

Y~icodinTUSS @ 5

F\ ee (hydrocodone bitartrate Smg (Woming: May be habit forming) and guaifenesin 100mg per (5mL) teaspoon) &
¥  Effective cough relief you can phone in. §

INDICATIONS AND LISAGE: VICODIN TUSS™ Expectorant i indicated lor the Symplomatic reief of | run- mmwwmwmmm CONTRAINDICATIONS: VICODIN TUSS™ Expectorant is contraindicated in patients 1o hydrocodone
w.mmmumwwwnwumﬂmmw toetraindicated in the presence of an inracranial lesion associated with increased intracranial pressure, and wheneer function s depressed.
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prescribed and administered with the same degree of caution appropriate to the use of other narcatic drugs (se¢ DRUG ABUSE AND DEPEND) ]ww N Wmmﬂmmmmmmmmmmwmmlr
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! n needad. Nonteratogenic effects: been taking opicids regularly
opiold use or dose. There i N consenses oa the best method mﬁw&ammusnmzmqmwmumm mmwﬁmmﬁﬁm’?ﬁ&muﬁﬁwﬁm
e 2 loeated. Nursing serlous adverse reachions n nursing inants from VICODIN TUSS™ Expectorant, & decision shouid be made whether o

unstable patients and for those with a history of MMMMEMWMWMWmem Wsammmmm dependnce and tolerance may develop upon repeated administration of
narcatics; therefore, VICODIN TUSS™ Expectorant mgmmmm&mmm.nmwumm which continued adminéstration of the drug ts mwwnmmmmmmmmmw
i rvuat ics inistraby narcotic The character and severity of the withdrawal symptoms are related to the deqres of physical dependence. Manifestations of opioid withdraval are similar to but milder than that
ine and | i ing, anorexia, goose-flesh, i . and tremor. In more severe forms, aese, vomiting, intestinal spasm and diarrhea, mcreased heart rate and blood pressure, chills, and pains in bones and misscies of the back
and extremities may occur, Peak. effects will usuall be apparent af 49 to 72 hours. Treatment of wilhdrawal is usually by suffcient quantties of an opiid 1o suppeess severs wihdrawal and then
. [ ) oms: Serious with TUSS™ Expectorant is characterized by respiratory {2 decrease in

i . i be respiralosy jon of i
the insttution of assisted or ventlation. The narcatic antagonis! naloxone hydrochionide is a specific antidofe for respiratory depression Mrurwl;wm o¢ unusual sensitivity o narcolics | QUALITY TOWARD EXCELLENCE O
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LOZOL1ZS,

INDAFRAMIDE TABLE TS

Antihypertensive
fticacy Kquivalent

20mg

With the benefits of a lower

once-daily dose

Favorable metabolic profile'-no adverse
effect on lipids; only 2% incidence of

clinical hypokalemia®

Safe and effective for step-down therapy
Side-effect profile compatible with other

antihypertensive agents

LOZOL 1.25 mg once daily is now
larting dose

the recommended st
for indapamide

L020L® {indapamide) 1.25 mg and 2.5 mg tablets
BRIEF SUMMARY

N associated wi
See PRECA :
CONTRAINDICATIONS: Anuna. hype
sulfonamide-denved d

0 indapamige of olher

accompamed by
mg and 5.0 mg indapamide primariy in
ed by elecirolyte replenishment
y significant (<125 mEgL) has not been
1.25 mg dosage (see PRECAUTIONS)
Hypokalemia v with deuretics (see ADVERSE REACTIONS,
hypokalemia). and electrolyle monitonng is essential. In general, dwretics should
ol be given with lithium

PRECAUTIONS; Perdorm serum alectriyte determinations af appropnale in
especially in patiants who are vomiing excessively of recening parentera
pabents subject 1o electmiyie imbatanc m patients on & sall-restncted diet In
add patients should be observed fot chnical signs of fluid or electrolyte
mibaiance. such as hyponatremia; hypochionemic alkalos:s, of hypokalemia. The nisk
ol hypokalemia secondary Io duresis and nafruress i increased wih larger doses
with brisk dureszs, with severe cirhos:s. and with concomitant usa of coricostanods
of ACTH. Interference with adequate oral infake of slactrobytes will also contribute 1o
13 Hypokalemsa can sens#ize of exaggesate the response of the hean fo
effects of cigitalis. such as increased venticular imitabilsty

al hyponalremia may oco edematous patients; appropriate reatment 5
¢ water resinction. In actual salt deplefion, appropnate replacement i the
chonce, Chionde defict i usually mild, not requiring specthc treatment
draordinary CHeUmst nal dsease). Thande-ike duretcs
etion of magnesum: fhis may result m

and frank gout may be precipitaled in cerain pal
erum concentrations of uric ackd should be mons

renal disease; consider withhalding of
5 observed, Renal funclion tests
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shiouid be monitored routinely duting ireatment with ndapamide:

Calcium excretion is decreased by diuretics pharmacologically related 1o
ndapamide. Aler six fo eight weeks of indaparmide 1.2 -
term gudies of hypenensive patients wih highet do

Indapamide may decrease serum PEI
Compications of hyperparathyroidsm have not
of parathyrosd function are periormed
Thiandes have exacerbaled o actvated Systemic ipus erynemato:
this possibility with indapamicie

DRUG INTERACTIONS: LOZOL may add
antiypenensive drugs, The antihyperten
the postsympathectomized pall
Tesponsiveness 1o norapinephtine
norepinephrine

In mouse and rat lelime carcinogenicity studie

blood Inuepar"de should be used
may be assocated with fetal or neonat
other adverse effects that have occurmed
ts excreted in human milk. § use of this
o nursing

ADVERSE REACTIONS: Most adverse efiects have bee
Phasa Il placebo-controfied studies with indapamide
cumidative incdence: headache, ink

weeks in duration, 20% of patients receiving indapamide 1.25 m
g indapamide 5.0 mg. and B0% of pabients recening
had al ieast one polassium value below 3.4 mEqL. In the inda
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PROVEN 24-HOUR CONTROL OF
BOTH ANGINA AND HYPERTENSION'?
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ALASKAN
OTOLARYNGOLOGY UPDATE
Location: Crystal Creek Lodge

Dillingham, Alaska ‘
Date: August 20-27, 1994
Sponsored and Accredited by:
The Bowman Gray School of Medicine of
Wake Forest University

For Information and/or Registration Contact:

W. F. MCGUIRT, M.D. Multidisciplinary Faculty
DEPARTMENT OF OTOLARYNGOLOGY Topics:
BOWMAN GRAY SCHOOL OF MED 1) Head & Neck Radiology

MEDICAL CENTER BOULEVARD 2) Outpatient Anesthesia
WINSTON-SALEM, NC 27157-1034  3) Dcntal Considerations for
TELEPHONE: 910 716-4161 the Otolaryngologists
Fax: 910 716-3857 4) Owlogy, Head & Neck
Oncology, General
Otolaryngology

SEE WHAT TAKES SHAPE.
EXERCISE.

American Heart
Association
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LODINE® (etodolac) TABLETS/CAPSULES
BRIEF SUMMARY

Indications and Usage: Lodine is indicated for acute and lang-term use in
the management of signs and symptoms of osteoarthritis. Lodine is also
ingicated for the management of pain. Contraindications: Hypersensitivity
to Lodine. Patients in whom Lodine. aspirin, or other NSAIDs induce
asthma, rhinitis, urticaria, or other allergic reactions. Fatal asthmatic reac-
tions have been reported in such patients receiving NSAIDs. Warnings
Serious Gl toxicity, such as bleeding, ulceration. and perforation, can occur
at any time, with or without warning symptoms, in patients treated chro-
ically with NSAIDs. Remain alert for ulceration and bleeding in such
patients even in the absence of previous Gl-tract symptoms, In clinical tri-
als, symptomatic upper Gl ulcers, gross bieeding or perforation appear to
occur in approximately 1% of patients treated for 3-6 months and in about
2-4% of patients treated for 1 year. inform patients about the signs and/or
symptoms of serious Gl toxicity and what steps to take if they occur. Stud-
ies have not identified any subset of patients not at risk of developing pep-
lic ulceration and bleeding. Except for a prior history of serious G events
and other risk factors known to be associated with peptic ulcer disease,
such as alcoholism, smoking, etc.. no risk factors (e.g., age. sex) have
been associated with increased risk. Etderly or debilitated patients seem to
tolerate ulceration or bleeding less well than others and most spontaneous
reports of fatal GI events are in this poputation. In considering the use of
telatively large doses (within the recommended dosage range), sufficient
benefit should be anticipated to offset the potential increased risk of GI
toxicity. Precautions: Patients with impaired renal function, heart faiture.
liver dysfunction, those taking diuretics, and the elderly are at greater risk
of overt renal decompensation. If this occurs. discontinue the drug. With
NSAIDs, borderfine eievations of liver tests may occur in up to 15% of
patients. They may disappear, remain unchanged, or progress with contin-
ued therapy. Elevations of ALT or AST (approximately three or more times
the upper limit of normal) have been reported in approximately 1% of
patients. A patient with symptoms and/or signs suggesting liver dysfunc-
tion, or in whom an abnormal liver test has occurred. should be evaiuated
for the development of a more severe hepatic reaction. Although such reac-
tions are rare, if abnormal liver tests persist or worsen, if liver disease
develops or if systemic manifestations occur {¢.g., eosinophilia. rash. efc.).
discontinue therapy. Anemia is sometimes seen, which may be due o fluid
refention, Gl blood lass, or an incompletely described effect upon erythro-
poiesis. Patients should have their hemoglobin or hematocrit checked if
they develop signs or symploms of anemia. Fluid retention and edema
have been observed in some patients; therefore. use with caution in those
with fiuid retention, hyperiension, or heart failure. Information fot
Patients: NSAID side effects can cause discomfort and, rarely, may be
serious, such as Gi bieeding that may result in hospitalization and even
fatal autcomes. Physicians may wish to discuss with patients the potenbiat
risks and likety benefits of Lodine treatment, particularly when it may be
used for less serious conditions in which treatment without Lodine may be
an acceptable alternative. Laboratory Tests: Because serious Gl-tract
ulceration and bleeding can occur without warning symptoms, follow
chronically treated patients for signs and symptoms of these and inform
them of the importance of this follow-up. Brug Interactions: Use caution
when giving concamitantly with antacids, aspirin, warfarin, phenytoin, gly-
buride, diuretics, cyclosporine, digexin, lithium, or methotrexate. Coad-
ministeation of Lodine and phenylbutazone not recommended. Drug/Labo-
ratory Test Interactions: False-positive for urinary bilirubin and/or urinary
ketone. Teratopenic Etfects: Pragnancy Calegary C: Lodine should be
used during pregnancy only it the potential benefits justify the potential
risk to the fetus. Avoid use during late pregnancy. tabor and Delivery:
Lodine is not recommended. Nursing Mothers: Safety has not been estab-
lished. Caution should be exercised if Lodine is administered to a nursing
woman. Pediatric Use: Safety and effectiveness in children have not been
established. Geriatric Population: No dosage adjustment is generaily nec-
essary, nevertheless caution shoutd be exercised. Adverse Reactions:
Incidence greater than or equal to 1% — prohably causally related
Body as a whole: chills and fever. Digestive system: dyspepsia {10%),
ahdominal pain*, diarrhea*, flatulence”, nausea*, constipation, gastritis,
melena, vomiting. Nervous system: asthenia/malaise*, dizziness*, depres-
sion, nervousness. Skin and appendages: pruritus, rash, Special senses:
blurrad vision, tinnitus. Urogenital system: dysuria, urinary frequency.
*Drug-refated patient complaints occurring in 3-9% of patients. Drug-
related patient complaints occurring in fewer than 3%, but more than 1%,
are unmarked. Ingidence less than 1% — probably causally related:
(Reactions not seen in clinical trials are rarer and are italicized). Cardiovas-
cular system: hypertension, congestive heart faifure, flushing, palpitations,
syncape. Digestive system: thirst, dry mouth, ulcerative stomatitis,
anorexia, eructation, elevated iver enzymes, cholestatic hepatitis, hepatitis,
cholestatic jaundice, jaurdice, PUB (i.e., peptic ulcer with or without
bleeding and/or pertoration), pancreatitis. Hemic and lymphatic system:
ecchymosis, anemia, thrombocytopenia, bleeding time increased, agran-
ulocytosis, hemolytic anemia, penia, pancytopenia. Metabolic and
nutritional: edema, serum creatining increase, hyperghycemia in previously
controlled diabielic patients. Nervous system: insompia, semnolence. Res-
piratory system: asthma. Skin and appendages: angicedema, Sweating,
urticaria, vesiculobullous rash, cutaneous vascuiitis with purpura,
Stevens-Jofinson Syndrome, hyperpigmentation, erythema multiforme.
Special senses: photophobia, transient visual disturbances. Urogenital
system: elevated BUN, renal failure, renal insufficiency, renal papiliary
necrosis. Incidence less than 1% — causal relationship unknown: Body
as a whole: infection. Cardiovascular system: arrhythmias, myocardial
infarction. Digestive system: esophagitis with or without stricture or car-
diospasm, colitis. Hemic and lymphatic system: leukopenia. Metabelic and
nutritional: change in weight. Nervous system: paresthesia, confusion.
Respiratory system: bronchitis, dyspnea, pharyngitis. rhinitis, sinusitis.
Skin and appendages: maculopapular rash, alopecia, skin peeling, photo-
sensitivity, Special senses: conjunctivitis, deafness, taste perversion. Uro-
genital system: cystitis, hematuria, leukorrhea, renal calculus, interstitial
nephritis, uterine bleeding irregularities. Drug Abuse and Dependence:
Lodine has no addiction potential in humans. Overdosage: May develop
lethargy. drowsiness, nausea, vomiting, epigastric pain, GI bleeding,
coma, or anaphylactoid reaction. Hypertension, acute renaf faiture, and res-
piratory depression are rare. Empty stomach and use usual supgortive
measures. See package insert for full prescribing information.
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NEW LODINE400..

