Today’s hypertensives
with new concerns...

GENERATION

0 hoose CARDURA: first-line therapy

for a new generation of hypertensives.

Choose CARDURA for around-the-clock blood pressure
control that doesn’t jeopardize blood lipids or blood sugar.™ |

CARDURA is well tolerated. In placebo-controlled studies, only three common side effects
were reported significantly more often than with placebo: dizziness, somnolence, and fatigue.
These were generally mild and transient. Only 2% of patients discontinued therapy due to
adverse effects— the same as with placebo. Syncope has been reported, but rarely (<1%).
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CARDURA® (doxazosin mesylsts) Tablets Cardlac Toxicity In Animals: DOXAZOSIN PLACEBO
Brist 8 y of Prescribl An increased Incidence of myocardial necrosls or tibrosis was displayed by (N=339) (N-335)
INDICATIONS AND USAGE Sprague-Dawley rats after 6 months of distary adminisiration at concentrations X
CARDUIRA (doxazosin mesylate) Is Indicata for the o o provide 80 mg doxazosini/day and after 12 manths of dietary AUTONDMIC: m’;{;“’y 2 e
CARDURA may be used alone or In comblnation with diuretics or bata- al 1o provide 40 mg 0 ° d
blocking agents. There is limited experience with CARDURA in commnallon with (150 times the human dose a patiant weight of SPECIAL SENSES: Vision Abnormal 2% 1%
angiotensin converting enzyme inhibitors or calcium channel blockers. 60 ko). Myccardial fibrosis was observed in both rats and mice treated in the same Canjunctivitis/Eye Pain 1% 1%
CONTRAINDICATIONS manuer with 40 mg doxazosinkg/day for 18 months. No cardiotaxiclly was Tinnitus 1% 0.3%
CARDURA is contraindicated in patients with a known sensitivity to quinazolines observed at lower doses (up to 10 or 20 mgrkg/day, depending on the study) in y
{e.g. prazosin, terazosin), either spacies. These lesions were not observed after 12 months of oral dosing in PSYCHIATRIC: z:m::::‘:;s ;:/" ;;'
An/A: o o
WARNINGS dogs and Wistar rats at doses of 20 mg/kgp/day and 160 r Ospression % i
8yncope and "First-dose” Effect: respectively. There Is no evidence that simllar lesions accur in humans. Insomnla it 12
Iike other alph: blocking agenis, can cause marked an of Ferlility: Sexual Dysfunction b W‘
hypolension, npeclally In Ihn upnum position, with syncops and other Chronic distary administration (up o 24 months) of doxazosin mesylate at -
postural such as dizzi Marked arth ic efiects are mast maximally tolerated concentrations (highest dose 40 mg/kg: about 150 times the QGASTAOINTESTINAL:  Nausea % 4%
commion with the lirst dose bul can siso occur when there is a dosage maximum recommendsd human dose of 16 mg/60 kg} revealed no evidence of Diarrhea 2% 3%
inctease, or if therapy Is interrupled for mora than a faw days. To decrease carcinogenicity in rats. There was alse no evidence of carcinogenicity [na Conslipation 1% 1%
1he likelihood of excessive hypolansion and syncope, il Is assential thal similarly conducted study (up to 18 months of dietary administration) in mice. Dyspepsia 1% 1%
{realment be initiated with the 1 mg dose. The 2, 4, and The mouse study, howover, was compromised by the lallure to uss a maximally Flatutence 1% 1%
8 mg tablets are not for Inltial therapy. Dosage should then be adjusied slowly 1olerated dose of doxazosin. Abdaminal Pain 0% 2%
{ses DOSAGE AND ADMINISTRATION section) with increases in dose every Mutagenicity studies revealed no drug- or metabolile-related effacts at either Vomiting 0% 1%
two weeks. Additional antihypertensive agents should be added with caution. chromosamal or subchromosomal levels. RESPIRATORY: Rhinitis % %
Patlents being titrated with doxazosin should be cautioned to avold Studles in rats showed reduced fertility in males treated with doxazosin at oral : Dyspnea 1% W:
sluations whers injury could result should syncope occur. doses of 20 (but not 5 or 10) morkg/day, about 75 times the maximum Eyisl:axls o 0%
{n an early investigational study of the safety and tolerance of i o daily human dose. This effact was reversible within two weeks of drug L
doses of in nor at1mo/day, only 2 0! 6 withdrawal, URINARY: Polyuria 2% 0%
subjects couid tolerate more than 2 mg/day without experiencing symptamatic Pregnancy Unnary Incontinence 1% 0%
posturat hypotension, In another study of 24 healthy normotensive male subjects Ten:‘ononlc’muliéoh:n;éncy u(;:movy 8. sxudisissgn rabb,igs i1nzi rals at daity Frequency 0% 2%
lecaivlno Initial doses of 2 mg/day of doxazosin, seven (29%) of the subjects oral doses of up to 40 and 20 mg/kg, respectively ant 75 times the -
postural betwesn 0.5 and 6 hours after maximum recommended dally dose of 16 mg, assuming a patisnt weight of 60 OENERAL: E:”“:'mhm 122.2' g:::
the irst dose nscessilallna termination of the sludy in this study 2 of the kg), have revealad no evidence of harm to the fetus. The rabblt study, however, As?:em: % 1%
subjects syncope. Si trials In bypertansive was compromised by the failure to use a maximally toterated dose of doxazosin. Face Edsma 19 0%
patients always began doxazosin dosing at 1 mg/day resulling in a 4% Incldence There are no adequate and well-controlled studies in pregnant women. Because Pain 2,,/: 2%

of postural side etfects at 1 mg/day with no cases of syncope.

(n multiple dose clinical trlals Involving over 1500 patlents with dose titration
avery one to two weeks, syncope was reported In 0.7% of patients. None of
these events occurred at the starting dose of 1 mg and 1.2% (8/664) occurred at
16 mg/day.

1f syncope occurs, the patiant should be placed In a racumbent position and
treaied supportively as necessary.

PRECAUTIONS

Qeneral

1. Orthostatic Hypotension:

While syncope is the most ssvere orthostatic stfect of CARDURA, other symptoms
of lowered blood pressure, such as dizziness, lightheadedness, o vertigo, can
accur, espscially at initiation of therapy or at the time of dose increases. These
were common In clinical trials, occurring in 4p to 23% of all patients treated and
causing discontinuation of therapy in about 2%.

In placebo titratlon trials ettacts were by
beginning therapy at 1 mg per day and titrating every two weeks 10 2, 4, or 8 mg
per day. There was an increased frequency of orthostatic effacts in patients given
8 mg or more, 10%, compared 1o 5% at 1-4 mg and 3% In the placebo group.

Patlents in in which could be
should be treated with particular caution.

It hypotension occurs, the patient should be placed in the suplne position and, if
this measure is volume with fluids or
vasopragsor therapy may be used. A translent hypotensive response Is not a
contraindication to further doses of CARDURA.

2. impatred llver function:

CARDURA should be administered with caution to patients with evidence of
impaired hepatic function or to patients receiving drugs known to influence hepatic
matabolism (seo CLINICAL PHARMACOLOGY). Thers is no conlrolled clinical
experiance with CARDURA in patlents with these conditions.

3. Leukopenia/Neutropenla:

animal reproduction sludies are not always predictive of human respense,
CARDURA should be used during pregnancy only i clearly nsaded.
Radioactivity was found to cross the piacenta following orat istration of

Mdmonal adverse reactions have basn reported, bul these are, In genaral, not

labelled doxazosIn to pragnant rals.

Nonteratogenic Efiscis. in peri-postnatal studies ia rats, postnatal development
at maternal doses of 40 or 50 mg/kg/day of doxazosin was delayed as evidenced
by slower body weight gain and a slightly later appeacance of anatomicat features
and reflaxes.

‘Nursing Mothers

Studies in lactating rats given a single oral dose of 1 mg/kg of [2-"*C]-doxazosin
indicate that doxazosin accumulates In rat breast milk with a maximum
concentration about 20 times greater than the maternal plasma concentration. it
is not known whather this drug Is excreted in himan milk. Becausa many drugs
are excreled in human milk, caution should bs exercised when CARDURA i
administered 10 & nursing mother.

Pediatric Use

Satety and effectiveness in children have net been establisted.

ADVERSE REACTIONS

CARDURA has been administared 1o approximataly 4000 patients, of whom 1679
were included in the clinical development pragrara. [n that program, minor
adverse efects were frequent, bul led to disconlinuation of treatment in only 7%
of patisnis, In placebo-controlled studies advarse effects occurred in 49% and
40% of patlents in the doxazosIn and placebo groups, respectively, and led to
discontinuation In 2% of patients in each group. The major reasons for
discontinuation were postural sftects (2%), sdema, malaise/fatigue. and some
heart rate disturbance, sach about 0.7%.

In conlrolled clinical irials disectly comparing CARDURA fo placebo there was
no signiticant ditfsrence in the incidence of side etects, except for dizzinass
(including postural), welght gain, somnolence and fatigue/maiaise. Postural
ettects and edema appeared to be doss retated.

The prevalence rales presented below are based on cambined data from

Analysls of hematologic data from patients receiving CARDURA in
clinlcal trials showed that the mean WBC (N=474) and mean neutrophll counts
{N=419) were dacreased by 2.4% and 1.0% respectively, compared to placsho, a
phenomenon seen with other alpha blocking drugs. A search through a data base
of 2400 patients revealed 4 In which drug-related neutropenla could not be ruled
out. Two had a single low value on the last day of treaiment. Two had stabla,
fnon-prograssive neutrophll counts In the 1000/mm?* range over periods of 20
and 40 weeks. ln cases whare follow-up was available the WBCs and neulrophil
counts returnad to normal akter discontinuation of CARDURA. No patients
became symptomatlc as a result of the low WBC ar neutrophil counts.
Information tor Patlents:

Patients should be made aware of the possibility of syncopal and

placed studies Invoiving once daily administration of doxazosin at
doses ranging frem 1-16 mg. Table 1 summarizes those adverse expariances
{possibly/probably related) reported lor patients in these studies where the
prevalence rate In the doxazosin group was at least 0.5% or whera the reaction is
of particular Interast.

ADVERSE REACTIONS DURING PLACEBO CONTROLLED STUDIES

symploms, especially at the initlation of therapy, and urged 1o avold driving or
hazardous tasks for 24 hours after the tirst dose, after a dosaga Increas, and after
Interruption of therapy when treatment Is resumed. They should be cautioned 1o
avold sltuations where injury could result should syncope occur during Initiation of
doxazosin therapy. They should also be advisad of the need to slt or lie down when
Symploms of lowered blood pressure occur, aithough thase symptoms are not
always orthostatic, and to be careful when rising Itom asitting or lying position. If
dizziness, 86
to the physician, so that dosa adjustment can be considered. Patients should also
b8 told that drowsiness or somnolence can occur with doxazosin, requiring caution
In people who must drive or operate heavy machinery.

Drug interactions:

Most (88%) of plasma doxazosin is protein bound. /n vitro data in human
Plasma indicate that CARDURA has no alfect on protein binding of digoxin,
warfatin, phenytoln or Indomethacin. There is no Information on the effect of
ofher highly plasma protein bound drugs on doxazosin binding. CARDURA has
been administerad without any avidence of an adverse drug interaction to
patlents receiving thiazide diuretics, beta blocking agents, and nonsteroidal ani-
Inflammatory drugs.

Orug/Laboratory test Interactions:

None known,

DOXAZOSIN PLACEBO
N-339) {N -336)
CARDIOVASCULAR: Dizziness 19% 9%
Ventigo 2% 1%
Postural Hypotension 03% 0%
Edema 4% 3%
Palpitation 2% 3%
Arthythmia 1% 0%
Hypotension 1% 0%
they should be reported Tachycardia 03% 1%
Peripheral [schamla 03% 0%
SKIN APPENDAGES:  Rash 1% 1%
Pruritus 1% 1%
MUSCULOSKELETAL:  Arthralgia/Arthritis 1% 0%
Muscle Weakness 1% 0%
Myalgia 1% 0%
CENTRAL &
PERIPHERALN.S.: Headache 14% 16%
Paresthesla 1% 1%
Kinetlc Disorders 1% 0%
Alaxia 1% 0%
Hypartonia 1% 0%
Muscla Cramps 1% 0%

from toms thal might have occured In the absence of

exposure to doxazosin. The foliowlng adverse reactions cccurred with a
trequency of between 0.5% and 1%: syncope, hypoasthesia, increased sweating,
agitation, increased weighl. The following additional adverse reactions wers
reported by <0.5% of 3660 patients wha received doxazosin in conirolled or
open, shor- or long-term clinical studies, incluqu international studies.
Cardiovascular System: angina pectoris, |infarction,
accident; Aufonamrc Nomm .ﬁ'slom pallor, Metabolic: thirst, gout,
purpura; Reproductive System:
breast pain; Skm Disorders: alopscia, dry skin, eczema; Central Nervous System:
pargsis, tremot, twitching, confuslaon, migraine, impaired concentration;
Psychiatric: paronlria, amnesia, emotional lability, abnormal thinking,
depersonalizatlon; Special Ssnses: pavosmia earacha, taste perversion,

ia, abnormal inal System. increased appatite,
anorem fecal incontinence, p itis; Respit System:
sinusitls, coughing. pharyngitis; Urinary System: renas calculus; General Body
Systeni: tot flushes, back pain, inlection, fever/rigors, decreased weight,
influgn2a-like symptoms.

CARDURA has not basn associated with any clinically significant changes in
routine blochemical lests. No clinically relevant adverse affects were noled on
serum polassium, serum glucose, uric acid, bload urea nitrogen, creatining or
liver function tests. CARDURA has bsen associated with decreases in white
blood cell counts (Ses Precautions),

OVERDOSAGE

No dala are available in regard to overdosage in humans.

The aral LDsg of doxazosin is greater than 1000 mg/xg in mice and rats. The
most likely manifestation of overdosage would be hypotension, lor which the
usual treatmant would be intravenous infusion of Huid. As doxazosin Is highly
protein bound, dialysis would not be indicated.

DOSAGE AND ADMINISTRATION

DOSAGE MUST BE INDIVIDUALIZED. The initial dosage of CARDURA In
hypertensive patients Is 1 mg piven once daily. This starting dose is intented to
minimize the frequency of postural hypolension and lirst dose syncope
assoclated with CARDURA. Postural effects are most likely to occur batween 2
and 6 hours atter a dose. Theretore blood pressure measurements should bs
taken during this time period atter the first dose and with each increase In dose.
Depending on the individual patient's standing blood prassure tesponse {based
on measurements tzken al 2-6 hours postdose and 24 hours postdoss), dosage
may hen be increased to 2 mg and thereatter if nacessary to 4 mg, 8 mg and 16
mg to achiave the desired reduction in blood pressure. Increasss In doss
beyond 4 mg Incraase the llkallhood of excessive postusal stiects Including

syncops, posiural di 1igo, pustural tension. At a litraled doss
of 16 mg once dally the frequency of postural stiscts Is aboul 12% compared
10 3% lor placebo.

HOW SUPPLIED

CARDURA (doxazosin mesylate) is available as colored tablets for oral
administration. Each tablat cantains doxazosin mesylate equivalent to 1 mg
(whits), 2 m (yellow), 4 mg (orange) or 8 mg (green) of the active constituent.
doxazosin.

CARDURA® TABLETS are availabla as 1 mg (white}, 2 mg (yellow), 4 mg
(orange) and 8 mg (green) scored tablets.

Battles of 100: 1 mg (NDC 0049-2750-66), 2 mg (NDC 0049-2760-66), 4 mp
(NDC 0049-2770-65), 8 mg {NDC 0049-2780-66)

Recommended Storage: Store below 86°F(30°C).

CAUTION: Fedsral law prohibits dispensing without prescription.
65-4538-00-0 issued Nov 1950
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eutral formulation
Atalso contains 1/4
moistarizing cream.
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ARCHIVES

FAMILY MEDICINE

The ARCHIVES OF FAMILY MEDICINE is a member of the consortium of AMA
journals listed below. The ARCHIVES reaches morc than 80 000 readers in family
and general practice each month, in addition 10 paid subscribers.

The Journa! of the American Medical Assoctation (JAMA)
American Journal of Diseases of Children (AJDC)
Archives of Dermatology

Archives of General Psychiatry

Archives of Internal Medicine

Archives of Neurology

Archives of Ophthalmology

Archives ot Otolaryngology—Head & Nack Surgery
Archives of Pathology & Laboratory Medicine

Archives of Surgery

The ARCHIVES OF FAMILY MEDICINE (ISSN 1063-3987) is published bi-
monthly by the American Medical Association, 515 N State St, Chicago, 1L 60610,
and is an official publication of the Association. Application to mail at second-
class postage rates is pending at Chicago and at the additional mailing office. GST
registration number R126 225 556.

@ PRINTED ON RECYCLED PAPER

SUBSCRIPTION RATES—The subscription rates for the ARCHIVES OF FAMILY MED-
ICINE are as follows: $80 for 1 year, $143 for 2 years in the United States and US
possessions; all other countries, 1 year, $95; 2 years, $173 for surface delivery.
For expedited air delivery to most countries, add $20 surcharge for 1-year sub-
scription, $40 for 2 years. (Rates for subscriptions for delivery to Japan or South
Korea are available through exclusive agentis—contact the publisher.) Special rates
for residents and medical students in the United States and US possessions are
available.

CHANGE OF ADDRESS——POSTMASTER, send all address changes to Subscriber Ser-
vices, American Medical Association, 515 N State St, Chicago, IL 60610. Please
notify us of address change at least 6 weeks in advance 1o ensure uninterrupted
service. Include both old and new addresses, a recent mailing label, and new ZIP
code.

SUBSCRIBER SERVICES—For information about subscribing to any of the AMA
publications, change of address, missing issues, or purchasing back issues, please
contact Subscriber Services, American Medical Association, 515 N State St, Chi-
cago, IL 60610, or call (312) 670-SUBS (670-7827) between B:30 aM and 4:30 rM
CST.

REPRINTS—Authors place their reprint order at the time the edited typescript is
reviewed and should allow 4 to 6 weeks for delivery following publication. Re-
quests for individual reprints should be sent directly to the author at the address
shown in the article.

For bulk reprint orders for commercial distribution please contact Mark Kuhns,
600 Third Ave, New York, NY 10016, phone (212) B67-6640, fax (212) 953-
2497. For reprint orders in limited quantities for educational distribution pleasc
contact Rita Houston, 515 N State St, Chicago, IL 60610, phone (312) 464-2512,
fax (312) 464-5835.

PERMISSIONS—Contact Laslo Hunyady, Permissions Assistant, 515 N State St,
Chicago, IL 60610, phone (312) 464-2513.

ADVERTISING PRINCIPLES—Each advertisement in this issue has been reviewed
and complies with the principles governing advertising in AMA scientific publi-
cations. A copy of these principles is available on request. The appearance of ad-
vertising in AMA publications is not an AMA guarantee or endorsement of the
product or the claims made for the product by the manufacturer.
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Relorences: 1. Lavy B, Rosenberg LN, Colasante DA. A comparison of VERELAN® and Procardia®
XL In the treatment of patients with mild to moderate hypertension. American College of Clinical
Pharmacologﬁ 21st Annual Meeting, 1992. Abstract. 2. Further analysis of Levy B, et al. (See
referance 1.) Data on file. Lederle Laboratories, Pearl River, NY.

Briet Summary

VERELAN®
Verapami( HCI
Sustained-Release Pellet-Filled Capsules

For complete Prescribing Information, consult package insert.

CLINICAL PHARMACOLOGY

Food does not affect the extent or rale of the absorption of verapamil from the controlled release
VERELAN capsule.

Atrioventricular block can accur In patients without preexisting condition defects (see
WARNINGS).

Acceleratlon of ventricular, rate and/or ventricular fibriliation has been reported in patients with
atrial flutter or atrial fibrillation and a coexisting accessory AV pathway following administration of
verapanit (see WARNINGS).

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

CONTRAINDICATIONS

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

WARNINGS

Verapamil shoutd be avoided in patients with severe LV dysfunction (g, ejection fraction
<30%} or moderate-lo-severe symploms of cardiac failure and in patients with any degres of
ventricular dysfunction If they are receiving a beta blocker. Control milder heart failure with opti-
mum digitalization and/or diuretics before VERELAN is used. Verapamil may accasionally produce
hypotension. Elevations of liver enzymes have been reported.

Several cases of hepatocellular injury have been demonstrated 1o be produced by verapamil.
Periodic monitoring of liver function in patients on verapamil is prudent. Some patients with par-
oxysmal and/or chronic atrial flutter/fibrillation and an accessory AV pathway {8g, WPW or LGL
syndrames) have developed an | d antegrade conduction across the accessory pathway
bypassing the AV node, producing a very rapid ventricular response or ventricular fibrillation after
raceiving 1V verapamil (or digitalis). Because af this risk, oral verapamil is contraindicated in such
patients. AV block may occur (second- or third-degree, 0.8%). Davelopment of marked first-
degrae block or progression to second- or third-degree block requires reductien in dosage or,
rarat?/. discontinuation and institution of appropriate therapy. Sinus bradycardia, secoandeﬂree
AVblock, sinus arrest, pulmenary edema and/or severe hypotension were seen in some critically ifl
patients with hypertrophic cardiomyopathy who were treatec with verapamil.

PRECAUTIONS o . §

Verapamil should be given cautiously 1o patients with impaired hepatic function (in severe dys-
function use about 30% of the normal dose) or impaired renal function, and patients should be
monitored for abnormal prolongation of the PR interval or other signs of overdosage. Verapamil
may decrease neuromuscular transmission in patients with Duchenne's muscular dystrophy and
may prolong recovery from the neuromuscular blacking agent vecuronium. It may be necessary o
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 COHYI‘&C[I!I[{: there have been reports of
excessive bradycardia and AV block, Including complete heart block. The risks of such combined
therapy may outweigh the benetits. The combination should be used only with caution and close
meonitoring. Dacreased metoprolol clearance may occur with combined use. Chronic verapamil
treatmentcan increase sarum digoxin levels by 50% to 75% during the first week of therapy, which
can result in digltalis toxicity. In patients with he?‘atic cirrhosis, verapamil may reduce total body
clearance and extrarenal clearance of digitoxin. The digoxin dose should be reduced when verapa-
mil is given and the patient carefully monitored. Verapami! will usually have an additive eflect in
palients recelving blood pressure-lowering agents. Disopyramide should not be given within
48 hours before or 24 hours alter varapamil administration. Concomitant use of flecainide and
verapamil may have additive effects on myocardial contractility, AV conduction, and repolariza-
tion. Combined verapamil and quinidine therapy in patients with hypertrophic cardiomyopathy
should be avoided, since signiticant hypotension may result. Verapamil has been given concomi-
fantly with short- and long-acling nitrates without any undesirable drug interactions. Interaction
between cimetidine and chronically administered verapamil has not been studied. In healthy volun-
teers, clearance of verapamil was recuced or unchanged. Concomilant use of lithium and verapa-
mil may result in a lowering of serum lithium levels or increased sensilivity to lithium. Patients
taceiving both drugs must be monitored carefully. )

Verapamil ma{ ncrease carbamazepine cancentrations during combined use. Rifampin may
reduce verapamil bioavallability. Phenobarbital may increase varapamil clearance, Verapamil may
increase serum levels of cyclosparine. Cancamitant use of inhalation anesthatics and calcium
antagonists needs careful titration to avoid excessive cardlovascular depression. Verapamil may
potentiate the activity of neuromuscular blocking agents (curare-iike and depolarizing); dosage
reduction may be required. Adequate animal carcinogenicity studies have not been performed.
One study In rats did not suggest a tumorigenic potentlal, and veraramil was not mutagenic in
the Ames test. Pregnancy Catagory C: There are no adequate and well-controllad studies in preg-
nant women. This drug should be used during pregnancy, tabor, and delivery only if clearly
needed. Verapamil is excreted In breast milk; therefare, nursing should be discantinued during
verapamil use. Safety and efficacy of verapamil in children beiow the age of 18 years have not
been established.

ADVERSE REACTIONS _ .
Reversible (upon discontinuation af verapamil) noncbstructive, paralytic ileus has been infre-
quently reported in association with the use of verae/amiL )
in clinical trials with 285 hypertensive patients on VERELAN for more than 1 week, the following
adverse reactions were reported: constipation (7.4%); headache (5.3%); dizziness (4.2%); leth-
argy {3.2%); dyspepsia (2.5%); rash (1.4%); ankle edema (1.4%); sleep disturbance v.d%):
myaIFIa (1.1%). In clinical triais ot other formulations of verapamil HGI (N = 4‘952. the following

reactions have occurred at rates greater than 1.0%: constipation (7.3%); dizziness (3.3%); nausea
(2.7%); hggftanston (2.5%), edema (1.9%), headache (2.2%); rash {1.2%); CHF/pulmonary
edema (3. ;fatlfuoﬁ T% ;bradycardiaéHFkSOlmin) \ .4%hAVb|ock-lotal1°.2°. 3°(1.2%);
2°and 3° {0.8%); flushing (0.6%); elevated liver enzymes (sea WARNINGS).

The following reactions, reportad in 1.0% or less of patients, occursed under conditions (open
trials, marketing experience) where a causal wlaliunshap is uncertain. Cardlovascular: angina
pactoris, atrioventricular dissociation, chest pain, claudication, myocardial infarction, palpita-
fions, purpura (vasculilis}, syncope. Digestive System: diarrhea, dry mouth, gastrointestinal dis-
tress, gingival hyperplasia. Hemic an I.Ymphallc: ecchymosis or bruising. Nervous System:
cerebrovascular accident, confusion, equilibrium disorders, insomnia, muscle cramps, paresthe-
sia, psychotic symptoms, shakiness, somnolence. Respiratory: dyspnea. Skin: arthralgia and
rash, exanthema, hair loss, hyperkeratosis, maculae, sweating, urticaria, Stevens-Johnson syn-
drome, erythema multiforme. Speclal Senses: blurred vision. Urogenital: gynecomastia, impo-
tence, increased urination, spotty menstruation.
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VERELAN

AS EFFECTIVEAS
PROCARDIA XL
IN REDUCING
BP AT THE
24TH HOUR

Reduction in mean DBP measured 242 hours
after dosing

VERELAN [ Procardia XL [ VERELAN |3
(n=38) | (n=38) (n=39) (n=38)

Final visit

Baseline
Difference batween treatment groups found to be not statistically significant (P=931).

Results of a 12-week, randomized, double-blind, parallel, comparative study of
patients with mild-to-moderate hy '(wr'h‘n:sh min ;E ) study sites nationwide.
Patients not controlled on VERELAN 240 mg/day were titrated to 360 mg/day
and, if needed, 480 mg/day; patients not controlled on Procardia XL 30m g/day
were titrated to 60 mg/day and, it needed, 90 mg/day: There was no significant
difference between groups in the number of titrations to goal DBP (- 90 mm Hg).

*Procardia XL is a registered trademark of Pfizer Inc.

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

Please see brief summary of Prescribing Information on adjacent page.

Verapamil HC! i

PELLET-FILLED CAPSULES



TAGAMET * [brand of cimetidine)

or PDR. The g Is & briel summary.
Indications and Usage: || Shovtterm treatment of active duodenal wicer,
2] maintenance therapy for duoa‘rmwr!p.lmnr;.lrrmm dosage after heal-

Ingol active uicer; {3) sh f active wicer; (4] erosive
gastroesophageal reflux disease; (5] prevention o!uppw gdmmnrm:mf bleeding

in criticaliy i patients; (6] treatment of patholog rye

[< Tagamet /s ¢ ated for patients known (o have

hypersensitivity (o the produc.
Precautlons: Rare instances of cardiac arrhythmias and hypotension have been
reported f Tagamet | s hiaride]
Injection by intravenous balus.

sponse [0 Tagamet theragy does Not preclude the presence of a gastric
malignancy. There have e e healing of gastric ulcers de:

q s 2

Reversible confusional states have been observed on occasion, predominantly in
severely il patients.
Tagamet has been reported (o reduce the hepatic metabolism of warfarir-ype anti

s Py " F v S certain
tricychec Ans, e, ol and o Cnrw.wy signify-
cant effects have been reported with the warfarin anticoagulants; therefore, close
bin time is and of the ant-

coaguiant dose may be necessary when Tagamet is administered concomitantly.
Interaction with phemyotn, lidocalne and theophiyiline has also been reparted to
produce adverse clinical effects

However, & crossover study in healthy subjects receiving either Tagamet
300 mg q.id. ur&‘.k?mgm rwammymnamargnm ﬂaweormmwmnr

(Theo-Dur®, Key Ph. dly-Stal
theophytline peak semMswﬂnme&:Umgn ! rcgmrn p.lrm.limymwms
aged 54 years Databey ble. (Nate: All patients
receiving \ppropriately; regardiess of concom-

tant drug Mrrapyj
Ina 24-month toxicity s(ua}-in r.m at dose levels approxctmately 8 1o 48 times the

syl cell Hirnons were see
In both the treated and control gruupx andthe incidence became .\.grkh:.lmynym
only in the aged rats recelving Tagamet

A weak antl i effect has by Ay i Sudies,
Tagamet has been showr ta have no effect on spermatogenesis, perm count, moiity.
marphology o In vitro fertilizing up«my

Pregnancy Category B: Rep have been perft rabbits and
mice at doses Lup dose and have re vidence
of impaired fertitity or harm to the fetus due to Tagamet. There are, howeves, no adie-
quate and well-controlied stuclies in pregnant women, Because animal reproductive

Stuciles ave not a 4P g g

pregnancy only If clearly needed,

Lack of experience to date p nding Tagamet for uise in children under

16 unless 5 generally, nursing

be een by patients taking g i

Ady R ! Diarchea, dizziness, headache. Reversible con-

run'musrarerftg mental conft Agitation, psy . Anxiery,

ly in severely il pam'nu. have been

reported. Mm\e.rmwtrm;mﬂﬂ it pua iy dlisonders

rfchng bqamel. qufadymwgﬁ dases. rcv ot least J')mmmx hasbeen reported.
of imp large mfr il r.ﬂuo‘uemrr:'guw dam.'m

nq.-n P

been rep path d for one ...u..mot.ronger..[}«rea;eawmrem

cell counts in T treated patients (ap 1 per 100,000 patients),

uxm@mmvsfmweujmnvﬂmm:w have been feported,

inc hallenge. Mast of these reports were in

rurbnn hohad WMinesses o i andior

xmmtopmau! T yiopenia fay {y 3 per million

[patients] and, very rarely, cases of pancytopenta or aplastic anemia have also been
reported, As with some other Hyreceptor antagonists, there have been extremely
rare reports of immune hemolytic anemia. Dose-refated Increases in. serum
transaminase have been reported. Reversible adverse hepatic effects, chalestatic or
mixed cholestatic-hepatoceiiutar in nature, have been reported rarely. Because of the
Pprecominance of cholestanic features, severe | Iy ls ¢ hiighty
uniikely: A singi of O amsmammwrrmwu}
Tagamﬂmsmnmrd hlﬂ'.wu-‘."-‘ s cose
have been reported. Rare cases of fever, interstitial nephiitls, .uwmry retention,
pancreatitls and aliergie reactions, Including anaphylaxis and hypersensitivity.
vascuiitls, have been reported, Race cases of bradycardia, tachycardia and AV heart
wmbmmmmu,mmamwm Www@a myalgla

i foint sym in patients with preexisting arthritis have been
p Rave { poly reported, but I redation
ship has been establi Mild rash and, very rarely: cases of severe g shiny

reactions feg., Stevensdohnson syndrome, epidermal necrolysis, erythema
T been

reported with Hy-receptor .wagurwfr; Reversible alopecia has been reported very
rarely.
How Tablets: bottles of 106 in botties
of fmma.{mg.’ru.rw Fackages of 100 fintended for insitutional use onlyl, 400 mg
tablets in botties of &0 and Single Linit Packages of 100 {intended for institutional use
onlyl, and 800 mg Tiftali® tablets in botties of 30 and Single Linit Packages of 100
intended for institutional use only].

by 300 mgd's mi, in 811 oz (237 mi] amber glass botties and in single-dose Lunirs

g5 mi), In packages of 10 {intended for institutional use only),

Injection:
Vials: 300 mgi2 ml in single-dose wials, in packages of 25, and in 8 mi multi-dose
wvialy, in packages of 10 and 25

Single-Dose Premlxed Plastlc tanlwnom m.rng in SDmL of 0.9% Sodium
Chioride in single-dase plastic of 4 units. No pr has
been added.

