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ily physicians will play the central role in our country's
health care provision system and that ways need to be
found to ensure that enough patients will flow to other
specialists so as to maintain the financial status quo.

Maury J. Greenberg, MD, D-ABFP
Stony Brook, NY

1. Clowe JL. Welcome to the family. Arch Fam Med. 1992;1:23-24.

In reply
The study I described by the AMA Council on Long Range
Planning and Development in cooperation with the American
Academy of Family Physicians' identified factors that were

likely to influence the future of family practice. The study
findings were meant to be descriptive, not prescriptive. The
fact is, fewerfamily physicians are including obstetrics in their
practices, as the Council predicted and as was noted at the
Academy's annual meeting in San Diego, Calif (American
Medical News, November 16, 1992:45). Thirty years ago,
the majority of family physicians did some obstetrics; today
only 25% to 30% do. This is not to say what should happen,
merely what is happening. Liability issues have played a part,
as have life-style choices and availability of obstetric training.

My comments citing the importance of the family
physician as patient advocate and case manager were not
meant to "relegat[e] family physicians to the role of 'refer-
ralists.' " My point was just the opposite: that family phy-
sicians are uniquely trained and suited to provide broad-
based, cost-effective care to their patients, referring to
other specialists when medically appropriate. Physician
specialty may indeed have an impact on resource utiliza¬
tion, as has been suggested recently.2 The expertise of fam¬
ily physicians and others in primary care specialties is
likely to be a key ingredient in health care cost reform.

Dr Greenberg is certainly correct: the scope of family
practice is expanding. I hope this new ARCHIVES will contrib¬
ute to this expanding knowledge base by helping family phy¬
sicians keep abreast of emerging technologies, procedures, and
issues that affect their practice.

John L. Clowe, MD
Chicago, Ill

1. American Medical Association Council on Long Range Planning and Develop-
ment. The Future of Family Practice. Chicago, Ill: American Medical Associa-
tion; 1988.

2. Greenfield S, Nelson EC, Zubkoff M, et al. Variations in resource utilization
among medical specialties and systems of care: results from the Medical Out-
comes Study. JAMA. 1992;267:1624-1630.



(isosorbide mononitrate) 20 mg tablets

li you're looking for some good
reading, you've just found it. The
free Consumer Information
Catalog.
The Catalog lists about 200 federal
publications, many of them free.
They can help you eat right,
manage your money, stay
healthy, plan your child's
education, learn about federal
benefits and more.

So sharpen your pencil. Write for
the free Consumer Information
Catalog. And get reading worth
writing for.

Consumer Information Center
Department RW
Pueblo, Colorado 81009

A public service of this publication and
the Consumer Information Center of the U.S. General Services Administration.

BRIEF SUMMARY (FOR FULL PRESCRIBING INFORMATION AND PATIENT INFORMATION, SEE PACKAGE CIRCULAR.)
Indications and Usage tsmo is indicated tor prevention of angina pectoris due to coronary artery disease.
The onset of action is not rapid enough for it to be useful in aborting an acute anginal episode.
Clinical Pharmacology Isosorbide mononitrate is the major active metabolite of isosorbide dinitrate; most
of the clinical activity of the dinitrate comes from the mononitrate. Ismo is not subject to first-pass
metabolism in the liver and the absolute bioavailability of isosorbide mononitrate from Ismo tablets is nearly
100%. The rate of clearance of Ismo is the same in healthy young adults, in patients with various degrees of
renal, hepatic, or cardiac dysfunction, and in the elderly.
Several well-control led studies have demonstrated that active nitrates were indistinguishable from placebo
after 24 hours (or less) of continuous therapy due to the development of tolerance. Only after nitrates are
absent from the body for several hours is their antianginal efficacy restored.
The drug-free interval sufficient to avoid tolerance to isosorbide mononitrate is not completely defined. The
only regimen shown to avoid development of tolerance with isosorbide mononitrate involves two daily
doses of Ismo tablets given 7 hours apart, so there is a gap of 17 hours between the second dose of each day
and the first dose of the next day. Taking account of the relatively long half-life of isosorbide mononitrate this
result is consistent with those obtained for other organic nitrates.
The same twice-daily regimen of Ismo tablets successfully avoided significant rebound/withdrawal effects.
In studies of other nitrates, the incidence and magnitude of such phenomena appear to be highly dependent
upon the schedule of nitrate administration.
Contraindications Allergic reactions are extremely rare, but do occur. Ismo is contraindicated in patients
allergic to it
Warnings Because the effects of Ismo are difficult to terminate rapidly and have not been established in
patients with acute myocardial infarction {Ml) or congestive heart failure (CHF), this drug is not recom¬
mended in these patients. If Ismo is used in these patients, careful clinical or hemodynamic monitoring is
required to avoid the hazards of hypotension and tachycardia.
Precautions GENERAL Severe hypotension, particularly with upright posture, may occur with even small
doses. Therefore, use with caution in patients who may be volume depleted or who are already hypotensive.
Paradoxical bradycardia and increased angina pectoris may accompany Ismo-induced hypotension.
Nitrates may aggravate angina caused by hypertrophie cardiomyopathy.
INFORMATION FOR PATIENTS Tell patients they must carefully follow the prescribed dosing schedule (2
doses taken 7 hours apart) to maintain the antianginal effect (eg, take first dose on awakening and second
dose 7 hours later).
Daily headaches sometimes accompany treatment with nitrates, including Ismo, and are a marker of drug
activity. Patients with headaches should not alter their treatment schedule since loss of headache may be
associated with simultaneous loss of antianginal efficacy. Headaches may be treated with aspirin and/or
acetaminophen without affecting the antianginal activity of Ismo.
Light-headedness on standing, especially just after rising from a recumbent or seated position, may occur.
This may be more frequent in patients who have consumed alcohol.
DRUG INTERACTIONS Vasodilating effects of Ismo may be additive with those of other vasodilators,
especially alcohol
Marked symptomatic orthostatic hypotension has been reported when calcium channel blockers and
organic nitrates were used in combination. Dose adjustments of either class of agents may be necessary.
CARCINOGENESIS. MUTAGENESIS, AND IMPAIRMENT OF FERTILITY No carcinogenic effects were
observed in mice or rats exposed to oral Ismo, nor were adverse effects on rat fertility observed.
No mutagenic activity was seen in in vitro or in vivo assays.
PREGNANCY CATEGORY C Ismo has been shown to have embryocidal effects in rats and rabbits at doses at
least 70 times the maximum human dose. There are no adequate and well-controlled studies in pregnant
women. Use during pregnancy only if potential benefit justifies potential fetal risk.
NURSING MOTHERS Excretion in human milk is unknown Use caution if administered to a nursing woman.

PEDIATRIC USE Safety and effectiveness have not been established.
Adverse Reactions Frequency of Adverse Reactions (Discontinuations) * Occurring in >1% of Subjects

Patients

Dizziness
Nausea, Vomiting

6 Controlled U.S. Studies
20 mg

204 219
3% (0%) 38% (9%)
1% (0%) 5% (1%)

<1% (0%) 4% (3%)

92 Clinical Studies
(varied)
3344

19% (4.3%)
3% (0.2%)
2% (0.2%)