E]" ODOLA C TABLETS

Extra Strength, 400 mg,
That Works In Osteoarthritis

Simple B.L.D. Choice*

Same Favorable LODINE Tolerabilityt

NEW] ODINIE400.,

ETODOLAC ™55

More Strength
To Live With Osteoarthritis

* Recommended starting dosage in OA is B0O mg to 1,200 mg/day in divided doses

I As with other NSAIDs, the most frequent complaints relate to the Gl tract. In patients
treated chronically with NSAID therapy, serious Gl toxicity such as perforation, ulceration,
and bleeding can occur

© 1993, Wyeth-Ayerst Laboratories 63848N Please see adjacent page for brief summary of prescribing information



Be on the inside

reform

Come to
Washington
on March 8

Join us and make
a difference

Partnership in Action:

Uniting for America’s
Health

!
of health system \ V4

When reform proposals take shape, will your views be
included? Specific health reform proposals are being
hammered into policy in our nation's capital. Now is the
time to ask questions and voice concerns.

The American Medical Association will host an interactive
meeting of key congressional policy makers and physicians
from across the country. Partnership in Action: Uniting for
America’s Health takes place March 8 in Washington, DC.

March 8 will be a day filled with interactive dialogue
between policy makers and the physicians who will be
affected by those policies. Dinners will feature roundtable
discussions with congressional members from coast to coast.

Your presence at the 1994 summit can make a
difference. To register now, call 800 262-3211.

American Medical Association
Physicians dedicated to the health of America




TAKE EFFECTIVE CONTROL
OF BED-WETTING

* Rapid response—substantial effect seen in
as little as 1 to 3 nights of therapy'

e A combined 15-year record of successful
and safe use in the U.S. and Europe?

e May be used hand in hand with behavior
modification
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- DDAVP N asal Spray

(desmopressin acetate) SmL
DRY NIGHTS FOR GOOD MORNINGS

Please see brief summary of prescribing infor on adjacent page.




(desmopressin acetate) SmL
Dry Nights For Good Mornings
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SAY I'T WITH

MANUAL OF STYLE

The one to consult

hether it's a multi-volume work or a short article,
you'll find the write stuff in the AMA Manual of Style.

This 8th Edition, a major revision, is the standard among
medical publishers. All major aspects of manuscript prepara-
tion are covered in five sections which outline: ® Preparing
an article for publication ® Style ® Terminology ® Mea-
surement and Quantitation ® Technical Information and
Bibliography.

You'll find everything you need to make your article a
success including: ® Legal and Ethical Matters ® Grammar
® Punctuation ® Word Use ® Foreign Words and Phrases
® Diacritics ® Abbreviations ® Units of Measure ® Num-
bers and Percentages ® Mathematics ® Statistics ® Produc-
tion and Printing Terms ® Editing and Proofreading Marks
® Eponyms ® Nomenclature ® Greek Alphabet ® Virus
Names ® SI Units and Conversion Tables ® Expanded Col-
lection of Graphs and Charts @ Bibliography ® Resources
for On-Line Databases.

Next time you have a question about making your
medical writing more clear, concise and ;
accurate, be ready with one simple answer — |
the AMA Manual of Style. Order your &
copy today! N3

1988/377 pp/ 4351-X/$28.95

Want it faster? Call FREE
1-800-638-0672 from anywhere in the U.S.
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YES, send me ____ copies of AMA Manual of Style (4351-X) at $28.95
per copy. If not completely satisfied, I may return the book within 30 days at
no further obligation (US only).

Payment Options

Save postage and handling charges by enclosing your payment.

O Check enclosed [ Billme 0O VISA 0O MasterCard 0[O Am Ex

Card # Exp. Date

Signature/P.O. #
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Address

City/State/Zip
Williams & Wilkins 428 East Preston Street, Baltimore, MD 21202
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The First in a New P
Chemical Classof = £ <
Non-benzodiazepine == < z
Sleep Agents

AMBIEN

[ZOIPIDEM TARTRATEIG

5-MG & 10-MG TABLETS
® AMBIEN—an imidazopyridine, chemically ® Extensive clinical experience—over 500
unrelated to benzodiazepines or any other million doses prescribed throughout Europe’ -

sleep agent ® Generally preserves normal sleep physiology
® AMBIEN—indicated for short-term management (clinical significance unknown)

of insomnia (generally limited to 7 to 10 days) & A sHor holtlife = fagan 25 hotss withido

® A low incidence of adverse events active metabolites

In short-term treatment (up to 10 nights) with AMBIEN at doses < 10 mg,
the adverse events seen at statistically significant differences from placebo
were: drowsiness (2%), dizziness (1%), and diarrhea (1%); and in longer-
term treatment (28 to 35 nights): dizziness (5%) and drugged feelings (3%).

1. Data on file.
SEQR LE Please see adjacent page for brief summary of prescribing information.
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Ambien™ @
(zolpidem tartrate}
BRIEF SUMMARY

INDICATIONS AND USAGE
Ambien (zolpidem tartrate) is indicated for the short-term treatment of insomnia.
Hypnotics should generally be limited to 7 to 10 days of use, and reevaluation
of the patient is recommended if they are to be taken for more than 2 to 3
weeks.

Ambien should not be prescribed in quantities exceeding a 1-month supply
(see Warnings).

CONTRAINDICATIONS
None known.
WARNINGS

Since sleep disturbances may be the presenting manifestation of a physical
and/or disorder, sy of insomnia should be
initiated only after a careful evaiuation of the patient. The failure of insornnia
to remit after 7 to 10 days of treatment may indicate the presence of a
primary psychiatric and/or medical illness which should be evaluated. Worsening
of insomnia or the emergence of new thinking or behavior abnormalities may
be the of an iatric or physical disorder. Such
findings have emerged during the course of treatment with sedative/hypnotic
drugs, including Ambien. Because some of the important adverse effects of
Ambien appear to be dose related (see Precautions and Dosage and Admin-
istration), it is important to use the smallest possible effective dose, especially
in the elderly.

A variety of abnormal thinking and behavior changes have been reported to
occur in association with the use of sedative/hypnotics. Some of these changes
may be characterized by decreased inhibition (eg, aggressiveness and extro-
version that seemed out of character), similar to effects produced by alcohol
and other CNS depressants. Other reported behavioral changes have included
bizarre behavior, agitation, an Amnesia and
other D! may occur y. In primarily de-
pressed patients, worsening of depression, including suicidal thinking, has been
reported in association with the use of sedative/hypnotics.

It can rarely be determined with certainty whether a particular instance of
the abnormal behaviors listed above are drug induced, spontaneous in origin,
or a result of an underlying psychiatric or physical disorder. Nonetheless, the

of any new ioral sign or of concern requires careful
and immediate evaluation.

Following the rapid dose decrease or abrupt discontinuation of sedative/
hypnotics, there have been reports of signs and symptoms similar to those
associated with withdrawal from other CNS-depressant drugs (see Orug Abuse
and Dependence)

Ambien, like other sedative/hypnotic drugs, has CNS-depressant effects.
Due to the rapid onset of action, Ambien should only be ingested immediately
prior to going to bed. Patients should be cautioned against engaging in
hazardous occupations requiring complete mental alertness or motor ¢oordi-
nation such as operating machinery or driving a motor vehicle after ingesting
the drug, including potential impairment of the performance of such activities
that may occur the day following ingestion of Ambien. Ambien showed additive
effects when combined with alcohol and should not be taken with alcohol.
Patients should also be cautioned about possible combined effects with other
CNS-depressant drugs. Dosage adjustments may be necessary when Ambien
is administered with such agents because of the potentially additive effects.

General PRECAUTIONS

Use in the elderly and/or debilitated patients: impaired motor and/or cognitive
performance after repeated exposure or unusual sensitivity to sedative/hypnatic
drugs is a concern in the treatment of elderly and/or debilitated patients.
Therefore, the recommended Ambien dosage is § mg in such patients (see
Dosage and Administration) to decrease the possibility of side effects. These
patients should be closely monitored.
Use in patienls with concomitant illness: Clinical experience with Ambien in
patients with concomitant systemic illness is limited. Caution is advisable in
using Ambien in patients with diseases or conditions that could affect
or T Although pi inary studies did not
reveal respiratory depressant effects at hypnotic doses of Ambien in narmals,
precautions should be observed if Ambien is prescribed to patients with
compromised respiratory function, since sedative/hypnotics have the capacity
to depress respiratory drive. Data in end-stage renal failure patients repeatedly
treated with Ambien did not drug or in
s. No dosage in renally impaired patients
is required; hnwever these patients should be closely monitored (see Phar-
macokinetics). A study in subjects with hepatic impairment did reveal

comparable to those seen in historical controls and the tumor findings are
thought to be a spantaneous occurrence.

Mutagenesis: Zolpidem did not have mutagenic activity in several tests including
the Ames test, genotoxicity in mouse lymphoma cells in vitro, chromosomal
aberrations in cultured human | DNA is in rat
hepatocytes in vitro, and the micronucleus test in mice.

Impairment of fertility: \n a rat reproduction study, the high dose (100 mg

i of erse i in
Long-term Placebo-Controlled Clinical Trials (Cont'd)
(Percentage of patients reporting)

base/kg) of zolpidem resuited in irregular estrus cycles and p precoital
intervals, but there was no effect on male or female fertility after daily oral
doses of 4 to 100 mg base/kg or 5 to 130 times the recommended human
dose in mg/m2. No effects on any other fertility parameters were noted.
Pregnancy

Category B. Studies to assess the effects of zolpidem on human reproduction
and development have not been conducted.

Teratology studies were conducted in rats and rabbits.

In rats, adverse maternal and fetai effects occurred at 20 and 100 mg base/
kg and included dose-related maternal tethargy and ataxia and a dose-related
trend to incomplete ossification of fetal skull bones.

In rabbits, dose-related maternal sedation and decreased weight gain occurred
at all doses tested. At the high dose, 16 mg base/kg, there was an increase
in postimplantation fetai loss and underossification of sternebrae in viable
fetuses.

This drug should be used during pregnancy only if clearly needed.
Nonteratogenic effects: Studies to assess the effects on children whose
mothers took zolpidem during pregnancy have not been However,

Zolpidem

Body System/ (=10 mg) Placebo

Adverse Event” (N=152) (N=161)
M | System

Myalgia 7 7

Arthralgia 4 4
Respiratory System

Upper respiratory infection 5 8

Sinusitis 4 2

Pharyngitis 3 1

Rhinitis 1 3
Skin and Appendages

Rash 2 1
Urogenital System

Urinary tract infection 2 2
“Events reported by at least 1% of patients treated with Ambien.

There is evidence from dose trials a dost
for many of the adverse events associated with zolpidem use, pamuulavly for
certain CNS and gastrointestinal adverse events.