Exposure of the premined product to excessive heat should be avolded, It s recom-
mended the product be stored at controlled room temperature. Brief exposure Lp to
40°C does not adversely affect the premixed product

ADD- g™ Vials: J00mgy2 ml in single-dose ADD-Vaintage® Vials, in packages
of 25

Togamet f ) i p in Singh w.,umcorxwwn
13 manufactuied for Beecham F s by Baxter Healthcare Cor
poration, Deerfield, IL 50015,

BRETGLBY

SmithKline Beocham Philadelphia, PA 19101
Pharmaceuticals @ SmithKline Beecham, 1992

£ j brand of

RELIEFK

Put out the fire fas
with Tagamet

In acute duodenal ulcer:
400 mg b.i.d./800 mg Tiltab® Tablets h.s.

In erosive esophagitis: 800 mg b.i.d.

met

cmetiaine




We set out to write the world’s best current therapy book.
We succeeded!

THE s-MINUTE
CLINICAL CONSULT
1993
H. WINTER GRIFIFTTL NLD.
MARN DAMBRO, NLD.

»Over 1000 medical/su rgicagaroblens arranged
alphabetically and cross-indexed to synonyms of each

» Unique 2-page format designed for rapid
retrieval of essential information

* All medication entries and dosages verified by a Pharm.D.
¢ Annual revisions
* The most coverags on the markst

(450 conubutors) * References listed for additional Information and patient

About 1400 pp. (8 1/2x 11),
December 1992, $49.50.

ISBN: 0-8121-1593-7

education resources

* Full ICD-9 information included
-« 90 day examination period
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THE ONCE-DAILY NASAL STEROID
ONCE

DAILY

®

Nasal
Inhaler

(triamcinolone acetonice)

ONCE DAILY

Nasacort:-
(triamcinolone acetonice)

{na ' za-cont]
Triamcinolone Acetonide Nasal Inhaler
For Intranasal Use Only
Shake Well Before Using
CONTRAINDICATIONS: Hypersenstivity to any of the ingredients of this preparation
contraindicates its use.
WARNINGS: The replacement of a systemic corticosteroid with a topical corticoid can be
accompanied by signs of adrenal insufficiency and, in addition, some patients may experience
symptoms of withdrawal, 8.9, joint and/or muscular pain, lassitude and depression. Patients
previously treated for prolonged periods with systemic corticosteroids and transferred to topical
corticoids should be carsfully monitored for acute adrenal Insuﬁiciencr in response fo stress. In
those patients who have asthma or other clinical conditions requiring long-term systemic
corticosteroid treatment, too rapid a decrease in systemic corticosteroids may cause a severe
exacerbation of their symploms.
The use of Nasacort Nasal Inhaler with alternate-day systemic prednisone could increase the
likelihood of hypothalamic-pituitary-adrenal (HPA) suppression compared to a therapeutic dose
of either one alone. Therefore, Nasacort Nasal Inhaler should be used with caution In patients
already receiving alternate-day prednisone treatment for any disease.
PRECAUTIONS . ) .
General: In clinical studies with triamcinclone acetonide administered intranasally, the
development of localized infections of the nose and pharynx with Candida albicans has rarely
occurred. When such an infection develops it may require treatment with appropriate local
therapy and discontinuance of treatment with Nasacort Nasal Inhaler.
Triamcinolone acetonide administered intranasally has been shown to be absorbed into the
systemic circulation in humans. Patients with active rhinitis showed absorption similar to that
found in normal volunteers, Nasacor at 440 mcg/day for 42 days did not measurably affect
adrenal response 1o a six hour cosyntropin test In the same study prednisane 10 mg/da%
snggugﬁca)amly reduced adrenal response to ACTH over the same period (see CLINICAL TRIALS
saction).
Nasacort Nasal Inhaler should be used with caution, if at all, in patients with active or quiescent
tuberculous infections of the respiratory fract or in pafients with untreated fungal, bacterial, or
systemic viral infections or ocular herpes simplex.
Because of the inhibitory effect of corticosteroids on wound healing in patients who have
experienced recent nasal septal ulcers, nasal surgery or trauma, a corticosteroid should be
used with caution until healing has occurred.
When used at excessive doses, systemic corticosteroid effects such as hypercorticism and
adrenal suppression may gf)pear. If such changes occur, Nasacort Nasa! [nhaler should be
discontinued slowly, consistent with accepted procedures for discontinuing oral steroid therapy.
Information for Patients: Patients being treated with Nasacort Nasal Inhaler should receive
the following information and instructions.
Patients should use Nasacort Nasal inhaler at regular intervals since its effectiveness depends
on its regular use. A decrease in symptoms may occur as soon as 12 hours after starting steroid
therapy and generallz can be e)t(ﬁemed to occur within a few days of initiating thera'ﬁy in allergic
rhinitis. The patient should take the medication as directed and should not exceed the
rescribed ‘?e, The patient should contact the physician if symptoms do not improve after
hree wesks, or if the condition worsens. Nasal irritation and/or burning or stinging after use of
rce spray occur only rarely with this product. The patient should contact the physician if they
cur.
For the proper use of this unit and to attain maximum improvernent, the patient should read and
follow the accompanying patient instructions carefully. Because the amount dispensed per puff
may not be consistent, it i important to shake the canister well. Also, the canister should be
discarded after 100 actuations.
Carcinogenesis, Mutagenesis: Animal studies of triamcinolone acetonids to test its
carcinogenic potential are underway.
Impairment of Fertility: Male and female rats which were administered oral triamcinolone
acetonide at doses as high as 15 mcg/kg/%zg' (110 meg/m?/day, as calculated on a surface
area basis) exhibited no evidence of Impaired fertility. The maximum human dose, for
comparison, is 6.3 mcg/kg/day é240 mcg/m?/dgg], lowever, a few female rats which received
maternally toxic doses of 8 or 15 meg/kg/day (60 meg/m?/day or 110 mcg/m?/day, respectively,
as calculated on a surface area basis) exhibited dystocia and prolonged delivery.
Developmental toxicity, which included increases in fetal resorptions and stillbirths and decreases
in %p webghi and survival, also occurred at the matemally toxic doses (2.5 - 150 mcg/‘t)(f;/day
or 20 - 110 meg/m?/day, as cakulated on a surface area basis). Reproductive performance
female rats effects on fetuses and offspring were comparable between groups that received

lacebo and non-toxic or marginally toxic doses (0.5 and 1.0 mog/kg/day or 3.8 meg/m?/day and

.0 mcg/m?/day).
Pregnancy: Pregnancy Calegovg‘ C. Like other corticolds, triamcinolone acetonide has been shown
1o be teratoganic in rats and rabbits. Teratogenic effects, which occurred in both species at 0.02,
0.04 and 0.08 mg/kg/day S‘agproxlmately 135, 270 and 540 meg/m#/day in the rat and 320, 640
and 1280 mcg/m?/day in the rabbit, as calculated on a surface area basls), included a low
incidence of cleft palale and/or intemal hydrocephaty and axial skeletal defects. Teratogenic
effects, including CNS and cranial malformations, have also been observed In non-human
primates at 0.5 mg/kg/day (a,)proxlmate 6.7 mg/m#/day). The doses of 0.02, 0.04, 0.08, and 0.5
mg/kg/day used in these tox| colow studies are approximately 12.8, 255, 51, and 318.7 imes the
minimum recommended dose of 110 mcg of Nasacort per day and 3.2, 6.4, 12.7, and 80 times the
maximum recommended dose of 440 mcg of Nasacort per day based on a patient weight of
70 k?. Administration of aerosol by inhalation to gegnam rats and rabbits f)roduced embryotoxic
and fetotoxic eflects which were comparable to those produced by administration by other routes.
There are no adequate and well-controlled studies in ggegnant women. Triamcinolone acetonide
should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus-
Experience with oral corticoids since their introduction in pharmacologic as opposed to physiologic
doses suggcests that rodents are more prone to teratogenic effects from corticoids than humans. In
addition, because there is a natural increase in glucocorticold production during Pregnancy, most
women will require a lower exogenous steroid dose and many will not need corticoid treatment
during pregnancy.
Nontarato?enlc Etfects: Hypoadrenalism may occur In infants born of mothers receiving
corticosteralds during pregnancy. Such infants should be carefully observed.
Nursing Mothers: It is not known whether triamcinolone acetonide is excreted in human milk.
Because other corticosteroids are excreted in human mitk, caution should be exercised when
Nasacort Nasal Inhaler is administered to nursing women.
Pedlatric Use: Safaty and effectiveness have not been established in children below the age of
12. Oral corticoids have been shown to cause growth suppression in children and teenagers,
particularly with higher doses over extended periods. Hf a child or teena%er on any corticoid
g?pears to have growth suppression, the possibility that they are particularty sensitive to this effect

steroids should be considered.

ADVERSE REACTIONS: In controlled and uncontrolled studies, 1257 patients received treatment
with intranasal triamcinolone acetonide. Adverse reactions are based on the 567 patients who
received a product similar to the marketed Nasacort canister. These patients were treated for an
average of 48 days (range 1 to 117 days). The 145 patisnts enrolled in uncontrolled studies
received treatment from 1 to 820 days (average 332 days).
The most prevalent adverse experience was headache, being reported by approximately 18% of
the patients who received Nasacort. Nasal irritation was reported by 2.8% of the palients receiving
Nasacort. Other nasopharyngeal side effects were reported by fewer than 5% of the patients who
received Nasacort and included: dry mucous membranes, naso-sinus congestion, throat
discomfont, sneezing, and efnstaxls‘ The complaints do not usually interfere with treatment and in
the controlied and uncontrolled studies approximately 1% of patients have discontinued because
of these nasal adverse effects.
In the event of accldental overdose, an increased potential for these adverse experiences may be
expected, but systemic adverse experiences are unlikely (see OVERDOSAGE section). on
OVERDOSAGE: Acute overdosags with this dosage form is unl]kﬂé The acute topical appllcalllg
of the entire 15 mg of the canister would most likely cause nasal Iritation and headache. ft wou
be uniikely to see acute systemic adverse effects if the nasal application of the 15 mg of
triamcinolone acetonide was administered all at once.
Caution: Federal {U.S.A) law prohibits dispensing without prescription.
Please see product circular for full prescribing information.
1. Findlay S, Huber £ Garcia J, et al: Efficacy of once-a-day int of tri: d
patients with seasonal allergic thinitis. Ann Allergy 1992, Accepted for publication. 2. Data on fife, Rh
Rorer Pharmaceuticals Inc.
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A MIGRAINE DILEMMA

“Today of all days —

I can’t believe “
Mom had to get i /

one of her migraines.”




“I'd give anything
to be with Scott today,
but what could I do?
Between the pain
and the nausea,

I can barely move.”

Migraine is more than a headache.

Recent research has revealed that migraine

is a complex, multisymptom disorder of
neurobiological origin.'* Although various
theories have been proposed regarding the
exact physiological mechanism of migraine,
the practical patient presentation has become
increasingly clear: headache is only one aspect
of the total migraine symptom complex. Nausea,
vomiting, and light and sound sensitivity also
contribute to the disabling nature of migraine.
And that disability means people in the
migraine patient’s world suffer too—family,
friends, coworkers.

Current estimates indicate that over 11 million
Americans suffer from migraine with moderate
to severe disability*... and the prevalence of
migraine is on the rise.' Yet, the sad fact is only
one out of three migraine sufferers is actually
under a physician’s care.® Many have resigned
themselves to coping on their own.

Fortunately, research may offer
new hope to migraine sufferers.

I‘laiemnces: Results of this research have
« lance JW, 5-Hydroxyliyplamine and its role in migraine A : e

Eur Neyrol 1991:31:279-281. 2, lance JW. A |'-:|;|L'r:-pl gWLII us new

of migraine and the search for the ideal headache dnlg u‘.sigh[s inu) [l]c

Headache January 1990;30:17:23. 3. Stewarl WE, E e
t'["““ RB, Celentano DD, Reed ML. Prevalence of migraine ll(.‘.l]['()hl()l()gl(.lll
1eadache in the United States: relation to age. income, race, s . L=y
;?q/(ﬁhlrl sociodemographic laclors. JAMA. January 1992; bsl."!lh Or Inlgnun(‘ flt
-0/:.04-69. 8, Prevalence of chranic migraine headaches- . YRy > 1'("-
|'JIII|1(-}r| Slales, 1980:1989. MMWR, May 1991;40:331 ‘lnld n?“ h{)pL
337:338. 5. Dala on file, Glaxo Inc migraine patents,
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For the many faces of mild hypertension

THE MOST WIDELY USED CALCIUM ANTAGONIST
AS MONOTHERAPY FOR MILD HYPERTENSION™

* Effective 24-hour control?
*Single-agent efficacy
*Well .tol_.‘e_rate.d;*_

*The recommended starting dose for Calan SR is 180 mg once
dally. Dose titration will be required In some patients to
achieve blood pressure control, A lower initial starting dosage
of 120 mg/day may be warranted in some patients (eg, the
elderly, patients of small stature). Dosages above 240 mg daily
should be administered in divided doses. Calan SR should be
administered with food.

tConstipation, which is easlly managed In most patients, Is the most commonly
reported side effect of Calan SR.

*:’mpamll should be administered cautiously to patients with Impalred renal
nction,

BRIEF SUMMARY

Contraindications: Severe LV dysfunction {see Warnings), hypatension (systolic_pressure-

= 90 mm Hg) or cardiogenic shock, sick sinus syndrome (if no pacemaker is present), 2nd- or
rd-degrap Iﬁl block (if no pacemaker s presant), atrial futter/fibrilation wﬁhm BN ACCRSSOrY
fiass tract (eg, WPW or LGL syndromes), hypersensitivity to verapamil,

mings: Verapamil should be avolded In patients with sevare LV dysfunction (eg, ejection
fraction < 30%) or moderate to severe symptoms of cardiac fallure and In patients with any

of ventricular dysfunction If they are receiving a beta-blocker, Contral milder heart failure
aptimum digitalization andfor diuratics before Calan SR Is used. Verapamil may occasionally
Rroduce hypotension. Elevations of liver enzymes have been reported. Several cases have been
demonstrated 10 be produced by verapamil. Periodic monitoring of liver function in patients: on
:’ﬂmmu I8 prudent. Some patients with paroxysmal and/or chronic atrial Hutter/fibrillation and
cn accessory AV pathway (eg, WPW or LGL syndromes) have developed an increased antagrade
Onduction across the accessory pathway sing the AV node, producing a very rapid
Yentricular response or ventricular fibrillation after receiving |.V. verapamil {or digitalis). Because
de tisk, oral verapamil is contraindicated in such patients, AV block may oceur (2nd- and 3rd-
firéa, 0.8%). Development of marked 1st-degree block or progression to 2nd- or 3rd-degres
s'.wk Tequires reduction in dosage or, rarely, discontinuation and Institution of appropriate therapy.
ik 5 bradycardia, 2nd-degrea AV block, sinus arrest, pulmonary edema and/or severe hypoten-

n :':r? mﬁm in some critically Il patients with hypertrophic cardiomyopathy who were treated

pamil.

Cautions: Verapamil should be given cautiously to patients with Impaired hepatic function (in
S8vere dysfunction use about 30% of the normal dose) or impaired renal function, and patients
Vo be monitored for abnormal prolongation of the PH interval or other signs of overdosage.
\ "apamil may decrease neuromuscular transmission in patients with Duchenne's muscular dys-
iony.and may prolong recovery from the neuromuscular blocking agent vecuronium. It may be
PCessary 1o decraase verapamil dosage in patients with attenuated neuromuscular transmission.
m’"'llned therapy with beta-adrenerglc blockers and verapamil may result in additive negative
%C1s on' heart rate, atrioventricular conduction andfor cardiac contractiity; there have been
15 of excessive bradycardia and AV block, including complete heart block. The risks of such
ang oy 0 therapy may outweigh the benefits. The combination should be used anly with caution
o tlose monitoring, Decreased metoprolol and propranolol clearance may oceur when either
us:E I3 administered concomitanily with verapamil, A varlable ffect has been seen with combined
an of atenolo), Chronic verapamil freatment can inrease serum digoin levels by 50% to 75%
cirnd the first week of tharapy, which can result in digitalis toxicity. In patients with hepatic
inae S Verapamil may reduce total body clearance and extrarenal clearance of digitaxin, The
Velokin dose shauld be reduced when verapamil is given, and the.patient carefully monitored.

Spamil will usually have an additive nlisumﬂanm receiving blood-pressure-lowering agents.

©1992 sparie Pg2CA7233T

References: 1, Data on flle, Searle, 2. Edmonds D, Wirth JP, Baumgart P, et al,
Twenty-four-hour monitoring of biood pressure during calcium antagonist
therapy. In: Fleckensteln A, Laragh SH, eds. nsion—the Next Decade:
Verapamil In Focus. New York, NY: Churchill Livingstone; 1887:94-100. 3. Midtbe
KA. Effects of long-term verapamil therapy on serum liplds and other metabolic
parameters. Am J Cardiol, 1990;66:131-151. 4. Fagher B, Henningsen N, Hulthén L,
et al. Antinypertensive and renal effects of enalapril and slow-release verapamil
In essential hypertension. Eur J Clin Pharmacol. 1990;39(suppl 1):541-543.

5. schmileder RE, Messerll FH, Garavaglla GE, et al. Cardiovascular effects of
verapamilin patients with essential hypertension. Circulation. 1987;75:1030-
1036, 6. Midtbo K, Lauve O, Hals 0, No metabolic side effects of long-term
treatment with verapamil in hypertension, Anglology. 1988:39:1025-1029,

Dis should not be given within 48 hours before or 24 hours after verapamil administras
tion. Concomitant use of flecainide and verapamil may have additive efiects on myocardial
contractility, AV conduction; and repolarization. Combined verapamil and quinidine therapy in
patients with hypertrophic cardiomyopathy should be avoided, since significant hypotension may
result. Concomitant use of lithium and verapamil may result in an increased sensitivity to lithium
(neurotoxicity), with either no change or an increase in serum Iithium levels; however, it may also
result in & lowering of serum [ithium levels. Patients receiving both drugs must be monitored
carefully. Verapamil may Increase carbamazepine concentrations during combined use. Rifampin
may reduce verapamil bioavailability. Phenobarbital may increase verapamil clearance. Verapamil
may increase serum levels of cyclasporin, Verapamil may inhibit the clearance and increase the
plasma levels of theophylline, Concomitant use of inhalation anesthetics and calcium antagonists
needs careful titration to avoid excessive cardiovascular depression. Verapamil may potentiate the
activity of neuromuscular blocking agents (curare-like and depolarizing); dosage reduction may be
required. There was no evidence of a carcinogenic potential of verapamil administered to rats for
2 years. A study In rats did not suggest a tumorigenic patential, and verapamil was not mutagenic
in the Ames test. Pregnancy Category C. There are no adequate and well-controlied studies in
pregnant women. This drug should be used during pregnancy, labor, and delivery only it clearly
needed. Verapamil Is 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%), fatigue (1.7%), dyspnea (1.4%),
bradycardia: HR < 50/min (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 fleus. The
following reactions, reparted in 1.0% or less of patients, occurred under conditions where. a
causal relationship 1s uncertain: angina pectoris, atrioventricular dissociation, chest pain, claudi-
cation, myocardial infarction, tations, purpura (vasculitis), syncope, diarrhea, dry mouth,
gastrointestinal distress, gingival hyperplasia, ecchymosis or bruising, cerebrovascular accident,
confusion, equilbrium disorders, insomnia, muscle cramps, paresthesla, psychotic symptoms,
shakiness, somnolence, arthralgla and rash, exanthema; hair loss, hyperkeratosis, macules,
sweating, urticaria, Stevens-Johnsan syndrome, erythema multiforme, blurred vision, gynecomas-

i inemia, increased urination, spotty manstruation, impotence.
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Trental®400 mg Tablets
(pentoxifylline)
A brief summary of the Prescribing Information follows.

INDICATIONS AND USAGE:

Trental® (pentoxifylline) is indicated for the treatment of patients with intermittent claudi-
cation on the basis of chronic occlusive arterial disease of the limbs. Trental® (pentoxifylline)
can improve function and symptoms but is not intended to replace more definitive therapy,
Isucg as surgical bypass, or removal of arterial obstructions when treating peripheral vascu-
ar disease.

CONTRAINDICATIONS:

Trental® (pentoxifylline) should not be used in patients with recent cerebral and/or retinal
hemorrhage, or in patients who have previously exhibited intolerance to this product or
methylxanthines such as caffeine, theophylline, and theobromine.

PRECAUTIONS:

General: Patients with chronic occlusive arterial disease of the limbs frequently show
other manifestations of arteriosclerotic disease. Trental® (pentoxifylline) has been used
safely for treatment of peripheral arterial disease in patients with concurrent coronary
artery and cerebrovascular diseases, but there have been occasional reports of angina, hy-
potension, and arrhythmia. Controlled trials do not show that Trental® (pentoxifylline)
causes such adverse effects more often than placebo, but, as it is a methylxanthine deriva-
tive, it is possible some individuals will experience such responses. Patients on warfarin
should have more frequent monitoring of prothrombin times, while patients with other risk
factors complicated by hemorrhage (e.g., recent surgery, peptic ulceration, cerebral and/or
retinal bleeding) should have periodic examinations for bleeding including hematocrit
and/or hemoglobin.

Drug Interactions: Although a causal refationship has not been established, there have
been reports of bleeding and/or prolonged prothrombin time in patients treated with
Trental® (pentoxifylline) with and without anticoagulants or platelet aggregation inhibitors.
Patients on warfarin should have more frequent monitoring of prothrombin times, while
patients with other risk factors complicated by hemorrhage (e.g., recent surgery, peptic ul-
ceration) should have periodic examinations for bleeding including hematocrit and/or
hemoglobin. Trental* (pentoxifylline) has been used concurrently with antihypertensive
drugs, beta blockers, digitalis, diuretics, antidiabetic agents, and antiarrhythmics without
observed problems. Small decreases in blood pressure have been observed in some pa-
tients treated with Trental® {pentoxifylline); periodic systemic blood pressure monitoring is
recommended for patients receiving concomitant antihypertensive therapy. If indicated,
dosage of the antihypertensive agents should be reduced.

Carcinogenesis, Mutagenesis and Impairment of Fertility: Long-term studies of the
carcinogenic potential o pentoxifylline were conducted in mice and rats by dietary admin-
istration of the drug at doses up to approximately 24 times {570 mg/kg) the maximum rec-
ommended human daily dose (MRHD) of 24 mg/kg for 18 months in mice and 18 months
in rats with an additional 6 months without drug exposure in the latter. No carcinogenic
potential for pentoxifyliine was noted in the mouse study. In the rat study, there was a sta-
tistically significant increase in benign mammary fibroadenomas in females in the high
dose group {24 x MRHD). The relevance of this finding to human use is uncertain since this
was only a marginal stausticalclf significant increase for a tumor that is common in aged
rats. Pentoxifylline was devoid of mutagenic activity in various strains of Salmonella (Ames
test) when tested in the presence and absence of metabolic activation.

Pregnancy: Category C. Teratogenic studies have been performed in rats and rabbits at
oral doses up to about 25 and 10 times the maximum recommended human daily dose
(MRHD) of 24 mg/kg, respectively. No evidence of fetal malformation was observed.
Increased resorption was seen in rats at 25 times MRHD. There are, however, no adequate
and well-controlled studies in pregnant women. Because animal reproduction studies are
not always predictive of human response, Trental® (pentoxifylline) should be used during
pregnancy only if clearly needed.

Nursing Mothers: Pentoxifylline and its metabolites are excreted in human milk. Because
of the potential for tumorigenicity shown for pentoxifylline in rats, a decision should be
made whether to discontinue nursing or discontinue the drug, taking into account the im-
portance of the drug to the mother.

Pediatric Use: Safety and effectiveness in children below the age of 18 years have not
been established.

ADVERSE REACTIONS:

Clinical trials were conducted using either controlled-release Trental® (pentoxifylline)
tablets for up to 60 weeks or immediate-release Trental® {pentoxifylline} capsules for up to
24 weeks. Dosage ranges in the tablet studies were 400 mg bid to tid and in the capsule
studies, 200-400 mg tid.

The table summarizes the incidence (in percent) of adverse reactions considered drug-re-
lated, as well as the numbers of patients who received controlled-release Trental® {pentoxi-
fylline) tablets, immediate-release Trental® (pentoxifylline) capsules, or the corresponding
placebos. The incidence of adverse reactions was higher in tﬁe capsule studies (where
dose-related increases were seen in digestive and nervous system side effects) than in the
tablet studies. Studies with the capsule include domestic experience, whereas studies with
the controlled-release tablets were conducted outside the U.S. The table indicates that in
the tablet studies few patients discontinued because of adverse effects.

INCIDENCE (%) OF SIDE EFFECTS

Controlled-Release Immediate-Release

Tablets Capsules
Commercially Used Only for
Available Controlled Clinical
Trials
Trental® Placebo  Trental® Placebo
{Numbers of Patients at Risk) (321) (128) (77 (138)
Discontinued for Side Effect 31 9.6 7.2
CARDIOVASCULAR SYSTEM
Angina/Chest Pain 0.3 1.1 2.2
Arrhythmia/Palpitation — — 1.7 0.7
Flushing - - 2.3 0.7
DIGESTIVE SYSTEM
Abdominal Discomfort — - 4.0 1.4
Belching/Flatus/Bloating 0.6 - 9.0 36
Diarrhea — — 34 29
Dyspepsia 28 4.7 9.6 2.9
Nausea 2.2 08 288 8.7
Vomiting 1.2 - 45 0.7
NERVOUS SYSTEM
Agitation/Nervousness — — 1.7 07
Dizziness 19 3.1 19 43
Drowsiness — — 1.1 5.8
Headache 1.2 1.6 6.2 5.8
Insomnia — — 23 2.2
Tremor 03 0.8 —_ —
Blurred Vision — — 23 14

Trental® (pentoxifylline) has been marketed in Europe and elsewhere since 1972. In addi-
tion to the above symptoms, the following have been reported spontaneously since mar-
keting or occurred in other clinical trials with an incidence of less than 1%; the causal rela-
tionship was uncertain:

Cardiovascular - dyspnea, edema, hypotension.

Digestive - anorexia, cholecystitis, constipation, dry mouth/thirst.

Nervous - anxiety, confusion, depression, seizures.

Respiratory - epistaxis, flu-like symptoms, laryngitis, nasal congestion.

Skin and Appendages - brittle fingernails, pruritus, rash, urticaria, angioedema.

Special Senses - blurred vision, conjunctivitis, earache, scotoma.

Miscellaneous ~ bad taste, excessive salivation, leukopenia, malaise, sore

throat/swollen neck glands, weight change.

A few rare events have been reported spontaneously worldwide since marketing in 1972.
Although they occurred under circumstances in which a causal relationship with pentoxi-
fylline could not be established, they are listed to serve as information for physicians:
Cardiovascular - angina, arrhythmia, tachycardia, anaphylactoid reactions; Digestive —
hepatitis, jaundice, increased liver enzymes; and Hemic and Lymphatic— decreased serum
fibrinogen, pancytopenia, aplastic anemia, leukemia, purpura, thrombocytopenia.

OVERDOSAGE:

Qverdosage with Trental® (pentoxifylline) has been reported in children and adults.
Symptoms appear to be dose-related. A report from a poison controf center on 44 pa-
tients taking overdoses of enteric-coated pentoxifylline tablets noted that symptoms usu-
ally occurred 4-5 hours after ingestion and lasted about 12 hours. The highest amount in®
gested was 80 mg/kg; flushing, hypotension, convulsions, somnolence, loss of conscious®
ness, fever, and agitation occurred. All patients recovered.

In addition to symptomatic treatment and gastric lavage, special attention must be given t
supporting respiration, maintaining systemic blood pressure, and controlling convulsions-
Activated charcoal has been used to adsorb pentoxifylline in patients who have overdosed:

DOSAGE AND ADMINISTRATION:

The usual dosage of Trental* {pentoxifylline) in controlled-release tablet form is one tablet
(400 mg) three times a dar with meals.

While the effect of Trental® (pentoxifylline) may be seen within 2 to 4 weeks, it is recom” .
mended that treatment be continued for at least 8 weeks. Efficacy has been demonstrate
in double-blind clinical studies of 6 months’ duration. Digestive and central nervous systerf
side effects are dose-related. If patients develop these side effects it is recommended lha;i
the dosage be lowered to one tablet twice a day (800 mg/day). If side effects persist at t
lower dosage, the administration of Trental® (pentoxifylline) should be discontinued.
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Patients with intermittent claudication
may report other symptoms first:

e Cold feet ¢ Hair loss and trophic skin changes
e Paresthesia and numbness ¢ Delayed healing of superficial injuries

You're most likely to hear them from:

* Patients over 50 e Smokers of more than 25 years'
e Type Il diabetics ¢ Hypertensives with elevated triglyceride
and depressed HDL levels

TRENTAL® increases pain-free walking distance and
improves microcirculatory blood flow?'+":

* Lowers whole blood viscosity ¢ Increases white cell flexibility and inhibits
* Increases red cell flexibility neutrophil adhesion and activation
* Lowers red cell aggregation t The clinical significance, if any,
* Lowers platelet aggregation of these laboratory findings
* Lowers fibrinogen levels has not been established.
3x3 = Success:
e Patients may improve gradually e Therapy must be continued
over 3 months# to sustain improvement

e The usual dosage of TRENTAL® is
one 400-mg tablet 3 times a day,

with meals
Excellent safety profile:

* TRENTAL® has been used con- ¢ Patients on warfarin should have
currently with antihypertensive, more frequent monitoring of pro-
beta-blocker, digitalis, diuretic, thrombin time; periodic systemic blood
antidiabetic and antiarrhythmic pressure monitoring is recommended
regimens without observed for patients receiving concomitant
problems antihypertensive therapy

Trental:.