-Some individuals discontinued for multiple reasons
Fewer than 1% of patients reported each of the following (in many cases a causal relationship is uncertain):
Cardiovascular; angina pectoris, arrhythmias, atrial fibrillation, hypotension, palpitations, postural hypo¬
tension, premature ventricular contractions, supraventricular tachycardia, syncope. Dermatologie: pru¬
ritus, rash. Gastrointestinal; abdominal pain, diarrhea, dyspepsia, tenesmus, tooth disorder, vomiting.
Genitourinary; dysuria. impotence, urinary frequency. Miscellaneous; asthenia, blurred vision, cold
sweat, diplopia, edema, malaise, neck stiffness, rigors. Musculoskeletal; arthralgia. Neurologic; agita¬
tion, anxiety, confusion, dyscoordination, hypoesthesia, hypokinesia, increased appetite, insomnia, ner¬
vousness, nightmares. Respiratory; bronchitis, pneumonia, upper respiratory tract infection.
Rarely, ordinary doses of organic nitrates have caused methemoglobinemia in normal-seeming patients
(See Overdosage)
Overdosage The ill effects of overdosage are generally related to the ability of Ismo to induce vasodilation,
venous pooling, reduced cardiac output and hypotension. Symptoms may include increased intracraneal
pressure, with any or ail of persistent throbbing headache, confusion, and moderate fever: vertigo; palpita¬
tions: visual disturbances; nausea and vomiting (possibly with colic and even bloody diarrhea): syncope
(especially with upright posture); air hunger and dyspnea, later followed by reduced ventilatory effort;
diaphoresis, with the skin either flushed or cold and clammy; heart block and bradycardia; paralysis; coma;
seizures and death.
Serum levels have no role in managing overdose. The likely lethal dose in humans is unknown.
There is neither a specific antidote to Ismo overdose, nor data to suggest a means for accelerating its
elimination from the body; dialysis is ineffective. Hypotension associated with Ismo overdose results from
venodilatation and arterial hypovolemia; therefore, direct therapy toward an increase in central fluid vol¬
ume. Use of arterial vasoconstrictors (eg, epinephrine) is likely to do more harm than good. In patients with
renal disease or CHF, treatment of Ismo overdose may be difficult and require invasive monitoring.
Methemoglobinemia has occurred in patients receiving other organic nitrates, and probably could occur as
a side effect of Ismo. There are case reports of significant methemoglobinemia in association with moderate
overdoses of organic nitrates. None of the affected patients had been thought to be unusually susceptible.
Suspect the diagnosis in patients who exhibit signs of impaired oxygen delivery despite adequate cardiac
output and adequate arterial p02 Classically, methemoglobinemic blood is chocolate brown, without color
change on exposure to air. The treatment of choice for methemoglobinemia is méthylène blue. 1-2 mg/kg
intravenously.
DOSAGE AND ADMINISTRATION The recommended regimen of Ismo tablets is 20 mg (one tablet) twice
daily, with the two doses given 7 hours apart. For most patients, this can be accomplished by taking the first
dose on awakening and the second dose 7 hours later. This dosing regimen provides a daily nitrate-free
interval to avoid the development of refractory tolerance (see Clinical Pharmacology).
Wei I-controlled studies have shown that tolerance to Ismo tablets is avoided when using the twice daily
regimen in which the two doses are given 7 hours apart. This regimen has been shown to have antianginal
efficacy beginning 1 hour after the first dose and lasting at least 5 hours after the second dose. The duration
(if any) of antianginal activity beyond 12 hours has not been studied; large controlled studies with other
nitrates suggest that no dosing regimen should be expected to provide more than 12 hours of continuous
antianginal efficacy per day.
Dosage adjustments are not necessary in the elderly patients or in patients with altered renal or hepatic
function.
This Brief Summary is based upon the current Ismo direction circular. CI 4127-1, Issued January 10,1992.

WYETH-AYERST
LABORATORIESAH-DOBINS+R° W

60312P Ì1993, Wyeth-Ayerst Laboratories









Reference: 1. Jones PH. et al.   ce-daily pravastatin in patients with primary hypercholesterolemia: a dose-
response study Om Cardio/. 1991;14:146-151.

PRAVACHOL* (Pravastatin Sodium Tablets)
CONTfUfNOKJUlONS
Hypersensitivity to any component of this medication.

Active hver disease or unexplained, persistent elevations in bver (unction tests (see WARNINGS).
hegnancyand lactation. Atherosclerosis is a chronic process and discontinuation of lipid-lowering drugs during

pregnancy should have Woe impact on the outcome of long-term therapy of primary hypercholesterolemia. Cho¬
lesterol and other products of cholesterol biosynthesis are essential components for fetal aeveloprnent (including
synthesis of steiutds and eel membranes). Since HMG-CoA feductase inhibitors decrease cholesterol synthesis
and posstìy the synthesis of other bictogícaly active substances derived trom cholesterol, they may cause fetal
harm when administered to pregnant women. Therefore, HMG-CoA reductase inhibitors are contraindicated
during prey nancy and m nursing mothers. Pravastatin should be administered to women of childbeanng
age only when such patients are highly unlikely to conceive and have been informed of the potential
hazards. It the patient becomes pregnant while taking this class of drug, therapy should be discontinued and the
patient apprised of the potential hazard to the fetus.
WARNINGS
Liver Enzymes: HMG-CoA ieducíase inhibitors, like some other lod-lowering therapies, have been associated
with htochemtcal abnormalities of liver function. Increases of serum transaminase (ALT. AST) values to more than
3 times the upper limit of normal occurring on 2 or more (not necessarily sequential) occasions have been reported
in 1.3% of patients treated with pravastatin in the U.S. over an average period of 18 months. These abnormalities
were not associated with chotestasis and did not appear to be related to treatment duration. In those patients m

whom these abnormalities were believed to be related to pravastatin and who were discontinued from therapy, the
transammase levels usually fei stowty to pretreatment levels. These biochemical findings are usually asymptomatic
although worldwide experience indicates that anorexia, weakness, and/or abdominal pain may also be present in
rare patients.

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

Active liver disease or unexplained transaminase elevations are contraindications to the use of pravastatin (see
CONTRAINDICA! IONS). Caution should be exercised when pravastatin is administered topatients withahistoryof
hver disease or heavy alcohol ingestion (see CUNICAL PHARMACOLOGY: Pharmaœkinetics/Metabolism}. Such
patients should be closely monitored, started at the lower end of the recommended dosing range, and titrated to
the desired therapeutic effect.
Skeletal Muscle: Rhabdomyolysis with renal dysfunction secondary to myoglobinuria has been re¬

ported with pravastatin and other drugs in this class. Uncomplicated myalgia has also been reported in
pravastatin treated patients (bee ADVERSE FOCTIONSL Myopathy. defined as muscle aching or muscle weak¬
ness m conjunction with increases in creatine phosphokinase (CPK) values to greater than 10 times the upper limit
of normal was reported to be posstíy due to pravastaUn in only one patient in clinical trials (<0.1%). Myopathy
should be consideied in any patient with diffuse myalgias, muscle tenderness or weakness, and/or marked
elevation of CPK. Patients should be advised to report promptly unexplained muscle pain, tenderness or weak¬
ness, particularly it accompanied by malaise or fever. Pravastatin therapy should be discontinued if mark¬
edly elevated CPK levels occur or myopathy is diagnosed or suspected. Pravastatin therapy should
also be temporarily withheld in any patient experiencing an acute or serious condition predisposing to
the development of renal failure secondary to rhabdomyolysis, eg., sepsis; hypotension; major sur¬
gery; trauma; severe metabolic, endocrine, or electrolyte disorders; or uncontrolled epilepsy.