Adverse events are further ified and in order of

children born of mothers taking sedative/hypnotic drugs may be at some risk
for withdrawal symptams from the drug during the postnatal period. In addition,
neonatal flaccidity has been reported in infants born of mothers who received
sedative/hypnotic drugs during pregnancy.
Labor and delivery: Ambien has no established use in abor and delivery.
Nursing mothers: Studies in lactating mothers indicate that between 0.004
and 0.019% of the total administered dose is excreted into milk, but the effect
of zolpidem on the infant is unknown.

The use of Ambien in nursing mothers is not recommended.

Safety and effectiveness in children below the age of 18 have not been
established.

ADVERSE REAC‘I’IONS
i of

Associated with 4% of 1,701
patients who received zoipidem at all doses (1.25 to 90 mg) in U.S. premarketing
clinical trials discontinued treatmenl because of an adverse clinical event.
Events most m U.S. trials were
daytime drowsiness (0.5%), dlzzmess (0 4%), headache (0 5%) nausea {0.6%),
and vomiting (0.5

Approximately 6% of 1,320 patients who received zoipidem at all doses (5
to 50 mg) in similar foreign trials dlsconnnued treatment because of an adverse
event. Events most from these trials
were daytime drowsiness (1 6%), amnesia (0 6%), dizziness (0.6%), headache
(0.6%), and nausea (0.6%
Incidence in controlled clinical trials
Most commonly ebserved adverse events in controlled trials: During short-
term treatment (up to 10 nights) with Ambien at doses up to 10 mg, the most
commonly observed adverse events associated with the use of zolpidem and
seen at statistically significant differences from placebo-treated patients were
drowsiness (reported by 2% of zolpidem patients), dizziness (1%), and diarrhea
(1%). During longer-term treatment (28 to 35 nights) with zolpidem at doses
up to 10 mg, the most commonly observed adverse events associated with
the use of zolpidem and seen at statistically significant differences from
placebo-treated patients were dizziness (5%) and drugged feelings (3%).

of Adverse
Short-term Placebo-Contralied Clinical Trials
(Percentage of patients reporting)

elimination in this group; therefore, treatment should be initiated with 5 mg in
palients with hepatic compromise, and they should be closely monitored.

Use in depression: As with other sedative/hyprotic drugs. Ambien should be
administered with caution to patients exhibiting signs or symptoms of depres-

Zolpidem
Body System/ (=10 mg) Placebo
Adverse Event* (N=685) (N=473)
Central and Peripheral Nervous System
Headache -7 6
Drowsiness 2 -
Dizziness 1 -
1al System
Navusea 2 3
Diarrhea 1 -
Musculoskeletal System
yalgia 1 2

sion. Suicidal tendencies may be present in such patients and
measures may be required. Intentional overdosage is more common in this
group of patients; therefore, the least amount of drug that is feasible should
be prescribed for the patient at any one time.
Information {for patients: Patient, information is printed in the complete
prescribing information and is available in pads for distribution to patients.
Labaratory tests: There are no specific laboratory tests recommended.
Drag interactions
CNS-active drugs: Ambien was evaluated in healthy in single-d
interaction studies for several CNS drugs. A study involving halopendol and
zolpidem revealed no effect of halupendol on the pharmacokinetics or phar-
ics of zolpidem. Imi with zolpidem produced
no_pharmacokinetic interaction other than a 20% decrease in peak levels of
imipramine, but there was an additive effect of decreased alertness. Similarly,
chlorpromazine in combination with zolpidem produced no pharmacokinetic
interaction, but there was an additive effect of decreased alertness and
psychomotor performance. The lack of a drug interaction following single-dose
administration does not predict a lack follewing chronic administration.

An additive effect on psychomotor perfermance between alcohol and zolpidem
was demonstrated.

Since the of Ambien in with other CNS-
active drugs have been limited, careful consideration should be given to the
pharmacology of any CNS-active drug to be used with zoipidem. Any drug
with CNS-depressant effects could potentially enhance the CNS-depressant
effects of zolpidem.

Other drugs: A study involving cimetidine/zolpidem and ranitidine/zolpidem
or

“Events reported by at least 1% of Ambien patients are included.
Incid of T Adverse ( in
Long-term Placebo-Controlied Clinical Trials
(Percentage of patients reporting)

2Zoipidem
(=10 mg)
(N=152)

Placebo
(N=161)

Body System/
Adverse Event*

Autonomic Nervous System
Dry mouth

Body as a Whole
Allergy
Back pain
Influgnza-like symptoms
Chest pain
Fatigue

Cardiovascular System
Palpitation

Central and Peripheral Nervous System
Headache
Drowsiness
Dizziness
Lethargy
Drugged feeling
it

1
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combinations revealed no effect of either drug on the
pharmacodynamics of zolpidem. Zolpidem had no effect on digoxin kinetics
and did not affect prothrombin time when given with warfarin in normal
subjects. Zolpidem’s sedative/hypnotic effect was reversed by flumazenil;
however, no in zolpidem were found.
Drug/Laboratory test interactions: Zolpidem is not known to interfere with
commonty employed clinica Iaboratory tests.
Carcinogenesis, mutagenesis, impairment of fertility
Carcinogenesis: Zolpidem was administered to rats and mice for 2 years at
dietary dosages of 4, 18, and 80 mg/kg/day. In mice, these doses are 26 to
520 times or 2 to 35 times the maximum 10-mg human dose on a mg/kg or
mg/m? basis, respectively. In rats these doses are 43 to 876 times or 6 to
115 times the maximum 10-mg human dose on a mg/kg or mg/m? basis,
ively. No evidence of carci potential was observed in mice. Renal
liposarcomas were seen in 4/100 rats (3 males, 1 female) receiving 80 mg/
kg/day and a renal lipoma was observed in one male rat at the 18 mg/kg/
day dose. Incidence rates of lipoma and liposarcoma for zolpidem were

| me ) aan

Depressian
Abnormal dreams
Amnesia
Anxiety
Nervousness
Sleep disorder
Gastrointestinal System
Nausea
Dyspepsia
Diarrhea
Abdominal pain
Constipation
Anorexia
Vomiting
Immunologic System
Infection
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quency using the fotlowing definitions: frequent adverse events are defined
as those occurring in greater than 1/100 subjects; infrequent adverse events
are those occurring in 17100 to 1/1.000 patients; rare events are those
occurring in less than 1/1,000 patients.
mquenL abdommal pain, amnesia, ataxia, confusion, depression, diarrhea,
diplopia, dizzi ing abnormal, drugged feeling, dry mouth,
dyspepsia, euphoria, fatlgue lethargy, i
myalgia, nausea, upper respiratory infection, vertigo, vision abnormal, vomiting.
Infrequent: agitation, allergy, ancrexia, anxiety, arthralgia, arthritis, asthenia,
back pain, bronchitis, cerebrovascular disorder, chest pain, constipation, cough-
ing, cystitis, decreased cognition, detached, difficulty concentrating, dysarthria,
dysphagia, dyspnea, edema, emotional Iabllny eye irritation, falling, fever,

hiccup, hypertension,
hypoaeslhessa infection, influenza-like symptoms, malalse menstrual gisorder,
migraing, ner , pallor, , postural

hypotension, pruritus, rash, rhinitis, scleritis, SGPT mcteased sinusitis, sleep
disorder, sleeping (after daytime dosing), stupor, sweating increased, tachycar-
dia, taste perversion, tinnitus, tooth disorder, trauma, tremor, urinary incontin-
ence, urinary tract infection, vaginitis.
Rare: abdominal body sensation, abscess, acne, acute renal failure, aggressive
reaction, allergic reaction, allergy aggravated, anaphylactic shock, anemia,
appetite increased, arrhythmia, arteritis, arthrosis, bilirubinemia. breast fibroad-
enosis, breast neoplasm, breast pain female, bronchospasm, bullous eruption,
BUN increased, circulatory failure, corneal ulceration, delusion, dementia,
ia, dysuria, edema periorbital, enteritis,

epistaxis, i ESR i eye pain,
face edema, feeling strange, flushing, furunculosis, gastritis, glaucoma, gout,
hemorrhmds hepatic 1unchon abnormal herpes simplex, herpes zoster, hot
flashes, h per hyperten-
sion aggravated hypotensnon nypotoma hypoxia, hysteria, illusion, impotence,
injection site il intestinal feeling,
abnormal, laryngitis, leg cramps, ia, libido
athy, macrocytic anemia, manic reaction, micturition frequency, muscle weak-
ness, myocardial infarction, neuralgia, neuritis, neuropathy, neurosis, ofitis
externa, otitis media, pain, panic aftack. paresis, personality disorder, phiebitis,

reaction, polyuria, y edema,
pulmonary embolism, purpura, itis, rectal , renal pain,
restiess legs, rigors, saliva altered, sciatica, SGOT increased, somnambulism,
suicide attempt, syncope, tendinitis, tenesmus, tetany, thinking abnormal, thirst,
tolerance increased, tooth caries, urinary retention, urticaria, varicose veins,
ventricular tachycardia, weight decrease, yawning.

DRUG ABUSE AND DEPENDENCE

Controlled subslance: Schedule V.
Abuse and dependence: Studies of abuse potential in former drug abusers
found that the effects of singie doses of zolpidem tartrate 46 mg were similar,
but not identical, to diazepam 20 mg, while zolpidem tartrate 10 mg was
difficult to distinguish from placebo.

Sedative/ have signs and following
abrupt discontinuation. These reported symptoms range from mild dysphoria
and insomnia to a withdrawal syndrome that may include abdominal and
muscle cramps, vomiting, sweating, tremors, and convulsions. The U.S. clinical
trial experience from zolpidem does not revea! any clear evidence for withdrawal
syndrome. Nevertheless, the following adverse events included in DSM-III-R
criteria for uncomplicated sedative/hypnotic withdrawal were reported at an
incidence of <1% during U.S. clinical trials following placebo substitution
occurring within 48 hours following last zolpidem treatment: fatigue, nausea,
flushing, lightheadedness, uncontrolled crying, emeSIs stomach cramps, panic
attack, ne and
Individuats with a history of addiction to, or abuse of, drugs or alcohol are
at risk of habituation and dependence; they should be under careful surveillance
when receiving any hypnotic.

OVERDOSAGE

Signs and In E reports of overdose with
zolpidem alone, impairment of consciousness has ranged from somnolence to
light coma, with one case each of
Individuals have fuily recovered from zolpidem tartrate uverdoses up to 400
mg (40 times the maximum recommended dose). Overdose cases involving
multiple CNS-depressant agents, including zolpidem, have resulted in fhore
Severe symptomatology, including fatal outcomes.
General i
should be used along with immediate gastric lavage where appropriate.
Intravenous fluids shauld be administered as needed. Flumazenil may be useful.
Respiration, pulse, blood pressure, and other appropriate signs should be
i and general Sedating drugs should
be withheld following zolpidem overdosage. Zolpniem is not dialyzabie.
The possibility of multiple drug ingestion should be considered.

Caution: Federal law prohibits dispensing without prescription.

Manutactured and distributed by 5/27/93

6.0. Searle & Co.
Chicago, It 60680

by agreement with
Lorex Pﬂarmaceuhcals
Skokie, 1l

Address medical inquiries to:
6.D. Searle & Co.
Medical & Scientific Information Department
4901 Searie Parkway
Skokie, 1L 60077
Box 5110

SMRLE Chicago, IL 60680-5110

Ambien is a trademark of Synthelabo. C93AB88S0T



Choosing the right
combination vaccine should
be based on logic




TETRAMUNE

Diphtheria and Tetanus Toxoids and Pertussis
Vaccine Adsorbed and Haemophilus b Conjugate

Vaccine (Diphtheria CRM,; Protein Conjugate)

A logical combination
to choose

Based on immunogenicity 7 4
- Equivalent or higher immunogenicity
compared with HbOC* and DTP""#*

Based
on safety

- Excellent
documented
safety profile'




. Basedon
~ convenience
"~ + Ready-to-use, 10-dose

vials— no reconstitufion
required |

Based on recommended
scheduling

- Recommended by the AAP and

the ACIP

- A single 0.5 mL injection

recommended at 2,4, 6, and 15
months of age®

* Hoemophilus b Conjugate Voccine (Diphtheria CRM ., Pratein Conjugole)

Manutoctured by Proxis Biologics, Inc

1 Diphtheria ond Tetonus Toxoids and Pertussis Vaccine Adsorbed. Manulaciured by

Lederle Laboratories

$Higher antibody titers cannot be direclly ranslaled to mean tigher efficacy
§DTaP or DTP should be given at 4 1o 6 years of age lo complele the recommended

5-dose DTP Immunizalion series

References: 1. Data on lile. Lederle Loboratories and Praxis Biologies, Inc., NY

2, Poradiso P, Hogerman D, Madore D, et al. Salety and immunogenicity in infanis
of o fetravalent vaccine composed of HbOC (HILTITER®) ond DTP (TRI-IMMUNOL®)
Padiofr Res. 1992:31(4). Abstract #1028

To order, call 1-800-L-E-D-E-R-L-E (633-3753) or
contact your local Lederle Medical Representative.