(pentoxitylline)

The only proven-effective agent
for intermittent claudication — a symptom
of peripheral arterial disease

*TRENTAL® can improve function and symptoms but is not
intended to replace more definitive therapy such as surgery.

' While the effect of TRENTAL® may be seen within 2 to 4 weeks, it is recommended
that treatment be continued for at least 8 weeks.

© 1991 by Hoechst-Roussel Pharmaceuticals Incorgorated
Please see references and brief summary of prescribing information on following page-
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Proved by countless patients well controlled on
one ISOPTIN SR tablet per day— 180 mg or 240 mg—
. with virtually no change in metabolic parameters or quality of life
* (total daily doses above 240 mg should be administered in divided dose

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

. Supported by more than 57,000,000 prescriptions written
for once-daily verapamil SR’ over the past 5.5 years.
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! Sustained-Release
L Tablets
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I Conslipation is the most frequently reported side effect of ISOPTIN® SR and is easily managed in most patients. :—:::l::.lt‘;:i:"?”-:;v 7
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ONCE-DAILY

(verapamil HC/) iz

Sustained-

p

The recommended For patients who require  For elderly or small-stature patients
starting/maintenance dose a step up in dosage who require lower doses

Knoll Pharmaceuticals
A Unit of BASF K&F Corporation
Whippany, New Jersey 07981 BASF

Briel Summary of Prescribing Information

CONTRAINDICATIONS: 1) Severe lett ventnicular dystunction (see WARNINGS), 2) Hypotension (less
than 90 mmHg systolic pressure) or cardiogenic shock, 3) Sick sinus syndrome (except in patients
with a functioning artificial ventricular pacemaker), 4) 2nd or 3rd degree AV block (except in patients
with a functioning artificial ventricular pacemaker), 5) Patients with atrial flutter or atrial fibrillation
and an accessory bypass tract (e.0., Wolfi-Parkinson-White, Lown-Ganong-Levine syndromes), 6)
Patients with known hypersensitivity to verapamil hydrochloride

WARNINGS: Heart Fallure: ISOPTIN should be avoided in patients with severe lett ventricular dys-
function. Patients with milder ventricular dysfunction should, il possible, be controlled belore
verapamil treatment. ISOPTIN should be avoided in palients with any degree of left ventricular
dystunction if they are receiving a beta adrenergic blocker (see DRUG INT{H AGTIONS). Hypotension:
ISOPTIN (verapamil HCI) may produce occasional symplomatic hypotension. Elevated Liver Enzymes:
Elevations of transaminases with and without concomitant elevations in alkaling phosphatase and
bilirubin have been reported. Periodic monitoring of liver lunction in patients receiving verapamil is
therefore prudent Ammw B Tract (Wolll-Parkinson-White): Patients with paroxysmal and/or
chronic atrial flutter or atrial tibrillation and a coexisting accessory AV pathway may develop increased
antegrade conduction across the accessory pathway producing a very rapid ventricular response or
sentricular fibrillation after receiving intravenous verapamil. While this has not been reported with oral

pamil, it should be considered a potential risk (see CONTRAINDICATIONS). Treatment is usually
D.C -cardioversion. Atrioventricular Block: The elffect of verapamil on AV conduction and the S
node may cause asymplomatic 15t degree AV block and transient bradycardia. Higher degrees of AV
block, while infrequent (0.8%), may require a reduction in dosage or, in rare instances, discontinua-
tion of verapamil HCI, Patients with Hypertrophic Cardiomyopathy {IHSS): Although verapamil has
been used in the therapy of patients with IHSS, severe cardiovascular decompensation and death
have: been noted in this patient population

PRECAUTIONS: Impaired Hepatic or Renal Funclion: Verapamil is highly metabolized by the liver
with about 70% of an administered dose excreled as metabolites in the uring. In patients with impared
hepatic function the dose should be cut to 30% of the usual dose and the patient closely monitored
In patients with impaired renal function verapamil should be administered cautiously and the patients
monitored for abnormal prolongation of the PR interval or other signs of excessive pharmacological
elfects (see OVERDOSE). Use in Patients with Attenuated (Decreased) Neuromuscular
Transmission: Verapamil decreases neuromuscular transmission and may prolong recovery {rom
neuromuscular blocking agents. In patients with attenuated neuromuscular transmission lower doses
of verapamil may be warranted

Drug Interactions: Beta Blockers: Concomitant use of ISOPTIN and oral beta-adrenergic blocking
agents may result in additive negative etects an heart rale, atrioventricular conduction, and/or car-
diac contractility. Excessive bradycardia and AV block, has been reported, The combination should be
used only with caution and close monitoring. Digltalis: Clinical use of verapamil in digitalized patients
has shown the combination to be well tolerated. However, chronic verapamil ireatment increases
Serum digoxan levels by 50% to 75% during the first week of therapy and this can result in digitalis
toxicity. Upon discontinuation of ISOPTIN (verapamil HCI), the patient should be reassessed to avoid
underdigitalization. Antihypertensive Agents: Verapamil administered concomitantly with oral antihy-
Eﬁl‘el‘l- zagents (.., vasodilators, anglotensin-converting enzyme inhibitors, diuretics, alpha and
‘adrenergic blockers) will usually have an additive etiect on lowering blood pressure. Patients
iving these combinations should be appropriately monitored. Antiarrhythmic Agents:
Disopyramide: Disopyramide should not be administered within 48 hours before or 24 hours after
verapamil administration. Flecainide; Concomitant administration of flecainide and verapamil may
result in additive negative inotropic elfect and prolongation of atrioventricular conduction. Guinidine:
I patients with hyferlm hic cardiomyopathy [IHSg]. concomitant use of verapamil and quinidine
may resull in signiticant hypotension. Other: Nitrates: The pharmacologic profile of verapamil and
nilrales as well as clinical experience suggest beneficial interactions. Cimetidine: Variable results on
ciearance have been oblained in acute studies of healthy volunteers; clearance of verapamil was either
reduced or unchanged. Lithium: Pharmacokinetic (Jowering of serum lithium levels) and pharmaco-
dynamic (increased sensitivity to the etfects of lithium) interactions between oral verapamil and
Iithium have been re d. Carbamazepine: Verapamil therapy may increase carbamazepine con-
centrations and produce related side effects during combined therapy Ritampin: Therapy with
rifampin may markedly reduce oral verapamil bioavailability. Phenobarbital: Phenobarbital therapy

£ 1992, BASF K&F Corporation
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may Increase verapamil clearance E‘ﬂ:]nlrorin: Verapamil therapy may Increase serum levels of
cyclosporin. Anesthetic Agents: Verapamil may potentiate the activity of neuromuscular blocking
agents and inhalation anesthetics. Carcinogenesis, Mutagenesis, Impairment of Fertility: There
was no evidence of a carcinogenic potential of verapamil administered to rats for two years.
Verapamil was not mutagenic in the Ames test. Studies in female rats did not show impaired lertility.
Effects on male fertility have nol been determined. Pregnancy (Category C): There are no adequate
and well-controlled studies in pregnant women. ISOPTIN crosses the placental barrier and can be
detected in umbilical vein blood at delivery. This drug should be used during pregnancy, labor and
delivery, only il clearly needed. Nursing Mothers: ISOPTIN is excreted in human milk, theretore,
nursing should be discontinued while verapamil is administered. Pedlatric Use: Safety and efficacy of
ISOPTIN in children below the age of 18 years have not been established.

ADVERSE REACTIONS: Constipation 7,3%, dizziness 3.3%, nausea 2. 7%, hypotension 2.5%, head-
ache 2.2%, edema 1.9%, CH ) 8%, fatigue 1.7 spnea 1.4%, bradycardia
1.4%, 2° and 3° AV block 0.8%, ra 2! ing 0.6% and elevated liver cn?mes (see WARN-
INGS). The following reactions, rep 55 ol patients, occurred under conditions
(open trials, marketing experience) where a causal relationship is uncertain; they are mentioned lo
dlert the phr'swmn 10 @ possible relationship: angina pectoris, atrioventricular dissociation, arthralgia
and rash, blurred vision, cerebrovascular accident, chest pain, claudication, confusion, diarrhea, dry
mouth, ecchymosis or bruising, equilibrium disorders, erythema multiforme, exanthema, gastroin-
lestinal distress, gingival hyperplasia, gynecomastia, hair loss, hyperkeratosis, impotence, increased
urination, insomnia, macules, muscle cramps, myocardial infarction, palpitations, paresthesia, psy-
chotic symploms, purpura (vasculitis), shakiness, somnolence, spotty menstruation, Steven-Johnson
syndrome, swealing, syncope, urlicaria

Treatment of Acule Cardiovascular Adverse Reactions: Whenever severe hypolension or complete
AV block occur following eral administration of verapamil, the appropriate emergency measures should
be applied immediately. e.g., infravenously administered isoproterenol HCI, levarterenol bitartrate,
atropine (all in the usual doses), or calcium gluconate (10% solution). Il further support is necessary,
inotropic agents (dopamine or dobitamine) may be administered. Actual treatment and dosage should
urepund on the severity and the clinical situation and the judgment and experience of the treating
physician

OVERDOSAGE: Treatmen! of overdosage should be supportive, Beta-adrenergic stimulation or paren-
teral administration of calcium solutions may increase calcium jon flux across the slow channel, and
have been used effectively in treatment of deliberate ove:dnsagg with verapamil. Clinically significant

hypotensive reactions or fixed high degree AV block should be treated with vasopressor agents o
cardiac pacing, respectively. Asyslole should be handled by the usual measures including cardiopul-
monary resuscitation

DOSAGE AND ADMINISTRATION
Essential Hypertension

The dose of ISOPTIN SR should be individualized by titration and the drug should be administered
with food. Initiate therapy with 180 mg of sustained-release pamil HCI, ISOPTIN SR, given in the
morming, L initial doses of 120 mg a day may be warranted in patients who may have an
increased response to verapamil (e.0., the elderly or small people, etc.). Upward titration should be
based on therapeutic elficacy and salety evalualed weekly and approximately 24 hours after the
rhrf.‘\rlous dose. The antihypertensive etlects of ISOPTIN SR are evident within the first week of

erapy,

Il adequate response is not oblained with 180 mg of ISOPTIN SR, the dose may be litraled
upward in the following manner:
2. 240 mg each morning
b. 180 mg each morning plus 180 mg each evening, or 240 mg each morning plus 120 mg

each evening.
€. 240 mg every lwelve hours
When swilching from immediate release ISOPTIN to ISOPTIN SR, the total daily dose in milligrams
may remain the same

2767/2-90 Printed in L.§.A




FOR CHRONIC ARTHRITIS

EXPECT A REDUCTION
IN JOINT PAIN
AND TENDERNESS

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

California Advanced Imaging.

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

Please see brief summary of preseribing information
on adjacent page.

EXPECT SUCCESS FROM

NAPROSYN

(NAPROXEN) 500 mg tablets ‘

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

—
SYNTEX 11992 Syntex Puerto Rico, Inc NF93017
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(NAPROXEN) 500mg tablets

Brlet 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
polzps. Because anaphylactic reactions usually occur in patients

with a history of such reactions, question patients for asthma,
nasal polyps, urticarla, and h‘pmenslon associated with NSAIDs
before starting therapy. if such symptoms occur, discontinue the
drug. Warnings: Serious Gi toxicny such as bieeding, ulceration,
and perforation can occur at any 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-
lomatlic upper (‘;I u:cflﬁ,“/pn;ss gleeldh'\o olr gt;rtoéaélon a;‘a ear tg .
occur in approximately 1% of patients treated for 3-6 months, an Th ld b f -
in about 2-4% of pafients treated for one year. Inform patients 1S message COU e One O encourage
about the signs and/or symptoms of serious Gl toxicity and what
s}epsl 'to :akemll lthe‘ykoc'cxr. lmdiles ha;teknolt Ider‘\ltmad ;ngl sudbisel .
of patients not at risk of developing peptic ulceration and bleeding. I.t

Except for a prior history of se?igus Gl events and other rlsg( Illent tO you and, perhaps, Ce aln Of your
factors known to be associated with peptic ulcer disease, such as

alcoholism, smok[ng. etc., no risk factors (e.g.. aPe. sex) have
been associated with increased risk. Elderly or debilitated patients *

seem to tolerate ulceration o blaeding less well than others and patlents
most spontansous reports of fatal Gl events are in this population. .
In considering the use of relatively large doses éwlthln the racom-

mended dosage range), sufficisnt benefit should be anticipated to
O Ve HAPROSY (VAPROYEN) CONCOM TANTLY Wit P 's di fb h

ANAPROX® (NAPROXE?S SODIUM} OR ANAPROX® DS aget S lsease 0 OHC HOt t e rare
NAPROXEN SODIUM) SINCE THEY BOTH CIRCULATE IN PLASMA
S THE NAPROXEN ANION. Acute interstitial nephritis with hema-

ia, p d nepl y has_be ted. 1 1 M
‘P‘guaonts with lm?ai?gd renal function, heart 1allausrm |§'§r'§§’§bﬁc- dlsease lt Was Once thought to be -_— IS
tion, patients taking diuretics, and the elderly are at greater risk of
e Wi sauton and mostor seror resins andor creaing . UURE ey s
| in patients with significantly impalred renal function. bl Th l
A e R treatable m most cases. Lhe earlier 1t 1s
than 20 mL/minute. Use the lowest effective dose in the elderly or
NSAIDe. Borcering sevalons. o Iver 65t may o i 0 10 d d th :
15% pi‘patlents. They may progress, remain u¥|chan ed, o? be eteCte t e more reSponSIV3 tO treatment
transient with continued t| era{)y. Elevations of SGPT or SGOT
Sovre, nepate Ioachons. eluing Jundcs and 1ot Nopauts, R .
P o o . it S v o itis likely to be. And detection can usually
manifestations occur (e.g., easinophilia or rash), discontinue ther-
Py e L : : -
ing adrenal insufficiency and exacerbation of arthritis symptoms. b lhd hf pl -
B e iy erhaon of aels B e accomplished with a few simple, non
values of 10 grams or less who receive long-term therapy. Periph-
ions with Tl eanon. wyportenson o noart aiure. The ; : d
g?ug's anliprvetlc and anll-l’n!lgmmalory activities ma¥ reduce lnva81ve proce ur eS-
fever and inflammation, diminishing their diagnostic value. Con-
duct ophthalmic studies if any change or disturbance in vision
B e oo I : - -
ls’:? '3.’5 Side effects of NSAIDs can cause discomfort and, rarely, lee many prlmal'y Car e phyS].ClanS 9 you
there are more serious side effects, such as Gl bleeding, whicl
Py weh 1o (s wih panents 1. potorta Taks and Tk . '

y W

fits of NSAID treatment, particularly when th d f f l f b]_ g P g

reti o NS smn, iy tan e g may feel uncomiortable treating Paget's
an acceptable alternative. Patients should use caution for activi-
lles“r%qglrrigg ?;:rs'lgzsglﬂlrtng?harfpy‘ um;ltor; Tnls'JBecause d' b f 1. 1 3 If
:g:lo%s Gl u;ct ulceration and bleeding can occur without warn- lsease eCause 0 ltt e paSt experlence.
ing symptoms, follow chronically treated gatlenls for signs and
B ooclions: e cautan Wi Gwing concOm : :
tanty with coumarin-type z{mlcoagulams; a hyganloln, sulfon- SO, erte Or Call uS for COI I lprehen81ve 9 up—
amide or sulfonyiurea; furosemide; lithium; beta-blockers;
%obgnecid; or éne hotmxlal{LIntmall.nbm;to;gl;r;% r;:;;f::gi':x‘n . . .

e drug may decrease platelet aggregation d f b h d d

- ids. Te - -

e e oy g Sl oo to-aate information about the disease an
tests. The dmx may interfere with urinary assa[ys of 5HIAA. Car-
e many. g s it . G gty its di is and Al ivel
8:“:35 élsarl)? needed. Avo drzse'durlnu late pregnancy. Nursing ltS lagnOSIS an treatment. tematlve y,
Mothers: Avoid use in nursing mothers. Pedlatric Use: Single
g/ re Sl s ohiron over 3 yoas.f age. Abvarse : .
llogu lon& In a study, GI reactions were m%re fraquent and severs aSk for Our extenSIVC refel l al llst Of Spe'
in rheumatoid arthritls fsallents on 1500 mg/day than in these on
oL ot I s I s i e e e < 13
flor N han in 1
e braiy cialists.
Gl: The most fraquent complaints related to the Gl tract: constipa-

tion, heartburn! abdeminal pain’ nausea’ dyspepsia, dlarrhea,
stomatitis. CNS: headache;' dizziness’ drowsiness, Hght-headed-

ness, vertigo. Dermatologic: itching (prursnus),' skin eruptions; You may be able to Offer Someone a neW

ecchymoses; sweating, purpura. Speclal Senses: tinnitus; hear-
ing disturbances, visual disturbances. Cardiovascular: edema’
gyg ng:i,' alpltlal’i‘orlasil (;.ar'l‘?ral:G }mr%l. Incldlelrilce I.'ass Jhan‘P{u; .
robable Causal Relationship: GI: abnormal liver function tests, 1 1 f O 1

colitis, GI bleeding and/or gar!oraﬂon, hematemesis, jaundice, ease On 1 e. r a.t eaSt, encour agement.
melena, peptic ulceration with biesding and/or perforation, vomit- w

ing. Renal. glomerular nephritis, hematuria, hyperkalemia, inter-
stetial naphritis, nephrotic syndrome, renal disease, renal failure,
renal paplllary necrosis. Hematologic: agranulocytosis, eosino-
philia, granulocytopenia, leukopenia, thrombocytopenia. CNS:

deprassion, dream abnormalities, inability to concentrate, Insom-

nia, malaise, myalgla and muscle weakness. Darmalolo?lc: alope- e
cla, photosensitive dermatitis, skin rashes. Speclal Senses:

®
iloarlng Iimpairment. Cardiovascular: congestive heart fallure. ,
p y. 80si itis. General: anaphylactoid
reactions, menstrual disorders, pyrexia [chills and fever). Causal
Relationship Unknown: Hematologic: ar astic anemla, hemolytic
anemia. CNS: aseptic meningitis, cognitive dysfunction. Dermato-

[ ]
logic: epidermat necrolysis, erythema multiforme, photosen-
sitivity reactions resembling porphyria cutanea tarda and nc
epidermolysis bullosa, Stevens-Johnson syndrome, urticasia. GI: ’ g

non-peptic G ulceration, ulcerative stomatitis. Cardiovascular:
vasculitis. General: angi edema, h I :

glvcami. Gverdosags: Way have drowsinss, heartourn, i 165 Cadman Plaza East, Brooklyn, New York 11201

sg:h ;l:':lm v;)"mmnqi A few Iallents have hlad sellzuieso Emmy
u . 1

of activated charcoal ?e;gga%o rlav:m"amlxgl’: %l :aa:lo::aan?(:lul MP (7 18 ) 596-1043 e Fax (7 1 8) 802-1039

Federal law prohibits dispens| n? without prescription. See pack-

age insert for full Prescribing Information.

*Incidence of reported 1on 3%-8%. -
Where unmarked, incidence less than 3%, Dm
U.S. patent nos. 3,804,682, 3,998,966 and others. 184
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CAREFREE. >
'f Ghey were raised in
a simpler time,
b before sugar-free
~ and fat-free.
~ Now hypertension,
- often with elevated
~ cholesterol and
~ blood sugar, enters
- the picture...

R NOW THEY’RE
CONCERNED...




Today’s hypertensives with new concerns...

*Adapted Irom the interim (12 months) results of the Treatment of Mild Hypertension Study, a randomized, double-blind, placebo-controlled trial of a nutritional-hygienic regimen along with various ‘d’“g
therapies. All drugs (except acebutolol) were given initially in low doses. If the patient showed a diastolic blood pressure mare than 95 mm Hg on three successive follow-up visits, Ihe dosage was e
doubled. If blood pressure remained elevated, a second drug (chlorthalidone, except for chiorhalidone group, which was given enalapril) was added, Mean diastolic blood pressure was lower i
various drug groups with median dosages, as follows: doxazosin (2 mgfday), 12.0 mm Hg; enalapril (5 mg/day), 12.2 mm Hg; chlorthalidone (15 mg/day), 13.1 mm Hg; and acebulolol (400 mgdayh
13,7 mm Hg (n=B47; P<0,01 vs placeba).

'n=128; P<0.01 vs placebo, In a pooled analysis of placebo-controlled studies with aboul 300 predominantly normocholesterolemic patients per treatment group, CARDURA produced a small de
in total cholesterol (-2.7%) and LDL cholesterol (-4.3%) and a small increase in the HDLAatal cholesterol ratio (+4,3%).

'Adapted from Lehtonen et al' (n=77; after 26 weeks: P<0.001 compared with week 0 for blood pressure and insulin, P<0.05 compared with week 0 for glucose).

cress



GENERATION

Ohoose CARDURA: first-line therapy for

a new generation of hypertensives.

Choose CARDURA for blood pressure control that
doesn’t jeopardize blood lipids.
In the Treatment of Mild Hypertension Study, CARDURA

lowered diastolic blood pressure (mean 12.0 mm Hg) as effectively
as enalapril, chlorthalidone, and acebutolol"

CARDURA lowered blood pressure with a small increase in the
HDL/total cholesterol ratio (+2.4%)’ in the same study.'T The clinical
significance of these changes is uncertain. Cholesterol is just one
parameter to consider when selecting the best individualized therapy
for a given patient

Choose CARDURA for blood pressure control that

doesn’t compromise blood sugar.

CARDURA controlled diastolic blood pressure without an adverse
effect on glucose tolerance or insulin control**

CARDURA is well tolerated. In placebo-controlled studies, only three
common side effects were reported significantly more often than
placebo: dizziness, somnolence, and fatigue.’

Only 2% of patients discontinued therapy due to adverse effects—
the same as with placebo

i These were generally mild and transient. Syncope has been reported, but rarely (<1%)

ONCE-A-DAY @

Scored Tablets
(dOXOZOSI N mesylate] St g smg
HYPERTENSION CONTROL FOR A NEW GENERATION.

©1992, Plizer Inc

Please see brief summary on last page.
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[doxazosin mesylate st ang

Aelerences: 1. The Treatment of Mild Hypertension Research Group, The
Treatment of Mild Hypertension Study: a randomized, placebo-controlled trial
of a nutritional-hyglenic regimen along with varlous drug monotheraples.
Arch Intern Med. 1891,151:1413-1423. 2. Lehtonen A, the Finnish Multicanter
Study Group. Lowered levels of serum Insulin, glucose, and cholesterol In
hypertensive patients during treatment with doxazosin, Curr Ther Res.
1990:47:278-284.

CARDURA® (doxazosin mesylate) Tablets

Brie! Summary of Prescribing Information
INDICATIONS AND USAGE
CARDURA (doxazosin yiate) Is i for Ihe of
hypertension. CARDURA may be used along or In combination with
diuretics or beta-adrenergic blocking agents Trmre is Iirnllnd exparience
with CARDURA in ion with { enzyme
inhibitars or calcium channel blockers,
CONTRAINDICATIONS
CARDURA Is contraindicated In patients with a known sensitivity to
a}llnazﬂllnas (&.0. prazosin, lerazosin).

Svncnpo and “Firsl-dose” Etect;
like

1 other alpha-ad ic blocking agents, can cause
marked hypotension, especially in m upright position, with syncope and
olher postural symp such as Marked orihostalic etfects

are mos! common with the first dose bul can alse occur when thers (s a
dosage increase, or Il therapy Is inlerrupted for more than a few days. To
decrease the likelihood of excessive hypolension and syncope, It Is
essential that treatment be Inltiated with the 1 mg dose. The 2, 4, and
8 mg tablets are not for Inilial therapy. Dosage should then be adjusted
slowly (see DOSAGE AND ADMINISTRATION section) with increases in
dose every two weeks, Additional anlihyperiensive agents should be
added with caution,

Pallents belng titrated with doxazosin should be cautioned to avold
situations where injury could resull should syncope occur.

In an early Investigational study of Iha samy and tolerance of Increasing
dally doses of in al 1.mg/day, only 2 of

6 subjects could tolerate more than 2 mg/day without exp

postural hy In another study of 24 Ilsalthy
normotensive male suhmls recelving initial doses of 2 mg/day of
doxazosin, seven (29%) of the subjects experienced symptomatic postural

hypotension between 0.5 and 6 hours after the first dose
termination of the study, In this study 2 of the normotensive sul:hu:!s
experienced syncope. Subsequent trials in hypertensive patients always
began doxazosin dosing at 1 mg/day resulting in a 4% incidence of postural
side effects at 1 mg/day with no cases of syncope,

In multiple dose clinical trials Involving over 1500 patients with dose
fitration every one to two weeks, syncope was reported in 0.7% of patients,
None of these events occurred at the starting dose of 1 mg and 1.2%
(B/664) occurred at 16 mo/day.

If syncope occurs, the patient should be placed In a recumbent position
and realed supportively as necessary.

PRECAUTIONS

General

1. Orthostalic Hypolension:

While syncope Is the most severe orthostatic effect of CARDURA, other
symptoms of lowered blood p such as or
verligo, can oceur, nspeclalry at initiation of therapy or at the time of dose
incroases. These were common in clinical trials, occurring in up to 23% of all
patients treated and cauging discontinuation of therapy in about 2%

In placebo lhed titration Irials or effects were minimized by
beginning therapy al 1 mg per day and titrating every two weeks to 2, 4, or
& my per day. There was an increased frequency of orthostatic effects in
patkents given & mg or more, 10%, compared to 5% at 1-4 mg and 3% in
the placebo group.

Patlents in in which
danuslous should be treated with particular caution.

I?pnlnnslun ocr.urs the patlent should be placed in llba sunlna position
I this d volume exp with Muids
w VASOpPrassor lhalap\r may be used, A transient hypolensive response is not
a contraindication to further doses of CARDURA.
2. Impalred liver function:
CARDURA should be administered with caution to patients with evidence of
impaired hepatic function or to patients receiving drugs known to influence
hepatic metabolism (see CLINICAL PHARMACOLOGY). There ks no controlled
clinical experience with CARDURA in patients with these conditions.
3. Leukopenia/Neutropenia:
Analysis of hematologic data from patients receiving CARDURA in
controlled clinical Irtals showed that the mean WBC (N=474) and mean
neutrophil counts (N=419) were decreased by 2.4% and 1.0% respectively,
f 1o placebo, a seen with other alpha blocking drugs.
A search through a data base of 2400 patients revealed 4 in which drug-
related neutropenia could not be ruled out, Two had a single low value on
the last day of treatmenl, Two had stable, non-progressive neutrophil
counts in the 1000/mm’ range over periods of 20 and 40 weeks. In cases
where follow-up was available the WBCs and neutrophil counts returned to
normal after discontinuation of CARDURA. No patients became
symptomaic as a result of the low WBC or neutrophil counts,
Information for Patients:
Patients should be made aware of the possibility of syncopal and orthostatic
symptoms, especially at the initiation of therapy, and urged to avold driving or
hazardous tasks for 24 hours after the first dose, after a dosage increase, and
after interruption of therapy when treatment is resumed. They should be
cautioned to avold situations where injury could result should syncope ocour
during initiation of doxazosin therapy. They should also be advised of the
nedd 10 sit or lig down when symploms of lowered blood pressure occur,
although these symptoms are not always orthostatic, and to be careful when
rising from a sitting or tying position, If diziness, lightheadedness, or
palpitations are bothersome thiy should be reported to the physician, so that

could be

doxazosinkp/day for 18 months. No cardiotoxcity was observed at lower DOXAZOSIN ~ PLAGEBO
gm Eupﬂ:u 100r 20 :npéf:gid:g ﬁﬂ?uinzdlw 01?1 ||l;1 sll.n‘iygl Inl|:III;I:|':|5|)M:M1:¢i (N=339) (N=336)
esions were not observed after 12 months of oral dosing In dogs ai :
Wistar ats al maximum doses of 20 moAkg/day and 100 moAg/day, MERCILOGKELETAL: | At o) o
respectively, There is no evidence that similar lesions occur in humans. Myalgia 1% 0%
Carcinogenosis, Mutagenesis and Impairment of Fertllity:
Chronic digtary administration (up to 24 months) of doxazosin mesylate at CENTRAL &
maximally tolerated concenlrations (highest dose 40 mp/kg: about 150 PERIPHERAL N.5.: Headache 14% 16%
times the maximum recommended human dose of 16 mg/60 kp) revealed Paresthesia 1% 1%
no evidence of carcinogenicity In rats. There was also no evidence of Kinetic Disorders 1% 0%
carcinogeniclty in a similarly conducted study (up to 18 months of dietary Maxia 1% 0‘;?
administration) In mice. The mouse study, however, was compromised by Hypertonia 1% 0%
the failure to use a 058 Muscle Cramps 1% 0%
Mutagenicity studies revealad no drug- or metabolite-related effects at .
either chromosomal or subchromosomal levels. AUTONOMIE: m,mmnw :{x g:
Studies In rats showed reduced fertility in males treated with d in at
oral doses of 20 (but not § or 10) mp/kg/day, about 75 times the maximum ~ SPECIAL SENSES: Vision Abnormal 2% 1%
recommended human dose. This etfect was raversible within two weeks of Conjunctivitis/Eye Pain 1% 1%
drug withdrawal, Tinnitus 1% 0.3%
Pregnancy :
Toratogan Effcts, Prognancy Calogory B. Studies In rabbits and rtsat "o CHATHC: Sompelence o o
dally oral doses of up to 40 and 20 mg/kg, respectively (150 and 75 times Depression 19 1%
the maximum recommended dally dose of 16 mg, assuming a patlent Insomnia 1% 1%
weight of 60 ko), have revealed no evidence of harm to the fetus. The rabbit Sexual Dysfunction 29, 1%
sludy, however, was compromised by the fallure to use a maximally
dose of There are no and well-controlied GASTROINTESTINAL:  Nausea 3% 4%
studies in pregnant women. Because animal reproduction studies are not Diarrhea 2% 3%
always prediclive of human response, CARDURA should be used during Constipation 1% 1%
g only If clearly needed. Dyspepsia 1% 1%
Hadlw;tlviry was found to cross the placenta lollowing oral Flatulence 1% 1%
administration of labelled do:azusin 1o pregnant rals, Abdominal Pain 0% 2‘{‘
Nonteralogenic Effacts. |:|I perk bom 53“11::;';:1;;':7 P i Vomiting 0% 1%
at oses of 40 or 50 m oxazosin was )
delayed as evidenced by slower body welght gain and a slihtly ater AESSIOn; esioh 3 1
appearance of anatomical features and reflexes. Epistaxis 1% 0%
URINARY: Polyuria 2% 0%
Urinary Incontinence 1% 0%
ion F 0% 2%
GENERAL: Fatigue/Malaise 12% 6%
Chest Pain 2% 2%
Asthenia 1% 1%
Face Edema 1% 0%
Pain 2% %

Nursing Mothers
Studies In lactating rats given a single oral dose of 1 mg/kg of JZ-"G]
Indicate that in rat breast milk with a

maximum concentration about 20 times greater than the maternal plasma
concentration. It is not known whether this drug is excreted in human milk.
Because many drugs are excreted In human milk, caution should be
exgrcised when CARDURA is administered to a nursing mother.
Pedlalric Use
Sal;!! and effectiveness in children have not been established.