The risk of myopathy during treatment with lovastatin is Hxxeased if therapy with either cyctosporine, gem¬
fibrozil. erythion.ycin. or niacin is administered conçut  wit ly There is no experience with the use of pravastatin
together with cyctosporine. Myopathy has not been observed in clinical trials involving small numbers of patients
who were treated with pravastatin together with niacui. One trial of limited size involving combined therapy with
pravastatin and gemfibrozil showed a trend toward noe frequent CPK elevations and patient withdrawals due to
musculoskeletal symptoms m the group receiving combined treatment as compared with the groups receiving
placebo. gemfiDiozit, or pravastatin monotneiapy. Myopathy was not reported in this trial (see PRECAUTIONS:
Drug Interactions). One patient developed myopathy when clofibrate was added to a previously well tolerated
regimen of pra^dstatin; the myopathy resolved when dottorate therapy was stopped and pravastatin treatment
continued. The use of fibrates alone may occasionally be associated with myopathy. The combined use

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

Homoiygous Famàai Hypercholesterolemia. Pravastatin has not been evaluated in patients with rare homo-
zygous ta;ii*al rtypercrxiestetolemia. In this group ot patients, it has been reported that HMG-CoA reductase

.;- : fcoS effective because the patients lack functional LDL receptors.
RenalInsufêae )cy. A single 20 mg oral dose of pravastatin was administered to 24 patients with varying degrees

Di ranal impawn nt (as deteirrwied by creatinine cleaia/ice). No effect was observed on the pharmacokinetics of
pravastatin or its ¿u-hydroxy isomerie metabolrte (SQ 31.906). A smal increase was seen in mean AUC values and
ha!f -Me (t V2( to; ttie itiactive enzymatic ring hyoroxylation metabolite (SQ 31.945). Given this small sample size, the
dosage aomtheteri d. arx3 the degree of irxJrvtdual variability, patients with renal impairment who are receiving
pravastabn should be closely monitored.
Information for Patients: Patients should be advised to report promptly unexplained muscle pain, tenderness or

-

,,l pditicularty if accompanied by malaise ot lever.
Drug interactions: Immunosuppressive Drugs, GemfìbrozH, Niacin (Nicotine Add), Erythmmydn: See WARN¬
INGS: Skeletal Muscle.

Antipyrme: Clearance by the cytochiome P450 system was unaltered by concomitant administration of prav¬
astatin. Snce pravastatin dues not appear to induce hepatic drug-metabolizing enzymes, it is not expected that
ar?y significant irteraclron of pravastatin with other drugs (e.g.. phenytoin, qumidine) metabolized by the cyto¬
chiome P450 system will occur.

Chdestyramtrie/Coiesiipol: Conuxnitant administration resulted hi an approximately 40 to 50% decrease in the
mean AUC of  ; jvastatin However, when pravastatin was administered 1 hour before or 4 hours after chotes-
tyiaiii'^e or 1 heur before colestipol and a standard meal, there was no clinically significant decrease in bio-
avaiabiity or tnerapeuuc effect! (See DOSAGE AND ADMINISTRATION: Corxxxnitant Therapy.)

ìAfàrtarr. In a study involving 10 healthy male subjects given pravastatin and warfarin concomitantiy for 6 days,
bioavadabiliiy parameters at steady state for pravastatin (parent compound} were not altered Pravastatin did not
aller the plasma protein-bindirtg of warfarin. Corxxxnitant downg did increase the AUC and Cmax of warfarin but
did not produce any changes in its anticoagulant action (i.e., no increase was seen in mean prothrombin urne after
6 days of concomitant therapy). However, bleeding and extreme prolongation of prothrombin time has been
reported with another drug m this class. Patients receiving warfarin-type anticoagulants should have their pro¬
thrombin times closely monitored when pravastatin is initiated or the dosage of pravastatin is changed.

Crmeuolne The AÚCo_]í!ftt for pravastatin when given with cimetidine was not signrficantly diflerent from the
AUC tor pravasiatm when given atone. A significant différence was observed between the AUC's for pravastatin
when given with ameüdine compared to when administered with antacid.

Dtgoxn: In a crossover trial involving 18 healthy male subjects given pravastatin and digoxin concurrently for
9 days, the bioavailability parameters of digoxin were not affected. The AUC of pravastatin tended to increase, but
the overall boawnlability of pravastatin plus its metabolites SO 31,906 and SQ 31.945 was not altered.

Gemfibtczil: In a crossover study  20 healthy male volunteers given concomitant single doses of pravastatin
and gerntorozil. there was a significant decrease m urinar y excretion and protein binding of pravastatin. In addition,
there was a significant increase in AUC, Cmax, and Tmax lor the piavastatin metabolite SQ 31,906. Combination
therapy with pravastatin and gemfibrozil is generally not recommerxted.

In interaction studies with aspirin, antacids J1 hour pro to PI:tAVACHOL (pravastatin sodium)), cimetidine,
neotne aad, or probucol, no statistically significant differences in bioavailability were seen when PRAVACHOL
was administered.

Other Drugs: During clintcal trials, no noticeable drug mteractois were reported when PRAVACHOL was added
to diu'C'tiCS, antinypertensives. dotal«, convertrtg-eiizyme inhibitors, calcium channel blockers, beta-btockers,
or nit/ûOtyce:.'1
Endocrine Function: HMG-CoA reductase inhibitors interfere with cholesterol synthesis and lower circulating
cholesterol levels and. as such, might theoretically blunt adtenal or gonadal steroid hormone production. Results of
ckmcal trials witn pravastatin m males and post-menopausal females were inconsistent with regard to possible
effects ot the arug on basal steroid hormone levels. In a study of 21 males, the mean testosterone response to
human chononic gonadotropiri was significantly reduced (p<0.004) after 16 weeks of treatment with 40 mg of
pravastatin. However, the percentage ot patients showing a ^50% rise in plasma testosterone after human
chorionic pxxiadotropiri stimulation did not change significantly after therapy in these patients. The effects of
HMG-CoA reductase inhibitors on spenriatogenesis and fertility have not been studied in adequate numbers of
patients. The effects, if any, of pravastatin on the pituitary-gonadal axis in pre-menopausal females are unknown.
Patients treated with pravastatin who display clinical evidence of endocrine dysfunction should be evaluated
appropriately. Caution should also be exercised if an HMG-CoA reductase inhibitor or other agent used to tower
cholesterol levels is administered to patients also receiving other drugs (e.g., ketoconazote. spironoiactone, cim¬
etidine} that mu/ diminish the levels or activity of steroid hormones.
CNS Toxicity: CNS vascular leso is. characterized by perivascular hernonhaye and edema and nvjnonuclear cell

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

A chemically similar drug m this class produced optic nerve oegeneration (Salterian degeneration of reti-
nogeniculate fibers) in clinicaNy normal dogs in a dose-dependent fashion starting at 60 mg/kg/day, a dose that
produced mean plasma drug levels about 30 times higher than the mean drug level m humans taking the highest
recommended dose (as measured by total enzyme inhibitory activity). This same drug ateo produced ves-
tibulocochtear WaHehan-like aegeneration and retinal ganglion cell chromatotysis in dogs treated for 14 weeks at
180 mg/kg/day. a dose wfuch resulted in a mean plasma drug level similar to that seen with the 60 mg/kg dose.
Carcinogenesis, Mutagenesis, Impairment of Fertility: In a 2-year study in rats fed pravastatin at doses of
10,30. or 100 mg/kg body weight, there was an increased incidence ofhepatocelular carcinomas in malesat the
highest dose (p<0.01). Although rats were given up to 125 times the human dose (HO) on a mg/kg body weight
basis, their serum drug levels were only 6 to 10 times higher than those measured in humans given 40 mg
pravastatin as measured by AUC.

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

A chemically similar drug in mis class was administered to mice for 72 weeks at 25,100, and 400 mg/kg body
weight, which resulted in mean serum drug levels approximateiy 3.15, and 33 times higher than the mean human
serum drug concentration (as total inhibitory activity) after a 40 mg oral dose. Liver cardnomas were significantly
increased in high-dose females and mid- and high-dose mates, with a maximum incidence of 90 percent in mates.
The incidence of actenomas of the liver was significantly increased in mid- and high-dose females. Drug treatment
also significantly increased the incidence of lung adenomas in mid- and high-dose males and females. Adenomas
of the eye Hardenan gland (a gland of the eye of rodents) were significantly higher in high-dose mice than in controls.

No evidence of mutagenicity was observed in vitro, with or without rat-liver metabolic activation, in the tollowing
studies: microbial mutagen tests, using mutant strains of Salmonella typhimurium or Escherichia cou; a forward
mutation assay in L5178Y TK + /

-

mouse lymphoma cells: a chromosomal aberration test in hamster eels; and a
gene conversion assay using SacxViararrtyees cerevrsiae. In addition, there was no evidence of rTxjtagenicrty in
either a dominant lethal test in mice or a micronucleus test in rnice.