™ TETRAMUNE

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

Diphtheria and Tetanus Toxoids and Pertussis
Vaccine Adsorbed and Haemophilus b Conjugate
Vaccine (Diphtheria CRM,, Protein Conjugate)

Combined vaccine logic




TETRAMUNE

Diphtheria and Tetanus Toxolds and Pertussis
Vaccine Adsorbed and Hael Ilusbcon]uome
Vaccine (Diphtheria CRM.., Protein Conjugate)

Brief Summary

Diphtheria and Tetanus Toxoids and Pertussis Vaccine Adsorbed and Haemophilus b Conjugate Vaccine
(Diphtheria CRM197 Protein Conjugate) TETRAMUNE ™

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

Diphtheria and Tetanus Toxoids and Pertussis Vaccine Adsorbed and Haemophilus b Conjugate Vaccine (Biphtheria CRM,q7
Protein Conjugate) TETRAMUNE, is indicated for the active immunization of children 2months of age to 5 years of age for protection against
diphtheria, tetanus, pertussis, and Haemaphilus b disease when indications for immunization with OTP vaccine and Haemophilus b Conju-
gate Vaccine coincide. Typically, this is at 2, 4, 6, and 15 months of age.

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

CONTRAINDICATIONS

INE:E:%%‘IENSITIV”Y TO ANY COMPONENT OF THE VACCINE, INCLUDING THIMEROSAL, A MERCURY DERIVATIVE, IS A CONTRA-

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

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

AN IMMEDIATE ANAPHYLACTIC REACTION.

ENCEPHALOPATHY OCCURRING WITHIN 7 DAYS FOLLOWING VACCINATION, THIS IS DEFINED AS AN ACUTE, SEVERE CENTRAL-
NERVOUS-SYSTEM DISORDER GCCURRING WITHIN 7 DAYS FOLLOWING VACCINATION, AND GENERALLY CONSISTING OF
MAJOR ALTERATIONS IN CONSCIOUSNESS, UNRESPONSIVENESS, GENERALIZED CR FOCAL SEIZURES THAT PERSIST MORE
THAN A FEW HOURS. WITH FAILURE TO RECOVER WTHIN 24 HOURS.

THE OCCURRENCE OF ANY TYPE OF NEUROLOGICAL SYMPTOMS OR SIGNS, INCLUDING ONE OR MORE CONVULSIONS (SEI-
IURES) FOLLOWING ADMINISTRATION OF TETRAMUNE IS GENERALLY A CONTRAINDICATION TO FURTHER USE. ANY DECISION TO
ADMINISTER SUBSEQUENT DOSES OF A VACCINE CONTAINING DIPHTHERIA, TETANUS, OR PERTUSSIS ANTIGENS SHOULD BE
DELAYED UNTIL THE PATIENT'S NEUROLOGICAL STATUS IS BETTER DEFINED.

THE PRESENCE OF ANY EVOLVING OR CHANGING DISORDER AFFECTING THE CENTRAL NERVOUS SYSTEM IS A CONTRAINDICA-
TION TO ADMINISTRATION QF A PERTUSSIS-CONTAINING VACCINE SUCH AS TETRAMUNE REGARDLESS OF WHETHER THE SUS-
PECTED NEUROLOGICAL DISORDER (S ASSOCIATED WITH OCCURRENCE OF SEIZURE ACTIVITY OF ANY TY

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

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

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

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

ROUTINE [MMUNIZATION SHOULD BE DEFERRED DURING AN OUTBREAK OF POLIOMYELITIS PROVIDING THE PATIENT HAS NOT
SUSTAINED AN INJURY THAT INCREASES THE RISK OF TETANUS AND PROVIDING AN OUTBREAK OF DIPHTHERIA OR PERTUSSIS DOES
NOT OCCUR SIMULTANEOUSLY,

The clinical judgment of the attending physician should prevail at ail times.

WARNINGS

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

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

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

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

CONVULSIONS WITH OR WITHOUT FEVER OCCURRING WITHIN 3 DAYS,

"ALTHOUGH THESE EVENTS WERE CONSIDERED ABSOLUTE CONTRAINDICATIONS IN PREVIOUS ACIP RECOMMENDATIONS,
THERE MAY BE CIRCUMSTANCES, SUGH AS AHIGH INCIDENCE OF PERTUSSIS, IN WHICH THE POTENTIAL BENEFITS OUTWEIGH
POSSIBLE RISKS, PARTICULARLY BECAUSE THESE EVENTS ARE NOT ASSOCIATED WITH PERMANENT SEQUELAE”

IF & CONTRAINDICATION TO ANY OF THE COMPONENTS OF THIS COMBINATION VACCINE EXISTS (SEE CONTRAINDICATIONS
SECTION), THEN TETRAMUNE SHOULD NOT BE USED. FOR EXAMPLE, IF THERE IS A CONTRAINDICATION AGAINST THE USE OF A
PERTUSSIS VACCINE COMPONENT, THEN DIPHTHERIA AND TETANUS TOXOIDS ADSORBED, FOR PEDIATRIC USE (DT), AND
HAEMOPHILUS b CONJUGATE VACCINE (DIPHTHERIA CRM,q7 PROTEIN CONJUGATE) HIbTITER®, AS SEPARATE INJECTIONS, SHOULD
BE SUBSTITUTED FOR EACH OF THE REMAINING DOSES.

THE GCCURRENCE OF SUDDEN INFANT DEATH SYNDROME (SIDS) HAS BEEN REPORTED FOLLOWING ADMINISTRATION OF DTP
HOWEVER, A LARGE CASE-CONTROL STUDY IN THE US REVEALED NO CAUSAL RELATIONSHIP BETWEEN RECEIPT OF DTP VACCINE
AND SIDS. A RECENT STUDY OF 6497 INFANTS IN NORTHERN CALIFORNIA FOUND NO INCREASE IN THE RATE OF SIDS AMONG
TETRAMUNE RECIPIENTS.

AS WITH ANY INTRAMUSCULAR INSECTION, TETRAMUNE SHOULD BE GIVEN WITH CAUTION TO INFANTS OR CHILDREN WITH
IT’I‘-I}REDAAAE%ET'?SP}ENIA OR ANY COAGULATION DISORDER THAT WOULD CONTRAINDICATE INTRAMUSCUL AR INJECTION (SEE DRUG

As reported wilh Haemaphilus b polysaccharide vaccine, cases of Haemaphilus type b disease may occur prior to the onset of the
protective effect of this vaccine.

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

ANTIGENURIA HAS BEEN DETECTED FOLLOWING RECEIPT OF HAEMOPHILUS b CONJUGATE YACCINE AND THEREFORE
3?{&5%&%%&% N URINE MAY NOT HAVE DIAGNOSTIC VALUE IN SUSPECTED HAEMOPHILUS b DISEASE WITHIN 2 WEEKS

PRECAUTIONS

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

1. TETRAMUNE is not routingly recommended for immunization of persons older than 5 years of age. Under certain circumstances,
LFTHI;M#NE mayhbe used beyond age 5 years. Because TETRAMUNE contains pediatric DTP vaccine, it is not recommended for use

ond the seventh birth

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

3. BEFORE THE INJECTION OF ANY BIOLOGICAL, THE HEALTH CARE PROVIDER SHOULD TAKE ALL PRECAUTIONS KNOWN FOR THE
PREVENTION OF ALLERG(C OR ANY OTHER SIDE REACTIONS. This should include: a review of the patient’s history regarding possibie
sensitivity, the ready availability of epinephrine 1:1000 and other appropriate agents used for control of immediate aliergic reactions; and a
knowledge of the recent iiterature pertaining fo use of the biological concerned, including the nature of side effects and adverse reactions
that may follow its use.

4. Chitdren with impaired immune responsiveness, whether due to the use of immunosuppressive therapy {including irradiation, cortico-
steroids, antimetaboiites, alkylating agents, and cytotoxic agents). a genetic defect, human immunodeficiency virus (HIV) infection, or
other causes, may have reduced antibody response to active immunization procedures. Deferral of administration of vaceine may be
considered in individuals receiving mmunosu;;fresswe therapy. Other groups should receive this vaccine according to the usual recom-
mended schedule. (See DRUG INTERACTI

5. This product is not contraindicated based on the IEsence o of human immunodeficiency virus infection

6. Since this product isa ining an adjuvan!, shake vigorausly to oblaina uniform suspension prior to withdrawing each dose
from the multiple dose vial.

7. A separate sterile Syringe and needie or a sterite disposable unit should be used for each individual patient to prevent transmission of
infectious agents from one person to another, Needies should be dispased of properly and should not be recapped.

8. Special care should be taken to prevent injection into a blood vesset.

National Childhood Vaceine Injury Act: This Act requires that the manutacturer and lot number of the vaccine administered be recorded

by the heaith care provider in the vaccine recipient's penmanent medical record (or in a permanent office log or file), along with the date of

administration of the vaccing and the name, address, and title of the person administering the vaccine.

The Act further requires the health care provider to report to the Secretary of the Department of Heatth and Human Services through the
Vaccing Adverse Event Reporting System (VAERS) the accurrence following immunization of any event set forth in the Vaccine Injury Table,
including: anaphylaxis or anaphylactic shock within 24 hours; encephalopathy or encephalitis within 7 days; shock-collapse or hypotonic-
hyporesponsive collapse within 7 days; residual seizure disarder; any acute complication or sequelae {including death) of above events, or
any event that would contraindicate further doses of vaccine, according to the package insert for TETRAMUNE.

Diphtherla and Tetanus Toxoids and Pertussis Vaccine / and b Conj Vaccine
{Diphtheria CRM1g7 Protein Conjugate) TETRAMUNE ™

The US Department of Health and Human Services has established VAERS to accept all reports of suspected adverse events atter the
administration of any vaccine, including but not imited ta the reporting of events requised by the National Chitdhood Vaccine Injury Act of
1986. The VAERS toll-free number for VAERS forms and information is 800-822-7967
Information for Patient: PRICR TO ABMINISTRATION OF TETRAMUNE, HEALTH CARE PERSONNEL SHOULD INFORM THE PARENT,
GUARDIAN, OR OTHER RESPONSIBLE ADULT OF THE RECOMMENDED IMMUNIZATION SCHEDLLE FOR PROTECTION AGAINST DIPH-
THERIA, TETANUS, PERTUSSIS, AND HAEMOPHILUS b DISEASE AND THE BENEFITS AND RiSKS TO THE CHILD RECEIVING THIS
VAGCINE. GUIDANCE SHOULD BE PROVIDED ON MEASURES TO BE TAKEN SHOULD ADVERSE EVENTS OCCUR, SUCH AS ANTIPYRETIC
MEASURES FOR ELEVATED TEMPERATURES AND THE NEED TO REPORT ADVERSE EVENTS T0 THE HEALTH CARE PROVIDER. PARENTS
SHOULD BE PROVIDED WiTH VACCINE (NFORMATION PAMPHLETS AT THE TIME OF EACH VACCINATION, AS STATED IN THE NATIONAL
CHILDHOOD VACCINE INJURY ACT.

IMIATIENFI*ZEAAT%TJ?RE gROVIDER SHOULD INFORM THE PATIENT, PARENT, OR GUARDIAN OF THE IMPORTANCE OF COMPLETING THE
CA'I?EHPEH,BTVS PARENTS, OR GUARDIANS SHOULD BE INSTRUCTED TO REPGRT ANY SERIOUS ADVERSE REACTIONS TO THEIR HEALTH
Drug Imracﬁonsz Children receiving immunasuppressive therapy may have a reduced response to active immunization procedures

As with other intramuscular injections, TETRAMUNE should be given with caution to children on anticoagulant therapy.