ONS

CnHDUHI\ has been administered to anpro:lmmly 4000 natlunls of whom
1679 were Included In the clinical n thal

minor adverse effects wera fraquent, but led to dlswnlhualmﬁ nI treatment
In only 7% of patients. In placebo-controlled studies adverse effects
occurred in 49% and 40% of patlents in the doxazosin and placebo groups,
respectively, and led to discontinuation in 2% of patients in each group. The
major reasons for discontinuation were postural effects (2%), edema,
maialwlali?ue and some heart rate disturbance, each about 0.7%.

In controlled clinical trials directly comparing CARDURA to placsbo there
was no significant ditference in the incidence of side etfects, except for
dizziness (including postural), welght gain, somnolence and
fatigue/ malaise. Postural effects and edema appeared 1o bo dose related.

The prevalence rates presented below are based on combined data from
placebo-controlled studies Involving once dally administration ol doxazosin
al doses ranging from 1-16 mg. Table 1 summarizes those adverse

[ (possibly/probably retated) reported for patients n these

dose adjustment can be considered, Patients should also be told that

drowsiness or somnolence can occur with doxazosin, requiring caution in

people who must drive or operate heavy machinery,

Drug Interactions:

Most (88%) of plasma doxazosin is proteln bound. in vitro data in human

plasma indicate that CARDURA has no effect on protein binding of digoxin,

warlarin, phenytoin or indomethacin, There is no Information on the effect

af other highly plasma protein bound drugs on doxazosin binding,

CARDURA has beon admini without any evi of an adverse drug
1o patients 0 thinzide diuretics, beta blocking agents, and

nonsteroldal anti-inflammatory drugs.

Drug/Laboratory test Interactions:

None known,

Cardiac Toxicity In Animals:

An increased incidence of myocardial necrosis or librosis was displayed by

Sprague-Dawley rats ater 6 months of dietary administration at

concentrations calculated to provide B0 mg doxazosin/kg/day and alter

12 months of dietary administration at concentrations calculated to provide

40 mg doxazosinkg/day (150 Umes the maximum recommended human

dose assuming a patient weight of 60 kg), Myocardial fibrosis was observed

In both rats and mice treated In the same manner with 40 mg

studies where the prevalence rate In the doxazosin group was at least 0.5%
or whera the reaction Is of particular interest.

TABLE 1
ADVEASE AEACTIONS DURING PLACEBO CONTROLLED STUDIES

DOXAZOSIN ~ PLACEBD

(N=339) (N=336)

CARDIDVASCULAR: Dlulnnss 18% 9%
ertigo 2% 1%

F‘u@turl! Hypotension  03% 0%

Edema 4% 3%

Palpitation 2% 3%

Arrhiythmia 1% 0%

Hypotension 1% 0%

Tachycardia 03% 1%

Parip 03% 0%

SKIN APPENDAGES:  Rash 1% 1%
Pruritus 1% 1%

Additional adverse reactions have been reported, but these are, In uerlﬂf"'
not distingulshable from wrnptnms that mlnht have occurred hn Ihe

absence of o The 1 ) adverse
occurred with a frequency of between 0.5% and 1%: syncope,
agitation, welght. The

Iolluwinq additional adverse reactions were reported by <0.5% of 3960
patlents who received doxazosin in controlled or open, short- or 1nn«u-lsﬁ“
clinical studles, bm:ludinq Inmrnallona! studies, System.

angina pectoris, my lar accident; Mﬂ
Nervous System: palior; Matabalic: thirst, gout, hypokalemia; Hsm!‘apoﬂﬁ'?
lymphadenopathy, purpura; Reproductive System: breast pain; Skin
[Nsorders: alopecia, dry skbn eczema, cmmm:s Sysfem pa.rnsis. 3
tremor, twitching, conf ired yehiane,
paroniria, amnesia, I lability, I thinking, dapursanaim!lﬂ“i
Special Senses: parosmia, earache, taste perversion, photophobla, abnorm?
I:crima!lon Gasnfakﬂesfm .'a)'sa‘sm lnm:sa? appetlie. annrmtla fecal

Systam, sin
coughing, pharyngils Urinary Systarm: renal calculus; Gonar G st e
Tlushes, back pain, | fecti fever/rigors, welght,

symploms.

CARDURA has not been associated with any clinically significant changt®
In routine biochemical lests. No clinically relevant advarse effects wore
noted on serum polassium, serum glucose, urkc acid, blood urea nitroge™™
creatinine o liver function tests. CARDURA has been associated with
decreases in white blood cell counts (See Precautions).

OVERDOSAGE
The oral LDso of doxazosin is greater than 1000 mg/kg in mice and rats.
The most likely of would be b for

which the usual treatment would be Intravenous infusion of fluld. AS
doxazosin Is hi mrrumln bouno dialysis would not be indicated.
DOSAGE INI:I ISTRATION
DOSAGE MUST BE mnmnumzin. The Initial dosage of GARDURA in
hypertenslve patients is 1 mg given once dally. This starting dose Is 7
Intended to minimize the frequency of postural hypotension and first dos
syncope assoclated with CARDURA. Postural effects are most likely 10
oceur botwean 2 and B hours after a dose. Therefore blood pressure
measurements should be taken during this time period atter the first dost
and with each increase in dose. Depending on the Individual patien!’s
standing blood pressure response (based on measurements taken at al!'d
2-6 hours postdose and 24 hours postdose), dosage lmg then be InCHE 5,
102 mg and thereafter If necessary to 4 mg, 8 mg and 16 mg o achievé
desired reduction in blood pressure, Increases In dose beyond 4m0
Increase the likelihood of excessive postural effects Including m‘:}
postural dizziness/vertigo, postural hypotension. Al a tirated dose
16 mg once dally the requency of posiural affects is aboul 12%
ﬁlamwnsrn to 3% for placebo,
CARDURA Icro:unsln mesylate) Is avallable as colored tatilets for ordl ™
administration, Each tablet contains doxazosin mesylate equivalent 1o
{white), 2 mp (yellow), 4 mg (orange) or B mg (green) of the active
constituent, doxazosin, g
CARDURA® TABLETS are avallable as 1 mg {whita), 2 mg (yellow):
{orange) and 8 mg (green) scored fablals. i)
Bottles of 100; 1 mg (NOC 0049-2750-66), 2 mg (NDC 0049-2760"
4 mg (NDC 0049-2770-66), 8 mg (NDC 00 9- -2780-66)
Recommended Storage: Store below BE°F{30°C).
CAUTION: Federal law prohibits dispensing without prw:riplmu oy T

65-4538-00-0
@ Roerig
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Levonorgestrel & and ethinyl estradiol tablets—
Triphasic regimen 21- and 28-day regimens

THE OC TO START WITH
BECAUSE SHE'LL STAY WITH IT

IN BRIEF:

TRIPHASIL™ — 6 brown tabiets containing 0.050 mg levonorgestrel with 0.030 mg ethinyl estradiol; 5 white
tablets containing 0.075 mg levonorgestrel with 0.040 mg ethinyl estradiol; 10 light-yellow tablets contalning
0.125 mg levonorgestrel with 0.030 mg ethinyt estradiol (7 light-green tablets containing inert ingredients are
included in the 28-day reglmen)— Triphasic regimen.

Indications and Usage — TRIPHASIL™ is indicated for the prevention of pregnancy In woman who elect Lo use
oral contraceptives (OCs) as a method of contraception.

Contralndications — 0Cs should not ¢ used in women with any of the foliowing: 1. Thiombophlebitis or
thromboembolic disorders. 2. A past history of deep-vein thrombophisbitis or thromboembolic disorders.

3. Cerebral-vascular or corgnary-artery disease. 4. Known or suspected carcinoma of the breast. 5. Endometrial
carcinoma or other known or suspected estrogen-dependent neoplasta. 6. Undiagnosed abnormal genital

bieeding. 7. Cholestatic jaundice of prognancy or jaundics with prior pill use. 8. Hepatic adenomas or carcinomas.

9. Known or suspected pregnancy.
Wamings

Clgarette smoking increases the risk of serjous cardlovascular slde effects from oraf-contra-
ceptive use. This risk Increases with age and with heavy smoking (15 or more clgarettes per
day) and I8 quite marked In women over 35 years of age. Women who use oral contracaptives
should be strongly advised not to smoke.

Use of OCs s assoclated with increased risks of serious conditions including myocaidial infarction, thrombo-
embalism, stroke, hepatic neoplasia, gallbladder disease, and hypertension, although risk of serious morbidity/
mortality is very small in heatthy women without underlying risk factors. Morbidity/mortallty risk Increases
significantly If other risk factors present (i.e. hypertension, hyperlipidemias, obeshy, diabetes). Practitioners
prescribing OCs should be (amiliar with the foliowing information relating to these risks. (This information is
based principally on data Involving OCs with higher doses of estrogen and progestogen than those commonly
used today, Effact of long-term use of lower estrogen and progestogen formulations |s yet o be dotermined )
1. Thromboembolic Disorders and Other Vascular Problems ~ MYOCARDIAL INFARCTION (MI). An increased
tisk of M! has been attributed to OC use. Risk is primarily in smokers or women with other underlying risk factors
for coronary-artery disease {1.6. hypertension, hypercholesterolemia, morbid obesity, dlabeles). Relative risk of
heart attack for current OC users is estimated to be two to slx; risk is very low under the age of 30.
Smoking combined with OC use contributes substantially to incidence of Mis in women in thelr mid-thinties or
clder with smoking accounting for majority of excess cases. Mortality rates associated with circulatory disease
Increase substantially in smokers over the age of 35 and nonsmokers over the age of 40 among OC users.
0Cs mar compound effects of well-known risk factors, such as hypertension, diabetes, hyperlipidemias, age and
obesity. in particular, some progestogens decrease HOL cholestero! and cause glucose intolerance, while
estrogens may creale a state of hyperinsulinism. OCs have bean shown to increase blood pressure among users
{ses Wamings). Similar etfects on risk factors are associated with increased risk of hear disease. Use OCs with
caution In women with cardlovascular disease risk factors.
THROMBOEMBOLISM. Increased risk of thromboembolic and thrombotic disease associated with OC use is well
established. In case control studies relative risk of users compared to nen-users was 3 for first eplsode of
superficial venous thrombosls, 4 to 11 for deep-vein thrombosls or puimonary embolism, and 1.5 to 6 for women
with predisposing conditions far venous thrombosmbolic disease. In cohort studies relativo risk was somewhal
lower, about 3 for new cases and about 4.5 for new cases requiring hospitalization. Thromboembolic disease risk
dua to OCs is not related to length of use and disappears atter pill use is stopped.
A 2-t0 4-fold Increase In relative risk of postoperative thromboembolic complications has been reported with
0Cs. Relative rlsk of venous thrombosis in women with predisposing conditions [s twice that of women without
such conditions. If feasible, discontinue OCs at least 4 weeks prior 1o and for 2 weeks atter elective surgery of a
type associated with increased risk of thromboembolism and during and following prolonged immobilization.
Since the immedate postpartum period is associated with an Increased thromboembolic risk, start 0Cs no
earller than 4 to 6 weeks atter delivery in women not breast-foeding, or a mid-trimester pregnancy termination.
CEREBROVASCULAR DISEASES. OCs increase relative and attributable risks of cerebrovascular events
{thrombotic and hemorrhagic strokes); in general, risk s greatest among older { = 35 years), hyportensive women
who smoke. Hypertension is a risk factor for users and nonusers, for both types of strokes, while smoking
Interacts to increase hemorrhapic stroke risk.
DOSE-RELATED RISK OF VASCULAR DISEASE FROM OCS. A positive association has been observed between
amount of estrogen and progestegen in OCs and vascular disease fisk. A decline in serum high density
lipoproteins (HDL) is reported with many progestational agents. Serum HDL decline Is associated with increased
Incidence of ischemic heart disease. Because estrogens increase HDL cholesterol, nat effect depends on
balance achieved between doses of estrogen and progestogen and nature and absolute amount of progostogen
used. Consider amount of both hormones in the choice of an OC.
The dosage regimen prescribed should contain the least amount of estrogen and progestogen compalible with a
El;? faflure rate and Indlvidual patient needs. Start new acceplors on preparalions containing less than 50 mcg of

rogen.
PERSISTENCE OF RISK OF VASCULAR DISEASE. Two studies have shown porsistence of vascular disease
tisk for ever-users of OCs. In a U.S. study, MI risk after OC discontinuation persists for at least 9 years in women
40-48 yoars who had used OCs for five or moro years; Increased risk was not demonstrated in ather age groups.
Ina study In Groat Britaln, the risk of develeping cerebrovascular disease persisted for at least 6 years after OCs
g:ﬁm)ted. although excess risk was very small. Both studies used OC formulations with 50 micrograms or higher

estrogens.
2. Estimates of Mortality from Contraceptive Use — A sludy using data from several sources concluded that with
the exception of OC users 35 and older who smoke and 46 and older who do not smoke, mortality associated
With all methods of birth contrel is less than that assoclated with childbirth. The posslbility of Increased mortality
tisk with age for OC users |5 based on data from the 1970s — but reported in 1983, However, current practice
Nvolves use of lawer estrogen dose formulations combined with careful restriction of OC use to women without
the various risk tactors listed in this labeling.
Changes in practice and new data suggesting thal cardiovascular disease risk with OCs may be less than
Dreviously observed prompted the Fentility and Matemal Health Drugs Advisory Committes to review tho topic In
1989, The Committee concluded that although cardiovascular-disease risks may be Increased with OC use after
08 40 in healthy nonsmokers {even with newer low-dose formufations), greater potential health risks are
associated with pregnancy in older women and with the altemative surgical and medical procedures which may

fhecessary if effective, acceptable cantraception is not available.

@ Committee concluded that the benefits of OC use by heallllr nonsmoking women over 40 may outweigh the
P;F’i:lllﬂ?lnsks. Older women, as all women who take OCs, should use the lowest possible etfective dose

ulation,

- Carcinoma of the Reproductive Organs — Numerous epidemlological studies have looked at the Incldence of
16aSt, endometrial, ovarian and corvical cancer in women using OCs. Overwhelming evidence suggests that 0C
Use s not associated with an increase in risk of developing breast cancer, regardiess of the age and parlty of flrst
USe or with most of the marketed brands and doses. The Cancer and Steroid Hormone (CASH) study also showed
0 latent etfoct on breast cancer fisk for at least a decado following long-term use. A few studies show 2 slightly

Creased rolative risk of developing breast cancer, although the methodology of these studias, including
lerences in examination of users and nonusers. and in ago at start of use, has boen questtoned.
0me studles suggest that OC use is associated with an Increased risk of cervical intracpithellal neoplasia in
P 8 populations of women. However, controversy continues about the extent to which such findings may be due
Aiferences In sexual behavior and other factors.
'glsﬂlla of many studies of the relationship between OC use and breast and cervical cancers, a cause and etfect
?’lfl?%?lh ievl;as o astabished ed with OC Ithough Incidence is rare in the
[ ¢ Neoplasia— Benign hepatic adenomas are associated with OC uso, although incide
Ilflcs Indlrect calculations asgmalepamibulam risk to be n the range of 3.3 cases/ 100,000 for users, a risk that
i 18ases after four or more years of use. Ruplure of rare, benign, hiepatic adenomas may cause death through
"a-atxlominal hemorrhage.
lhal;sh Studiss have shown an Increased risk of hepatocellular carcinoma in long-torm (=~ 8 years) OC users:
abwa cancers are extremely rare In the U.S. and attributable risk (excess Incldence) of liver cancers in 0C users
f0aches loss than ong per milllon users.

. Ocular Lesions — There are clinical case reports of retinal thrombosis with OC use. Discontinue OCs if there
is unexplained partial or complste loss of vision, onset of proptosis or diplopia, papllledema, or relinal vascular
lesions; undertake appropriate diagnostic and therapeutic measures Immediately
6. Oral-Contraceptive Use Before o During Early Pregnancy — Extensive epldemiological studies revealed no
incroased risk of birth defects when OCs used prior to pregnancy. Studies do not suggest a teratogenic effect,
particularly insofar as cardiac anomalies and limb reduction defects are concemed, when taken inadvertentiy
during early pregnancy. OC-Induced withdrawal bleeding should not be used as a pregrancy test. Do not use
0Cs during pregnancy to treat threatened or habitual abortion. Rufe out pregnancy If two consecutive perlods
missed before continuing OC use. If patient has not adhered to prescribed schedule, consider pregnancy at time
of first missed period. Discontinue OC if pregnancy confimed.
7. Galiblacder Disease — Earller studles reported an increased liletime relative risk of gallbladder surgery in users
of OCs and estrogens; more recent studies show that the relative risk of developing gallbladder dissase among
0C users may be minimal, which may be related to vse of formulations with lower hormonal estrogen and
progestogen doses.
B. Carbohydrale and Lipid Metabolic Effects — OCs cause glucose intolerance in a signiticant percentage of
users. OCs with greater than 75 y«p of estrogen cause hyperinsulinism; lower estiogen doses causa less glucoss
intotcrance. Progestogens increase insulin secretion and create insulin resistance (lfcct varies with ditferent
agents). Observe prediabetic and diabetic women carefully while taking OCs. in non-diabetic women, OCs have
no apparent effect on fasting blood glucose.
A small proportion of women will have persistent hypertriglyceridemia while on OCs. Changes in serum
triglycerides and lipoprotein levels have been reported in OC users (see Warnings).
9. Elevated Blood Pressure—Increase in blood pressure has been reported in women on OCs; increase is more
likely in older OC users and with continued use. Data show that incidence of hypertension incroases with
Increasing quantities of progeslogens.
Encourage women with history of hypertension or hypertension-related diseases, or renal disease to use another
contraceplive mathod. Monitor hypertensive wemen electing to use OCs closely; discontinue OC if significant
biood pressure elevation occurs. For most women, elevated blood pressure retuins to normal after OG stopped.
No difference in occurrence of hypertension among ever- and nover-users exists.
10. Headache -- Discontinue OC and evaluate cause at onset or exacerbation of migraing, or if new pattern of
headache {i.e. rocurcent, persistent, severe) develops.
11. Bleeding hregularities — Breakthrough bleeding and spotting sometimes cccw, especially during first 3
months of use. Type and dose of progestogen may be important. Consider non-hormonal causes and take
adequate diagnostic measures (o rule out malignancy or in event of gh bleeding, as with any
abnormal vaginal bieeding. If pathology excluded, time or a formulation change may solve the problem. In the
event of amenorrhea, ule out pregnancy. Some women encounter post-plll amenorhea or ofigomenoirhea,
especially when such a condition was pre-existent.
Precautions
1. Physical Examination and Foilow Up — A complete medical history and physical examination should be taken
Drior 10 initiation or reinstitution of OCs and at leas! annually during use, Physical exams should include speclal
roference to blood pressure, breasts, abdomen and pelvic organs, including cervical cytology, and relevant
laboratory tests. in case of undiagnosed. persistent or recurrent abnormal vaginal bleeding, conduct appropriate
diagnostic measures to rule out matignancy. Monitor women with strong family history of breast cancer or who
have breast nodules with particular care. 2. Lipid Disorders — Follow women being troated for hyperlipidemias
closely if they olect to use OCs. Some progestogens may elevate LDL levels and may render contiol of
hyperlipidemias more ditficult. (Soe Warnings) 3. Liver Function — Discontinue OC if Jaundice develops. Steroid
hormones may be poorly metabolized in patients with impaired liver function. 4. Fluid Retention — 0Cs may
cause some degree of fluid retention. Prescribe with caution, and only with carsful monitoring, in patients with
conditions passibly aggravated by Ilid retention. 5. Emotional Disorders — It signiticant depression occurs stop
medication and use alternate contraceptive method in attempts to determine it symptom is drug related. Qbserve
carefully those with history of depression and stop drug Hf depressicn recurs to serious degres. 6. Contact
Lenses — Contact-lens wearers who develop visual changes or changoes In lens tolerance should be assessed by
an ophthalmologist. 7. Drug Interactions — Reduced efticacy and increased incidence of breakthrough bleeding
and mensteual inogularltios are associated with concomitant ritampin use. A similar association. though loss
marked, is suggested with barbiturates, phenylbutazono, phenytoin sodium, and possibly with griseofulvin,
ampicillin and totracyclines. 8. interactions with Laboralory Tests — Certain endocrine- and liver-function tests
and blood components may be affected by OCs: a. Increased prothrombin and factors VI VIl IX, and X;
decreased antithrombin 3; Increased norepinephrine-induced platele! aggregability b. Increased thyroid-binding
?Iobulin (TBG) loading to increased circulating total thyrold hormone, as measured by piotsin-bound lodine (PBI},
4 by column or by radioimmunoassay. Free T3 resin uptake Is decreased, reflecting the elevated TBG; free T4
concentration is unaltered. c. Other binding proteins may be elevated in serum. d. Sex-binding ?Iobulins are
Increasod and result in clovated levels of total circulating sex storoids and corticolds: fres or blologically active
levels remain unchanged. e. Triglycerides may be Increased. f. Glucose tolerance may be decreased. g. Serum
folate levels may be doprossed by QCs. This may be of cllnical significance if woman becomes piegnant shorly
atter stopping OC. 9. Carcinogenesis — See Wamings section. 10. Pregnancy — Pregnancy Category X. See
Contraindications and Warnings. 11. Mursing Mothers — Small amounts of OC steroids have been identlfied in
milk of nursing mothers and a few adverse effects on the child have been reported, Including jaundice and breast
enlargement. In additlon, OCs glven In postpartum period may interters with factation by decreasing broast milk
quantity and quality. If possible, advise nursing mother to use other forms of contraception, not OCs, until child is
completely weanesq.
Information for the Patient — See Patient Package Labeling.
Adverse Reactions — An increased fisk of the followlng serlous adverse reactions has beon associated with
0C use (seo Warnings): thrombophlebitis; arterial thromboembolism; pulmonary embollsm; myocardial infarction;
cerebral hemorrhage; cerebral thrombosls; hypertension; gallbladder disease; hepatic adenomas o+ benign
liver tumors.
There Is evidence of an association between the following conditions and OC use, although additional
confirmatory studies are needed: mesenteric thrombosis; retinal thrombosis.
The following acverse reactions have beon reporied In patients on OCs and arg believed 10 be diug-related:
nausea; vomiting; gastrointestinal symptoms {such as abdominas cramps and bioating); breakthrough bleeding;
spotting; change In menstrual flow; amenorrhea; temporary infertility after treatment discontinued; edoma;
melasma which may perslst; breast changes: tendemess, enlargoment, secretion; change in welght (Increase or
decrease); change in cervical erosion and secretion; diminution in lactation when given immediatoly postpartum;
cholestatic Jaundice; migraine; rash (allergic), mental depression, reduced tolerance to carbohydrates; vaginal
candidiasls; change in corneal curvature (steepening); intolerance to contact lenses.
The following adverse reactions have been reported In OC users and the assoclatlon is neither contirmed nor
1ofuted: congenital anomalles; premenstrual syndrome; cataracts; optic neurltis; changes In appetite; cystitis-ike
syndrome; headache; nervousness; dizziness; hirsutism; loss of scalp halr, erythema multiforme; erythema
nodosum; hemorthagic eruption; vaginitls; porphyria; impalred renal function; hemolytic uremic syndrome;
Budd-Chiari syndrome; acne; changes In libido; colitis; sickle-cell disease; cerebral-vascular disease with mitral
valve prelapse; lupus-like syndromes.
Overdosage— Serlous Il etfects have not been reported following acute ingestion of large doses of OCS by
young children. Qverdosage may cause nausea, arx withdrawal bleeding may occur in females.
Noncontraceptive Health Benefits — The tollowing noncontraceptive health benefits refated to OC usg are
supported by epidemiological studies that largely utilized OC formulations contalning doses exceeding 0.035 mp
of ethinyl estradiol or 0.05 mg of mestranol. £ffects on menses: Increased menstrual cycle regularity, decreased
ood loss and decreased Incidence of iron-deficiency anemia; decreased incidence of dysmenoithea. £/f6cts
related o inhibition of ovulation: decreased incldence of functional ovarian cysts; decreased Incidence of ectopic
Dregnancios. Efects from long-tem use: decreased Incidence of fibroadenomas and fibrocystic disease of the
breast; decreased Inc!dencelol acute pelvic inflammatory disease; decreased incidence of endometrial cancer;
1eased incldence of avarlan cancer.
o e and Administration — For maxl take TRIPHASIL* {iovonorgestrel
and ethinyl ostradiol tablels — lriphasic regimen 21- and 28-day regimens}) exactly as directed and at intorvals
not over 24 hours.
(It TRIPHASIL®™ is first taken (ater than first dar of flrst menstyual cycle of medication or postpartum, contra-
coptive roliance should not be placed on it untll after the first 7 consecutive days of use. Possibllity of
ovulation and conception prior to initiation of medication should be considered.) For full dotalls on dosage and
administration see prescriblng information in package insert,

' ' WYETH-AYERST
Worldwide Leadership ‘A’ e A
in Female Healthcarew Philadelphia,PA 19101

11/15/90  €13421-6

4/9/90 134286 70280 ©1991, Wysth-Ayerst Laboratories.



Levonorgestrel & and ethinyl estradiol tablets-
Triphasic regimen 21- and 28-day regimens

Simple, easy-to-use
Day 1 Start

| / |

- Patient acceptance

~ proven over time’

* Serious as well as minor adverse reactions have been
reported following the use of all oral contraceptives,
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In upper and lower respiratory tract infections, BIAXIN...

sSpans the Spectrumo
and Erythromycin

w The key respiratory spectrum of w Excellent tissue penetration
the beta-lactams, plus the atypi- without sacrificing therapeutic
cal spectrum of erythromycin... serum levels'

H. influenzae, S. pneumoniae,
S. pyogenes, M. catarrhalis
and M. pneumoniag'™




the Beta-lactams

w Excellent clinical success rates in w Tolerability comparable to
community-acquired pneumonia, beta-lactams;'” convenient
acute exacerbation of chronic BID dosing

bronchitis, pharyngitis, tonsillitis,
and acute maxillary sinusitis ™’

BIAXIN

clarithromycin
250 mg and 500 mg Tablets

SPANS THE SPECTRUM
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BIAXIN"

(Claritheomycin}
Flmiab* Tablets

BRIEF SUMIAI

CONSIRT FACKMIE INSERT FOR FULL PRESCRIBING INFORMATION

INDICATIONS AND USAGE

BIAXIN (Clanthromycin) 18 indicated for the Ireatmant of mild lo moderais infechions cavsed by

suscophidle sirains of the designaled microorganisms in the condiions lisled below:
Retpicalory Trectinfoctons

Phanyngrie/ Tonearis us ko Siaplococcus pyogenos

Lower Raspasiory ?M Infactons
Acule baclerial sxscarbation of chronic bronchitis dus fo Hasmophius intivanzas,
Mortrola catarhaks of Siapkicoocus prBUMOnise

Pneumonia dus to
Uncompiicaled SKn and Skin Structure Inlactions due to vahyiomomu aurous o Shreplococcus
progenes. Abacessss usually require surpcal dranage.

CONTRARDICATIONS

Clatittromycin is contraindicated in patients with & knawn hypersensiiwity to clatihiomycin,
‘arythromyan o 80y of the Mcrohde anthobcs

WARNNGS

CLARITHROMYCIN BHOULD NOT BE USED IN PREGNANT WOMEN EXCEPT IN CLIMICAL CIR-

‘CUMSTANCES WHERE NO ALTERNATIVE THERAPY IS APPROPRIATE. IF PREGNANCY OCCURS

WHILE TAKING THIS DAUG, THE PATIENT SHOULD BE APPRISED OF THE

POTENTIAL HAZARD TO THE FETUS. CLARITHROMYCIN HAS DEMONSTRATED ADVERSE
PRE( I0/OR EMBRYO-FETAL DEVELOPMENT I MONKEYS,

RATS, MICE, AND RABBITS AT DOSES THAT PRODUCED PLASMA LEVELS 2 TO 17 TIMES THE

SERUM LEVELS ACHIEVED IN HUMANS TREATED AT THE MAXIMUS RECOMMENOED HUMAN

DOSES. (BEE PREGNANCY.)

Preudomembranous colltis has been reported with nearly sl antibacterial sgents,

sgents,

Treatment wih antbaciens! apaoks ors 1ha normal fora of the colon and may permil overgrowth of
clostncha. Shudes ckcals that 8 loxin produced by Clostidum cficie t 8 pamary cause of “andiobc:
as500led cols.”

Abar 2 o f P e Cot has o, SN, DAGR. MoAKIS shok

‘e wiiatad. Med cases of colis usually respond
lnmnltbmmm‘mmmmuwwmmmmm:mmm
PRECAUTIONS :

Gooaral Clsnevomycn 1 prancpaly excreied wa he iver and kidey CAarromyon may be admins.-
Yoo wihout dosage adiustment (o pabons with hapabc srpiwment and nonmal renal funchon. However,
0 Bhe presance of sovere iensl KmpaIrment with Of withoul Coexisting hepat Impaimment, decreased
dosaga ntervals may be appropriae.

Drug it I

of serum Mheopty Mondorng of serum shoukd be
mdwwmwmmdw‘ummmm"nW
hrapautc 18700, 10 wo shudes in which thecphylng was samevtersd with ClahVETYon (a heo-
phyine susianied reiessad formukation was dossd 3¢ adher 65 mohg or 12 Mg logethes with 250 mg
0 500 mg 12 h clarttromyo:n), e vieady-state levels of Cmax, Crn, and te arsa under the tarum
concentsahon rme curve {AUC) increased about 20%.
Singge-dose admwnisiration ol clastivomyon has baen shown (0 1esul in Increasad concontrations of

The fokoning Gug ietachons hav ot boen ropored 1 ccalUials wihclectivomyon. howeve,
oy have boon cosanved Wiyt proccts
Conomiant

ntevsls -

Thers have been 1eports of increased snbcoaguiant effocts when enhromycn and oral snboosqu-
lants wore usad concomeanty

Concurent use of srythromyon and ergolamine of dihydoergolamine has been 2ssocisted In some

Emmwmmmrwadbmuuundmmdmxmmmmymmh
phamnacologi alect o tiazolam

The uso of aryBomyan I padanis concurrently 1akung dugs metabokzed by the Cylochvome PASO
sysiem may be assocuied with slevabons M serum levels of iesa other drugs. Thove have bean
Teports of ieractons of eryvomycn with carbamazepine, cyclosporine, hexobarbeal, and pheny:
Tn s'mwmumummmymmmmo-ymmum

ammuwmmafmmmnmmmmmm
oonducied with carthromyon:

Masosoma Test
Bactonal Inducad Mutaton Frequency Test
In Viro Cheomosomme Aberratan Tast
Rat Hsmlocyw DNA Synthasis Assay

AN tesls bad negaive fesults axoept the in Vitro Clvomosoma Abberation Test which was weakly
posatve in 0ne los! and negative in ancther.