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

Safety in pregnant women has not been established. Pravastatin was not teratogenic in rats at doses up to
1000 mg/kg dairy or in rabbits at doses of up to 50 mg/kg dairy. These doses resulted in 20x (rabbit) or 240x (rat)
the human exposure based on surface area (mg/meter2). However, in studies with another HMG-CoA rectuctase
inhibitor, skeletal malformations were observed in rats and mice. PfVMflCHOL (pravastatin sodium) should be
administered to women of chito-bearing potential only when such patients are highly unlikely to conceive and have
been informed of the potential hazards. If the woman becomes pregnant white taking PRAVACHOL, it should be
discontinued and the patient advised again as to the potential hazards to the fetus.
Nursing Mothers: A small amount of pravastatin is excreted in human breast milk. Because of the poten¬
tial for serious adverse reactions in nursing infants, women taking PRAVACHOL should not nurse (see
OONTRAINDCATIONS).
Pediatrie Use: Safety and effectiveness in individuals less than 18 years old have not been established. Hence,
treatment in patients less than 18 years old is not recommended at this time. (See ateo PRECALTTtONS: General.)
ADVERSE REACTIONS
Pravastatin is generally well tolerated; adverse reactions have usually been mild and transient. In 4-month long
placebo-controlled trials, 1.7% of pravastatin-treated patients and 1.2% of placebo-treated patients were discon¬
tinued from treatment because of adverse experiences attributed to study drug therapy; this difference was not
statistically significant. In long-term studies, the most common reasons for discontinuation were asymptomatic
serum transaminase increases and mild, non-specific i^astrointestìnal complaints. During clinical trials the overall
incidence of adverse events in the elderly was not different from the incidence observed in younger patients.
Adverse Clintcal Events: All adverse clinical events (regardless of attribution) reported in more than 2% of
pravastatin-treated patients in the placebo-controlled trials are identified in the table betow; abo shown are the
percentages of patients in whom these rnedtoal events were believed to be related or possibly related to the drug:

All Events % Events Attributed to Study Drug %

Body System/Event
Pravastatin Placebo

<N = 900) (N = 411)
Pravastatin
(N-900) (N = 411)

Cardiovascular
Cardiac Chest Pain

Dermatctogic
Rash

Gastrointestinal
Nausea/Vomiting
Diarrhea
Abdominal Pain
Constipation
Flatulence
Heartburn

General
Fatigue
Chest Pain
Influenza

Musculoskeletal
Localized Ram
Myalgia

Nervous System
Headache
Dizziness

Renal/Genitouru lar y
Urinary Abnormality

Respiratory
Common Cold
Rhmrtis
Cough_

4.0

4.0*

7.3
6.2
5.4
4.0
3.3
2.9

3.8
3.7
2.4*

10.0
2.7

6.2
3.3

7.0
4.0
2.6

7.1
5.6
6.9
7.1
3.6
1.9

3.4
1.9
0.7

9.0
1.0

3.9
3.2

6.3
4.1
1.7

2.9
2.0
2.0
2.4
2.7
2.0

1.9
0.3
0.0

1.4
0.6

1.7*
1.0

0.0
0.1
0.1

3.4
1.9
3.9
5.1
3.4
0.7

1.0
0.2
0.0

1.5
0.0

0.2
0.5

0.0
0.0
0.0

'Statistically significantly different from placebo.
The following effects have been reported with drugs in this class:
Skeletal: myopathy, rhatxtomyofysis.
Neurological: dysfunction of certain cranial nerves (including alteration of taste, impairrnent of extra-oeular

movement, facial paresis), tremor, vertigo, nnemory toss, paresthesia. peripheral neuropathy, peripheral nerve palsy.
Hypersensitivity Fractions: An apparent hypersensitrvity syndrome has been reported rarely which has included

one or more of the following features: anaphyiaxis, angioedema, lupus erythematous-like syndrome, potymyalgia
rheumatica, vasculitis. purpura, thrombocytopenia, leukopenia. hemolyttc anemia, positive ANA, ESR increase,
arthritis, arthralgia, urticaria, asthenia, photosensitivity, fever, chiHs, flushing, malaise, dyspnea, toxic epidermal
necrorysis, erythema multiforme, including Stevens-Johnson syndrome.

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

Reproductive: gynecomasua, toss of bbido, erectile dysfunction.
Eye: progression of cataracts (tens opacities), ophthalmoptegia.

Laboratory Test Abnormalities: Increases in serum transaminase (ALT. AST) values and CPK have been
observed (see WARNINGS).

Transient, asymptomatic eceinophia has been leported. Eosrxjphi counts usually returned to normal despite contin¬
ued therapy. Anemia, fhromboevtopenia, and leukopenia have been reported with other HMG-CoA feductase intirbitars.
Concomitant Therapy: Pravastatin has been administered concurrently with chotestyramine, colestipol. nico¬
tinic add. probucol and gemfibrozil. Preliminary data suggest that the addition of either probucol or gemfibrozil to
therapy with lovastatin or pravastatin is not associated with greater reduction in LDL-chotesterol than that
achieved with lovastatin or pravastatin alone. No adverse reactions unique to the combination or in adoption to
those previously reported for each drug alone have been reported. Myopathy and rharjdomyofysis (with or without
acute renal failure) have been reported when another HMG-CoA reductase inhibitor was used in combination with
immunosuppressive drugs, gemfibrozil. erythromycin, or lipid-towering doses of nicotinic aad. Concomitant ther¬
apy with HMG-CoA reductase inhibitors and tríese agents is generally not recommended. (See WARNINGS:
Skeletal Muscle and PRECAUTIONS: Drug Interactions.)
OVERDOSAGE
There have been no reports of overdoses with pravastatin.

Should an accidental overdose occur, treat symptomattoally and institute supportive measures as required.

© 1993 E. R. Sourbb & Sons. Inc.. Princeton, NJ ÜK-003 Issued: February 1993 ^P Bristol-Myers Squibb Company
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Brief Summary
SUPRAX« cefixime
Please see package insert for full Prescribing Information.
INDICATIONS AND USAGE

Otitis Media caused by Haemophilus influenzae (beta-lactamase positive and negative strains),
Moraxella (Branhamella) catarrhalis (most of which are beta-lactamase positive), and Streptococcus
pyogenes. '
Note: For information on otitis media caused by Streptococcus pneumoniae, see CLINICAL
STUDIES section.

Acute Bronchitis and Acute Exacerbations of Chronic Bronchitis caused by S pneumoniae
and H influenzae (beta-lactamase positive and negative strains).

Perform culture and susceptibility studies to determine causative organism and its susceptibility to
SUPRAX. Therapy may begin while waiting for study results and may be adjusted when results are
known.

Pharyngitis and Tonsillitis caused by S pyogenes.
Note: Penicillin is the usual drug of choice in the treatment ot S pyogenes infections, including the
prophylaxis of rheumatic fever SUPRAX is generally effective in the eradication of S pyogenes from
the nasopharynx: however, data establishing the efficacy of SUPRAX in the subsequent prevention of
rheumatic fever are not available.

Uncomplicated Urinary Tract Infections caused by Escherichia coli and Proteus mirabilis.
'Efficacy for this organism was studied in fewer than ten patients with otitis media.

CLINICAL STUDIES
In clinical trials of otitis media in nearly 400 children between the ages of 6 months and 10 years,

S pneumoniae was isolated from 47% of the patients, H influenzae from 34%,  catarrhalis from 15%,
and S pyogenes from 4%.

The overall response rate of S pneumoniae to cefixime was approximately 10% lower and that of
H influenzae or  catarrhalis approximately 7% higher (12% when beta-lactamase positive strains of
 influenzae are included) than the response rates of these 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. Sixty-nine to 70% of the patients in
each group had resolution of signs and symptoms of otitis media when evaluated 2 to 4 weeks
posttreatment, but persistent effusion was found in 15% of the patients. When evaluated at the
completion of therapy, 17% of patients receiving cefixime and 14% of patients receiving effective
comparative drugs (18% including those patients who had  influenzae resistant to the control drugand who received the control antibiotic) were considered to be treatment failures. By the 2- to 4-week
follow-up, a total of 30% to 31% of patients had evidence of either treatment failure or recurrent
disease.