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

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

Data are not yet available cancerning adverse reactions that may accur when TETRAMUNE is given simufianeausly with Oral Poliovirus
Vaccine {OPV), Measles-Mumps-Rubella (MMR) or Hepatitis B (HB) vacrine at separate sites. Also, data are not available concerning the
effects on immune response of OPY, MMR or HB vaccine when TETRAMUNE is given simultaneously. ‘Clinical sucies with TETRAMUNE did
however altow for the administration of OPV according to the routine immunization schedule for OPV.
Carcinogenesis, Mutagenesis, Impairment of Fertility: TETRAMUNE has not been evaluated for its carcinogenic, mutagenic poten-
tial or for impairment of fertility.
Pregnaney: Pregnancy Category C: Animal reproduction studies have not been canducted with TETRAMUNE. This product is not recom-
mended for use in individuals 7 years of age or older.
Pediatric Use: The safety and effectiveness of TETRAMUNE in chiidren below the age of 6 weeks have not been established.

For immunization of chlldren 7 years of age or older, Tetanus and Diphtheria Toxoids Adsorbed for Adult Use (Td) is recommended. If

tth exists, Diphtheria and Tetanus Toxoids Adsorbed, for Pediatric Use (DT) shouid be substituted in

children who have not reached their seventh bumda

Full protection against the indicated diseases (teranus diphtheria, pertussis. and Haemophilus type b disease) is based on a full course of
immunization.

ADVERSE REACTIONS

The safety of TETRAMUNE has been evaluated in 6,733 children ai 2, 4, and 6 months of age or at 15 to 18 months of age in three separate
sites. The percent of doses administered associated with injection site reactions within 72 hours, or common systemic symptoms within
4 days, is summarized below:

% of Dases Assaciated with Symploms

Infants¢ Infants§ Toddlers
(542 doses) (7269 doses) (107 doses)
Local*
Erythema 34 19 40
Pain/Tenderness 21 30 65
Swelling 20 2 3
Warmth 16 - 35
Systemict
Fever =38.0°C 24 401 3
Ircitability {2 54 49
Drowsiness % - 9
Restless sleep - 28 -
Lass of appetite - 4 -
Vomiting 5 2 1
Diarrhea 9 1 10
Rash 3 - 0

* within 72 hours of immunization

1 within 4 days of immunization

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

§ data for this study all collected within 24 hours of immunization (percentages calculated from a range ol 726910 7500 doses) in the Kaiser
Permanente Safefy and Immunogenicity Study

1 perceived fever

Based on review of the Kaiser-Permanente Medical Care Program utilization data base of hospitalizations (within 60 days) and emergency
roomvisits (within 30 days of immunization) in 6,497 infants who received TETRAMUNE, the most common reasons for seeking care incluge:
trauma, viral iflness, and respiratory ilinesses (eg, upper respiratory infection, ofitis media, bronchitis/bronchiolitis, and pneumonia). One
child who received TETRAMUNE became transiently pale and tremulous without loss of responsiveness 4 hours after immunization and was
hospitalized with a diagnosis of seizure. No other hospital visits for seizure or hypotonic, hyparesponsive episodes were reported within
72 hours of immunization. These results were not different from those observed in 3,935 infants who received DTP and HbOC at separate
injection sites.

As with other 2luminum-containing vaccings, a nodule may occasionally be palpabie at the injection site for severa! weeks. Afthough rot
seen in studies with TETRAMUNE, sterile abscess formation or subcutaneous atrophy at the injection site may also occur.

The following significant adverse events have occurred following administration of DTP vaccines: persistent, inconsolable crying
=3 hours {1/100 doses), high-pitched, unusual crying (1/1000 doses), fever =40.5°C (105°F) {1/330 doses), transient shack-like {hypo-
tonic, hyporesponsive) episode {1/1750 doses), convuisians (1/1750 doses).

The ACIP states: “Although OTP may rarely produce symptoms that some have classified as acute encephalopathy, a causal refation
between DTP vaccine and permanent brain damage has not been demonstrated. If the vaccine ever causes brain damage, the occurrence of
such an event must be exceedingly rare. A similar conclusion has been reached by the Committee on Infectious Diseases of the American
Academy of Pediatrics, the Child Neurology Society, the Canadian National Advisory Committee on Immunization, the British Joint Commit-
lee on Vaccination and immunization, the British Pediatric Association, and the Institute of Medicine.”

The occurrence of sudden infant death syndrome (SIDS) has been reported foltowing administration of DTP However, a large case-control
study in the US revealed no causal relationship between receipt of DTP vaccine and SIDS. A recent study of 6497 infants in northern
California found no increase in the rate of SIDS amang TETRAMUNE recipients.

QOnset of infantile spasms has occurred in infants who have recently received DTP or DT. Analysis of data from the National Childhood
Encephalopathy Study on children with infantile spasms showed that receipt of preparations containing diphtheria, tetanus, and/or pertussis
antigens was not causally refated to infantile spasms. The incidence of onset of infantile spasms increases i 3 to 9 months of age, the time
period in which the second and third doses of DTP are generally given. Therefore, some cases of infantile spasms can be expected to be
related by chance alone fo recent receipt of vaccines containing DFP

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

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

Other events that have been reported following administration of vaccines containing diphtheria, tetanus, perlussis, or Haemophiftis b
antigens include: urticaria, erythema multitorme or ather rash, arthralgias, and, more rarely, a severe anaphylactic reaction (eg, urticaria with
swelling of the mouth, difficulty breathing, hypotension, or shock) and neuroiogical complications, such as convulsions, encephalopathy,
and various mono- and polyneuropathies, including Guillain-Barré syndrome. Permanent neuraiogical disability and death have also been
teported rarely in temporal refation to immunization atthough a causaf relationship has not been established.

DOSAGE AND ADMINISTRATION

For Intramuscular Use Only.
See DOSAGE AND ADMIIIISTHATION in full Prescribing Information for complete dosing and precautionary infarmation.

Manufactured by Distributed by
EDERLE LABORATORIES LEDERLE- PRAXIS BIOLOGICALS

ADivision of American Cyanamid Company A Division of American Cyanamid Company
Pearl River, NY 10965 Wayne, NJ 07470
and

PRAXIS BIOLOGICS, INC.
A Subsidiary of American Cyanamid Company
West Henietta, NY 14586
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BECAUSE YOUR
MIGRAINE PATIENTS
MAY NOT BE TELLING
YOU HOW THEY REALLY
FEEL ABOUT THEIR
CURRENT TREATMENT...

“I don’t want to bother
my doctor again ...

I'll just continue with my current treatment.”



IMORE OF YOUR PATIENTS MAY
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The most frequently reported adverse events
associated with IMiT%EX are injection-site reactions
59%), atypical sensations (e.g., tingling, warm/
not sensation) (42%), and dizziness/?feriigo (12%).
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 corondary
vasospasm. IMITREX is contraindicated in patients

with uncontrolled hypertension because it can give
rise to increases in blood pressure (usually small).
IMITREX should be used during pregnancy only if
the potential benefit justifies the potential risk to the
fetus. (Please see Precautions.) IMITREX should not
be administered to patients with basilar or
hemiplegic migraine.

Reference: 1. Cody RK, Wendt JK, Kirchner JR, Sargent JD, Rothrock JF,

Ska /?5 H Jr. Treatment of acute migraine with subcutaneous sumatriptan.
=]

JA une 1991;265:2831-283



BENEFIT FROM IMITREX

Because it Because it is

A MIGRAINE RELIEF
SONETRNATED P che

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



. 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® Injection product labeling.
INDICATIONS AND USAGE: Imitrex® injection is indicated for the
acute treatment of migraine attacks with or without aura.

imitrex Injection is not for use in the management of hemiplegic or
basilar migraine (see WARNINGS).

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

For similar reasons, Imitrex Injectien should not be given
subcutaneously to patients with ischemic heart disease (angina
pectoris, histary 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 shouid not
receive Imitrex Injection. Because Imitrex Injection can give rise to
ingreases in blood pressure (usvally small), it should not be given to
patients with uncontrolled hyperension.

imitrex Injection should net be used concomitantly with
ergotamine-containing preparations.

Imitrex Injection is contraindicated in patients with hypersensitivity
to sumatriptan.

WARNINGS: Imitrex® Injection should not be administered to patients
with basilar or hemiplegic migraine.

Cardiac Events/Coronary Constriction: Serious coronary events
following imitrex Injection can occur but are extremely rare;
nonetheless, consideration should be given to administering the first
dose of Imitrex Injection in the physician’s office to patients in whom
unrecognized caronary disease is comparatively likely (postmenopausal
women; males over 40; patients with risk factors for CAD, such as
hypertension, hypercholesterolemia, obesity, diabetes, smokers, and
strong family history). if symptoms consistent with angina eccur,
electrocardiographic (ECG) evaluation should be carried out to look
for ischemic changes.

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

There have been rare reports from countries in which Imitrex
Injection has been marketed of serious and/or life-threatening
arrhythmias, including atrial fibrillation, ventricular fibrillation,
ventricular tachycardia; myocardial infarction; and marked ischemic ST
elgvations 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 cnly rarely been associated with ischemic ECG changes.

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

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

As with other acute mlgralne theraples be(ore treatmg headaches in
patients not previously das and in S
who present with atypical symptoms, care should be taken to exclude
other potentially serious neurological conditions. There have been rare
reports where patients received sumatriptan for severe headaches that
were subsequently shown to have been secondary to an evolving
neurological lesion (cerebrovascular accident, subarachnoid
hemorrhage). In this regard, it should be noted that migraineurs may
be at increased risk of certain cerebrovascular events (e.g.,
cerebrovascuiar accident, transient ischemic attack).

Although written instructions are supplied with the attoinjector,
patients who are advised ta selt-administer Imitrex Injection in
medically unsupervised situations should receive instruction on the
proper use of the product from the physician or other suitably
qualitied health care professional prior to doing so for the first time.
Information for Patients: See PATIENT INFORMATION at the end of
the product package insert for the text of the separate leaflet provided
for patients.

Lahoratory Tests: No specific laboratory tests are recommended for
monitoring patients prior to and/or after treatment with Imitrex Injection.
Drug Interactions: There is no evidence that concomitant use of
mlgrame prophylactic medications has any effect on the efficacy or

d effects of st . In two Phase Il trials in the US, a
retrospective analysis of 282 patlents 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 prophyiactic
medications were used. There were also no differences in overall
adverse event rates between the two groups.

Ergot-containing drugs have been reparted 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/taboratory Test Interactions: Imitrex Injection is not known to
interfere with commonly 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 low dose from
approximately twice the peak concentration of the drug after the
recommended human subcutaneous dose of 6 mg to more than 100
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times this concentration at the high dose. There was no evidence of an
increase in tumors considered to be refated 1o sumatriptan administration.

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

A Segment | rat fertility study by the subcutaneous route has shown

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

In assessing this information, the following 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-foid
higher than the range cbserved 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
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 abnormalities is not known.

In @ 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 I1 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 Injection in the
elderly is similar to that seen in younger adults. No unusual adverse,
age-related phenomena have been identified in patients over the age of
60 who participated in clinical trials with Imitrex Injection.

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

There have been rare reports from countries in which Imitrex®
Injection has been marketed ot serious and/or life-threatening
arrhythmias, including atrial fibrillation, ventricular fibrillation, ventricular

hycardia; myocardial inf ; and marked ischemic ST elevations
associated with Imitrex Injection (see WARNINGS). More often, there
has been chest discomfort that appeared to represent angina pectoris.

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

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

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

Percent of Patients Reporting
Imitrex Injection
6mg SC Piacebo
Adverse Event Type n=547 n=370
Atypical sensations 420 9.2
Tingling 135 30
Warm/hot sensation 108 35
Burning sensation 75 03
Feeling of heaviness 73 11
Pressure sensation 71 16
Feeling of tightness 5.1 03
Numbness 46 22
Feeling strange 2.2 03
Tight feeling in head 22 03
Cold sensation 11 0.5
Cardiovascular
Hushing 6.6 24
Chest discomfort 45 14
Tightness in chest 27 05
Pressure in chest 18 03
Printed in USA

Percent of Patients Reporting
Imitrex Injection
6 mg 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 08

Dysphagia 11 0.0
Injection site reaction 58.7 238
Miscellaneous

Jaw discomfort 18 0.0
Mouth and teeth

Discomfort of mouth/tongue 49 46
Musculoskeletal

Weakness 49 03

Neck painy/stiffness 48 05

Myalgia 1.8 05

Muscle cramp(s) 11 0.0
Neurological

Dizziness/vertigo 11.9 43

Orowsiness/sedation 2.7 22

Headache 22 03

Anxiety 1.1 0.5

Malaise/fatigue 1.1 0.8
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: (n 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
ferminology 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—B 218) exposed to

us Imitrex Injection. Given their imprecision, frequencies
tor specific adverse event occurrences are defined as follows:
“infrequent” indicates a frequency estimated as falling between 1/1,000
and 1/100; “rare,” a frequency less than 1/1,000.