In addton, & Bactenal Reverse-Mulabon Tast (Ames Test) has been pedormed on clnthromyon
meiaboktes with negaive Iasuts

Fortifty and reproduction sluxbes have shown tat daiy doses of 150-160 mghgyday lo male and
fomala ats caused no adverse eflects on the estrous cyce, faréty, partumion, or number an viabidy of

Plasma levels v rals at1er 150 mg/kgy/day were 2 bmes the human serum evels.

In the 150 mg/kg/day monkoy studes, plasma lovels wevs 3 tmas the human soruen levels When

gven oraly after 150mgAgiay, clareomyon was hown Ko producs ambryonc loss in monkeys. This
ugh doe

n cabbts i oro bl loss occuerad at s iravenous o of X3 mgisq m, which s 17 beves dss

I aweals be potentiel

anwncy Teratogen Eflects. Fregnancy cmgmyc Four Teralogenoty shudies in rals (twee with ocal
doses and one wih ntravenous doses up Yo 160 myhg/day admeistered dunng the perod of major
orginoganesin) and o i abbs at ol coses 15 1o 125 moPyday of Intwvanots doses of 30

Teralogenicy from clas -
Hhiomycn rwmwwnmm-mmwm san lwmludouund smiar condhons

21 doses of

Qeslaton days 6 1o 15 Plasma levela aher 150 mhgiday wero 2 bes the human sensm levels, Four
studbes in mice evaalod 8 variable incadence of clell palale foklowing oral doses of 1000 mgg/day dung
Qestation day 610 15. Clef palais was aiso seon a1 500 mahqyday. The 1000 mighpiday sxposure fesu
o in plasma lovais 17 1anes Iha human secu kovels 1) monkeys, an oral dose of 70 mghgidey produced

(SEE WARNINGS)
memm n-wmmmmmmuwmmmm MMM

WIW\ «mwmmdnmmwmnwmnnmummmmmmmqm
this class are excrslod i human ik

Podiatn: Usa: Salety an effectivensss f clarkbyomyoin in chueen under 12 yeans of aga fiave nof been
‘ssiabhehed.

Geratnc Use [ a sisady:siae saudy I whech heatry ekdorly subgects {aQa 65 10 81 years okd) were gven
500 mg every 12 howrs, he maumum concentrsbons of dantvomyan and (4-OH clangvomyon were
ircreasad The AUC wes. These changes parstel known ago-relaled
dacreasas in renal function. In clikcal rals, elderly patiels did ot have an inCreased ncidence of
adverse bvanis whon compated 10 younger pationis. Dosage adustment shoukt b considered i the
oty patonts with severs rens! imparmant

ADYERSE REACTIONS

The rogponty of a1 wors of Fower fan 3% of
paterts - ol trugelated sxda of

"The most fraquenty reporied sveets, whather drug-ietaled of ok were d8mhea {3%), neusea (3%),
‘abnomal lagie (3%), dyspepaia {2%), abdominal payidacomion (2%}, and headache (2] Mast of thase
evonta wars descrbed a6 ikl or modeals in sevonty. OF tho Feportad adverso evens, only 1% were
Gascrbed al severs.

In studies of preumonia companng darttromyon 10 srythromyon bass of erytheomycn sloatale,
thers wore lewer adviiso eveals Invobg the systen 1 clamhvomyons Loatod pabents com-
parod 1o orythromyan tioalod patinds {13% ve 2%, pe 001) Twonty parcent of eryBuomynrealed

The Sokowing adverss svents have been raporied with seythromyon products but ot i cincal trals
of damtvomycn

me ‘eryxomycn hag been associated with mm\hr umwmn inciuding ventrioukar lachycar -

Cmmﬂumulory Vahas Crwwnmnmmmmmpusw\n&uwmmon

mwnc Elevaléd SGPT {ALT) « 1%, SGOT (AST) « 1%, GGT < 1%, alakne phosghata <1%, LDH
< 1%, and ttal bbb « 1%
Hemalolexy: - Dectesed WBC « 1%, tme 1% Reral - ~,
a0d ohevatod 40cum craalined 1%,
Rovisd Aond 1902
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U.S. Savings Bonds Are Now "lax
Free For College. Good News Today.
Better News In 18 Years.

If the cost of a college education seems expensive now, imagine what it
will be in 18 years. That's why when it comes to college, Bonds are better than
ever before, For years, they've been exempt from state and local income tax. Now,

Bonds bought for your children's education can also be
free from federal income tax, Which means most people
can keep every penny of the interest they earn.
Start your tax free tuition fund today. Buy Bonds
at your local bank, or ask about the Payroll Savings
Plan at work.
A public service of this publication

U.S. Savings Bonds
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Narcotic efficacy.
No narcotic drawbacks.

An effective An effective
substitute for substitute for
injectable oral narcotic
' combinations

narcptics
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10 MG TRBLETS

~  (KETOROLAC TROMETHAMINE)

Tk TR L
Please see brief summary of prescribing information on last pages of this advertisement



mm 10 IVIG TABLETS

[KETOROLAC TROMETHAMINE]

Efficacy comparable
to oral narcotic combinations

T TORADOL ORAL 10 mg as effective as acetaminophen

600 mg + codeine 60 mg and longer acting than Vicodin
(two regular tablets)'

T An analgesic NSAID for limited-duration use prn for the
majority of acute pain conditions

T A substitute for oral narcotic combinations



Efficacy comparison vs Vicodin

Single-dose comparison of TORADOL ORAL vs Vicodin (two regular tablets] and placebo in a double-blind, randomized,
parallel clinical study in patients with postoperative pain following dental impaction surgery.!

3.5
3.0
2.6
% TORADOLORAL
2.0 Vicodin 10 mg (n = 68)
L (hydrocodone 10 mg +
& acelaminophen 1000 mg)
5 1.5 (n = 65)
=
§ ] -0 —}
0.5

I T ) |

0 0.5 1.0 20 3.0 4.0 5.0 6.0
Hour Following Dose

OPain relief roled: O = none, 1 = a litlle, 2 = some, 3 = a lof, and 4 = complele

T Inthis study, patients treated with a single dose of 10 mg
of TORADOL ORAL experienced longer duration of action

as compared to patients treated with the equivalent of
two regular Vicodin tablets'

T Patients receiving TORADOL ORAL reported significantly
fewer Gl (P<.001) and CNS (P=.02) adverse events than
those patients receiving Vicodin™'

* The most frequently reported side effects are gastrointestinal (dyspepsia, nausea, and Gl pain) and CNS
(headache). The most serious risks associated with TORADOL are gastrointestinal ulcerations, bleeding,
and perforation; renal events ranging from interstitial nephritis to acute renal failure, especially in
patients with preexisting kidney problems; hemorrhage; and hypersensitivity reactions.

See "Warnings,” "Precautions,” and "Adverse Reactions” sections of prescribing information,
Please see brief summary of prescribing information on last pages of this advertisement.



Narcofic efficacy.
No narcotic drawbacks.

Nonopiate. Nonaddictive. Nonscheduled.

Dosing: TORADOL ORAL / /\7\) '
T ' Recommended loading dose:

RADOL

_ : o)

T Maintenance dose: st M0 MLyg,
One 10 mg tablet g4—6h pm G
for limited-duration use

I Recommended maximum
daily oral dose: 40 mg

T IM to ORAL transitional e
dosing: Total combined dose
should not exceed 120 mg on day
of transition, including 40 mg orally

The only analgesic NSAID
available in both IM and oral forms.

(KETOROLAC TROMETHAMINE)

Redefining acute pain management

Reference: 1. Data on file, Syntex Laboratories, Inc., Document #P093019-3.

Please see brief summary of prescribing information on last pages of this advertisement. E@l Roche
©1992 Syntex Laboratories, Inc.  PO33019



TORADOL*™ and TORADOL"@Ra
(ketorolac tromethamine)

BRIEF SUMMARY
DESCRIPTION

TORADOL is a member of the pyrrolo-pyrrole group of nensteroldal
antl-Inflammatory drugs (NSAIDs). TORADOLM |s avallable for
intramuscular (IM) administration as: 15 mg in 1 mL {1.5%), 30 mg In
1 mL (3%}, or 60 mg In 2 mL {3%) of ketorolac tromethamine in sterile
solution. The 15 mg/mL solution centains 10% {w/v) alcohol, USP,
and 6.68 mg of sodium chlorlde in sterile water. The 30 mg/mL
solution contains 10% (w/v) alcohol, USP, and 4.35 mg sodium
chloride in sterlle water, The pH is adjusted with sodium hydroxide or
hydrochloric &cid and the solutions are packaged with nitrogen. The
sterile solutions are clear and slightly yellow in color. TORADOLQBAL
Is avallable as round, white, film-coated, red-printad tablets. Each
tablet contains 10 mg ketorolac tromethamine, the active ingredient,
with lactose, magneslum stearate, and microcrystalling cellulose. The
white flim-coating contalns hydroxypropyl methylcellul

TORADOL*™ and TORADOL" 284
(ketorolac tromethamine)

perforation, can occur at any time, with or without warning symptoms,
in patients trealed with NSAIDs. Studies to date with NSAIDs have
not identified any subset of patients not at risk of developing peptic
ulceration and bleeding. Except for & prior history of sericus Gl evenls
and other risk factors known to be assoclated with peptic ulcer
disease, such as alcoholism, smoking, etc., no cther facters have
been associatad with Increased risk. Eiderly or debilitated patients
seem lo tolerate ulceration or bleeding less well than other

dividuals, and most spor reports of fatal Gl evenls are in
this population. P keting with TORADOLM suggests
that there may be a greater risk of gastrointestinal ulcerations,
blseding and perforation in the elderly. Studies so far are inconclusive
concsrming the relative risk of various nonstercidal ant-inflammaory
drugs (NSAIDs) in causing such reaclions. High doses of any such
agent probably carry a greater risk of these reactions, aithough this Is
rarely established In controlled clinical trials. In considering the
int lar use of relatively large doses (within the recommended

polyethylene glycol, and titanium dioxide. The tablets are printed with
red Ink which includes FD&C Red #40 Aluminum lake as the coloranl.

INDICATIONS AND USAGE
TORADOLW is indicated for the short-term managsment (up to
5 days) of paln (see “Clinical Studies” In CLINICAL
PHARMACOLOGY sectlon of full prescribing informatien).
TORADOLM is not racommended for longer use (more than 5 days)
because of the possibility of Increased frequency and severity of
adverse i lated with the ded doses (see
WARNINGS, DOSAGE AND ADMINISTRATION section of full
prescribing information and ADVERSE REACTIONS). TORADOLM is
not ded as a pre-operati dication for support of
anesthesia, because it inhibits platelel aggregation and may prolong
bleeding time (see PRECAUTIONS — Hematologic Eifects) and
bacause It possesses no sedatlve or anxiolytic properties.
TORADOL®M s not ded in obstetric analgesia b It
has not been adequately studied for such use and because of the
known effects of drugs that Inhiblt prostaglandin synthesis on uterine
contractlon and fatal circulation. TORADOLM has been used
concomitantly with morphine and meperidine without apparent

dosage range), or treaiment with TORADOLW for a duration longer
than 5 days, sufficient benefit should be anticipated to offset the
potential increased risk of Gl foxicity. The risks of gastrointestinal side
effects associated with long-term use of TORADOLOBAL are described
under CLINICAL PHARMACOLOGY - Clinical Studies {Long-Term
Use of TORADOL) saction of full prescribing information.

Impalred Renal or Hepatic Function: As with other nonsteroidal
antl-inflammatory drugs (NSAIDs), TORADOL should be used with
caution In patients with impaired renal or hepatic function, or a history
of kidney or liver disease.

Renal Effects: As with other nonsteroidal anti-inflammatory drugs
(NSAIDs}, adminlstration of ketorolac iromethamine to animals
resulted in renal papillary necrosls and other abnormal renal
pathology. In humans, thers have been reports of hemaluria,
proteinuria, glomerular nephritis, interstitial nephritis, ranal paplllary
necrosis, nephrotic syndrome, and acute renal failure. Another,
equally Important, renal toxicity has been seen in patients with
conditions !eading to a reduction in blood volume andfor renal
blood fiow, where renal prostaglandins have a supportive role in the
maintenancs of renal perfusion. In these patients, administration of a
nonsteroidal anti-inflammatory drug (NSAID} may cause & dose-

adverse effects. TORADOL 0BAL Is Indicated for limlted durati
prn use in the management of paln (see WARNINGS, ADVERSE
REACTIONS and CLINICAL PHARMACOLOGY - Clinical Studies
Sectlons of full prescribing information for detalls about relative risks
assoclated with TORADOLCBAL). TORADOLOBAL s not recommended
for long-term use in patients with chronic painful conditions.
TORADOL !t axd ORAL are not recommended for concurrent use with
other nonsteroldal anti-infiammatory drugs (NSAIDs) because of the
potential for additive side effects. The protein-binding of ketorolac is
affected by aspirin {see PRECAUTIONS) but not by acetaminophen,
{buprofen, naproxen or pl ) studies with other nonsteroldals
have not been performed.

CONTRAINDICATIONS

TORADOL should not be used in patients with previously
demonstrated hypersensitivity to ketorolac tromethamine, or in
Individuals with the complete or partial syndrome of nasal polyps,
angioedema, bronchospastic reactivity (e.g., asthma) or other
allergic manifestations to asplrin or other nonsteroidal anti-
Inflammatory drugs (NSA(Ds). Severe anaphylactic-iike reactions
1o TORADOL have been reported in such patients. Therefore, before
starting therapy, careful questioning of patients for such things as
asthma, nasal polyps, urticaria, and hypotension associated with
nonsteroldal antl-Inflammatory drugs Is imporant. In addition, If such
symptoms occur during therapy, treatment should be discontinued.

WARNINGS

The most serious risks assoclated with TORADOL are:
gastrointestinal ulcerations, bleeding and perforation (see
PRECAUTIONS); renal events ranging from interstltial nephritis to
acute renal fallure {see PRECAUTIONS), especlally fn patients with
Pre-existing kidney problems; hemorrhage, especially in patients
where strict hemostasis Is critical {see PRECAUTIONS);
"ypauentlrlvlfy reactions such as anaphylaxis, bronch

P L reduction in renal p glandin formation and may
precipitate.acute renal fallure. Patients at greatest risk of this reaction
are those with impaired renal function, heart failure, liver dysfunction,
those taking diuretics and the elderly. Discontinuation of NSAID
therapy s usually followed by recovery to the pratreatment slate.
TORADOL and lts metabolites are eliminated primarily by the kidneys
which, In patients with reduced creatinine clearance, will result in
diminished clearance of the drug {see CLINICAL PHARMACOLOGY
section of full prescribing information). Thersfors, TORADOL should
be used with caution in patients with impaired renal function (see
WARNINGS, and DOSAGE AND ADMINISTRATION section of full
prescribing information) and such palients should be followed closely.
Fluid Retentlon and Edema: As with other nonsteroldal anti-
inflammalory drugs (NSAIDs) that inhibit prostaglandin biosynthesis,
fluid retention, edema, retention of NaCl, oliguria, elevations of
serum urea nitrogen and creatinine have been reported in clinical
trlals with TORADOL. Therefore, TORADOL should be used with
caution in patients with acute renal failure, cardiac decompensalicn,
hypertenslon, or similar conditions.

Hapatic Effects: As with other nonsteroidal anti-inflammatory drugs
(NSAIDs), treatment with TORADOL may cause elevations of liver
enzymes, and In patients with pre-existing liver dysfunction, it may
lead o the davelopment of a more severe hepatic reaction. The ALT
{SGPT) lest Is probably the most sensitive Indicator of liver injury. In
patlents with symptoms and signs suggesting liver dysfunction, or in
whom an abnorma! liver test has cccurred as a result of TORADOL
therapy, the administration of the drug should be discontinued.

Hematologlc Etfects: TORADOL inhibits platelet aggregation and
may prolong bleeding time. Unlike aspirln, the inhibition of platelet
function by TORADOL disappears within 24 to 48 hours after the drug
Is discontinued. TORADOL does not appeer to affect plalslel count,
prothrombin time (PT} or partial thromboplastin time (PTT). in
controlled clinical studies where TORADOL was administered

vascular collapse, urticarla, angioadema, Stevens-Johnson syndrome
and veslcular bullous rash. Anaphylactold reactions may occur
in patients with a history of hypersensitivity to aspirin, other
fonsteroldal anti-inflammatory drugs, or TORADOL. They may,
however, also occur In patients without & known previous exposure
or hypersensltivity to these agents. Both types of reactions may be
tatal. The use of TORADOLM at recommended doses for more than
S days Is assoclated with an increased frequency and severity of
adverse events, The use of TORADOLRAAL 10 mg on a long-term
basls |5 agsoclated with more GI tract adverse effects than asplrin
650 mg qid (see CLINICAL PHARMACOLOGY — Clinical Studies
Saction of full prescribing inl ion). Long-term treatment is not
'ecommended (see INDICATIONS AND USAGE section of full
Preseribing Information). High oral doses (e.g., 80 or 120 my/day) are
not recommended because risks of serious adverse events are
Jreater with dally doses exceeding the recommended
40 mg oral per day (see ADVERSE REACTIONS).

Ph PRECAUTIONS
Yalcians should be alert to the pharmacologic similarity of
ORADOL 10 other oldal antl tory drugs
{NSAIDS) that inhbit cyclo-oxygenase.
g:"';"ﬂ Precautions
Seri of Gastrointestinal Ulcerations, Bieeding and Perforation:
oUs gastrolntestinal toxiclty, such as bleeding, ulceration, and

larly or | ly postoperatively, the incidence of
clinically significant postoperative bleeding was 0.4% for TORADOL
compared 1o 0.2% In the control groups recelving narcotic analgesics.
Because prostaglandins play an important role in hemestasis, and
NSAIDs affect platelet aggregation as well, use of TORADOL in
patlents who have coagulation disorders should be underaken with
caution, and those patients should be carefully monitored. Patients on
therapeutic doses of anticoaguiants {e.g., heparin or dicumarol
derivatives) have an Increased risk of blaeding complications if given
TORADOL concurrently; physicians should admintster such
concomitant therapy with extreme caution. The concurrent use of
TORADOL and prophylactic, low-dose heparin (2500-5000 units
q12h) has not been studied extensively, but may also be associated
with an increased risk of bleeding. Physicians should welgh the
benefits against the risk, and exerclse caution in using such
concomitant therapy in these patients. ln patlents who raceive
anticoagulants for any reason, there s an Increased risk of
intramuscular hematoma formation from TORADOLY Injectians {see
PRECAUTIONS — Drug Interactions). In postmarketing expstlence,
postoperative hematomas and other signs of wound bleeding have
been reported In association with the perioperative use of
TORADOLY, Caution should be used, therefore, when TORADOCL is
Jmi 1 pre- of intra-operativaly. Perloperative use of TORADOL
should be undertaken with caution when strict hemostasis ls critica.
Informatlon for Patlents
TORADOL, like other drugs of its class, Is not free of side offects. The

TORADOL"® and TORADOL"#5a.
(ketorolac tromethamine)

side sffects of these drugs can cause discomiort and, rarely, thete are
more serious side effects, such as gastrointestinal bleeding, which
may result in hospitalization and even fatal oulcames. Physicians may
wish to discuss with their patients tha potential risks (see
WARNINGS, PRECAUTIONS, and ADVERSE REACTIONS
Sections) and likely benefits of TORADOL treatment, particularly
when it is used for less sericus conditicns when lengthy treatment is
icipated and when ble allernallves to both the patient and
physician may be available.
Laboratory Tests
Because serious Gt tract ulceration and bigeding can occur without
warning symptoms, physicians should follow patients for the signs
and symptoms of uiceration and blseding and should inform them of
the importance of this follow-up (sse PRECAUTIONS - Risk of GI
Ulceraticn, Bleeding and Perforation).
Orug Interactions
TORADOL is highly bound to human plasma proteins (mean 89.2%)
and binding is independent of concentration. The in vitro binding of
warfarin to plasma proteins is only slightly reduced by TORADOL
{89.5% conlrel vs 99.3%) with TORADOL plasma concentrations of 5
1o 10 pg/mL. TORAROL does not alter digoxin protein binding. in
vitro studies indicate, that, at therapeutic plasma concentrations ot
salicylate (300 ng/mL), the binding of TORADOL was reduced from
approximately 99.2% to 97.5%, representing a polential two-fold
increase in unbound TORADOL ptasma levels; hence, TORADOL
should be used with caution {or at a reduced dosage) in patients
being treatsd with high-dose salicylate regimens. Therapeutic
concentrations of digoxin, warfarin, lbuprofen, naproxen,
plroxicam, acetaminophsn, phanytoin, and tolbutamide did not
alter TORADOL proteiri binding. In a study invelving 12 volunteers,
oral TORADOL was co-administered with a single dose of 25 mg
warfarin, causing no significant changes in pharmacokinetics or
pharmacodynamics of warfarin. In another study, intramuscular
TORADOL (following orel dosing) was given wilh two doses of 5000 U
of heparin to 11 healthy volunteers, resuiting in a mean template
bleeding time of 6.4 minutes (3.2-11.4 min) compared to a mean of
6.0 minutes (3.4-7.5 fn) for heparin alone and 5.1 minutes (3.5-8.5
min) for placebo. Although these results do ot indicate a significant
interaction between TORADOL and warfarin or heparin, the
administration of TORADOL, or other NSA(Ds, to patients taking
anticoagulants should be done with caution and patients should be
clossly monitored (see PRECAUTIONS — Hematologic Effscts),
Intramuscular TORADOL reduced the diuretic response 1o
furosemide in normovolemic healthy subjects by approximately 20%
(mean sodium and urinary output decreased 17%). Concomitant
administration of oral TORADOL and probenecid resulted in
decreasad clearance of ketorolac and significant increasss in
ketorolac plasma levels, (total AUC increased approximately 3-lcld
from 5.4 10 17.8 ygeh/mL) and terminal hall-life {Increased
approximately 2-fold from 6.6 1o 15.1 hours). Inhibition of renal
Hthlum clearance, leading to an increass In plasma lithium
concentration, has been reported with some proslaglandin synthesis
inhiblting drugs. The sffect of TORADOL on plasma lithium has not
been studied. Concomilant administration of methotrexate and some
NSAIDs has bsen reported tc reduce the clearance of methotrexate,
enhancing the toxicity of methotrexate. The effect of TORADOL on
methotrexate clearance has not been studied. In postmarketing
experience, lhere have been three reports of a possible interaction
between TORADOLIM and non-dep g muscle rel
appearing to enhance the effect of the muscle relaxant. The
concurrent use of TORADOL with muscle relaxants has not bsen
formally studied. Intramuscular TORADOL has been adminisiered
concurrently with morphine in several clinical trials of postoperalive
pain without evidence of adverse interactions. There is no evidence,
in anlmal or human studies, that TORADOL Induces or inhibits
hepatic enzymes capable of metabolizing itsell or other drugs.
Carcinogenesls, Mutagenasis, and Impalrment of Fertllity
An 18-month study in mice at oral doses of ketorolac tromethamine
aqual to the parenteral MRHD (Maximum Recommended Human
Dose) and a 24-month sludy in rals at oral doses 2.5 times the
parenteral MRHD, showed no evidence of tumorigenicity. Kelorolac
tromethamine was nol mutagenic In Ames test, unschaduled ONA
synthesis and repalr, and In forward mutation assays. Kelorolac did
not cause chromosome breakage in the in vivo mouse micronucleus
assay. Al 1590 pg/ml (approximately 1000 limes the average human
plasma levels) and al higher concentrations, ketorclac tremethamine
increased the Incldence of chromosomal aberrations in Chinese
hamster ovarian cells. Impalrment of fertiity did not occur in maie or
female rats al oral doses of 9 mg/kg (53.1 mg/m2} and 16 mg/kg
{94.4 mg/m2), respectively.
Pregnancy c
Pregnancy Cat
Ho?roduérnn sloug;’syhave been performed in rabbits, using dally oral
doses al 3.6 mgkg (42.35 mg/ma) and in rals at 10 mg/kg (59 mg/m2)
duringorganogenesis. Results of these studies did not reveal evidence
of teratogenicily ta the fetus. Oral doses of ketorolac tromethamine at
1.5 m/kg (8.8 mg/m?), which was hall of the human orat exposure,
administered alter gestation day 17 caused dystocla and higher pup
mortality i rals. There are no adequate and well-controlled sludles in
pregnant women. Kelorolac tromethamine should be .usqd during
pregnancy only if the potential benefit justifies the polential risk lo the
fotus.
Labor and Dellvery
TORADOL is not recommended for use during labor and delivery (see
INDICATIONS and USAGE section of full prescribing Information).
Lactation and Nursing
After a single adminlstration of 10 mg of TORADCLORAL to humans, the
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maximum mitk concentration observed was 7.3 ng/mL and the
maximum milk-to-plasma ratio was 0.037. After one day of dosing (gid),
the maximum milk concentration was 7.9 ng/mL and the maximum
milk-to-plasma ratio was 0.025. Caution should be exercised when
TORADOLMa0R4 is administered to a nursing woman,

Pediatric Use

Safety and efficacy in children have not been established. Therafore,
TORADOL is not racommended for use In children.

Use In the Elderly

Because ketorolac tromethamine is cleared somewhat more slowly by
the elderly (see CLINICAL PHARMACOLOGY section of full
prescribing information} who are also more sensitive to the renal
effects of NSAIDs (sse PRECAUTIONS — Renal Effects), extra
caution and reduced dosages (see DOSAGE AND
ADMINISTRATION section of full prescribing information) should be
used when treating the elderly with TORADOL.

ADVERSE REACTIONS
Adverse reaction rates from short-term use of NSAIDs are generally
from 1710 to 1/2 the rates associated with long-term use. This is also
true for TORADOL. Adverse reaction rates aisc may increase with
higher doses of TORADOL (see WARNINGS, and DOSAGE AND
ADMINISTRATION section of full prescriblng information).
TORADOLY is indicated for short-term use. Physiclans using
TORADOLY should be alert for the usual complications of NSAID
treatment, and should be aware that with longer use (exceeding §
days) of TORADOLY, the frequency and severity of adverse reactions
may increase. Physicians using TORADOLRBAL should be alert o the
relative risks associated with dose and dose duration as described in
CLINICAL PHARMACOLOGY — Clinical Studies section of full
prescribing information. Physiclans using TORADOL should be alert
for the usual plications of NSAID tr The adverse
reactions listed below were reported in clinical trials with TORADOL in
which patients received up to 20 doses, in 5 days, of TORADOUM
30 mg or up to 4 doses a day from long-term studles of
TORADOLQRA 10 mg qid. In addition, adverse reactions that were
reported from TORADOLM postmarketing surveillance are Included in
“Incidence 1% or Less.” Incidence Greater than 1% (probably
causally related): Body as a Whole: EDEMA"; Cardlovascular:
HYPERTENSION; Dermatologle: RASH, pruritus®; Gastrointestinal:
NAUSEA (12%), DYSPEPSIA (12%) GASTHOINTESTINAL PAIN
{13%), constipation, diarrhea”, flatul inal fullness,
vomiting, STOMATITIS; Hemlc and Lymphntlc purpura; Nervous
System: drowsiness*, dizziness’, HEADACHE (17%), sweating.
Injection site pain was reponed by 2% of patients in multidose studies
(v8. 5% for the morphine control group). *Incidence of reported
reaction between 3% and 8%. Those reactions occurring In less than
3% of the patients are unmarked. Reactions reported predominantly
from long-term TORADOLQBAL studies are CAPITALIZED. Ingidence
1% or Less (probably causally related): Body as a Whole:
hypersensitivity reactions such as anaphyfaxis!, bronchospasm,
laryngeal edema, fongue edema, hypotension, and flushing, weight
gain, fever; Cardlovascular: fiushing, palpitation, pallor, hypotension,
syncope; Dermatologlc: Lysll's syndroms, Stevens-Johnson
syndrome, exfoliative dermatilis, maculo-papular rash, unlcavia.
Gastrolintestinal: peptic uiceration, GI h i
(se6 WARNINGS and PRECAUTIONS), melena rectal bleeding,
gastritis, eructation, anorexia, increased appetite; Hemic and
Lymphatic: postoperalive wound hemorrhage, rarely requiring
biood transfusion (see WARNINGS and PRECAUTIONS),
thrombocytopenia, episiaxis, anemia; Nervous System: convuisions,
vertigo, tremors, ab | dreams, hallucinati euphoria;
Resplratory: dyspnea, asthma, pulmonary edema; Urogenital: acule
renal fallure (see WARNINGS and PRECAUTIONS), flank pain with
or withou! hematuria and/or azotemia, oliguria, nephritis.
Vitalics denote reactions reported from postmarketing experience.
{causal ralationship unknown)2: Body 8s a

Whole: asthenia; Gastrolntestinal: pancreatitis; Hemic and
Lymphauc Ieukopenla EOSINOPH!LIA Nervous System:

sia, 1885, ive thirst, dry
mouth abnormal thinkmg. inability to concentrate, hyperkinesia,
stupor; Respiratory: RHINITIS, COUGH, dyspnea; Special Senses:
abnormal taste, abnormal vision, blurred vision, tinnitus, HEARING
LOSS; Urogenltal: polyuria, increased urinary frequency.
2Reacuons occurred under circumstances where the causal
relationship to TORADOL treatment has not been clearly established;
they are presented as alerting nformation for physiclans. Reactions
reported predominantly from long-term TORADOLOBAL studies are
CAPITALIZED.
See package Ingert for full prescribing Information.
CAUTION: Federal law prohibits dispensing without prescription.
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Opening Doors to
Physician Health

International
Conference on
Physician Health

January 28-31, 1893
Marriott Mountain Shadows Resort
Scottsdale, Arizona

Sponsored by the American Medical
Association, the Canadian

Medical Association, the Federation
of State Medical Boards, and the
Federation of Medical Licensing
Authorities of Canada

HIV infection and AIDS ... the rights of
the disabled ... substance abuse ...
mental illness ... aging. These health
problems are on our minds and in our
news, affecting the way we live, the
way we interact, the way we plan for
our futures.

And physicians are not immune
to them.

Now you can discover more about

how physicians are facing their own
health challenges—at the premier
meeting on physician health concerns,
the International Conference on
Physician Health.