Bacteriological Outcome of Otitis Media at 2- to 4-Weeks Posttherapy

_

Based on Repeat Middle Ear Fluid Culture or Extrapolation From Clinical Outcome
_Organism

Cefixime(a)
4 mg/kg bid

Cefixime(a)
8 mg/kg qd

Control(a)
drugs

Streptococcus pneumoniae
Haemophilus influenzae

beta-lactamase negative
Haemophilus influenzae

beta-lactamase positive
Moraxella (Branhamella)

catarrhalis
Streptococcus pyogenes

48/70 (69%) 18/22 (82%) 82/100 (82%)
24/34 (71%) 13/17 (76%) 23/34 (68%)
17/22 (77%) 9/12 (75%) 1/1(b)

(84%) 5/5 18/24 (75%)26/31
5/5

5/5
3/3

18/24
6/7

All Isolates 120/162 (74%) 48/59 (81%) 130/166 (78%)
(a) Number eradicated/number isolated.
(b) An additional 20 beta-lactamase positive strains of  influenzae 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 occurred in 10. When these cases are
included in the overall bacteriological evaluation of therapy with the control drugs, 140/185 (76%) of
pathogens were considered to be eradicated.

Tablets should not be substituted for suspension when treating otitis media.
CONTRAINDICATIONS

Known allergy to cephalosporins.
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
TO BE GIVEN TO PENICILLIN-SENSITIVE PATIENTS, CAUTION SHOULD BE EXERCISED
BECAUSE CROSS-HYPERSENSITIVITY AMONG BETA-LACTAM ANTIBIOTICS HAS BEEN
CLEARLY DOCUMENTED 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, INTRAVENOUS
FLUIDS, INTRAVENOUS ANTIHISTAMINES, CORTICOSTEROIDS, PRESSOR AMINES, AND
AIRWAY MANAGEMENT, AS CLINICALLY INDICATED.

Administer cautiously to allergic patients.
Treatment with broad-spectrum antibiotics alters 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 diarrhea including pseudomembranous colitis.
Pseudomembranous colitis has been reported with the use of SUPRAX and other broad-spectrum
antibiotics (including macrolides, semisynthetic penicillins, and cephalosporins). It is important to
consider this diagnosis in patients who develop diarrhea in association with antibiotic use.

SUPRAX* cefixime

Symptoms of pseudomembranous colitis may occur during or after antibiotic treatment and may rangein severity from mild to life threatening. Mild cases usually respond to drug discontinuation alone.
Moderate-to-severe cases should be managed with fluid, electrolyte, and protein supplementation.
When the colitis is not relieved by drug discontinuance, or when it is severe, oral vancomycin is the
drug of choice for antibiotic-associated pseudomembranous colitis produced by C difficile. Other
causes of colitis should be excluded.
PRECAUTIONS
General: Prolonged use may result in overgrowth of nonsusceptible organisms. If superinfection
occurs, take appropriate measures.

Carefully monitor patients on dialysis. Adjust dosage of SUPRAX in patients with renal impairment
and those undergoing continuous ambulatory peritoneal dialysis and hemodialysis. (See DOSAGE
AND ADMINISTRATION in package insert.)

Prescribe cautiously in patients with a history of gastrointestinal disease, particularly colitis.
Drug Interactions: No significant drug interactions have been reported to date.
Drug/Laboratory Test Interactions: A false-positive reaction for ketones in the urine may occur with
tests using nitroprusside but not with those using nitroferricyanide.

SUPRAX administration may result in a false-positive reaction for glucose in the urine usingClinitest®," Benedict's solution, or Fehling's solution. Use glucose tests based on enzymatic glucose
oxidase reactions (such as Clinistix®** or Tes-Tape·*").A false-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: Although no lifetime animal studies have
been conducted to evaluate carcinogenic potential, no mutagenic potential of SUPRAX was found in
standard laboratory tests. Reproductive studies revealed no fertility impairment in rats at doses up to
125 times the adult therapeutic dose.
Usage in Pregnancy: Pregnancy Category B: Reproduction studies have been performed in mice
and rats at doses up to 400 times the human dose and have revealed no evidence of harm to the fetus
due to SUPRAX.

There are no adequate and well-controlled 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 studied for use during labor and delivery. Treatment
should only be given if clearly needed.
Nursing Mothers: It is not known whether SUPRAX is excreted in human milk. Consider discontinuing
nursing temporarily during treatment with this drug.
Pediatrie Use: Safety and effectiveness of SUPRAX in children aged less than 6 months have not
been established.

The incidence of gastrointestinal adverse reactions, including diarrhea and loose stools, in pediatrie
patients receiving the suspension, was comparable to adult patients receiving tablets.
ADVERSE REACTIONS

Most adverse reactions observed in clinical trials were of a mild and transient nature. Less than four
percent (3.8%) of patients in the US trials discontinued therapy because of drug-related adverse
reactions. 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 mild
gastrointestinal 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%, loose or frequent stools 6%, abdominal pain 3%, nausea 7%, dyspepsia 3%, and
flatulence 3%. The incidence of gastrointestinal adverse reactions, including diarrhea and loose
stools, in pediatrie patients receiving the suspension was comparable to adult patients receiving
tablets.

Symptoms usually responded to symptomatic therapy or ceased when SUPRAX was discontinued.
Several patients developed severe diarrhea and/or documented pseudomembranous colitis, and a

few required hospitalization.
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 pseudomembranous colitis were identified during the studies. The onset of
pseudomembranous colitis symptoms may occur during or after therapy.
Hypersensitivity Reactions: Skin rashes, urticaria, drug fever, and pruritus. Erythema multiforme,
Stevens-Johnson syndrome, and serum sickness have been reported rarely.
Hepatic: Transient elevations in SGPT, SGOT, and alkaline phosphatase.
Renal: Transient elevations in BUN or creatinine.
Central Nervous System: Headaches 3%; dizziness.
Hemic and Lymphatic Systems: Transient thrombocytopenia, leukopenia. and eosinophilia.
Prolongation in prothrombin time was seen rarely.
Other: Genital pruritus, vaginitis, candidiasis.

The following adverse reactions and altered laboratory tests have been reported for
cephalosporin-class antibiotics:

Adverse Reactions: Allergic reactions including anaphylaxis, toxic epidermal necrolysis,
superinfection, renal dysfunction, toxic nephropathy, hepatic dysfunction, including cholestasis,
aplastic anemia, hemolytic anemia, hemorrhage.

Several cephalosporins have been implicated in triggering seizures, particularly in patients with
renal impairment when the dosage was not reduced (see DOSAGE AND ADMINISTRATION and
OVERDOSAGE). If seizures associated with drug therapy occur, discontinue drug. Administer
anticonvulsant therapy if clinically indicated.

Abnormal Laboratory Tests: Positive direct Coombs test, elevated bilirubin, elevated LDH,
pancytopenia, neutropenia, agranulocytosis.
OVERDOSAGE

Gastric lavage may be indicated; otherwise, no specific antidote exists. Cefixime is not removed in
significant quantities from the circulation by hemodialysis or peritoneal dialysis. Adverse reactions in
small numbers of healthy adult volunteers receiving single doses up to 2 g of SUPRAX did not differ
from the profile seen in patients treated at the recommended doses.
"Clinitest and Clinistix are registered trademarks of Ames Division, Miles Laboratories, Inc. Tes-Tape
is a registered trademark of Eli Lilly and Company.
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tmt I.V. INJECTION/TABLETSTCNOrVMIK (arenobl) 25, 50,100 mg tablets
TENORMIN" (atenolcl)25, 50,100 mg tablets

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

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

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

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

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

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

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

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

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

Additionally, caution should be used when TENORMIN I.V. Injection is administered concomitantly with such agents.
TENORMIN, like other beta blockers, is a competitive inhibitor of beta-receptor agonists and its effects on the heart can be reversed by

administration of such agents: eg, dobutamine or isoproterenol with caution (see section on OVERDOSAGE).
Diabetes and Hypoglycemia: TENORMIN should be used with caution m diabetic patients if a beta-blocking agent is required. Beta

blockers may mask tachycardia occurring with hypoglycemia, but other manifestations such as dizziness and sweating may not be
significantly affected. At recommended doses TENORMIN does not potentiate insulin-induced hypoglycemia and, unlike nonselective beta
blockers, does not delay recovery of blood glucose to normal levels.