Cardiovascular: Infrequent were hypertension, hypotension,
bradycardia, tachycardia, palpitations, pulsating sensations, various
transient ECG changes (nonspecific ST or T wave changes,
prolongation of PR or QTc intervals, sinus arrhythmia, nonsustained
ventricular premature beats, isolated junctional ectopic beats, atrial
ectopic beats, delayed activation of the right ventricle), and syncope.
Rare were pallor, arrhythmia, abnormal pulse, vasodilatation, and
Raynaud's syndrome.

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

Eye: Infrequent was irritation of the eye.

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

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

Neurological: Infrequent were mental confusion, euphoria, agitation,
relaxation, chills, sensation of lightness, tremor, shivering, disturbances
of taste, prickling sensations, paresthesia, stinging sensations,
headaches, facial pain, photophobia, and lachrymation. Rare were
transient hemiplegia, hysteria, globus 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 tower respiratory tract, and hiccoughs.

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

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

Miscelianeous: Infrequent were miscelianeous laboratory
abnormalities, including minor disturbances in liver function tests,
“serotonin agonist effect,” and hypersensitivity o various agents. Rare
was fever.

Postmarketing Experience: Frequency and causality for sumatriptan
are not established for many of the following reports, which come from
worldwide postmarketing experience: Episodes of Prinzmetal’s angina,
myocardial infarction, acute renal failure, seizure, cerebrovascular
accident, dysphasia, subarachnoid hemorrhage, and archythmias (atrial
fibrillation, ventricular fibrillation, and ventricular tachycardia).
Hypersensitivity to Imitrex Injection has been reported, including
anaphylactoid reactions, rash, urticaria, pruritus, erythema, and
shortness of breath.

DRUG ABUSE AND DEPENDENCE: The abuse potential of Imitrex®
Injection cannot be fully delineated in advance of extensive marketing
experience. One clinical study enrolling 12 patients with a history of
substance abuse failed to induce subjective behavior and/or
physiologic response ordinarily associated with drugs that have an

established potential for abuse. CERfNﬂ’"

PHARMACEUTICALS

o00N 04 G AXO B
Research Trangle Park, NC 27709

October 1993 RL-070 SuC8

January 1994



Once-A-Day

30mg,60mg &90mg

Real Value for Real People
with Hypertension

L L ]
Real Therapeutic Value Real Economic Value
¢ The benefits of long-acting nifedipine therapy * Lower price (AWP) than Procardia XI* 30 mg,
for hypertension* 60 mg and 90 mg—potential 25% savingst*
Real Human Value
S *Not indicated for angina. Take on an empty stomach. Careful
* Convenient, well-tolerated therapy titration may be necessary when switching between Procardia XL*
- and Adalat* CC. Procardia XL is a registered trademark of
¢ Peripheral edema and headache were the Phzer Eabs Division. Phizer Toc.,
most common _dose—related ad‘{erse f.:\r_e'nts tCalculations based on suggested Average Wholesale Price (AWP).
reportet:l: HUShlng/’heat sensation, dizziness, Please see brief summary of Prescribing Information
and fatigue/asthenia were all reported at an on back of this page.
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Candidate Profile

Residence .. wore.COlUMbUS
Pretreatment BP ...166/96

Marital Status... .married

Health Ins $500 deductible,

no Rx plan

“Save as much as S111'a year?
I could replace the worn linoleum.”




30mg,60mg &90mg

BRIEF SUMI&R‘I’
CONSULT PACKAGE INSERT FOR FULL PRESCRIBING
INFORMATION

For Oral Use
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We've changed o 1al t
growing concerns.
Pediatricians like you are dealing with a broader range  the latest peer-reviewed » Primary source information
of patients than ever before. So we’ve completely more quickly and efficiently than ever before.
redone AJDC. Its new name is Archives of Pediatrics & Check out the new Archives of Pediatrics &
Adolescent Medicine and it covers the entire range of Adolescent Medicine. I’s the
pediatrics today — from the cradle all the way to college.  with your growing concerns.
It has a highly respected new editor, Catherine

DeAngelis, MD of Johns Hopkins University, and a American Medical Association
new, reader-friendly format, Which means you'll get  Physicians dedicated to the health of America
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(NAPROXEN) 500 mg tablets
Brief Summary:
Contraindications: Patients who have had allergic reactions to
NAPROSYN, ANAPROX or ANAPROX DS or in whom aspirin or
other NSAIDs induce the syndrome of asthma, rhinitis, and nasal
poIKps Because anaphylactic reactions usually occur in patients
with a history of such reactions, question patients for asthma,
nasal polyps, urticaria, and hﬁpotension associated with NSAIDs
before starting therapy. If such symptoms occur, discontinue the
drug. Warnings: Serious Gl foxicity such as bleeding, ulceration,
and perforation can occur at a“ﬁ time, with or without warning
symptoms, in patients treated chronically with NSAIDs. Remain
alert for ulceration and bleeding in such patients even in the
absence of previous Gl tract symptoms. In clinical trials, symp-
tomatic upper Gl ulcers, gross bleeding or perforation appear to
occur in agoroximately 1% of patients treated for 3-6 months, and
in about 2-4% of patients treated for one year Inform patients
about the signs and/or symptoms of serious Gl toxicity and what
steps to take if they occur. Studies have not identified any subset
of patients not at risk of developing peptic uiceration and bleeding.
Except for a priar history of serious Gl events and other ris]
factors known to be associated with peptic ulcer disease, such as
alcoholism, smoking, etc., no risk factors (e.g.. age, sex) have
been associated with increased risk. Elderly or debilitated patients
seem to tolerate uiceration or bleeding less wel} than others and
most spontaneous reports of fatal Gl events are in this population.
In considering the use of relatively large doses éwithin the recom-
mended dosage range), sufficient benefit should be anticipated to
offset the potential increased risk of Gl toxicity. Precautions: DO
NOT GIVE NAPROSYN® (NAPROXEN) CONCOMITANTLY WITH
ANAPROX® (NAPROXEN SODIUM) OR ANAPROX® DS
XNAPROXEN SO0IUM) SINGE THEY BOTH CIRCULATE IN PLASMA
S THE NAPROXEN ANION. Acute interstitiat nephritis with hema-
turia, proteinuria, and nephrotic sy has been reported.
Patients with impaired renal function, heart failure, liver dysfunc-
tion, patients taking diuretics, and the elderly are at greater risk of
overt renal decompensation. If this occurs, discontinue the drug.
Use with caution and monitor serum creatinine and/or creatinine
clearance in patients with significantly impaired renal function.
Use caution in patients with baseline creatinine clearance less
than 20 mL/minute. Use the lowest effective dose in the elder%ur
in patients with chronic aicoholic liver disease or circhosis. With
NSAIDs, bordertine elevations of liver tests may occur in up to
15% of patients. They ma¥' progress, remain unchanged, or be
transient with continued therapy. Elevations of SGPT or SGOT
occurred in controlled clinical trials in less than 1% of patients.
Severe hepatic reactions, includir? jaundice and fatal hepatitis,
have been reported rarely. If liver disease develops or if systemic
i ions occur {e.g., €osi ilia or rash), di inue ther-
apy. If steroid dosage is reduced or eliminated during therapy, do
s0 slowly and abserve patients closely for adverse effects, includ-
ing adrenal insufficiency and exacerbation of arthritis symptoms.
Determine hemoglobin values periodically for patients with initial
values of 10 grams or less who receive long-term therapy. Periph-
eral edema has been reported. Therefore, use with caution in
patients with fluid retention, hyperiension or heart failure. The
drug's antipyretic and anti-inflammatory activities may reduce
fever and inflammation, dimirishing their diagnostic value. Con-
duct ophthaimic studies if any change or disturbance in vision
occurs. For patients with restricted sodium intake, note that the
suspension contains 8 mg/mL of sodium. Information for
Patients: Side effects of NSAIDs can cause discomfort and, rarely,
there are more serious side effects, such as Gl bieeding, whic
may result in hospitalization and even fatal outcomes. Physicians
may wish to discuss with patients the potential risks and likely
benefits of NSAID treatment, particularly when they are used for
less serious conditions where treatment without NSAIDs may be
an acceptable aiternative. Patients should use caution for activi-
ties requiring alertness if they experience drowsiness, dizziness,
vertigo or depression during therapy. Laboratory Tests: Because
serious Gl tract vlceration and bleeding can occur without warn-
ing symptoms, follow chronically treated ga(ients for signs and
symptoms of these and inform them of the importance of this
follow-up. Drug Interactions: Use caution when Siving concomi-
tantly with coumarin-type anticoagulants; a hydantoin, sulfon-
amide or sulfonylurea; furosemide; lithium; beta-blockers;
id; or . Drug/Laboratory Test
The drug may decrease platelet aggre7gauon and prolong bleeding
time or increase urinary values for 17-ketogenic steroids. Tempo-
rarity stop therapy for 72 hours before doing adrenal function
fests. The drug may interfere with urinary assays of SHIAA. Car-
cinogenesis: A 2-year rat study showed no evidence of carcino-
genicity. Pregnancy: Category B. Do not use during pn.a.gnancy
unless clearly needed. Avoid use during late pregnanﬁy, ursing
Mothers: Avoid use in nursing mothers. Pediatric Use: Single
doses of 25-5 mg/kg, with total daily dose not exceeding 15
mg/kg/day, are safe in children over 2 years of age. Adverse
Reactlons: In a study, Gl reactions were more frequent and severe
in rheumatoid arthritis patients on 1,500 mg/day than in those on
750 mg/day. In studies in children with juvenile arthritis, rash and
prolonged bleeding times were more frequent, Gl and CNS reac-
tions about the same, and other reactions less frequent than in
adults. Incidence Greater Than 1%; Probable Causal Relationship:
Gl: The most frequent complaints related to the Gl tract: constipa-
tion” heartburn” abdominal pain; nausea; dyspepsia, diarrhea,
stomatitis. CNS: headach i drowsi light-headed-
ness, vertigo. Dermatologic: itching (pruritus)” skin eruptions;
ecchymoses; sweating, purpura. Special Senses: tinnitus;' hear-
ing disturbances, visual disturbances. Cardiovascular; edema,”
dyspnea;” palpitations. General; thirst. Incidence Less Than 1%;
Probable Causal Refationship: Gl: abnermal liver function tests,
colitis, Gl bleeding and/or ﬁerloragion, hematemesis, jaundice,
melena, peptic ulceration with bleeding and/or perforation, vomit-
ing. Renal. glomerular nephritis, hematuria, hyperkalemia, inter-
stitial nephritis, nephrotic syndrome, renal disease, renaf failure,
renal papillary is. Hi logic: agranulocytosis, eosino-
philia, granulocytopenia, leukopenia, thrombocytopenia. CNS:
depression, dream abnormalities, inability to concentrate, insom-
nia, malaise, myalgia and muscle weakness. Dermatologic: alope-
cia, photosensitive dermatitis, skin rashes. Special Senses:
hearing impairment. Cardiovascular: ctggesth{e heart failure.
p y: hili itis. General: phylactoid
reactions, menstrual disorders, pyrexia (chills and fever). Causal
Relationship Unknown: Hematologic: aplastic anemia, hemolytic
anemia. CNS: aseptic meningitis, cognitive dysfunction. Dermato-
logic: epidermal necrolysis, erythema muitiferme, photosen-
sitivity reactions resembling porphyria cutanea tarda and
epidermolysis bullosa, Stevens-Johnson syndrome, urticaria. Gl
non-peptic Gl ul { Icerati i di lar:

stomatitis. C

vasculitis. General: I ic edema, hyperglycemia, hypo-
glycemi Sag: fg ave i heartburn, indiges-
tion, nausea, vomiting. A few patients have had seizures. Empty
stomach and use usual supportive measures. In animals 0.5 w
of activated charcoal reduced plasma levels of naproxen. Cautlon:
Federal faw prohibits dispensing without prescription. See pack-
age insert for full Prescribing Information.

*Incidence of reported reaction 3%-9%. _
Where unmarked, incidence less thqan 3%. gm
US. patent nos. 3,904,682, 3,998,966 and others.
©1991 Syntex Puerto Rico, inc. Rev.39 September 1990
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no place for
amateurs.