The conference provides an opportu-
nity to hear about the latest research

To register, please call

800 262-3211

findings on physician health, as well
as new and innovative treatment and
education programs in the area.
Topics will include:

¢ Health maintenance and
promotion for physicians

¢ Cocaine-sensitive DNA
¢ Mental illness in physicians

¢ Physicians with physical
limitations

¢ HIV infection among physicians

While you explore the issues, take
advantage of the Mountain Shadows
Resort location for a personal health
break. Golf, play tennis, swim, hike in
the mountains—or join the stress-
reduction exercise classes.

Make your plans now to attend. For
full registration information, call
tol] free: 800 262-3211.

Visa, MasterCard, Optima or American Express are accepted.

Registration Fees “Early Bird” After 12/11/92
(US dollars)

AMA members, physicians ~ $295 $346

outside the US

Nonmembers $350 $400

Residents $195 $246

Students $176 $176

American Medical Association

Physicians Health Foundation

Caring for the Caregiver

202




Thereis
only one
automatic
Epinephrine
Injection.

For self :
administration
in any allergic
emergency...

iPeny

EPINEPHRINE
AUTO-INJECTORS

Ju:t remove -
sa cap an
pre‘;:yintg thigh.

Briel summary: Betara prescribing, please consull package Insert, situations even though this product containg sodium matabisullite, a

B -

weakness, tremor, headache,

apprehengion, nENVousnoss
and anxiaty, Cardiac arrythmias
may follow adniinistration of

:pln:Phlinu.
DVERDOSAGE: Overdosage

| CRIFTION: The EpiPen Auto-Injectors contain 2 mL E{nn:phnne]luecllm sulfita that may in other Prndun‘s cause allergle-lype reactions including ana-
Of emergancy intramuscular use. Each EpiPan Auto-Injector delivers a single dose phylactio o lifi-1h Ing or less severe asthmalic eplsodes in certain
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Because coexisting conditions often complicate hypertension...

Dynanc puts their safety first.

(isradipine)

Facilitates renal function.

® No clinically significant change in serum creatinine'?
or creatinine clearance'?

® No clinically significant effect on glomerular filtration
rate?¢

® Maintains or decreases filtration fraction'¢

Maintains cardiac performance.
® No significant effect on heart rate™

® No adverse effect on cardiac conduction™* or
contractility 30131

® No alteration of digoxin clearance®

Does not compromise metabolic
parameters.

® No clinically significant effect on serum glucose
metabolism"

® No effect on glucose tolerance, insulin secretion
or insulin action in NIDDM patients"

® No clinically significant effect on lipid metabolism-?

1992 Sandoz Pharmaceuticals Corporation



® No known contraindications except for hypersensitivity
to DynaCirc

® No significant interactions with the 20 most-commonly
prescribed drugst

m Effectively reduces diastolic and systolic blood pressure
without orthostatic hypotensions”2.2

m Side effects are usually minimal and transient 17202

—Low incidence of edema:
3.5% at 2.5 mg b.id. and 8.7% at 5 mg b.i.d.

—Rare incidence of constipation or cough (<1%)

—Headache (12.6%) and dizziness (8.0%)
are the most frequently reported side
effects at 2.5 mg twice a day

® Among the least expensive
calcium channel blockers

* Mild, clinically insignificant increases in hearl rate may
occur occasionally,
t In limited studies, no advarse elfect was seen on cardiac index
and other indirect measurements of contractility in patients with
normal function or moderate left ventricular dysfunclion. However,
caution should be exercised when using tha drug in patients with CHF,
particularly in combination with a bela blocker. lsradipine has a negative
inatropic effect at high doses in vitro, and possibly in some patients. The
clinical consequences of these elfects have nol been evaluated
+Prescribed o patients aged 55 and above. Data from PDDA Top 100 Drug
Uses for Dec. 1990-Nowv. 1991, excluding calcium channel blockers,
initial therapy with higher than recommendad doses may cause ortho-
slalic hypotension in patients with sevens CHF.

1At recommended doses of 2510 5 mg bid

naCirc2
ZE(isradipine)ss.
Please see following page for brief summary of full Prescribing Information. FOI' safety ’S Sake""




BRIEF SUMMARY
Please see package Insert for full prescribing Information.

DYNACIRC® (isradipine) CAPSULES

INDICATION
DynaCirc® (isradiping) is indicated in the management of hypertension. It may be used
alone or concurrently with thiazide-type diurelics,

CONTRAINDICATIONS
DynaCirc® is contraindicated in individuals who have shown hypersensilivity to any of the
ingredients in the lormulation

WARNINGS
None

PRECAUTIONS
General: Blood Pressure; Because DynaCirc® dec peripheral ce, like other
calcium blockers DynaCirc® may occasionally produce symptomatic hypolension. However,
symptoms like syncope and severe dizziness have rarely been reported in hypertensive
patients administered DynaCirc®, particularly at the initial recommended doses. Use in
Patients with Congestive Hear! Failure: Although acute hemodynamic studies in patients with
congestive hearl failure have shown thal DynaCirc® reduced afterload without Impairing my-
ocardial contractility, it has a negative inotropic effect at high doses in vitro, and possibly in
some palients. Caulion should be exercised when using the drug in congestive heart lailure
palients, particularly in combinalion with a beta-blocker. Drug Interactions: Nitroglycerin:
DynaCirc® has been safely coadministered with nitroglycerin. Hydrochlorothiazide: A study
in normal healthy volunteers has shown thal con-
comitant administration of DynaCirc® and
hydrochlorothiazide does not resull in
allered pharmacokinelics of either
drug. In a study in hypertensive
patients, addition of isradipine to
exisling hydrochlorothiazide
therapy did not resull in
any unexpected ad-
verse effects, and
Isradipine had
an additional
anlihyper-
tensive
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For Safety’s Sake"

effect,

Propranolol: In a single dose study in normal volunteers coadministration of propranolol
had a small efect on the rale bul no effect on the extent of isradg)lm bicavailability. Coad-
ministration ol DynaCirc® resulted in signilicant increases in AUC (27%) and Cp. (58%)
and decreases in Ly, (23%) of propranolol, Digoxin: The concomitant administration of
DynaCirc® and digoxin in a single-dose pharmacokinetic study did not affect renal, non-
renal and total body clearance of digoxin. Fentanyl Anesthesia: Severe hypotension has
been reported during fentanyl anesthesia with concomitant use of a beta blocker and a cal-
cium channel blocker. Even though such interactions have not been seen in clinical studies
with DynaCirc®, an increased volume of circulaling fluids might be required if such an
Interaction were lo occur. Carcinogenesis, Mutagenesis, Impairment of Fertility: Treatment
of male rats for 2 years with 2.5, 12.5, or 62,5 mg/kg/day isradipine admixed with the diet
resulled in dose dependent increases in the incidence of banign Leydig cell tumors and
lesticular hyperplasia relative 1o untreated conlrol animals, A comparable endocrine effect
was not evident in male patients receiving therapeutic doses of the drug on a chronic basis.
Trealmenl of mice lor two years with 2.5, 15, or B0 mg/kg/day isradipine in the diel showed
no evidence of oncogenicity There was no evidence of mulagenic polential based on the
results of a battery of mutagenicity tests. No effect on lertility was observed in male and
female rats. Pragnancy: Pregnancy Category C: There are no adequate and well controlled
studies in pregnant women, DynaCirc® should be used during pregnancy only if the poten-
lial benelil justifies the polential risk lo the falus. Nursing Mothers: It is nol known whether
DynaCirc® js excreled in human milk. A decision should be made as to whether lo discon-
linue nursing or discontinue the drug, taking into account the importance of the drug to the
mother. Pediatric Use: Safety and ectiveness have nol been established in children.

ADVERSE REACTIONS
The adverse reaction rates given below are principally based on controlled hypertension
sludies, bul rarer serious events are derived from all exposures to DynaCirc®, including
loreign markeling experience. Mosl adverse reactions were mild and related lo the vaso-
dilatory effects of DynaCirc® (dizziness, edema, palpitations, flushing, tachycardia), and
many were transient. About 5% of isradipine palients lefl studies premalurely because of
adverse reactions (vs. 3% of placebo patienls and 6% of active conlrol patienis), principally
due to headache, edema, dizziness, palpitations, and gastrointestinal disturbances. The
following adverse reactions have been reported by 1% or grealer of palients receiving
DynaCirc® al any dose (N=934): headache (13.7%), dizziness (7.3%), edema (7.2%), palpi-
tations (4.0%), faligue (3.9%), llushing (2.6%), chest pain (2.4%), nausea (1.8%), dyspnea
(1.8%), abdominal discomfort (1.7%), tachycardia (1.5%), rash (1.5%), pollakiuria (1.5%),
weakness (1.2%), vomiling (1.1%), diarrhea (1.1%). The following adverse events were re-
parted in 0,5-1% of the isradipine-reated patients in hypertension sludies, or are rare, bul
more serious events from this and other data sources, including postmarketing exposure,
are shown in italics. The relalionship of these adverse evenls to isradipine administration is
uncertain, Skin: pruritus, urficaria. Musculoskelelal: cramps of legs/ieel. Respiratory:
cough. Cardiovascular: shoriness of breath, hypotension, atrial fibrillation, ventricular
fibriation, myocardial infarction, heart failure. Gastrointestinal; abdominal discomiort,
constipation, diarrhea. Urogenital: nocturia. Nervous System: drowsiness, insom-
nia, lethargy, nervousness, impotence, decreased libido, depression, syncope,
paresthesia (which includes numbness and lingling), fransient ischemic
altack, stroke. Autonomic: hyperhidrosis, visual disturbance, dry mouth,
numbness, Miscellaneous: throat discomfort, leukopenia, elevated liver
function tesis.
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NEW FROM ORTHO

Leader in Contraception

TR ODUNG
THE FIRST OC WITH NORGESTIMATE
A NFW PROGESTIN



Researched and Developed by Ortho

THE NEW PROGESTIN
NORGESTIMATE IN COMBINATION

WITH ETHINYL ESTRADIOL PROVIDES
EXCELLENT EFFICACY. e

In addition to its excellent efficacy, NEW ORTHO-CYCLEN'
is packaged in the unique ORTHO DIALPAK' Tablet Dispenser,
designed to help enhance compliance because it is so easy-to-use.

'Serious as well as minor side effects have been reported with the use of oral contraceptives. The physician should remain alert to
the earliest manifestations of any symptoms of serious disease and discontinue oral contraceptive therapy when appropriate,

Please see complete Prescribing Information, a brief summary of which appears on the last page of this advertisement,

¢ Ortho Pharmaceutical Corporation 1891 OJ-1150A




Y LEN.
[noreestimate/ethinyl estraciol

The First New Progestin In Over 20 Years... Norgestimate
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FOR
PEOPLE
WITH
ARTHRITIS

THE OBSTACLE COURSE...

w o | X6 —A\@

THE RECOURSE

Helping overcome life’s obstacles

OO lalets
FLUDB\PPOFEN

*The average prescribed daily dose is 100 mg bid. Data on file with The Upjohn Company:
As with other nonsteroidal agents, the most frequent side etect is mild gastroimtestinal disturbances

® 1992 The Upjohn Company For a brief summary of prescribing information, please turn the page.




Fast, effective relief
for pain/inflammation.

Sprains/Strains

Acute tendinitis/Bursitis
Low back pain
Musculoskeletal pain
Soft-tissue trauma




Fast-pain relief may occur as fast as 20 minutes. As with other NSAIDs, the most frequent complaints
Effective-works at the pain site to provide relief for ~are gastrointestinal. See Warnings, Precautions, and
Aﬂ“‘iﬂﬂammaf("y—nO'nSlerUidaI anﬁ'inﬂﬂmmamry Convenient dos!ng_{ecommended starting

action hB!DS DallenlS return to normal aCtW“y dose is 550 ma, followed by 275 mg every 6108
Well tolerated-no narcotic-related side effects; hours, as required. Total daily dose should not
no addiction potential. exceed 1375 mg.

Fast Relief. Fast Recovery.

Anaprax-Ds Anapioxe
(NAPROXEN SODIUM)

ummary of prescribing information
PIEESE £l page
%1992 Synex Puerto Rico, Inc.~ 811.J2-505.82




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 palyps. Because anaphylactic reactions usu-
ally occur in patients with a histary of such reactions, question patients for
asthma, nasal pol{rs. urticaria, and hypotension associated with NSAIDs before
starting therapy. If such symptoms occur, discontinue the drug.
Warnings: Serious Gl toxicity such as bleeding, uiceration, and perforation, can
occur at any time, with or without warning symptoms, in patients traated chroni-
cally with NSAID's. Remain alert for ulceration 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 J)eptic
ulceration and bleeding. Except for a prior history of serious Gl events and other
risk factors associated with peptic ulcer disease, such as aicoholism, smokinj
etc., no risk factors (e.g., age, sex) have been associated with increased risk.
Elderly or debilitated patients seem to tolerate ulceration or bleeding less well
and most spontaneous reparts of fatal Gi events are in this population. In consid-
ering the use of relatively large doses {within the recommended dosage range),
Eﬁlmﬁaﬂ benefit should be anticipated to offset the potentist increased risk of
oxicity.

Pracautions: DO NOT GIVE NAPROSYN® (NAPROXEN) CONCOMITANTLY WITH
ANAPROX® OR ANAPROX® DS (NAPROXEN SODIUM;} SINCE THEY CIRCULATE IN
PLASMA AS THE NAPROXEN ANION. Acute interstitial nephritis with hematuria,
proteinuria, and nephrotic syndrome has been reported. Patients with impaired
renal function, heart failure, liver dysfunction, patients taking divretics, 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 mU/minute. Use the low-
est effective dose in the elderly or in patients with chronic alcohalic 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. I liver disease develops or if systemic manifestations occur
{e.g., easinophilia or rash), discontinue therapy. If steroid dosage is reduced or
eliminated during therapy, do so stowly and observe patients closely for adverse
effects, including adrenal insutficiency and exacerbation of arthritis symptoms.
Determine hemoglobin values periodically for patients with initial values of 10
grams or less who receive long-tenm therapy. Peripheral edema has been
reported. For patients with restricted sodium intake, note that each tablet con-
tains approximately 25 or 50 mg (1 o 2mEq) sodium. 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 gonditions where treatment without NSAIDs
may be acceptabie. Patients should ise caution for activities requiring alertness
if they experience drowsiness, diziness, vertigo or depression during therapy.
Laboratory Tests: Because serious Gl tract ulceration and bleeding can occur
without warning symptoms, follow chronically treated patients and inform them
of the importance of the follow-up. Drug [nteractions: Use caution when giving
concomitantly with coumarin-type anticoagulants; a hydantoin, sulfonamide or
sutfonylurea; furosemide; lithium; beta-blockers; probenecid; or methotrexate.
Di haratory Test Interactions: May decrease platelet aggregation and
prolong bleeding time or increase urinary vatues for 17-ketogenic steroids, Tempo-
rarily stop therapy for 72 hours before adrenal function tests. May interfere with
urinary assays of SHIAA. Carcinogenesis: A 2-year rat study showed no evi-
dence of carcinogenicity. Pragnancy: Category B. Do not use during pregnancy
unless clearly needed. Avoid use during late pregnancy. Nursing Mothers: Avoid
use. Pediatric Use: Single doses of 2.5-5 mg/kg (as naproxen suspension), with
k’;tal 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 1650 mg/day naproxen sodium than in those on
825 myg/day. In children with juvenile arthritis, rash and prolonged bleeding
times were more frequent, G! and CNS reactions about the same, and other reac-
tions less frequent than in adults. Incidence Greater Than 1%, Probable Causal
Relationship: G1: The most frequent complaints related to the Gi tract: constipa-
tion® heartburn? abdominal pain? nausea; dyspepsia, diarrhea, stomatitis. CNS:
headache! dizziness!' drowsiness, fight-headedness, vertigo. Dermatologic:
itching (pruritus)® skin erupti h * sweating, purpua. Special
Senses: tinnitus” hearing disturbances, visual disturbances. Cardiovascular:
edema’ dyspnea’ palpitations. General: thirst. *Incidence of reported reaction
3%-9%. Where ked, incidence less than 3%. Inci Less Than 1%:
Probahle Causal Relationship: GI: abnormal liver function tests, colitis, G bleed-
ing and/or perforation, hematemesis, jaundice, melena, peptic ulceration with
bleeding and/or perforation, vomiting. Renal: glomerular nephritis, hematuria,
hyperhalemia, interstitial nephritis, nephrotic syndrome, renal dissase, renat fail-
ure, renal papillary necrosis. Hematologic: agranulocytasis, eosinophilia, granulo-
cytopenia, leukopenia, thrombocytopenia. CNS: depression, dream
abnormalities, snability to concentrate, insomnia, malaise, myalgia and muscle
weakness. Dermatologic: alopecia, photosensitive dermatitis, skin rashes. Spe-
ciat Senses: hearing impairment. Cardiovascular: congestive heart failure. Respi-
ratory: eosinophilic pneumonitis. General: anaphylactoid reactions, menstrual
disorders, pyrexia {chills and fever). Gausal Relationship Unknown: Hematologic:
aplastic anemia, hemalytic anemia. CNS: aseﬁt;cmmetﬂngitis, cognitive dysfunc-
tion. Dermatologic: epidermal necrolysis, eryt multiforme, photosensitivity
reactions resembling porphyria cutanea tarda and epidermolysis bullosa,
Stevens-Johnson syndrome, urticaria. GI: non-peptic G! ulceration, ulcerstive
stomatitis. Cardiovascular: vasculitis. General: angioneurotic edema, hyper-
slycemla. hypgﬂycunia

verdosage: May have drowsiness, heartbum, indigestion, nauses, vomiting. A
few patients have had seizures. Empty stomach and use usual supportive meas-
ures. In animals 0.5g/kg of activated charcoal reduced piasma levels of naproxen.
Dosage and Administration for Mild to Moderate Pain, Dysmenorrhea and

Acute Tendinitls 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 Rheumatold Arthritis, Osteoarthritis lns
Ankylosing Spondylitis: R ded dose in adults is 275 mg or 550 m,

twice daily. In patients wha tolerate lower doses well, the dose may incmsag
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.
Cautlon: Federal law prohibits dispensing without prescription.
See package insert for full Prescribing Information.
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O Please send me
information on AMA
Practice Management
workshop dates and
locations

[] Please send me
information on host-
ing a workshop for
our group (20 partic-
ipants or more).

American Medical Association
Physicians dedicated to the health of America

re you ready to
learn what they

—— didn't teach you
in med school?

You're already a complete physician. But
medical practice — whether solo, partnership,
or group — requires that you be a complete
businessperson as well. And med school didn’t
cover finances, personnel management, or
patient relations.

But the AMA does! In two workshops de-
signed especially for you.

Starting Your Practice is an in-depth, two-day
session that provides the knowledge you need
to successfully run your own practice. Business
and health law, patient relations, office
efficiency, and marketing your practice.

Joining a Partnership or Group Practice is a
half-day session that explores the personal, pro-
fessional, and financial considerations that will
affect your decisions — and your negotiations.
All workshops are conveniently scheduled so
you don't miss valuable time away from your
practice. Tap into the world's largest and most

complete source of medical information —
the AMA.,

For the workshop location nearest you,
mail the coupon below, or call

1-800-366-6968

s Cuwes S . EE— S GHEE G e e — ]

Name

Title

Organization

Address

(CityIStau;/ZIP

Phone

Mail to: American Medical Association
Department of Practice Management
515 North State, Chicago, IL 60610




Potassium and magnesium conservation"*
with the optimal ratio (1.5 to1) of triamterene
to hydrochlorothiazide’

79% of mildly hypertensive patients
normalized* within 4 weeks'’

Twice the bioavailability of Dyazide®*

The Shape to Remember

Triamterene 37.5mg/Hydrochlorothiazide 25 mg

* Diastolic BP < 90 mmlg
1 MAXZIDE25 MG is indicated for the treatment of hypertension or edema in patients who develop hypokalemia
on hydrochlorathiazide alone or in whom the development of hypokalemia cannot be risked
$ Dyazide is a registered trademark of SmithRline Beecham Pharmaceuticals
® Unique tablet shape s a registered trademark of American Cyanamid Company,

Please see adjacent page for brief summary of full Prescribing Information.
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Dispense As Written

by

Effectively controls mild-to-moderate
hypertension and potassium loss'

The Shape to Remember

Once-
a-day

E-25 M

Triamterene 37.5mg/Hydrochlorothiazide 25 mg

m‘mmmm' ISMG'IM
T and Hyd

Brief Summary
Picase soc package insert for full prescribing information,
INDICATIONS AND USAGE
This fixed combination drug Is not indicated for the Initial therapy of edema or

hypertension except in individuals in whom the develog of hypokalemd
be risked.
CONTRAINDICATIONS
Elevated serum potassium levels (25,5 mEq/L), Discontinue if hy[x'rlu.lmtla develops,
Concomitant use with other | ring agents, G
wppicmmm.lm Anuria, xuu-wdmm renal insufficiency, Mﬂnl renal impairment.
Hyr itivity to cither cx or to other sulfonamide-derived drugs,
WARNINGS

Hyperkalemia: Abnormal elevation of serum potassium levels (25,5 mEq/L) can occur with
mmmzmmmmummmm Hyperkalemia is more likely 1o occur in
path [ mt, (cvv:nwdtlun.nt'\dduwtuhmn!unmlnmn.nr
cidnﬂyur b IlI Since ted by muy be fatal, serum potassium
levels must be mmmm:du frequent intervals, upn‘lnlh- in patients finst receiving MAXZIDE,
when dosages are changed, or with any lliness that may Influence renal function,

Obtain ECG if signs and symy of v ocour, Discontd MAXZIDE
klmnlhwlyﬂhnmiﬂarﬂnhpm If the serum potassium level exceeds 6.5 mEg/1, more
vigorous therapy is required. Avoid MAXZIDE in diabetic patients, If used, monitor serum
clectrolytes, Avoid in severcly ill patients in whom respiratory or metabolic acidosis may occur,
If MAXZIDE is used, frequently evaluate acid/base and serum electrolytes,

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

FRECAUTIONS
Monitor for fluid or electrolyte imbatances at appropriate intervals. Do Irl:qumt serum and

MAXZIDE® and MAXZIDE® - ZQM(:Tn‘bku
Tri and Hydrochl

without a history of allergy or bronchial asthma, Possible exacerbation or activation of systemic
lupus erythematosus by thiaeides has been reported

Thiazides may add to or potentiate the action of other antihyy drugs. Th may
decrease anerial responsiveness to norepinephrine. Thiazides have also been shown (o increase
responsivencss to tubocurarine. Diuretics reduce renal clearance of lithium and increase the
risk of lthium toxicity,

.M.‘utc rm:] fnllun.' has been reported in a few patients receiving indomethacin and other
fi 1 and hydrochlorothiazide, Caution is therefore advised
when ad fal antindl y agents with MAXZIDE,

Lse mmalmmﬂns ARETILS w.'n« cautiously, ifatall, in cx mnjunction with angiotensin:
converting enzyme (ACE) inhibitors due to a greatly increased risk of hyperkalemia. Monitor
serum potassium frequently,

MAXZIDE may interfere with quinidine measurement. Pregnancy Category C: Thiazides
cross the placental barrier and appear in cord blood. Use in pregnancy requires weighing
anticipated benefits against possible hazands, including fetal or neonatal jaundice,
thrombocytopenia, pancreatitis, and possibly other adverse reactions which have occurred in
the adult

Thizzides appear in breast milk, If use is essential, the patient should stop numsing. Adequate
Information on use in children is not available

ADVERSE REACTIONS
Side effects observed irl wmdalhm with the use of MAXZIDE, other combination products
IR triamie hlomthiazide, and products containing triamterene or
hydnxhkml'lluidr lnduti: the following;
A : h ! ce (intrahepatic chol
listurt taste al g, diarrhea, oo pastric irritation,
cramping. (‘xrw'a.l Nervous ! i and fatigue, | headache, dizziness,
drywmhclcpmdmunmly vertigo, resticssness, paresthestas, Candlovasculan
tachycandia, shoriness of breath and chest pain, onhostatic hypotension (may be aggravated by
alcohol, barbiturates or narcotics). Renal: acute renal failure, acute interstitial nephritis, renal
mmcmlrxm of uhmlm'm' i.n mu.iaum with other calculus matertals, urine

! mu\ulw). pancreatitis, nausea, appetite

urine electrolyte determinations (especially when the patient Is vomiting or
fuicls), Dilutional hyy fa maty occur in exh jents in hot h appmpﬂml:
therapy usually is water restriction. haortulsalldcplukn appropriate replacement is the
therpy of choice,

Hypolalemia may develop with thiazide therapy, especially with brisk diuresis, when severe
cirrhosls is present, or dusing concomitant use of corticosteroids, ACTH, amphotericin B or
after prolonged thiazide therapy.

Interference with adequate oral electrolyte intake will also contribute to hy
lhwhknummﬂuuwmnxmmdthrmmwluﬂcd!«ul{
digitalis (cg, increased ventricular irritabiliry).

MAXZIDE may produce an elevated blood urea nitrogen level (BUN), creatinine level, or both
M&mhmlemhﬂmmehmmmmmﬂmMNm
diuretic therapy. Discontinue if azotemia increases,

Use with caution In patients with impaired hepatic function or progressive liver discase and in
mmmmmmamuum 1ﬂu11kmlllwukf0&addanwnhl Periodic
blood 1, Hype fa muary oocur or acute gout may be

pitated in certain path g thiazide therapy, The thiazides may decrease serum
lﬂlhduﬁhmﬁpudumﬂdmm

Calclum excretion |s decreased by thiazides, Pathological changes in the parathyroid gland
with hypercalcemia and hypophosphatemia have been observed in a few patients on

prolonged thiazide therapy. Disc hiazides before conducting tests for parthyrold
function.
Insulin | in diabetic patients may be changed. Thiazides may cause ifi

dh:cnll.ihbm:smclutm mmmu\ﬂm&nnm occur in patients with or

w N

ytopenia, aplastic ancmia,

5 T {s )l\ﬂ-“:
hﬂmmkmaluul ¥ wis. Ophthal hopsi blurred vision.
Hyy t h ivity, rash, urticaria, purpura, necrotizing angiltis
(vasculitls, cutancous vasculiis), fever, respiratory distress including pneumonitis, Othen
muscle cramps and weakness, decreased sexual performance and slakidenitis, Whenever
adverse reactions are moderate to severe, therapy should be reduced or withdmwn, Altered
I.llxxlmry I‘lndlnpn Electrolytes: hyperkalemia, hypokalemia, hyponatremia,
hypochi (sce WARNINGS, PRECAUTIONS), Creatinine, Blood
Umﬂmunmhkmwmln BUN and serum creatinine have been observed in
hypertensive patients treated with MAXZIDE. Ghacose: hyperglycemba, glycosuria and diabetes
mellitus (see PRECAUTIONS). Serum Urle Ackd, PBI and Calchum: (s PRECAUTIONS).
Othen Hevated liver enzymes have been reported in patients receiving MAXZIDE 290
Rev, !

23023
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Nlm o)/nezmﬂ/lazu(?/2% Cream

Before prescribing please consult complete prescribing information,
of which the following is a brief summary.

MICROBIDLOBY: Ketoconazole Is a broad spectrum synthetic anti-
fungal agent which inhibits the in vitro growth of the following common
dermatophytes and yeasts by aliering the permeability of the cell
dermatophytes: Trichophyton rubrum, T mentagrophytes,

T tonsurans, Microsporum canis, M. audouini, M. gypseum and Epider-
mophyton floccosum, yeasts: Candida albicans, Malassezia ovale
(Pityrosporum ovale) and C. tropicalis; and the arganism responsible
for tinea versicolor, Majassezia furfur {Pityrosporum orbiculare). Only
those organisms listed in the INDICATIONS AND USAGE Section have
been proven to be clinically affected. Development of resistance to
ketoconazole has not been reported.

INDICATIONS AND USABE: NIZORAL® (ketoconazole) 2% Cream is
indicated for the topical treatment of tinea corporis and tinea cruris
caused by Trichophyton rubrum, T mentagrophytes* and Epidermo-
phyton floccosum; in the treatment of tinea (pityriasis) versicolor
caused by Malassezia furfur (Pityrosporum orbiculare); in the treat-
ment of cutaneous candidiasis caused by Candida spp. and in the
treatment of seboreheic dermatitis.
“Efficacy for this organism in this organ system was studied in fewer
than ten infections.

CONTRAINDICATIONS: NIZORAL® (ketoconazole) 2% Cream is
contraindicated in persons who have shown hypersensitivity to the
active or excipient ingredients of this formulation.

WIAIININGS: NIZORAL® (ketoconazote} 2% Cream is not for ophthal-
mic use.

NIZORAL® (ketoconazole) 2% Cream contains sodium sulfite
anhydrous, a sulfite that may cause allergic-type reactions including
anaphylactic symptoms and life-threatening or less severe asthmatic
episodes in certain susceptible people. The overali prevalence of sulfite
sensitivity in the general population is unknown and probably low.
Sulfite sensitivity is sean more frequently in asthmatic than in non-
asthmatic people.

PRECAUTIONS: Beneral: If a reaction suggesting sensitivity or
chemical irsitation shouid occur, use of the medication should be dis-
continued. Hepatitis {1:10,000 reported incidence) and, at high doses,
lowered testosterone and ACTH induced corticosteroid serum levels
have been seen with orally administered ketoconazole; these effects
have not been seen with topical ketoconazole.

Carcinogonesis, Mutagenesis, Impairment of Fertility: A
long-term teeding study in Swiss Albino mice and in Wistar rats showed
no evidence of activity. The dominant lethal mutation test in
male and female mice revealed that single oral doses of ketoconazole
as high as 80 mg/kg produced no mutation in any stage of germ cell
development. The Ames’ Sa/manefla microsomal activator assay was
also negative.

Pragnancy: Teratogenic effects: Pregnancy Category C:
Ketoconazole has been shown to be teratogenic (syndactylia and
oligodactylia) in the rat when given orally in the diet at 80 mg/kg/day,
(10 times the maximum recommended human oral dose). However,
these effects may be related to maternal toxicity, which was seen at
this and higher dose levels.

There are no adequate and wetl studies in preg
women. Ketoconazole should be used during pregnancy only if the
potential benefit justities the potential risk to the fetus,

Nursing Mothars: It is not known whether NIZORAL® {ketoconazole)

2% Cream administered topically could result in sufficient systemic ab-
sorption to produce detectable quantities in breast milk. Nevertheless, a

decision should be made whether to discontinue nursing or discontinue

the drug, taking into account the importance of the drug 1o the mother.
Pedlatric Use: Safety and effectiveness in children have not been

established.

ADVERSE REACTIONS: Ouring clinical trials 45 (5.0%) of 805 patients

treated with NIZORAL® (ketoconazole) 2% Cream and 5 (2.4%} of 208

patients treated with placebo reported side effects consisting mainty of

severe irnitation, pruritus and stinging. One of the patients treated with

NIZGRAL® Cream developed a paintul allergic reaction.