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

Pregnancy and Fetal Injury: TENORMIN can cause fetal bann when administered to a pregnant woman. TENORMIN crosses the
placental barrier and appears in cord blood. No studies have been performed on the use of TENORMIN in the first trimester and the
possibility of fetal injury cannot be excluded. TENORMIN has been used under close supervision for the treatment of hypertension in the
third trimester. Administration of TENORMIN for longer periods to pregnant women in the management of mild to moderate hypertension
has been associated with Intrauterine growth retardation. If this drug is used during pregnancy, or if the patient becomes pregnant while
taking this drug, the patient should be apprised of the potential hazard to the fetus.

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

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

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

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

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

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

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

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

Carcinogenesis, Mutagenesis, Impairment ol Fertility. Two long-term (maximum dosing duration of 18 or 24 months) rat studies and
one long-term (maximum dosing duration of 18 months) mouse study, each employing dose levels as high as 300 mg/kg/day or 150 times
the maximum recommended human antihypertensive dose,' did not indicate a carcinogenic potential of atenolol. A third (24 month) rat
study, employing doses of 500 and 1.500 mg/kg/day (250 and 750 times the maximum recommended human antihypertensive dose*)
resulted in increased incidences of benign adrenal medullary tumors in males and females, mammary fibroadenomas in females, and
anterior pituitary adenomas and thyroid parafollicular cell carcinomas in males. No evidence of a mutagenic potential of atenolol was
uncovered in the dominant lethal test (mouse), in vivo cytogenetics test (Chinese hamster), or Ames test (S typhimurium).

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

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

Usage in Pregnancy: Pregnancy Category D: See WARNINGS
-

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

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

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

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

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

Volunteered Total
-

Volunteered and Elicited
(US Studies) (Foreign » US Studies)Atenolol (n = 164) Placebo (n = 206) Atenolol (n = 399) Placebo (n = 407)

% % % %
CARDIOVASCULAR

Bradycardia
Cold Extremities
Postural Hypotension
Leg Pain

CENTRAL NERVOUS SYSTEM/
NEUROMUSCULAR

Dizziness
Vertigo
Light-headedness
Tiredness
Fatigue
Lethargy
Drowsiness
Depression
Dreaming

GASTROINTESTINAL
Diarrhea
Nausea

RESPIRATORY (see WARNINGS)
Wheeziness
Dyspnea

2
1
0.6
3
1
0.6
0.6
0

0
06

0
0.5
1
0.5

1
0.5
0
0.5
1
0
o
0.5
0
0
1

0.2
0.7

13
5
0.7
0.5

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

Conventional
Therapy

Plus Atenolol
(n=244)

Conventional
Therapy

Alone
(n=233)

Bradycardia
Hypotension
Bronchospasm
Heart failure
Heart Block
BBB + Major

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

Septa) Defect
Development of Mitral

Régurgitation
Renal Failure
PulmonaryEmboli_

43 (18%)
60 (25%)

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

4 (1.6%)
39 (16%)

0 (0%)
4 (1,6%)
4 (1.6%)
7 (2.9%)
1 (0.4%)
0 (0%)
0 (0%)1 (0.4%)
3 (1.2%)

24 (10%)
34 (15%)

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

7 (3%)
52 (22%)

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

"

"1.9%)
(1.7%)

2 (0.9%)
2 (0.9%)
0 (0%)
0 (0%)

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

Reasons for Reduced Dosage
IV Atenolol

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

16 (6.9

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

Creatinine Clearance Atenolol Elimination Half-Life
_(mL/min/1,73m?)_(h)_Maximum Dosage_

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

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

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

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

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

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

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

Tablets of 100 mg atenolol, NDC 0310-0101 (round, flat, uncoated white tablets with ICI debossed on one side and 101 debossed on the
other side) are supplied in bottles of 100 tablets and unit dose packages of 100 tablets. These tablets are distributed by ICI Pharma.

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

Protect from light. Keep ampules in outer packaging until time of use. Store at room temperature.
REV Y 03/92
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ICI Pharma
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Announcing
The American Medical Association

Morris
Fishbein
Fellowship
July 1,1993 through
June 30,1994

Applications are now being taken for
the Morris Fishbein Fellowship in
Medical Journalism sponsored by
the American Medical Association.
Physicians interested in making
a substantial commitment to
medical journalism are invited to

apply for this full-time one-year
fellowship program.

Work With JAMA The successful
candidate will work with the editorial
and production staff of The Journal of
the American Medical Association in all
facets of editing and publishing a major
weekly journal. At the completion of the
program, it is expected that the candi¬
date will be proficient in all aspects of
manuscript selection, issue makeup,
copy editing and styling, art and layout
of articles, issue planning and manag¬
ing, in addition to the many other ele¬
ments of journal publication. He/she
will also be conversant with marketing
and advertising procedures.

Publishing The candidate must have
proven writing ability at the time of
application, for he/she will be required
during the course of the year to prepare
articles for publication. Although the
fellow will work under the supervision
of a physician-editor, ability to work
independently is a must.

Stipend A stipend of $40,000 will be
provided to the successful candidate to
cover the 1-year period.

Application Forms For an applica¬
tion blank, please write to : Richard M.
Glass, MD, Deputy Editor, Journal of the
American Medical Association, 515
North State Street, Chicago, IL 60610.