Serious allergies require serious care — the kind
that only wz%l-trained professionals can pro-
vide. But if we're goinghm knock-out allergies,
we need team work! That's where the Asthma
and Allergy Foundation of America can help.

We're dedicated to helping you help
your patients. We offer a toll-free patient infor-
mation number, a full range of educational
materials for adults and children and special
school and community programs. Plus, we can
put them in touch with our nationwide net-
work of chapters and support groups.

Let us help you win the fight! We've been
serving asthma and allergy sufterers for more
than 40 years. For more information about
our services or professional memberships, call
us today.

ASTHMA & ALLERGY

FOUNDATION OF AMERICA
1125 15th St. NW, Suite 502
Washington, DC 20005

1-800-7-ASTHMA

JAMA

The Journal of the Amerncan Medical Association

MEDICAL
ROUNDS

News you need from the
name you trust. Tune-in to
American Medical Television
every weekend for
JAMA Medical Rounds.

Join JAMA Editor
George Lundberg, MD
for a weekly hour of news
interviews and commentary
every Saturday and Sunday
on CNBC.

Learn about the
latest developments in medical
research, policy changes that
affect the way you practice
medicine, and the journal
articles that are
making headlines.
All of this and more,

every week on

JAMA Medical Rounds.

JAMA Medical Rounds.
Every Saturday and Sunday
morning, 10:30 am (ET).
Only on
American Medical Television

on CNBC. ’

For the CNBC channel
in your area,
call
800-SMART-TV.

American
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Mllorking
Continuously
24 Hours a Day...
Once a Day

SUPRAX maintains inhibitory
concentrations above MIC,,
for virtually 24 hours'*

SUPRAX
400 mg q24h

*MICy, values from Jones and Barry.? ‘ﬂ' ol 20 strains were B-lactamase producing.

Proven Clinical Efficacy

i T
C:ldBG:?nchltls 960/0
Improved: 29% (n=8,993)
In Pharyngitis/

Tonsillitis"” 990/0

Cured: 89% (n=300)

Improved: 10%
97%

cured/improved
(n=29)

} In Otitis Media"

*Although a useful guide, in vitro activity does not necessarily
correlate with clinical respor

"Due o indicated susceprible organisms.

ONCE-A-DAY

SUPRAX

TABLETS

COTTRTINC e i

Working 24 hours a day

Please see l‘rm! summary of Prescribing Inform mun on adjacent page for

For your pediatric patients




ONCE-A-DAY

SUPR

CEMIXIMNE onn o o

100 mg/5 mL

Working 24 hours a day

References: 1. Dataon file. Lederle Laboratories, Pearl River, NY. 2. Jones RN,
Barry AL. Antimicrobial activity, spectrum, and recommendations for disk
diffusion suscepribility testing of ceftiburen (7432-5; SCH 39720), a new orally
administered cephalosporin. Antimicrob Agents Chemother. 1988;32:1576-1582.
3. Stratton CW. Efficacy and safety of cefixime for the empiric therapy of acute
bronchitis and AECB. [Infections in Medicine. 1993;10(suppl B):11-15.

4. Rodriguez WJ, Khan W, Sait T, etal. Cefixime vs. cefaclor in the treatment of

acute otitis media in children: a randomized, comparative study. Pediatr Infect
Dis . 1993;12:70-74.

Briel Summary

SUPRAX®
Cefixime
Oral

Please see package insert for full Prescribing Information.
INDICATIONS AND USAGE

SUPRAX is indicated in the treatment of the following infections when caused by
microofganisms:
Uncomplicated Urinary Tract Infections caused by Esmencma coll and Proteus mirabilis
Dtitis Media caused by H, phil nosmandneummmm Moraxeila (Bran-
hamelia) catarrhalis, (most of which are mma& pasitive), and Sirepiococcus pyogenes.”
Note: For information on otitis media caused by Streptococcus pneumoniag, seé CLINICAL STUDIES section
Pharyngitis and Tonsillitis, caused by 5 pyogenes.
MNote: Penicilin is th i drug of choice in the of S pyog
Infections, mduﬁoqmwmmsm rheumatic faver. SUPRAX i ls@en-
erally effective in the eradication of S pyogenes from the nasopharym:
however, data establishing the efficacy of SUPRAX in the subsequent pre-
vention of rheumnatic fever are not available.
Acule Bronchitis and Acute Merhuiims of Chronic Bronchitis,

and H i (beta-lactamase positive and

bie strains of e

One 400 mg
I.lh[ufd.n

. caused by M
;runonhme twmrlms&- and nunoenrumnase producing strains),
ity studiess should be p to
atf ism and its y 1o SUPRAX; how-
ever, therapy may be started while awaiting the results of these studies.
Therapy should be adjusted, if necessary, once these results are known.
* Efficacy for this organism in this organ system was studied in fewer than
10 infections.
CLINICAL STUDIES
In chinical trials of ofitis media in nearly 400 children between the ages
of & months ta 10 years, S pneumoniae was isolated from 47% of the
patients, H influenzae from 34%, M (B) catarrhalis from 15%. and
S5 pyogenes from 4%
The overall response rate of S preumoniae to cefiime was approxi-
miatedy 10% lower and that of H influenzae or M (B) catarrhalis approxi-
mately 7% higher (12% i
organisms to the active control drugs.
In these studies, patients were randomized and treated with either cefixime at dose regimens of 4 mg/kg BID or
8 mg/kg QD, or with a standard antibiotic regimen. Sbety-nine percent 1o 70% of the patients in each group had resolution of
signs and symptoms of ofitis media when evaluated 2 to 4 weeks but persistent ettusion was found in 15%
ultmpmms Wmmnmndallfwwmplmnnlmﬁw 1?% n1pmremmnuwmmm 14% of patients
resistant i the control drug and
mmmwmmmmmumﬂmw By the 2- 1o 4-week folow-up, a total of
30%% fo 31% of patients had evidence of either treatment falure or recurrent disease.
Bactenological Outcome of Dtitis Media at 2 to 4 Weeks Posttherapy
Bassdun Repeat Middie Ear Fluid Culture or
from Clinical Outcome
Cefodme™
4 mghg BID
4870 (69%)

434 (M%)

rates of these

strains of H i/ P

Cefixime™ Controf®

8 mg/kg 0D drugs
1822 (82%) 82/100 (82%)
13417 (76%) 2334 (68%)

N2 (75%) 1=

Organism
Streptococcus pneumoniae
Haemophiius influenzae

beta-lactamase negative
Haemophilus influenzae
beta-lactamase positive
Moraxelia (Branhameli)
catarrhalis 26731 (B4%) 55
5 pyogenes 55 33
All Isolates 120/162 (74%) 4B/58 (81%)
™ Number eradicated/number isolated,
™ An additional 20 beta-lactamase positive strains of H infivenzae were isolated, but were excluded from this analysis
because they were resistant to the control antibiotic. in 19 of these, the clinical course could be assessed, and a favorable
outcome occurmed in 10. When these cases are included in the overall bacteriological evaluation of therapy with the
control drugs, 1401185 (76%) of pathogens were considered 1o be eradicated.
Tablets should not be substituted for suspension when treating otitis media.

722 (TT%)
1824 (75%)
67

130/156 (78%)

SUPRAX is contraindicated in pabents with known allergy to the cephalosponin group of antibiotics.

A~ W

SUPRAX*® cefixime

WARNINGS
BEFORE THERAPY WITH SUPRAX IS INSTITUTED, CAREFUL INQUIRY SHOULD BE MADE TO DETERMINE
'WHETHER THE PATIENT HAS HAD PREVIOUS HYPERSENSITIVITY REACTIONS TO CEPHALOSPORINS, PENICILLINS,
OR OTHER DRUGS. IF THIS PRODUCT IS TD BE GIVEN TO PENICILLIN-SENSITIVE PATIENTS, CAUTI!N SHOULD BE
EXERCISED BECAUSE CROSS HYPERSENSITIVITY AMONG BETA-LACTAM ANTIBIOTICS HAS BEEN CLEARLY DOCU-
MENTED AND MAY OCCUR IN UP TO 10% OF PATIENTS WITH A HISTORY OF PENICILLIN ALLERGY. IF AN ALLERGIC
REACTION TO SUPRAX OCCURS, DISCONTINUE THE DRUG. SERIOUS ACUTE HYPERSENSITIVITY REACTIONS MAY
REQUIRE TREATMENT WITH EPINEPHRINE AND OTHER EMERGENCY MEASURES, INCLUDING OXYGEN, INTRAVE-
NOUS FLUIDS, INTRAVENOUS ANTIHISTAMINES, CORTICOSTERDIDS, PRESSOR AMINES, AND AIRWAY MANAGE-
MENT, AS CLINICALLY INDICATED.
Mmmlster r.autnusly fo allergic patients
with broad: including SUPRAX, afters the normal flora of the colon and may permit
overgrowth of clostridia. Studies indicate that a toxin produced by Clostridium difficile is a primary cause of severe
antibiotic-associated darrhea including pseudomembranous colitis.
Pseudomembranous colitis has been reported with the use of SUPRAX and ather broad-sp
rnacrnl»d&s ¥ and therefore, it s nmmnanl 10 consider this mamnds in patients
Theain iation with the use of antibi itis may occur during
or afier armhuhc treatment and may range in severity from mild o Ildaqh:amm Miid cases of pmndnmnmnous
colitis usually respond to dreg discontinuation alone. In moderate to severe cases, should Inciude fluids,
electrolytes, and profein suuplemuﬂaim It the colitis does not improve after the drug has been asmnnnmo of ff the
, oral yean is the drug of choice for antibiot
byC difficife. Other causes of colitis should be excluded
PRECAUTIONS

General: Usa, especialty when prolonged, may resultin f resistant
therapy, take appropriate measures,

Carefully mommrnatmtsnndlama Adjust dosage of SUPRAX i patients with renal impairment and those undergoing
[ diabysis and (See DOSAGE AND ADMINISTRATION in package insert.)

Prescribe rautmszy |n panems with a history of gastrointestingl disease, particularty coitis.
drug i hawve been reporied to date.

Tui Interactions: A false-positive reaction for ketones in the uring may occur with 18sts using Nitroprus-
side but not with those using nitraterricyanide.

SUPRAX administration may result in a false-positive reaction for glucose in the unine using Clintest®, " * Benedict's
solution, or Fehiing's solution. Use glucose tests based on enzymatic glucose oxidase reactions (such as Clinistix®® * or
Tes-Tape®* "),

Afalse-positive direct Coombs test has been reported during treatment with other cephalosporin antibiotics; therefore, it
should be recognized that a positive Coombs test may be due to the drug.

Carcinogenesis, Mutagenesis, Impairment of Fertility: na Ifetime animal studies have been conducted to
evaluate carcinogenic potential, no mutagenic potential of SUPRAX was found in standard laboratory tests. In rats, repro-
ductive studies revealed no fertility impairment at doses up to 125 times the adult therapeutic dose.
\Usage in Pregnancy: Pregnancy Category B. F 10n studies have been performed in mice and rats at doses up to
400 times the human dose and naw.meaied o evidence of harm to the fetus due o SUPRAX. There are no adequate and
wedl-controlied studies in pregnant women, Because animal reproduction studies are not always predictive of human
response, this drug should be used during pregnancy only If clearly needed.

Labor and Delivery: SUPRAX has not been studed for use during kabor and delivery. Treatment should only be given if
clearly neaded.

Nursing Mothers: It is not known whether SUPRAX is excreted
dunng treatment with this drug

Pediatric UﬂSafwandaﬂedmnmnlwmunmuummmmSmmmmmmm

Theinci in pediatric patients recefving the
Wmmwmmmnlnmmmmmm
ADVERSE REACTIONS

Most adverse reactions observed in climcal triaks were of a mild and trangient nature, Five percent (5%) of patients in the
US trials discontinued therapy because of drug-related adverse reactions. The most commonly seen adverse reactions in
US trials of the tablet formulation were gastrointestinal events, which were reported in 30% of adult patients on either the
BID or the QD regimen. Clinically mikd gastrointestingl side effects occurred in 20% of all patients, moderate events
occurred in 9% of all patients, and severe adverse reactions occurred in 2% of all patients, Individual event rates included
diarrhea 16%, loosa or frequent stools 6%, abdominal pain 3%, nausea 7%, dyspepsia 3%, and flatulence 4%. The
incidence of gastrointestingl adverse reactions, |nc!ud4nq diarrhea and
loose stools, in pediatric patients receiving the suspension was compara-
bie to that seen in adult patients receiving tablets.