{0SAGE AND ADMINISTRATION: Cutaneous candidiasis, tinea cor-
poris, tinea cruris, and tinea (pityriasis) versicolor: It is recommended

that NIZORAL® (ketoconazole) 2% Cream be applied once daily to

cover the affected and immediate surrounding area. Clinical improve-
ment may be seen fairly soon after treatment is begun; however, candi-
dal infections and tinea cruris and corporis should be treated for two

weeks in order to reduce the possibility of recurrence. Patients with

tinea versicolor usually require two weeks of treatment.

Seborrheic dermatitis: NIZORAL® (ketoconazole) 2% Cream should
be applied to the affected area twice daily for four weeks or until
clinical clearing.

it a patient shows no clinical imp
the diagnosis should be redetermined.

Manufactured by: ALTANA, INC., Melville, NY, 11747
Revised Nov. 1987, Feb. 1988 U.S. Patent No. 4,335,125 1P41J98G-M
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Before prescribing, please consult complete prescribing inf
of which the following is a brief summary.
WARNING: K has been d with hepatic toxicity,

including some fatalities. Patients receiving this drug should be in-
formed by the physician of the risk and should be closely monitored.
See WARNINGS and PRECAUTIONS sections.

CLINICAL PHARMACOLOBY: NIZORAL is active agalnst chinical

infections with Blastomyces dermatitidis, Candida spp., Coccidioides

Immitis, Histoplasma capsulatum, Paracoccidioides brasiliensis, and

Phialophora spp. It s also active against Trichophyton spp., Epidermo-
phyton spp., and Microsporum spp. NIZORAL is active in vitro against

avariety of fungl and yeast. In animal models, activity has been demon-
strated against Candida spp., Blastomyces dermatitidis, Histoplasma

capsulatum, Malassezia furtur, Coccidioides immitis, and Cryplo-
coccus ngolormans.

lllﬁ]cl]’lnus AND !JS_IQE: NIZORAL {ketoconazole) Is indicated for

the of the foll g sy ic fungal infections: candldiasis,
chronic mucocutaneous candidiasis, oral thrush, candiduria, blastomy-
cosis, coccidioidomycosis, histoplasmosis, chromomycosis, and para-
coccidioidomycosis. NIZORAL should not be used for fungal meningitis

because it penetrates poorly into the cerebral-spinal fluid,

NIZORAL is also indicated for the treatment of patients with severe
recalcitrant cutaneous dermatophyte infections who have not respond-
ed to topical therapy or oral griseofulvin, or who are unable to take
griseofulvin,

CONTRAINDICATIONS: NIZORAL is contraindicated in patients who
have shown hypersensitivity to the drug.

WARNINGS: Hepatotexicity, primarily of the hepatecellular typs, has been
associaled with the use of NIZORAL (ketocanazale), including rare fatalities. The
reparied Incidence of hepateioxicity has been about 1:10,000 exposed patlents,
bul this probably represents seme dugree of under-reporting, as is the case for
mos! reported adverse reactiens to drugs. The median duration of ketoconazele
tharapy in patients who developed symptomatic hepalotoxicily was about 28 days,
sithough the range sxtended fo a3 fow a3 3 days. The hepaic Injury has usually,
but net always, been reversible upen discortinuation of NIZORAL (ketoconszole)
treatment. Soveral cases of hepatitls have been reported in childran.

Prompt recognition of liver injury is essential. Liver function tests
(such as SGGT, alkaline phosphatase, SGPT, SGOT and bilirubin) should
be measured before starting treatment and at frequent intervals during
treatment. Patients receiving ketoconazole concurrently with other
potentially hepatotoxic drugs should de carefully monitored, particu-
larly those patients requiring proionged therapy or those who have had
a history of liver disease.

Most of the reported cases of hepatic toxicity have to dale been
in patients treated for onychomycosis. Of 180 patients worldwide
developing idiosyncratic liver dystunction during ketoconazole therapy,
61.3% had onychomycosis and 16.8% had chronic recalcitrant
dermatophyloses.

Transient minor elevations in liver enzymes have occurred during
ketoconazole treatment. The drug should be discontinued if these
persist, if the abnormalities worsen, or if the abnormalities become
ac panied ymptoms of possible liver injury.

In rars cases anaphylsxis has been ed after the fire! dese. Several cases
of hypersensitivity reactions including urticaria have also been reported.

In European clinical trials involving 350 patients with metastatic pros-
tatic cancer, eleven deaths were reported within two weeks of starting
treatment with high doses of ketoconazele (1200 mg/day). It is not
possible to ascertain from the infermation available whether death was
related to ketoconazole therapy in these patients with serious under-
lying disease. However, high doses of ketoconazole are known to
suppress adrenal corticosteroid secretion.

In female rats treated three to six months with ketocenazole al dose

levels of 80 mo/kg and higher, increased fragility of long bones, in
some cases leading to fracture, was seen, The maximum “no-effect”
dose level in these studles was 20 mg/kg (2.5 times the maximum
recommended human dose). The mechanism responsible for this
phenomanon is obscure. Limited studies in dogs failed to demonstrate
such an effect on the metacarpals and ribs.
PRECAUTIONS: Goneral: NIZORAL (ketoconazole) has been demon-
strated 1o lower serum testosterone. Once therapy with NIZORAL has
been discontinued, serum testosterone levels retum to baseline values.
Testosterons levels are impaired with coses of 800 mg per day and
abolished by 1600 mg per day. NIZORAL also decreases ACTH induced
corticosteroid serum levels at similar high doses. The recommended
dose of 200 mg - 400 mg daily shauld be followed closely.

In four subjects with drug-induced achlorhydria, a marked reduction

in NIZORAL absorption was observed. NIZORAL requires acidity for dis-
solution. Jf itant antacids, linergics, and H,-blockers are
needed, they should be given at [sast two hours after NIZORAL adminis-
tration. In cases of achlorhydria, the patients should be instructed to
dissolve each tablet in 4 ml agueous solution of 0.2 N HCI. For ingesting
the resulting mixture, they should use a drinking straw so as to avoid
contact with the teeth. This administration should be followed with a
cup of tap water.
Information for Patients: Patients should be Instructed to report
any signs and symploms which may suggest liver dyslunction so thal appro-
priste biochemical testing can be done. Such signs and symploms may
Include unusual fetigue, snorexia, nauses andier vomiilng, Jaundice, dark
urine or paie stools (ses WARNINGS].

Drug Interactions: Imidazole compounds like ketoconazole may en-
hance the anticoaguiant effect of coumarin-like drugs. In simultaneous
treatment with imidazole drugs and coumarin drugs, the anticoagulant
effect shouid be carefully titrated and monitored.

Concomitant administration of rifampin with ketoconazole reduces
the blood lavels of the latter. INH (Isoniazid) is also reported to affect
ketoconazole concentrations adversely. These drugs should not be
given concomitantly.

Ketoconazole increases the bload lsvel of cyclosporin A. Blood levels
of cyclosporin A should be monitored if the two drugs are giver
concomitanty.

Concomitant administration of ketoconazole with phenytoin may
alter the metabolism of one or both of the drugs. It is suggested to
monitor both ketoconazole and phenytoin,

Because severe hypoglycemia has been reported in patients con-
comitantly receiving oral miconazole {an imidazole) and oral hypogly-
cemic agents, such a potential interaction involving the latter agents
w?e; used concomitantly with ketoconazole {an imidazole) can not he
ruled out,

Preliminary evidence shows that ketoconazole inhibits the metabo-
lism of terfenadine, resulting in an increased plasma concentration of
terfenadine and a delay In the elimination of its acid metabolite. In-
creased plasma concentration of terfenadine or its acid metabolite
may result in prolonged QT intervals. Cases of lorsades de pointes and
other ventricular dysrhythmias have been reported in patients taking
terfenadine ly with | le. Concurrent administration
of terfenadine with ketoconazole is not recommended.

Carcinogenesis, Mulageness, impai of Fertitity: The d
lethal mutaticn test in male and female mice revealed that single oral
doses of NIZORAL as high as 80 mg/kg produced no mutation In any
stage of germ cell development. The Ames Sa/monella microsemal acti-
vator assay was aiso negative. A long term feading study in Swiss Al-
bino mice and in Wistar rats showed no evidence of ancagenic activity.

Pregnancy: Teratogenic effects: Pragnancy Category C. NIZORAL
(ketoconazols} has been shown to be teratogenic (syndactylia and oll-
godactylia) in the rat when given in the dist at 80 mg/kg/day, (10 times
1he maximum recommended human dose). Howaever, these effects may
be related 10 maternal toxicity, evidence of which also was seen at this
and higher dose levels.

There are no adequate and well controfied studies in pregnant
women. NIZORAL should be used during pragnancy only if the potential
benefit justifies the potential sisk to the fetus.

Nonteratogenic effects: NIZORAL has also been found to be embryo-
toxic In the rat when given in the diet at doses higher than 80 mgrkg
during the first trimester of gestation.

In addition, dystocia (difficult laber) was noted in rats administered
NIZORAL during the third trimesler of gestation. This occurred when
NIZORAL was administered at doses higher than 10 mg/kg (higher than
1.25 times the maximum human dose).

Itis likely that both the malformations and the embryotoxicity resuit-
ing from the adminisiration of NIZORAL (ketoconazole) during gestation
are a reflaction of the particular sensitivily of the female rat Lo this drug.
For example, the oral L0, of NIZORAL given by gavage to the female
rat is 166 mg/kg whereas in the male rat the oral LDyg is 287 mg/kg.

Nursing Mothers: Since NIZORAL is probably excrsted in the milk,
mothers who are under treaiment should not breast feed.

Pediatric Use: NIZORAL has not been systematically studied in chil-
dren of any age, and essentially no information is available on children
under 2 years. NIZORAL should not be used in pediatric patients uniess
the potential benefit outweighs the risks.

ADVERSE REACTIONS: in rare cases, anaphylaxis has bean reparted atier

the first dose. Several cases of hypersensitivity reactions including

urticaria have also been reported. However, the most frequent adverse

reactions were nausea and/or vomiting in approximately 3%, abdominal

pain in 1.2%, pruritus in 1.5%, and the following in less than 1% of the

patients: headache, dizziness, somnolence, fever and chills, photo-
phobia, diarrhea, gynecomaslia, impotence, thrombocytopenia, leuko-
penia, hemolytic anemia, and buiging fontanelles. Oligospermia has

been reported in investigational studies with the drug at dosages above

those currently approved. Although cligospermia has not been reported

at dosages up to 400 mg daily, sperm counts have been obiained

infrequently in patients treated with these dosages. Most of thase

reactions were mild and transient and rarely required discontinuation

of NIZORAL. In contrast, the rare occurrences of hepatic dysfunction

require special attention (see WARNINGS}.

Neurapsychiatric disturbances, including suicidal tendencies and
severe deprassion, have occurred rarely in patisnts using NIZORAL.
OVERDOSABE: In the evenl of accidental overdosage, supportive
measures, including gastric lavage with sodium bicarbonate, should

be employed.
Rev. March 1389, April 1991 U.S. Patent 4,335,125

NIZORAI: (ketoconazole) 2% Shampoo

Before prescribing, please consult complete prescribing information
of which the following is a brief summary.

MICROBIOLOBY: NIZORAL® (ketoconazole) is a broad-spectrum
synthetic antifungal agent which inhibits the grawth of the following
common dermatophytes and yeasts by altering the permeability of the
cell membrane: dermatophytes: Trichophyton rubrum, 1. mentagro-
phytes, T tonsurans, Microsporum canis, M. audouini, M. gypseum
and Epidermophyton floccosum; yeasts: Candida albicans, C. tropicalis,
Pityrosporum ovale (Mal: ia ovale) and Pityrosperum orbiculare
(M. furlur). Development of resistance by these microorganisms to
ketoconazole has not been reported.

INDICATIONS AND USAGE: NIZORAL® (katoconazole) 2% Shampoo
is Indicated for the reduction of scaling due to dandruff.
CONTRAINDICATIONS: NiIZORAL® (ketoconazole) 2% Shampoo is
contraindicated in persons who have shown hypersensitivity to the
active ingredient or excipients of this formulation.

PRECAUTIONS: General: If a reaction suggesting sensitivity or chemi-
cal irritation should occur, use of the medication should be discontinued.
Information for Patlents: May be irritating to mucous membranes
of the eyes and contact with this area should be avoided.

There have been reports thal use of the shampoo resulted in removal
of the curl from pemanently waved hair.

Carcinogenesis, Mutaganesis, Impairment of Fertility: The
dominant lethal mutation test in male and female mice revealed ihat
single oral doses of ketoconazole as high as 80 mg/kg produced no
mutation in any stage of germ cell development. The Ames Salmenelia
microsomal activalor assay was also negative. A long-term feeding
study of ketoconazole in Swiss Albino mice and in Wistar rats showed
no evidence of oncogenic activity.

Pregnancy: Teratopenic offacts: Pregnancy Category C:
Keteconazole is not detected in plasma after chronic shampooing.
Ketoconazole has been shown to be teratogenic {syndactylia and
oligodactylia) in the rat when given orally in the diet at B0 mg/kg/day
(10 times the maximum recommended human oral dose). However,
these effects may be related to maternal toxicity, which was seen at
this and higher doss levels.

There are no adequate and well-controlied studies in pregnant
women. Ketoconazole should be used during pregnancy only if the
potential benefit justifies the potential risk to the fetus.

Nursing mothers: Ketoconazele is nol detected in plasma after
chronic shampooing. Nevertheless, caution sheuld be exercised when
NIZORAL® {ketoconazole) 2% Shampoo is administered to a nursing
woman.

Pedietric Use: Safety and effectiveness in children have not been
established,

ADYERSE REACTIONS: In 11 double-blind trials in 264 patients using
ketoconazole 2% shampoo, an increase in normal hair loss and ifritation
occurred in less than 1% of patients. In three cpen-label safety trials
In which 41 patients shampooed 4-10 times weekly for six months, the
following adverse experiences each occurred once: abnormal hair tex-
lure, scalp pustules, mild dryness of the skin, and itching. As with cther
shampoos, oiliness and dryness of hair and scalp have been reported.
OVERDOSAGE: NIZORAL® (ketoconazole) 2% Shampoo is intended
for external use only. In the event of ingestion, supportive measures,
including gastric lavage with scdium bicarbonate, should be employed.
HOW SUPPLIED: NIZORAL® (ketoconazole) 2% Shampoo is a pink
fiquid supplied in a 4-fluid ounce nonbreakable plastic bottls
{NDC 50458-223-04).

Storage conditions: Store at a temperature not above 25°C (77°F).
Protect from light.

Manufactured by: Janssen Pharmaceutica nv,, Beerse, Belgium
Printed June 1990  U.S. Patent No. 4,335,125  7500001-M

Distributed by: Janssen Pharmaceutica Inc., Titusville, NJ 08560

world leader in antimycotic research
* PHARMACEUTICA *

JANSSEN B .commmeemen. -

Titusville, NJ 08560-0200
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Lopressor ®

metoprolol tartrate USP

Tabiets

Ampuis

BRIEF SUMMARY (FOR FULL PRESCRIBING
INFORMATION, PACKAGE INSERT}
INDICATIONS AND USAGE

Lopmwtabietsammmtofmmnemdwmn
Theymaybel.lsedaloneotmcombwmonmm

persists despite appropriate treatment, Lopressor should be

discontinued.

Bradycardia: | opressor produces a decrease in sinus heart rate in
most patients; thus decrease is greatest patients with high
initial heart raes and least among patients with low initial heart
rates. Acute myocardial infarction {| inferior

infarction)
may in itseff produce significant iowering of the sinus rate. If the
i 40 ) if associated

AVMWMAV&@mewm
Pectorls ) ificant first- (P-R imterval > 0.26 sec), second-, or third-degree
Lopressor is indicated in the long-term treatment of angina Pl { Acute myocardial infarction also produces heart block.
pecloris. nmnobzbgo%wxrs mﬁm bedlsczmtmuedam:f
anwgkmg&mmﬁnlnmmgm mm(mm mgum)mm @mmacmsmm
e of
e R i
with intravenous can s 00N as bicod sw
clinical condition M(seeoosmmnmmm mmHg)omvs.Lopr&ssorsY&ndbe
CONTRAINDICATIONS, and WARNINGS) )W%W mdmmmmmanmm
mﬁn&wmmdmmmm AND damage carefully assessed. Invasive monitoring of central venous,
} pulmonary capifary , and arterial pressures may be required.
and Wmequ' Fton wimﬂumlds modalities shouid be
Lopressor is contraindicated in sinus bradycardia, heart block b X d smmm o
8 ﬂanﬁrst reewdmmcsmdcar'dmnmmw Avummmsmubemrecmasmmm(see
klawm Diseases: PATIENTS WITH
meswmmmwmmmmammds SHOULD, N GENERAL, NOT RECEIVE BETA
beats/min; second- and third-degree heart block; significant first- . Bacauss of its , Lopressor
degree heart block (P-R interval 2 0.24 sec); systolic biood may be used with extreme caution
&mm<1;10mmm;mmmmwmhﬂum(see bronchospastic dissasa. Bacauss i is unicown: fo what extent
JARNINGS). may
MRS e e i, s o et v
i, i simsation i 2 vita W Inndm r&aa  congestive
guppomgarmglgyﬁmmm wmhgtprfgr:gmm m.ummm,mmum
myoamla!axmktyandprwprmngnmmtaweln Ao s hd beta, ol

hypertensive and angina patents who have heart faiture
controlled by digitalis and diuretics, Lopressor be
administered cautiously. Both digitasis and Lopressor siow AV

conduction.

in Patienis Without a History of Cardiac Failure: Continued
depression of the myocardium with agents over
gperiod of time can, in some cases, lead to cardiac failure. Atme
first sign or symptom of impending cardiac failure, patients should
be fully digitalized and/or given a diuretic. The response shoukd be
observed closely. If cardiac failure continues, despite adeguate
digitalization and diuretic therapy, Lopressor should be withdrawn.

lschemic Heart Diseasa: Following abrupt cessation of
therapy with certain beta-blocking agents, exacerbations of
angina pectoris and, in some cases, myocardial infarction
have occurred. When discontinuing chronically administered
Lopressor, particularty in patients with ischemic heart
disease, the dosage should begmdwlryredmdwefa

penodoleweeksandme should be carefully
momnrednangmnmked rSens of acute coronary

Panemsshouldbevamedagamsumnupnonor
dsmrmmofmemaywmmmephysmnsm
Because coronary artery disease is common and may be
unrecognized, # may be prudent not to discontinue Lopressor
therapy abruptly even in patients treated only for

Wﬂm PATIENTS WITH BRONCHOSPASTIC
IN GENERAL,

prudent initially to administer Lopressor

o pakra ovels assoctnd wih o Hnge: i ervl
p

SNDOSAGEANDADM!NISIMTIDN)

yjor Surgery: The necessity or desirability of withdrawing beta-
blocking therapy prior to major surgery is controversial; the
impaired ability of the heart to respond to reflex adrenergic stimuli
may augment the risks of general anesthesia and surgical
procedures.

Lopressor, ld(eutherg%abbdxefs saggmpemvegsymuwrm
beta-receptor agonists, and its effects can be reversed
administration of such agents, e.g., dobutamine or isoproterenol.
However, such patients may be subject o protracted severe
thypotension. Difficulty in rustamngandmmaxmngmehmnbeat
has alse been reported with beta

Hypoglycemia: Lopmssorshouldbeusedwm
mmonlndabeuopahemsﬁabeta-blwhngagem:sreqmred Beta
blockers may mask tach hypog
omermanlmtahonsswhasdmandswmngmaynotbe

n Beta-ad biockade may mask

renergic may | certain
clinical signs (&g Bwytarma)uf
suspected of
wemuytoavudabruptwrmdrawaldbetabbdme which might
precipitate a storm.
Myocardial
Cardiac Failure: &/mpaﬁmsumuhnomsawtalmwm
supporting circulatory function, and beta blockade cammies the
potential hazard of depressing myocardial contractility and
precipitating or exacerbating minimal cardiac failure.

Buring treatment with Lopressor, the hemodynamic status of
the patient should be carefully monitored. If heart failure occurs or

General
Loprmorshouldbeusedwmmmmpanemsmmlmmm

hepatic function.
information for Patients
Patients should be advised o take Lopressor regularly and

dose be missed, the patent should take oaly the next
scheduled dose (without doubling it. Patients should not
discontinue Lopressor without consulting the

patient’s response to therapy
determined; (2) o contact the physician if any difficutty in breathing
occurs; (3) to inform the physician or dentist before any type of
sumeryﬂmrhenrshesmmpm

Chnmlhbomofyﬁndmgsmaywudeeievamdlevelsofsemm
transaminase, allaline phesphatase, and lactate dehydrogenase.

Catecholamine-depleting drugs (e.9., reserpine) may have an
additive effect when given with beta-blocking agents. Patients

therefore be closely observed for evidence of hypotension or
mmedbram/mrdra,vmlchmprodsmvemgo syncope, of

postural

Risk of i Reaction: While taking beta-blockers,

wmahmwmmmmhymrmmmamof
allergens may be more reactive to repeated challenge, etther
accidental, diagnastic, or therapeutic. Such patients may be
unmpmsmmmeusualdmufepmeohmeusedmm

aflel
Mmananuh Impairment of Fertility
Lnng-tennsmdmmanlmlsmbeenw\dwedtowalm
inogenic potential. In a 2-year in rats at three oral

dosagelevelsoiupto&ﬂﬂmglkgpef , there was no increase in
m&mmm rrmbemgnormahgmnt
neoplasms of any on zsmbglcdng?a appeared
10 be drug retated were an increased generally miid
focat accumulation of foamy macrophages in puimonary aveoli
and a slight increase in bifiary hyperplasa. In a 21-month study in
Swiss aibino mice at three oral dosage levels of up to 750 mg/kg
per day, lung tumors {small adenomas) occurred more
mice recefving the higlest dose than in
ul controlamn':abﬁxerewasnoun:masemmahgmrvto«
total (benign plus malignant) lung tumors, nor in the overall
incidence of tumors or malignant tumors. This 2t-month study
wasrepmedmCDJmneandmstanm:allyorbsdogmw
sugmfmmdlﬂemmobservedhetwm and control

Mmutagenmymperformed(admnmnlemalshnym
mice, chromosome studies in somatic ceils, a Salmonelia/
mammalian-microsome mutagenicity test, and a nucleus anomaly
mmsomancmterptnsenm)wreneqam

No evidence of impaired fertility due to Lopressor was observed
in a study performed in rats at doses up to 55.5 times the
maximum daily huma‘r:x dose of 450 mg.

Lopressor has been shown to increase postimplantation loss and
decrease neonatal survival in rats at doses up 10 55.5 times the
maxdmum daily human dese of 450 mg. Distribution studies in
mice confirm exposure of the fetus when Lopressor is
administered to the pregnant animal. These studies have revealed
noemeruufunpauedtemﬁlyortemngalmy There are no
adequate and well-controlied studies in pregnant women. Because
animal reproduction studies are nat always predictive of human
respense, this drug should be used during pregrancy only if clearly

Nursing Mothers
Lopressor is excreted in breast milk in very small quantity. An

mfamoonsmm1kzrdbrmmkdﬂywﬂdmadmed
less than t mg of the drug. Caution should be exercised when
Lopressor is administered to a nursing woman.

Pediatric Uss
MManmmmmm,
REACTIONS

mﬂm“m
mmmmmmmm

havebemreponeaummenmhmwa and insomnia have
reported.

also been

rred i aop;mﬂmyaz1w . -m
occurred in
anemmsufﬁauc/ usuallyoﬁne

bemreponedmabm1m1m (See
CONTRAINDICATIONS, W,

JARNINGS).
Insmrredmabm&oﬂmpawn
rhmdrymamuastrlc pain, constpaton, flatul
hmmmnavebeenreponedmabotmonmmmts
W&vfm@mmmm%mmnw

patients. forsening psomsas
Miscellansous:

There have been rare reports of r alopecia,
agranulocytosis, and Discontinuation of the drug should
be considered if any such reaction is not otherwise explicable.

MWmmmwmmmmm
Mkﬁgﬁmm v
Contral Nervous System: Tiredness has been reported in about 1
of 100 patients. Vertigo, m«mmm&m
headache, dizziness, visual desturbances, confusion, and reduced
hb-dohavealsoMreponed bmadrwretmonsrupsnotdw
Cardiovascular: n the randomized
placebo described in the CLINICAL w:tion.m
following adverse HONS were rep

Logressor Pacebo

Hypotmsiogp © 27.48% 2%
(Systolic BP < 9¢ mmHg)

ia 15.9% 6.7%

(heast rate < 40 beats/min)

Seg:\d— block 47% 47%
ird-degree heart
First-degree 53% 1.9%

Imnblod&(?ﬁ>0283ec)

Heast failure 275% 296%

Qfsorm pulmonary origin has been reported in

fewer than 1
andabdomm!pamhavebwnrepom
mdim wocsened have been reported,
psoriasis
mnaqurahwlsmpls

Misceliansous: mmmmmmm
feported, but a drug relationship is not clear.
Mnm?lmhm

Amwmmmmmmmm
with other beta-adrenergic blocking agents and shouid be
considered potential adverse reactions to Lopressor.
wmmmmmmmmm
progressing 1o catatonia; an acute reversible syndrome
characterized by disorientation for time and place, short-term
rnemo:ym.emouomllabllny slightly clouded sensofium, and

Ca'dbrmw[ntensmcanon of AV biock (see
CONTRAINDICATIONS). _
Hematologic: Agranulocytosis, nonthrombocytopenic purpura,
thrombowmpemc purpura
Reactions: Fever combined with aching and sore
distress.

mmmpasm , and respiratory
Acute Toxicity
mmdmmmmm.mwmm
_ Oral LDss {mg/kg): mice, 1158-2460; rats, 3090-4670.
Signs and Symptoms o .
Potential signs and symptoms associated with overdosage with
Lopressor are bradycardia, hypotension, bronchospasm, and
cardiac failure.
Treatment
There is no specific antidote.

In general, mmm«mmmmlmmon

be more hemodynamically unstable than other patients and
%%mmy?&e WARNINGS, Myocartial

).
mmmmmmﬂmngmmofwmm
following general measures shouid be em)

response to vagal blockade, isoproterenci should be administered

Whmmrm be administered, e.g.,

&m::pag;u. m-eéu ulating and/or a theophylli
mi agent 2 ine

derivative should be administered.

Cardiac Fallure: A digitalis glycoside and diuretic should be

admemstered lnshodmsu from inadequate cardiac

istration of ine, isoproterenol, or
o P oy s

(92-26 (Rev. 492)

1.1 JumNahmalCommmee The1988rep0n01the.lmm
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Relative risk*

PREMARIN’ 0.625 mg
prevents postmenopausal
osteoporosis and reduces
the risk of hip and wrist
fractures by as much as 62%'

Start early and continue long-term
for maximum osteoporosis benefits

Relative risk of hip and wrist fractures in postmenopausal
women according to duration of estrogen therapy

62% reduction in risk

0 1-2 3-5 6-9 =10
Years of estrogen use’

-swuammroragegmpmmsa 601068, am?mo?-tysals].

'hmry hyswmnv and cument use versus past use of estrogens

women using estrogen less than 1 year Adapted from Weiss et al!

Contraindications

Estrogens should not be used in women (or men) with any of the following
conditions: known or suspected 1) pregnancy, 2) breast cancer, 3) estrogen-

dependent neoplasia, 4) undiagnosed abnormal genital bleeding, 5) active
thrombophlebitis or thromboembolic disorders.

Note: Estrogens have been reported to increase the risk of endometrial
carcinoma in postmenopausal women.

PREMARIN
(conjugated estrogens tablets) 0625 mg

OSTEOPOROSIS
The only cure is prevention

Please see brief summary of prescribing information on next page.



gll?? suagum (FOR FULL PRESCRIBING INFORMATION AND PATIENT INFORMATION, SEE PACKAGE
J

PREMARIN* ugated
PREMARIN® =M“ulwmmm:icm in a nonliguefying base

E mr,ﬁs;;’mugfs H.wE' ggﬂmﬂg’mﬁn 10 INCREASE THE::SK OF ENDOMETRIAL CARCINOMA
inical survei women laking estragens is important. Adequale diagnostic measures
Including endometrial sampling when ind should be underfaken to rule out malignancy in all cases
ul nosed persisient or racurmu m:maf vaginal hieedmg There is currently no evidence thal
estiogens are esiiogens at equiestrogenic dases,
2 ESTROGENS SHUULIJ NOT BE USED DURING mm
Estrogen therapy duri rsmmmmmmmwlrskolwmmmmmnm
regroductive organs of mmmeuumammmagmws wmw
e

dysplasia of the uterine cervix, and mlmmmwmmm The 1385
concluded thal women who used DES Iheir pregnancies may subssquently experience
wmmllskotnrmtmerﬂwua redationship is still unproven, mmmmm:m
tisk is similar fo that lor a number of other breas! cancer risk faclors.