Deadline For Applying Completed
applications should be forwarded as

soon as possible and must be received
no later than March 1,1993

American Medical Association
Physicians dedicated to the health of America











































Brief Summary:
Contraindications: Patients who have had allergic reactions to NAPROSYN,®
ANAPROX® or ANAPROX® DS or in whom aspirin or other NSAIDs induce the syn¬
drome of asthma, rhinitis, and nasal polyps. Because anaphylactic reactions usu¬
ally occur in patients with a history of such reactions, question patients for
asthma, nasal polyps, urticaria, and hypotension associated with NSAIDs before
starting therapy. If such symptoms occur, discontinue the drug.
Warnings: Serious Gl toxicity such as bleeding, ulcération, and perforation, can
occur at any time, with or without warning symptoms, in patients treated chroni¬
cally with NSAIDs. Remain alert for ulcération and bleeding even in the absence
of previous Gl tract symptoms. In clinical trials, symptomatic upper Gl ulcers,
gross bleeding or perforation occur in about 1% of patients treated for 3-6
months, and in about 2-4% of patients treated for one year. Inform patients of
signs and/or symptoms of serious Gl toxicity and what steps to take if they occur.
Studies have not identified any subset of patients not at risk of developing peptic
ulcération and bleeding. Except for a prior history of serious Gl events and other
risk factors associated with peptic ulcer disease, such as alcoholism, smoking,
etc., no risk factors (e.g., age, sex) have been associated with increased risk.
Elderly or debilitated patients seem to tolerate ulcération or bleeding less well
and most spontaneous reports of fatal Gl events are in this population. In consid¬
ering the use of relatively large doses (within the recommended dosage range),
sufficient benefit should be anticipated to offset the potential increased risk of
Gl toxicity.
Precautions: DO NOT GIVE NAPROSYN''1 (NAPROXEN) CONCOMITANTLY WITH
ANAPROX 'OR ANAPROX "- DSfNAPROXEN SODIUM) SINCE THEY CIRCUUTE IN
PLASMA AS THE NAPROXEN      . Acute interstitial nephritis with hematuria,
proteinuria, and nephrotic syndrome has been reported. Patients with impaired
renal function, heart failure, liver dysfunction, patients taking diuretics, and the
elderly are at greater risk of overt renal decompensation. If this occurs, discon¬
tinue 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 low¬
est effective dose in the elderly or in patients with chronic alcoholic liver disease
or cirrhosis. Borderline elevations of liver tests may occur in up to 15% of
patients. Elevations of SGPT or SGOT occurred in controlled trials in less than 1%
of patients. Severe hepatic reactions, including jaundice and fatal hepatitis, have
been reported rarely. If liver disease develops orif systemic manifestations occur
(e.g., eosinophilia or rash), discontinue therapy. If steroid dosage is reduced or
eliminated during therapy, do so slowly and observe patients closely for adverse
effects, including 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. Peripheral edema has been
reported. For patients with restricted sodium intake, note that each tablet con¬
tains approximately 25 or 50 mg (1 or 2 mEq) sodi um. Use with caution in patients
with fluid retention, hypertension or heart failure. The drug may reduce fever and
inflammation, diminishing their diagnostic value. Conduct ophthalmic studies if
any change or disturbance in vision occurs. Information for Patients: Side
effects can cause discomfort and, rarely, more serious side effects, such as Gl
bleeding, may result in hospitalization and even fatal outcomes. Physicians may
wish to discuss with patients potential risks and benefits of NSAIDs, particularly
when they are used for less serious conditions where treatment without NSAIDs
may be acceptable. Patients should lise caution for activities requiring alertness
if they experience drowsiness, dizziness, vertigo or depression during therapy.
Laboratory Tests: Because serious Gl tract ulcération and bleeding can occur
without warning symptoms, follow chronically treated patients and inform them
of the importance of the follow-up. Drug Interactions: Use caution when giving
concomitantly with coumarin-type anticoagulants; a hydantoin, sulfonamide or
sulfonylurea; furosemide; lithium; beta-blockers-, probenecid; or methotrexate.
Drug/Laboratory Test Interactions: May decrease platelet aggregation and
prolong bleeding time or increase urinary values for 17-ketogenic steroids. Tempo¬
rarily stop therapy for 72 hours before adrenal function tests. May interfere with
urinary assays of 5HIAA. Carcinogenesis: A 2-year rat study showed no evi¬
dence of carcinogenicity. Pregnancy: Category B. Do not use during pregnancy
unless clearly needed. Avoid use during late pregnancy. Nursing Mothers: Avoid
use. Pediatrie Use: Single doses of 2.5-5 mg/kg (as naproxen suspension), with
total daily dose not exceeding 15 mg/kg/day, are safe in children over 2 yearsof age.
Adverse Reactions: In a study, Gl reactions were more frequent and severe in
rheumatoid arthritis patients on 1650 mg/day naproxen sodium than in those on
825 mg/day. In children with juvenile arthritis, rash and prolonged bleeding
times were more frequent, Gl and CNS reactions about the same, and other reac¬
tions less frequent than in adults. Incidence Greater Than 1%, Probable Causal
Relationship: Gl· The most frequent complaints related to the Gl tract: constipa¬
tion* heartburn* abdominal pain* nausea* dyspepsia, diarrhea, stomatitis. CNS:
headache* dizziness* drowsiness* light-headedness, vertigo. Dermatologie:
itching (pruritus)* skin eruptions* ecchymoses* sweating, purpura. Special
Senses: tinnitus* hearing disturbances, visual disturbances. Cardiovascular:
edema* dyspnea* palpitations. General: thirst. *lncidence of reported reaction
3%-9%. Where unmarked, incidence less than 3%. Incidence Less Than 1%:
Probable Causal Relationship: GL abnormal liver function tests, colitis, Gl bleed¬
ing and/or perforation, hematemesis, jaundice, melena, peptic ulcération with
bleeding and/or perforation, vomiting, Renal· glomerular nephritis, hematuria,
hyperkalemia, interstitial nephritis, nephrotic syndrome, renal disease, renal fail¬
ure, renal papillary necrosis. Hématologie: agranulocytosis, eosinophilia, granulo-
cytopenia, leukopenia, thrombocytopenia. CNS: depression, dream
abnormalities, inability to concentrate, insomnia, malaise, myalgia and muscle
weakness. Dermatologie: alopecia, photosensitive dermatitis, skin rashes. Spe¬
cial Senses: hearing impairment. Cardiovascular: congestive heart failure. Respi¬
ratory: eosinophilic pneumonitis. General· anaphylactoid reactions, menstrual
disorders, pyrexia (chills and fever). Causal Relationship Unknown: Hématologie:
aplastic anemia, hemolytic anemia. CNS: aseptic meningitis, cognitive dysfunc¬
tion. Dermatologie: epidermal necrolysis, erythema multiforme, photosensitivity
reactions resembling porphyria cutanea tarda and epidermolysis bullosa,
Stevens-Johnson syndrome, urticaria, Gl· non-peptic Gl ulcération, ulcerative
stomatitis. Cardiovascular: vasculitis, General: angioneurotic edema, hyper-
glycemia, hypoglycemia.
Overdosage: May have drowsiness, heartburn, indigestion, nausea, vomiting. A
few patients have had seizures. Empty stomach and use usual supportive meas¬
ures. In animals 0.5g/kg of activated charcoal reduced plasma levels of naproxen.
Dosage and Administration for Mild to Moderate Pain, Dysmenorrhea and
Acute Tendinitis and Bursitis: Recommended starting dose is 550 mg, fol¬
lowed by 275 mg every 6 to 8 hours. Total daily dose should not exceed 1375 mg.
Dosage and Administration for Rheumatoid Arthritis, Osteoarthntis and
Ankylosing Spondylitis: Recommended dose in adults is 275 mg or 550 mgtwice daily. In patients who tolerate lower doses well, the dose may be increased
to 1650 mg per day for limited periods when a higher level of anti-inflammatory/
analgesic activity is required. At this dosage, physicians should observe suffi¬
cient increased clinical benefits to offset potential increased risk.
Caution: Federal law prohibits dispensing without prescription.
See package insert for full Prescribing Information,
#35 Revised 9/91

  -^^-1 a 550MGTABIEIS — . y-, Î75 MG TABLETS[#tsymtex| ¿naproxDS Ararrox
ASIA?,NC (NAPROXEN SODIUM)
© 1992 Syntex Puerto Rico, Inc.

Encouragement
This message could be one of encourage¬
ment to you and, perhaps, certain of your
patients.
Paget's disease of bone

—

not the rare

disease it was once thought to be
—

is
treatable in most cases. The earlier it is
detected the more responsive to treatment
it is likely to be. And detection can usually
be accomplished with a few simple, non-

invasive procedures.
Like many primary care physicians, you
may feel uncomfortable treating Paget's
disease because oflittle past experience. If
so, write or call us for comprehensive, up-
to-date information about the disease and
its diagnosis and treatment. Alternatively,
ask for our extensive referral list of spe¬
cialists.
You may be able to offer someone a new

lease on life. Or at least, encouragement.

Paget s Disease
Foundation, inc.

165 Cadtnan Plaza East, Brooklyn, New York 11201
(718) 596-1043 · Fax (718) 802-1039
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Hurricane Andrew destroyed
more than homes.
Andrew blew away the practices of nearly
1000 physicians.
Offices and equipment were flattened,
patient and financial records were destroyed,
and carefully nurtured careers were shattered
... all in a matter of hours. Now, the mam¬

moth task of rebuilding southern Florida
is underway.
Many of your Florida colleagues need help
fast—their losses go far beyond what can be
covered by insurance or government assis¬
tance. At the same time, their patients' need
for skilled care is at a critical high.
The Florida Medical Foundation/Hurricane
Relief Fund has been established to help the
physicians who were hardest hit in the recent

disaster. Your tax-deductible contribution
will directly benefit colleagues who are

facing the challenge of a lifetime.

The American Medical Association joins the
Florida Medical Association in appealing for
your help. Send your contribution—or
volunteer your services—but don't hesitate.
Act now.

There is much to do, and no time to lose.