These symptoms usually responded to symptomatic therapy or ceased
when SUPRAX was discontinued.

Several patients developed severs diarrhea and/or documented
pseudomembranous colitis, and a few required hospitaization.

The following adverse reactions have been reported following the use
of SUPRAX. Incidence rates were less than 1 in 50 (less than 2%), except
as noted above for gastrointestinal events.

Gastrointestinal: Diarrhea, loose stools, abdominal pain, dyspepsia,
nausea, and vomiting. Several cases of documented pseudomembra-
nous colitis were identified during the studies. The anset of pseudomem-
branous colitis symptoms may occur during or after therapy.
Hypersensitivity Reactions: Skin rashes, urticaria, drug fever, and pruri-
tus. Erythema multiforme, Stevens-Johnson syndroms, and serum sick-
ness-like reactions have been
Hepatic: Transient elevations in SGPT, 'SGOT, and akaline phosphatase.
Renal: Transient elevations in BUN or creatinine.
Central Nervous System: Headaches or dizziness.
Hlmicmﬂmm ﬁansemmmmmmm leukope-
nia, and eosi time was seen raraly,
Other: Genital prumz.s mwns urm:l:asns

‘The following adverse reactions and altered laboratary tests have been
reported for cephalosporin-class antibiotics

Adverse Reactions: Allergic reactions including anaphylads, to L | dysfunc-
tion, taxic nephropathy, hepatic dysfunction including cholestasis, aplastic anemia, hermlyhcmurrla tmmrrraw and

colifis.

Several cephalosporins have been implicated in iggering saizures, particularly in patients with renal impairment when
muummmmwﬂ{mﬂﬂlﬁimmmm OVERDOSAGE). If seizures associated with drug
therapy ocour, drug. therapy if clinically indicated.

Abnormal Laboratory Tests: Positive direct Coombs test, elevated bifirubin, elevated LDH, pancytopenia, muwlla

agranulocyinsis
OVERDOSAGE

Gaslmhﬂuerrwhemmiud mhemnse mspeuﬂcmwu!smms Cefixime is not removed in significant quantities
from the by . Adverse reactions in small numbers of healthy adult volunteers
rew\musmuledasssunlu?uuiswmxuninmmﬁnmmenrmuaswnmmmmmmmmnnw
doses.

milk. Conssder disc

Oral Suspension

8 mg/kg/day

**Clinitest® and Cinistor® are registered trademarks of Ames Division, Miles Laboratories, Inc. Tes-Tape® is a registered
trademark of Eli Lilly and Company.
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American Medical Association

Physicians dedicated to the health of America

Think of Drug Evaluations (DE),
from the American Medical
Association [AMA), as an extra

strength prescription drug reference.

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

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

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

Choose the classic DE hardbound
edition (OP025592CX) for only
$75 for AMA members, $95 for
nonmembers. Or, stay mast current
and select the DE subscription ver- .
sion [NROOO117CX) with its quarterly
updates for $116.

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




Where to go next when you're ready
to make a career change.

Get help preparing your professional portfolio.
It's easier and quicker o apply for licensure and privi-
leges when you've assembled a portfolio of verified
credentials. To prepare your portfolio, call the American
Medical Association’s National Physician Credentials
Verification Service® (AMA/NCVS™) at 800 677-NCVS.

Call the AMA’s Physicians Career Resource.
Before you relocate, admit a partner, take a locum tenens
assignment or leave clinical medicine altogether, contact
the AMA’s Physicians Career Resource for a range of
practical, professional and private career services,
including:

Placement Service to see what career opportunities are
available to you on a permanent and locum tenens basis.
Recruiting Service to find a new permanent or locum
tenens physician for your medical staff.

For more information, call 800 955-3565.

Order guidebooks to explore your options.
The AMA publishes several excellent references and
guidebooks, written expressly for physicians:

US Medical Licensure Statistics and Current Licensure
Requirements (0P399093DQ) $45 AMA member, $70
nonmember.

Leaving the Bedside: The Search for a Nonclinical
Medical Career (0P392092DQ) $24.95 AMA member,
$29.95 nonmember.

A Guide to Locum Tenens Recruitment (0P392292DQ)
$15 AMA member, 520 nonmember.

To order, call 800 621-8335. Sales tax and
shipping/handling charges apply.

American Medical Association

Physicians dedicated to the health of America
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(NAPROXEN) 500 mg tablets

Brief Summary:

Contraindications: Patuenls who have had allergic reactions to
NAPROSYN, ANAPROX or PROX DS or in whom aspirin or

mhef NSAIDs induce (he syndvome of asthma, rhinitis, and nasal
Kps Because anaphylactic reactions usually occur in patients
with a history of such reactions, question panems for asthma,
nasal polyps, urticaria, and hypolension associated with NSAIDs
before starting lnerapy If such symptoms occur, discontinue the
drug. Warnings: Serious Gl toxicity such as bleeding, ulceration,
and perforation can occur at ang time, with or without warning
rmptom& in patients treated ¢ romcally with NSAIDs, Remain
for ulceration and bleeding in such patients even in the
absence of previous Gl tract symptoms. In clinical trials, symp-
tomatic upper Gl ulcers, gross bleeding or perforation ap,
oceur in agpfoxnmmly 1% of patients treated for 3-6 months, and
in about 2-4% of patients treated for one year. Inform patnems
about the signs and/or symptoms of serious Gl toxicity and what
steps to take if they occur. udles have not ndenllfled any subset
of patients not at risk of d g peptic
Except for a prior history of serious Gl events and other risk
factors known to be associated with peptic ulcer dlsease such as
alcoholism, smoking, etc.. no risk factors {e. 3 sex) have
been associated with increased risk. Elderly or ebdnated patients
seem to tolerate ulceration or bleeding less well than others and
maost spontaneous reports of fatal Gl events are in this population.
In considering the use of relatively large doses (within the recom-
mended dosage range), sufficient benent should be antlclpated 10
offset the potential increased risk of Gl toxici utions: DO
NOT GIVE IAPHOSVII" NAPROXEN} [eh] DMrTANTLY WITH

ANAPROX® (NA SODIUM) OR ANAPROX® DS
NAPROXEN SODIUM) SINCE THEY BOTH CIRCULATE IN PLASMA
THE NAPROXEN ANION. Acute interstitial nephritis with hema-
turia, protei and has been reported.
Patients with lmpalred renal function, heart failure, liver dysfunc-
tion, patients taking diuretics, and the elderly are at greater risk of
overt renal decompensation. Hf this occurs, discontinue the drug.
Use with caution and monitor serum creatinine and/or creatinine
clearance in patients with significantly impaired renal function.
Use caution in patients with baseline creatinine clearance less
than 20 mL/minute. Use the lowest effective dose in the elderly or
in patients with chronic aicoholic liver disease or cirrhosis. With
NSAIDs, borderline etevations of liver tests may occur in up to
15% of patients. They may progress, remain unchanged, or be
transient with continued therapy. Elevations of SGPT or SGOT
occusred in controlled clinical trials in less than 1% of patients.
Severe hepatic reactions, including jaundice and fatal hepatitis,
have been reported rarety. If tiver disease develops or if systemic
manifestations occur (e.g., eosinophilia or rash), discontinue ther-
apy. It steroid dosage is reduced or eliminated during therapy, do
0 slowly and observe patients closely for adverse eflects, includ-
ing adrenal insufficiency and exacerbation of arthritis symptoms.
Determine hemoglobin values periodically for patients with initial
values of 10 grams or less who receive long-term therapy. Periph-
eral edema has been reported. Therefore, use with caution in
patients with fluid retention, hypertension or heart failure. The
drug's antipyretic and anti-i lnflammalory activities may reduce
fever and inflammation, diminishing their diagnostic value. Con-
duct ophthalmic studies if any change or disturbance in vision
occurs. For patients with restricted sodium intake, note that the
nsion contains 8 mg/mL of sodium. Information for
Patlents: Side effects of NSAIDs can cause discomfort and, rarely,
there are more serious side effects, such as Gi bleeding, whicl
may result in hospitalization and even fatat outcomes. Physicians
may wish fo discuss with patients the potential risks and likely
benefits of NSAID treatment, particularly when they are used for
less serious conditions where treatment without NSAIDs may be
an acceptable alternative. Patients should use caution for activi-
ties requiring alertness if they experience drowsiness, dizziness,
vertigo or depression during therapy. Laboratory Tests: Because
serious Gl tract ulceration and bleeding can accur without warn-
ing symptoms, follow chrenically treated lﬂ:mnls for signs and
symptoms of these and inform them of importance of this
{ollow-up. Drug Interactions: Use caution when gmnq concomi-
unt‘!lv with coumarin-type anticoagulants; a hydantoin, sulfon-
amide or sultonylurea futosemlde lnhlum beta-blockers

The drug may decrsase nla(em agore)galmn and proln bleeding
time or increase urinary values for 17-ketogenic steroids. Tempa-
rarily stop tlwraoy for 72 hours befare doing advenal function
tests. Th ux may interfere with unmvy assays of SHIAA. Car-
elnumlt 2-year rat study showed no evidence of carcino-
genicity. Mn%c ry B. Do not use during pre: nancy
unless clearly nel Avoid use during late m?n:"% ursing
Mothers: Avoid use in nursing mothers. Pe Single
doses of 25-5 mg/kg, with total dally dose not exceeding 15
mu/ka ay, are s: in children over 2 years of age. Adverse
udy, Gl reactions were more frequent and severe
in rlwuma!ond anhrms patients on 1,500 mg/day than in those on
750 mg/day { In studies in children with juvenile arthsitis, rash and
prolonged bieeding times were more frequent, Gl and CNS reac-
tions about the same, and other reactions less frequent than in
adults. Incidence Greater Than 1%; Probable Causal elationship:
GI: The moslfrequent complaints related o the GI tract: constipa-
tion;” heartbura; abdominal pain; nausoa dyspepsna diarrhea,
stomalitis. CNS: * light-headed-
ness, vemgo Dermatologic: itching (prunms}' skin eruptions;
ecchymoses; sweating, purpura. Special Senses: tinnitus; hear-
ing lslurbances visual disturbances. Cardiovascular; edema;
&apmnoﬂs General: thirst. Incidence Less Than 1%
usal Relationship: GI: abnormal liver function testé,
colutls GI bleeding and/or perforation, hematemesis, jaundice,
melena, peptic ulceration with bleeding and/or penorallon vomit-

ing. Renal; glomerular hematuria inter-
stitial nephritis, nephrouc syndrome renal Bisease, renal fallure
renal papillary £0Sino-

philia, uranulncywpema Ieukopema thromnucytanema CNs:
depression, dream abnormalities, inability to concentrate, insom-
nia, malaise, myalgia and muscile weakness. Dermatolo?lc alope-
cia, photosensitive dermatitis, skin rashes. Special Senses:
heannq impairment. Camlovascular congestive heart 1a|Iure
Respiratory: itis. General: h
reactions, menstruaf dlsoﬂfers pyrexia (chills and fever). Causal
aplastic anemia, hemolytic
anemia. G'(S aseptic meningitis, cognitive Dermato-
logic: epldermal necrolysis, erythema multiforme, photosen-
sitivity reactions resembling porphyria cutanea tarda and
epidermolysis hullosa Stevens-Johnson syndrome, urticaria. G):
non-peptic Gl ive stomatitis. C

vasculitis. General: anosoneurmw edema, hypelulycemla hypo-
glycemia. fz heartburn, indiges-
tion, nausea, vormtmu A few patients have had seizures. Empty
stomach and use usual supportive measures. in animals 0.5 1/’(«
of activated charcoal reduced plasma levels of naproxen. Caul
Federal law prohibits dispensm,omlhou! prescription. See pack-
age insert for full Prescribing Information.

* Incidence of reported reaction 3%-9%. _
Where unmarked, incidence less than 3;‘. m
US. patent nos. 3904,682, 3998,966 and others.
©1991 Syntex Puerto Rico, Inc. Rev.39 September 1990




that. But

ot

-

naproxen,
other NSAIDs,
events are gastroin
NSAID therapy,
bleeding, ulceratio
occur. Rare hepati
have been reported.

in my practice. | se

\ ir'-.flr

gL
¥

Contraindic ypersensit

g tablets

n suspension 125 mg/SmlL

f full prescribing
n adjacent page.

0 Rico, Inc. NP94016

il st i e

i g | T ———

——————