Send contributions payable to: Florida
Medical Foundation, Hurricane Relief
Fund, PO Box 2411, Jacksonville, FL
32203. Or contact the Florida Medical
Association, 904 356-1571.

American Medical Association
Physicians dedicated to the health of America
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NAPROSYN
(NAPROXEN) 500 mg tablets
Briet Summary:
Contraindications: Patients who have had allergic reactions to
NAPROSYN, ANAPROX or ANAPROX OS or in whom aspirin or
other NSAIDs induce the syndrome of asthma, rhinitis, and nasal
polyps. Because anaphylactic reactions usually occur in patientswith a history of such reactions, question patients for asthma,
nasal polyps, urticaria, and hypotension associated with NSAIOs
before starting therapy. If such symptoms occur, discontinue the
drug. Warnings: Serious Gl toxicity such as bleeding, ulcération,
and perforation can occur at any time, with or without warning
symptoms, in patients treated chronically with NSAIDs. Remain
alert for ulcération and bleeding in such patients even in the
absence of previous Gl tract symptoms. In clinical trials, symp¬
tomatic upper Gl ulcers, gross bleeding or perforation appear to
occur in approximately 1% of patients treated for 3-6 months, and
in about 2-4% of patients treated for one year. Inform patients
about the signs and/or symptoms of serious Gl toxicity and what
steps to take if they occur. Studies have not identified any subset
of patients not at risk of developing peptic ulcération and bleeding.
Except for a prior history of serious Gl events and other risk
factors known to be associated with peptic ulcer disease, such as
alcoholism, smoking, etc.. no risk factors (e.g., age, sex) have
been associated with increased risk. Elderly or debilitated patients
seem to tolerate ulcération or bleeding less well than others and
most spontaneous reports of fatal Gl events are in this population.
In considering the use of relatively large doses (within the recom¬
mended dosage range), sufficient benefit should be anticipated to
offset the potential increased risk of Gl toxicity Precautions: 00
NOT GIVE NAPROSYN· (NAPROXEN) CONCOMITANTLY WITH
ANAPROX· (NAPROXEN SODIUM. OR ANAPROX« OS
(NAPROXEN SODIUM) SINCE THEY BOTH CIRCULATE IN PLASMA
AS THE NAPROXEN      . Acute interstitial nephritis with hema-
turia, proteinuria, and nephrotic syndrome has been reported.
Patients with impaired renal function, heart failure, liver dysfunc¬
tion, patients taking diuretics, and the elderly are at greater risk of
overt renal decompensation If this occurs, discontinue the drug.
Use with caution and monitor serum creatinine and/or creatinine
clearance in patients with significantly impaired renal function.
Use caution in patients with baseline creatinine clearance less
than 20 mL/minute. Use the lowest effective dose in the elderly or
in patients with chronic alcoholic liver disease or cirrhosis. With
NSAIDs. borderline elevations of liver tests may occur in up to
15% of patients. They may progress, remain unchanged, or be
transient with continued therapy. Elevations of SGPT or SGOT
occurred in controlled clinical trials in less than 1% of patients.
Severe hepatic reactions, including laundice and fatal hepatitis,
have been reported rarely. If liver disease develops or tf systemic
manifestations occur (e.g.. eosmophilia or rash), discontinue ther¬
apy. If steroid dosage is reduced or eliminated during therapy, do
so slowly and observe patients closely for adverse effects, includ¬
ing adrenal insufficiency and exacerbation of arthritis symptoms.
Determine hemoglobin values periodically 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-inflammatory activities may reduce
fever and inflammation, diminishing their diagnostic value. Con¬
duct ophthalmic studies if any change or disturbance in vision
occurs. For patients with restricted sodium intake, note that the
suspension contains 8 mg/mL of sodium. Information for
Patients: Side effects of NSAIDs can cause discomfort and, rarely,
there are more serious side effects, such as Gl bleeding, which
may result in 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 alternative. Patients should use caution for activi¬
ties requiring alertness if they experience drowsiness, dizziness,
vertigo or depression during therapy. Laboratory Tests: Because
serious Gl tract ulcération and bleeding can occur without warn¬
ing symptoms, follow chronically treated patients for signs and
symptoms of these and inform them of the importance of this
follow-up. Drug Interactions: Use caution when giving concomi-
tantly with coumann-type anticoagulants, a hydantom. sulfon-
amide or sulfonylurea, furosemide; lithium; beta-blockers:
probenecid: or m et hot rex a te. Drug/Laboratory Test Interactions:
The drug may decrease platelet aggregation and prolong bleeding
time or increase urinary values for 17-ketogenic steroids. Tempo¬rarily stop therapy for 72 hours before doing adrenal function
tests. The drug may interfere with urinary assays of 5HIAA. Car-
cinogenesis: A 2-year rat study showed no evidence of carcino-
genicity. Pregnancy: Category  Do not use during pregnancy
unless clearly needed. Avoid use during late pregnancy. Nursing
Mothers: Avoid use in nursing mothers. Pediatrie Use: Single
doses of 2.5-5 mg/kg, with total daily dose not exceeding 15
mg/kg/day, are safe in children over 2 years of age. Adverse
Reactions: In a study, Gl reactions were more frequent and severe
in rheumatoid arthritis patients on 1,500 mg/day than tn those on
750 mg/day. In studies in children with juvenile arthritis, rash and
prolonged bleeding times were more frequent. Gl and CNS reac¬
tions about the same, and other reactions less frequent than in
adults Incidence Greater Than 1%; Probable Causal Relationship:
Gl: The most frequent complaints related to the Gl tract: constipa¬
tion,* heartburn." abdominal pain,' nausea.' dyspepsia, diarrhea,
stomatitis. CNS: headache* dizziness." drowsiness," light-headed-
ness, vertigo. Dermatologie: itching (pruritus).' skin eruptions'
ecchymoses.* sweating, purpura. Special Senses: tinnitus.* hear¬
ing disturbances, visual disturbances. Cardiovascular: edema.'
dyspnea,* palpitations. General: thirst. Incidence Less Than 1%;
Probable Causal Relationship: Gl: abnormal liver function tests,
colitis, Gl bleeding and/or perforation, hematemesis, jaundice,
melena, peptic ulcération with bleeding and/or perforation, vomit¬
ing. Renal: glomerular nephritis, hematuna, hyperkalemia, inter¬
stitial nephritis, nephrotic syndrome, renal disease, renal failure,
renal papillary necrosis Hématologie: agranulocytosis, eosino-
philia, granulocytopenia, leukopenia, thrombocytopenia. CNS:
depression, dream abnormalities, inability to concentrate, insom¬
nia, malaise, myalgia and muscle weakness. Dermatologie: alope¬
cia, photosensitive dermatitis, skin rashes. Special Senses:
hearing impairment. Cardiovascular: congestive heart failure.
Respiratory: eosinophilic pneumonitis. General: anaphylactoidreactions, menstrual disorders, pyrexia (chills and fever). Causal
Relationship Unknown: Hématologie: aplastic anemia, hemolytic
anemia. CNS: aseptic meningitis, cognitive dysfunction. Dermato¬
logie: epidermal necrolysis, erythema multiforme, photosen-
sitivity reactions resembling porphyria cutanea tarda and
epidermolysis hullosa. Stevens-Johnson syndrome, urticaria. Gl:
non-peptic Gl ulcération, ulcerative stomatitis. Cardiovascular:
vasculitis. General: angioneurotic edema, hyperglycémie, hypo¬
glycémie. Overdosage: May have drowsiness, heartburn, indiges¬
tion, nausea, vomiting. A few patients have had seizures. Empty
stomach and use usual supportive measures In animals 05 g kg
of activated charcoal reduced plasma levels ot naproxen. Caution:
Federal law prohibits dispensing without prescription. See pack¬
age insert for full Prescribing Information

'Incidence of reported reaction 3%-9%. Itfel ^VMTFX 1
Where unmarked, incidence less than 3%. IS_._J
US. patent nos. 3,904,682, 3,998,966 and others.
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