There is no indication for estrogen (herapy during pregnancy. Estrogens afe ineffective for the
prevention or treatment of threatened or habitial abortion

DESCRIPTION: PREMARIN (conjugated estrogens. USP) contains a mixture of estregens, oblained ex-
clusively from ratural sources, blended to represent Ihe average composition of material derived from
pregaant mares’ urine. It contains estrone. equilin, and
17a-diydroequilin, fogether with smaller amounts of
a-estradiol, equilenin, and 1Ta-dibydroequilenin as
salts of their sullate esters. Tablets are available in 0.3 mg,
0.625 mg. 0.9 mg, 1_25muan62 mg s ol
conjugated estrogens. Cream is available as 0.625 mg
conjugaled estrogens per gram.
INDICATIONS AND USAGE: Moderate-lo-severe vaso-
molor symploms associated with the menopause. {There
is no evidence thal 5 are effective lor netvous
symploms or depression which might occur during

menopause and they should nol be used to . nausea, vomiling, abdominal cramps, bicating,
conditions.) Prevention and management of osleoporosi mmmmw_mumm%w
(atinormally low bone mass). Atrophic vaginitis. Atrophic sist when drug is discontinued, erythema multiforme,
urethritis. Hypoestrogenism due lo ism, cas- ythema nodosum, hemarrhagic eruption, loss of s
tration or primary ovarian Rilure. hair, hirsutism; | curvature, in
PREMARIN (conjugaled esirogens) Cream is erance 1o contact lenses, , dizzi

indicaled in the treatment ol alrophic vaginitis and
krautosis vulvae

PREMARIN HAS NOT BEEN SHOWN TO BE EFFECTIVE
FOR ANY PURPOSE DURING PREGNANCY AND ITS USE
ﬁ m{JAUS"G}E SEVERE HARM T0 THE FETUS (SEE BOXED

CONTRAINDICATIONS: Estrogens should not be used

l1“ wunm tnrwmm} it B m;ﬂllwwwmoﬁ %“f: “s:;dmn) for shori-term use only. For reatment
o pregnancy (sée Boxi | The appearance of this tabletis a nEn use 4
2 Known or suspected cancer ol the breast m:epr“m trademark of Wyeth-Ayerst of moderate-o-severe vasomolor symptoms, atrophic
e e e S A
denl neoplasia. 4. Undiagnosed abnormal genital that will control symptoms should be and medica-
P e B e S et 5
fl {
:eonrwd to l;oml:muw the risk of lnm?dggg&ehu:ﬁmm OSTEOPOROSIS x ;hmm n%\mh dls«:unll%lg:lamnl;l I'Ilﬂflﬁllﬂl
hromboembolic disease. However, there is insufficient ] al three- lo six-m va
o e o W rae 5 o The only cure is prevention F er oty Mo oo
I embalic disease i to: ]
PREMARIN Tablets and Vaginal Cream should nol be mg to 75 mg daily in divided doses daysinllmed)

Used in patients hypersensitive to their ingredients
WARNINGS: Some studies suggest a possibie increased incidence of breast cancer in women taking higher
doses ol estrogen lor prolonged lime periods. The majority of studies have nol shown an associabion with
ustal estrogen replacement doses. Endometrial cancer risk among estrogen wsers was about 4-fold or greater
than in non-users, and appears dependent on treatment duration and estrogen dose. In patients on combined
estiogen-progestin therapy, this risk appears to be decreased. (See PRECAUTIONS }

Esrocen {herapy duting pregnancy is associated with an increased risk of fetal congenital reproductive tract

A 2.5—Iald increase in Ihr;; :JI;I:?“ surgically confirmed gall bladder disease in women receiving

nasmﬁnmw esirogens
Large ol estrogen such as those used to treat prostats and breast cancer have been shown
the risk of mu—h:al myocardial infarction, pulmonary embolism, and thrombophiebitis in men. Th:s cannol
necessarily be extrapolated to women. However, to avoid theatetical cardiovascular risk caused by high
slrogen . the doses lor estrogen replacement therapy should not exceed the recommended dose.
Blood pressure should be monitored with estrogen use, especially il high doses are used.
Estrogens may lead 1o severe hypercaicemia in patients with breast cancer and bone metastases.
PRECAUTIONS: The addition of a progestin for 7 or more days o a cycle of estrogen administration
reportedly lowers the incidence of endometrial hyperplasia. Studies of endometrium that 1010 13 days
of progestin are nesded to wwue maximal endometrial maturation and elimination of plastic chan,
Additional risks, such as adverse eftects on carbohydrale and lipid metabolism, may be associated mlh the
mclusicn ol progestin in repbwmmlmmsmwludptmmmebe
important in mimimizing these adverse effects.
Pnysical examination and a complete medical and family history should be taken prior to the initiation of

Worldwide Leadership
in Female Healthcare

©1991 Wyeth-Ayerst Laboratories

PREMARIN' =

(conjugated estrogens tablets)

‘ ' WYETH-AYERST
LABORATORIES

m‘“’ﬁ'&'&'&u As mﬂm m uplucnbedl 1han ore:
] smeat Asa o
without another axamination ﬂulﬁtﬂm
asthma, epilepsy, mi w:zm:wmtwmm IWRWMN Iainwiuus e
MMllmglu'w_ﬂ_ ve estrogenic stimutation, m?amlamﬂﬂmm 7
-gxisting ulering leomyomata may increase in estrogen use. Estrogens should:

used with care in patients with impaired liver lunction, renal insulficiency, or metabolic bone diseas

Illll
S lmummm@m:ummmm
ons (oral
muwlmmmm meuum:-mmmm&m
Zrnuummwdbmdrqu in (TBG) leading fo mnmm!nlalmwmdhurm
hymlmmornymlmmmm T; resin uptake is decreased,
elecing e elevaed 186, G, e T, concntson ' e
3 unpa:mdnum o
Feduced response lo mefyrapone
5 Reduced serum folate conceniration.
MUTAGENMESIS AND CARCINOGENESIS: I.nn?-lerm continuous administration of natural and syntheti
estrogens in ceriain 2nimal species increases te frequency of carcinomas of the breast, cervix, vagina. and

liver,
PRAEGNANCY CATEGORY X: Estrogens should not be used during pregrancy Sez CONTRAINDICATIO
and Boxed Wami

i

2

E

Ine fibromyomata, diasis, change in amount
nl cervical secretion; lenderness or enlargement of

fession, chorea; increase or gecrease in
rale 1 aggravation

weight, carbohyd of
porphyria, edema; changes in libido.
ACUTE OVERDOSAGE: May cause nausea and

DOSAGE AND ADMINISTRATION:
PREMARIN® Brand of conjugated estrogens tab-

by 10 day rest period. If bleeding does not occur by the:
end of this period, the same repeated. Female castration o primary ovarian failure—1.25
mmmrémrdnqmrwpmseotmmm

mg dail ically. Adjest r maintenance, adjust
% tmeﬂm that will pmueﬂaum

625 mg m:smunnsnwldheq\:ﬁc[sn three weeks on and one week off)
IN* Brand of mlw estrogens Vaginal Cream
Grm lically for short-term use only. For treatment of atrophic vaginitis or kraurosis vulvae.
The fowest dose that will control symptoms should be chosen and medication should be discontinued as
promplly as possible.
mmuzg msoml-.m; or ?‘w é’ﬁ}"”ﬂ?ﬁ'ﬂ srm;;l be made al three- 1o six-manth ml&n
fange-2glodg intravag!
Palients with an intact ulerus who Iadwuhe&%%ﬂﬁhlﬁsnwmmalmmulﬁu
i;nmlnfadWﬂmufmmmmmemmmmmmmkwthmmm

of fecurring vaginzl blesding.
Revised August 21, 1909!

schedule is

706628

Reference:
1. Weiss NS, Ure CL, Ballard JH, et al: Decreased risk of lractures of the hip and lower forearm with
postmenopausal use of estrogen. N Engl J Med 1980;303:1195-1198.

Philadelphia, PA 19101 h
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LANOXIN IS EFFECTIVE IN CONGESTIVE
HEART FAILURE PATIENTS IN NORMAL
SINUS RHYTHM, WITH OR WITHOUT AN
ACE INHIBITOR. **'

‘The RADIANCE—Randomized Assessment of Digoxin on Inhibitors of the ANgiotensin Converting Enzyme—
study was a multicenter, randomized, double-blind, placebo-controlled study of digoxin in CHF patients receiving
diuretics and ACE inhibitors.

'The PROVED—Prospective Randomized study of Ventricular failure and the Efficacy of Digoxin—study was a
multicenter, randomized, double-blind, placebocontrolled study of digoxin in CHF patients receiving diurefics.

in early CHF.

LANOXIN

N . 125 ug (0.125 mg)
digoxin) Tablets &2z

EFFECTIVE THERAPY...
WITH OR WITHOUT
AN ACE INHIBITOR.

Please see brief summary of prescribing information below.

@ the dose requirement ol digoxin. Concomitant use ol digoxin and sympathomimetics increases the risk of

I‘AN DXI N (D lG OX| N) TAB LETS cardiac err#ﬂhmlas Decauge both enhance eclopic r;acgma:(cvr ac!.:r.'.apSumnp':nm.-ne-nz-; cause a sud-

Before prescribing, physicians should be thoroughly familiar with all aspects of this cardiac (or den extrusion of potassium rom muscle cells, and may thereby cause arrhythmias in digitalized patients
digitalis) glycoside as discussed in the lull prescribing information Although B adrenergic blockers or calcium channel blockers and digoxin may be useful in combination

control atrial tibriliation, their additive effects on AV nade conduction can result in complete heart biock

Brief Summary Carcinogenests: No long-term animal studies have been performed 1o evaluale carcinogenic polential

CONTRAINDICATIDNS: Pregnancy: Pregnancy Category C. Animal reproduction studies have not been conducted with digoxin

untoward ellect requiring discontinuation of other digitalis prepata- Digoxin should only be given lo @ pregnant woman il cieatly needed

gy to digaxin lmll? Mothers: Studies have shown that the digoxin cor\::em1ra11|;nnt-_n the r;mnerr's[rrn-'- ;a: Ine't-w the
10US Since r t usual infant maintenance dose and should have no pharmacologic etfect upon the infant. Nevertheless, cau-

nﬁnﬁfﬁafgfﬁg‘;é‘finﬁ,ﬁ, nTgT:rsr'f;;,i.?:' ﬁr:r;auggz.:. tion should be exercised when digoxin is adminisierad lo 2 nursing woman ]

Id be tempararily withheld when pe  Patients with renal insufficiency require smaller than usual ADVERSE REACTIONS: The overall incidence of adverse reactions has been reparied as 510 20%, with 15

ance doses ol digoxin. Heart failure a renying acute glomerulonephritis requires extreme care 10 20% {1 10 4% of all patients) of (hem being considered serious. Evidence suggests thal the incidence of

in digitalization and careful monitoring. Relatively low icading and mainlenance doses and concomilant use loxicity has decreased since the introduction of Ihe serum digaxin assay and improved standardization of

of antihyperiensive drugs may be necessary. Digoxin should be discontinued 35 s00n as pessible in this set digoxin tablets. Cardiac toxicity accounts for about one-hall, pastrointestinal disturbances for about one-

ling. Palients with severa carditis are especially sensilive to digoxin-induced rhythm disturbances furth, and CNS and other toxicity for aboul one-fourth of these adverse reactions

Newborn inlanis displzy considerabl ability in their lolerance to digoxin with premature and immature Adults: Cardiac-unifocal or multiform VPCs; venlricular tachycardia, AV dissociation, accelerated

infants being parficularly sensitive; reduce and individualize dosage accordingly. Note: Digoxin is an junctianal (nodal) rhythm and atrial tachycardia with block; excessive slowing of the pulse, AV block

important cause of accidental poisoning in children (Wenckebach) of increasing degree may procsed lo complete heart block

PI!H:]UTHJ!S. Digaxin toxicity develops mare frequently and lzsts longer in patients with renal impait- Gastrointestinal: anorexia, nausea, vomiting, occasionally diarrhea, and very rarely hemorrhagic necro-

gecreased excretion of digoxin. Normal potassium and magnesium levels should be mai sis of the intestines and abdominal pain

in palients treated with digoxin. Calcium, pa tly when administered rapidly by the intra- CNS: visual disturbances, headache, weakness, dizziness, apathy and psychosis

mu.e rn.ay produce seriols arrhythmias in digitalized palients. Hypercalcemia predisposes the patient Other: gynecomastia

wherzas hypocaicemia can cause digouin to become ineflective. Patients with acule myocar- Intants and Children: Anoiexia. o

icular fibrillation, (2) an
(3) 2 hypersensitivily or
WARNINGS: The use of digoxin for the freal
a'rhy""‘l’ 125, AnOfexia, nausea, \lCI.‘T‘rI'I; nd

vomiting, diarrhea and CNS disturbances may be present but are

T € pulmaonary disease may be unusually sensitive fo digo: duced rivthm disturbances i = . - of lonic ¥
Atrial arrry‘hrr associated wit Iih,rnf '-'|=.aiol C stales are particulary . nt o mg-nnln treatment_ Large ;a,;a‘.i;: ;I:'CL:J r'ar;j:'r\;,,lmlr.ﬁ?a‘s Eam&" a.my.n"npf are ks "iﬁ,ﬂﬂﬂw? :ELhﬂaE?I(r 3,5,_?;,'_
doses of nu:mr‘ are not recom d as the only treatment of 1 rrhythmias; if large doses are cardia wilh of without block, and ju al (nodal) b ptarma Ventricufar arthythm 1855 COMmman
fequirad, be care ultua.-ma toxicity. In hypo 5, digoxin requirements are reduced. Reduction ol digox- Sinus bradycardia may also be a sign o rrl:en:hng digaxin taxicity, especially in intants, even in the 2bsence

t i rdiversion lo avoid induction of ve hythmias. It ol first degres heart biock September 1991 542253

rsion should be detayed. Patients wilh incompiete AV
blocks may progress to advanced or complete heart biock when given d
Stokes-Adams aftacks. Digoxin may worsen sinus bradycardia or sinoatrial block in pal
dﬁsaSe Digoxin may cause rapid ventri rales and ventricular fibril atients with Walll-

on-White Syndrome on. Because it may worsen the oulfiow abstruction in References: 1. Pocker M, Ghearghiade M, Young JB, et al. Randomized, double-
s with |L1 iopathic hype: 35is (IHSS), digoxin SE’OU'U only be used in severe car- blind, placebocontrolled, withdrawal study of digoxin in potients with chronic heart
g;:lr‘eall‘:? n zzlcb;zlll;::gt r?-3|:1 scn_'p'n: g Ef;g?;:r;:‘gg _EL'ILE':LIJ'B-';-':‘-I"I:!E[T;E:EHJ::?;I?:;:U}E failure treated with converting-enzyme inhibitors. J Am Coll Cardiol. 1992;19:260A
Ty i sy & S A e Ao Tomg S Skl o S
I..ahnratnry Tests SP um e ctrolyles and renal function should be assessed periodically “T_‘i safety of digoxin in P‘;‘_‘g_"‘“ with ’“'H;‘r; mw;fﬂ;*elfg““;;“wgiﬂiuge not treated
Drug Interactions Po! dep! ferpids and diuretics may be major contributing factors with converfing enzyme inhibitors. J Am Coll Cardio 2:19:25 stroct

to digilaiis toxicity. Caleium, parti sed rzpidly by Ihe intravenous route, may produce seri-
ous arrhythmias in digitalized patier 5, and propalenone cause a rise in

serum digoxin concentration, with | jcation may resull. Centain antibiolics
i al metabolism in the lower intes- E

PLEASE CONSULT FULL PRODUCT INFORMATION BEFORE PRESCRIBING

Y
s wilh sinus noce

ase digoxin absorption in patients who inactivate digoxin by bai
? E‘ﬁﬂe and diphenoxylats, by decreasing gul matility E“"ﬂ'-l!lhs Wellcome Co.

may increase digoxin absorption. Antacids, k . sulfesalazine, neomycin, cholestyramine, Cerain Wellcome Research Tn‘ang[g Park, NC 27709
anticancer drugs and mefociopramide may T inal digoxin absorption, resuiling in unexpected-
ly low setum concenltrations. There have been II'IEC"SIS ent reports regarding the effects of other drugs on
the: serum digaxin con Thyroid administration lo a digitalized. hypothyroid patienl may increase Copr. © 1992 Buroughs Welicome Co. All rights reserved.  LN-YD4156
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NICODERM®

{nicotine transdarmal system)

Systemic dulivery ai 21, 14, or 7 mg/day over 24 hours

Caution: Federal law prohibits dispensing without prescription.

DESCRIPTION

NICODERM is a transdermal system that provides systemic delivery of nicotine for 24

hours following its application to intact skin.
The NICODERM system is a multilayered ractangular film containing nicoting as the

with caution in these patlants and only when the benefits of including niccting
replacement in a smoking-cessation program outwelgh the risks,

A patient instruction booklet is includad in the facka & of NICODERM systems dispensed
fo the patient. The instruction sheet containg mpof?am intormation and Instructions on
how (o properly use and disrose of NICODERM systems. Patlents should be encouraged
1o ask questions of the physician and pharmacist.

Patients must be advised to kesp both used and unused systems out of the reach of
children and pets.

S:nom cassation, with or without nicoting replacemeant, may alter the pharmacokinetics
of certain 1t i

active agent. For the three doses the composition per unit area Is identical. P

from the visible surface toward the surface attached to the skin are {1) an occlusive
backinp (polysthylens/aluminumipolyester/ethylene-vinyl acetate copolymer); {2) a drug
reservoir containing nicotine {in an ethylane-vinyl acetale copolymer matrix); (3) a rate-

ing brane (polyethylens); {4) a polyisobutylens adhesive; and {5) a pro-
tective {inef that covers the adhesive layer and must be removed before application fo the

INDICATIONS AND USAGE

NICODERM treatment is indicated as an aid to smoking cessation for the relief of nicoting
withdrawal symptoms. NICODERM treatment should be used as part of a compiehensive
tehavioral smoking-cessation program.

The use of NICODERM systems for longer than 3 months has not been studied.
CONTRAINDICATIONS

Use of NICODERM systems is contraindicated In patienis with hypersensitivity or allergy
to nicotine or 1o any of the componenis of the therapeutic system,

WARNINGS

Nicotine from any source can be toxic and addictive. Smoking causes lung cancer, heart
disease, and emphysema and may adversely atfect the fetus and the pregnant woman.
For any smoker, with or without concomitant disease or pregnancy, the risk of nicotine
replacement in a smoking-cessation groguam should be wsighed agalnst the hazard of
continued smoking while using NICODERM systems and the likelihood of achieving ces-
sation of smoking without nicotine replacement.

Tobacco smoke, w'ﬂch has hesn shown fo be harmfut to the fetus, contains nicotine,
hydrogen cyanide, and carbon monoxide. Nicoting has been shown in animal studies to
cause fetal harm. 11 Is therefore presumed that NICODERM syslems can cause fatal harm
when administered to a pregnant woman. The effect of nicotine delivery by NICODERM
systems has not been examined in pregnancy (see PRECAUTIONS).

Thersfore pregnant smokers should be encouraged to attempl cessation using educa-
tional and behaviorat interventlons belare using pharmacological approaches. If

ICODERM ms are tsed during pregnancy, ar if the patient becomes pregnant
while using NICODERM sysiems, the patient should be apprised of the potentisi
hazard Lo the fetus.

pmumﬂmmmum

he amounts of nicotine that are tolerated by adult smokers can produce symptoms of
poisoning and could Jarwo fatal If the NICODERM system {s applied or ingested by
children or pets. Used 21 mg/day systems contain about 73% iﬁa mg) of their initia!
dm%comont. Therefore, patients should be cautioned to keep both the used and unusad
NICODERM systems out of the reach of children and pets.

PRECAUTIONS

The patient should be urged to s\og smoking completely when Initiating NICODERM
therapy (see DOSAGE AND ADMINISTRATION). Patients should be informed that if they
continue to smoke while using NICODERM systems, they may experisnce adverse effects
due to peak nicotine levels higher than those experienced fram smoking alane. If there is
a cﬂnicall{)sl&nmcam increase in cardiovascular or other effects attributable to nicotine,
the NICODERM dose should be reduced or NICODERM treatment discontinued {see
WARNINGS). Physicians should anticipate that concomitant medications may need
dosage adjustment }1500 Drug Interactions). :

The use of NICODERM systems beyond 3 months by patients who stop smoking should
be discouraged, because the chronic consumplion of nicoting by any route can be
harmful and addicting.

‘n a E-vmk. open-labsi, dermal irritation and senstlization study of NICODERM systems,
7 0f 230 patients exhibited definite erythema at 24 hours after application. Upon rechal-
lenge, 4 patients exhibited mild to moderate contact allerqy. Patients with contact sensttl-
zation should be cautioned that a serious reaction could occur from exposure to other
nicoting-containing products or smoking. In the efficacy trials, erythema fallowin
?slam removal was typically seen in about 14% of patients, some edema in 3%, an
rapouts dus to skin reactions occurred in 2% of patients.
Patients should be Instructed 1o promptly discontinus the use of NICODERM systems
and contact thelr physicians, if they experience severe or persistent local skin reactions
(eg, severe erythema, rﬂvumus. or edemay ai the site of application or a generalized skin
reaction {eg, urticaria, hives, or generalized lashe.
Patignts using NICODERM therapy concurrently with other transdermal products may
exhibit focal reactions at both application sites. Reactions were seen in 2 of 7 patients
using concomitant Estraderm® (estradiol transdarmat system) In clinical trials. In such
paients, use of one or both systems may have ta be discontinued.

Mﬁyms are usually wel tolerated by patients with normal skin, but may be
irritating for patiants with some skin disorders (atopic or aczematous dermatitis).

Ehe risks of nicotine replacement in gallems with certain cardiovascular and peripheral

vascular diseases should be weighed against the benelits of including nicotine
replacement in a smokng-cessation program for them. Specifically, patients with
coronary heart dissase {history of myocardial infarction and/or angina pectoris), serious
cardlac archythmias, or vasospastic diseases (Buerger's disease, Prinzmetal’s variant
anqgla should be carefully screansd and evaluated tefore nicotine replacement Is pre-
scribed.
Tachycardia occurring in association with the use of NICODERM therapy was seported
. I serious card l occur with the use of NICODERM
therapy, it should bo discontinusd.

NICODERM lhetafy was as wefl folerated as piacebo in a controlled frial in patients with
coronary anurg disease (6o CLINICAL STUDIES). One patient on NICODER! 21m}/da{.
two on NICODERM 14 mp/day, and elght on placebo discontinued treatment dus to
adversa events.

NICODERM therapy did not atlect angina frequency or the appearance of archythmias on
Holter monitoring in these patients.

NICODERM therapy generalty should not be used in patients during the Immediate post-
myacardial infarction period, palients with serious arrhythmias, and patients with severs
of worsening angina pectoris.

he pharmacokinatics of nicoting have not bsen studied in the elderly or in patients with
renal or hepatic impairment. Howaver, given that nicotine s extensively metabolized and
that its total system clearance is dependent on Iiver blood flow, some Influence of hepatic
impairment on drug kinetics (reduced cleerance) should be anticipated. Only severs renal
impairment would be expected to atfect the clearance of nicoting or its metabolites from
the circulation (see Pharmacokinetics).

ICODERM therapy should be used with caution in patlents with hyperthyroidism,
pheochromocytoma, or insulin-dependent diabetes, since nicoting causs the releass of
catecholamines by the adrenal medulla.

Papilc Ulcar Diseaze

Nicotine delays healing in peptic ulcer diseass; therefore, NICODERM therapy should be
used with caulion in patients with active peptic ulcers and only when the benefits of
Including nicotine replacement in a smoking-cessation program outweigh the risks.

Acceloraled Hyoertension
Nicoting therapy constitutes a risk factor for d of malig P in
patients with accelerated hypsrtension; therefore, NICODERM therapy should be usad

NIDAJ304/A8B771

medications.
May Requira a Decrease in
Dose at tion of Smoking Possible Mechanism

acetaminophen, catfelne, Deinduction of hepatic

imipraming, oxazepam, anzymes on smoking
rantazocine, propranolol, cassation.
heophylline
insulin Increasa In subcuianeous
(nsulin absorption with
smoking cessation.
adrenerpic antagonists Decreass In clrculating
(eg, prazosin, labetalol) catecholamines
with smoking cessation.
May Requlre an Increase in
Dose at Cessation of Smoking Possible Mechanl
adrenergic agonists Decreass In circulating
(e, isoproterenol, catecholamines
phenylephrine) with smoking cessatlon.

ﬁlwﬂne tseit does not appear to be a carcinogen in Iahoralor{"anlmals. However,

nicoting and its metabolltes Increased the incidences of tumors in the chesk pouchss of
hamsters and f of F344 rats, ively, when given in combination with
fumor Initiators, One study, which could not be wplfcated‘ suggested that cotinine, the
rﬂmary metabalite of nicotine, may cause lymphoreticular sarcoma in the large intestine
In

rats.
Nicotine and cotinine were not mutagenic in the Ames Saimonella test. Nicotine induced
repairable DNA damage In an £. col/ test system. Nicoting was shown to be genotoxic in
atest sttem using Chinase hamster ovag cells. in rats and rabbits, implantation can be
uola{e of Inhiblted by a reduction n DNA synthesis that anreays 0 be caused by
nicol lai{lm Studies have shown a decreass in litter slze In rats irealed with nicotine during
estation.

Pregnancy Catagory D (see WARNINGS).

The harmtul effects of clgarette smoking an maternal and fetal health are clearly estab-
lished. These Include low birth weight, Increased risk of spontansous abortion, and
increased perinatal mortality. The spacific ettects of NICODERM therapy on fetal devel-
opment are unknown. Theretore pregnant smokers should be encouraged to attempt ces-
sation u:eing educational and behavioral Interventians before using pharmacological
approaches.

Spontansous abortlon during nicoting replacement therapy has been reported; as with
smoking, nicotine as a contributing factor cannot be excluded.

NICODERM therapy should be used during pregnancy cnly if the likelihocd of smoking
cessation justifies the potentlai risk of use of nicoting replacement by the patient who
may continus to smoke.

mal Studles: Nicotine was shown to produce skefelal abnormalities in the offspring
of mice when given doses toxic to the dams (25 mg/kg IP or SC).
Human Sludiss: Nicotine teratogenicity has rot been studisd in humans excapt as a
component of cigaretts Smoke {each cigarette smoked delivers about 1 mg of nicotins).
It has not been possible to conclude whether cigarstte smoking is teratogenic o humans.

Animal Studles: A nicotine bolus (up to 2 mg/kg) to pregnant chesus monkeys caused
acidosls, hypercarbia, and hypotansion (fela! and maternal concentrations were about 20
times those achleved atter smoking 1 cigarette In § minutes). Fetal braamin? movemenis
wore reduced in the fetal lamb affer Intravenous Injection of 0.25 mg/g nicating lo the
ewe (equivalent to smoking 1 clgarette every 20 seconds for § mlnu(osn). Uterine blood
flow was reduced about 30% aftar infusion of 0.1 mg/kg/min nicotine for 20 minutes to
priagr;am rhesus monkeys {squivalent to smoking about 6 cigarettes every minute for 20
minutes),

Human Exparience: Clgarette smoki durlngnpre nancy is assoclated with an Increased
risk of spontaneous abortlon, low birlh waight infants, and perinatal mortality. Nicatine
and carbon ide are consldered the most Iikely of thess The
effact of cigarette smoking on fetal cardiovascular parameters has been studied near
tarm. Cigareties Increased fata) aortic blood flow and heart rate and dacreased uterine
blood flow and fetal breathing movements. NICODERM therapy has not bean studied in
pregnant humans.

he NIC M system is not recommended 16 be left on during labor and delivery. The
effscts of niceting on a mother or the fetus during labor are unknown.

gaullon should Ea exercised when NICODERM thmp¥ Is administered 1o nursin

women. The safety of NICODERM therapy in nursing Infants has not been examined.
Nicotine trasses frasly into breast milk; the mllk to ptasma ratio avavaﬂus 2.9. Nicotina is
absorbec orally. An Infant has the abllity to clear nicatine by hepallc first-pass clearance;
however, ihe efficiency of removal is probably lowest at birth. The nicaline concentra-
tions in mik can be expected to b lower with NICODERM therapy, when used as
directed, than with clgarette smoking, as maternal plasma nicatine concentrations are
generally reduced with nicoline repiacement. The slsk of axﬁosurn of the {nfant to
nicotine from NICODERM therapy should bs weighed against the risks associated with
the infant’s exposure fo nicoting trom continuad smoking by the mothar (passive smake
exposure and contamination of breast milk with other components of tobacco smoke)
and from NICODERM therapy alone or In combination with continued smoking.

NIE%ERM therapy is not recommended for use In children, becauss the safety and
gmllvenssls gi ICODERM therapy In children and adolescents who smake have not
uated.

El@-ﬂl atlents over the age of 60 participated {n clinical trials of NICODERM therapy.
NICODERM therapy appeared to be as efiective In thls age group as in younger smokers.
Howaver, asthenia, various body aches, and dizziness occurred slightly mora often [n
patients ovgy 60 years of age.

ADVERSE REACTIONS

Assessment of adverse events in the 1,131 Eatunls wha participated in cantrolled clinical
trials is complicated by the occurrence of Gi and CNS effects of nicoting withdrawal as
well as nicotine excess. The actual Incidencas of hoth are conlounded by concurrent
smoking by many of the patients. When reporting adverse events during the trials, the
investigators did not attempt to identiy the causs of the symptom.

he most common adverse svent associated with topical nicotine is a short-lived ery-
thema, pruritus, and/or busning at the application site, which was seen at leasi once in
47% of patients on the NICOUERM system in the clinical trials. Local erythema after
system removal was noted at lsas! once in 14% of patients and local edema in 3%.
Erythema generaly resoived within 24 hours. Cutaneous hmmmmmtl *conlact $8Ns!-
gza;'l:%n) o;:cuned in 2% of patlents on NICOOERM systems {see PRECAUTIONS, Allerglc
sactions).

he !o lowln a%me events were raporied more frequently In NIGODERIM-troatad

ganenls than In placeba-ireated patlents or exhibited a dose responsa In clinical trials.
Igesiive m: Diarrhea“, dyspepsia®

Maisth/Taoth Disorders: Dmmm

Musculoskeletal 8 . Arthralgiat, myalgia*

Nervous Systam: rmal dreams*, insomnla (23%), narvousness®

$kin and Appendages: Swaating!

Frequencies for 21 m; systom

* Reparted In 3% to 9% of patients

t Reparted in 1% o 3% of patients

Unmarked If reported In <1% of patients

Adverse evenis reported In NICODERM- and placebo-treated patients af about the same
frequency In clinlcal trials are listed below. The clinical signHicancs of tha association
between NICODERM systems and thesa events is unknown, bul they are reported as
alerting information for ths cliniclan.
Body as a Whole: Asthenia*, back pain*, chast palnt, pain®
Digestive Systam: Abdominal paint, constipation*, naussa®, vomitingt
B e i
Yy m: Cough increased*, pharyngitis®, sinusitis
Skin and Appandapes: Rash*
Spactal Senses: Taste parversion®
Urogenital System: Dysmencrrhea®
Frequencles for 21 my/day systems
*Reported In 3% ID";‘//n J patiants
tReported in 1% to 3% of patients
Unmarked #f raporied in <1% of palients

DRUG ABUSE AND DEPENDENCE/TREATMENT OF OVERDOSE
For turthar information, pleasa sae Full Prescribing Information

Manufactured by
ALZA Corporation
Palo Alto, CA 84304 for
Marlon Merrail Dow Inc.
Kansas City, M0 64114

Prascribing informatlon as of January 1992
nidb0y92a

ﬁ MARION MERRELL DOW INC.
u KANSAE CITY, MO Bad14

6890N2

i



WOF
- L
ol o
Wy
360:
; - "
- .
rt 1 e
4 -
~ ¥y
-
E,hll

#

}._‘_.._

v gl

a - .
. 2

For Patients Hit By Cold And Flu

m Superior GI safety profile to
aspirin and even OTC ibuprofen

m Unsurpassed efficacy for mild- EXTRA STRENGTH
to-moderate aches and pains ®
m Effective in reducing local
acetaminophen symptoms, such as arm soreness,
associated with influenza vaccine’

vs aspirin' and OTC ibuprofen
ﬂ, 500 mg GELCAPS

m Milligram for milligram, as

effective as aspirin for fever’
1000 mg, The most effective dose of TYLENOL'
DrtI0S ca SsSAB bt s, o o Sccana

MeNeil Consumer Products Company
overdoses can cause serious adverse effects. In the event o
overdose, contact a poison control center immediately.

MoNEIL) Division of MeNell-PPC, Inc.
©McN-PPC, Inc 92 Fort Washington, PA 18034 U.S.A

References; 1. Mehlisch DR et al. Clin Ther. 1984;7:89-97.
2. Aspirin or paracetamol? Lancel, 1981;11:287-289.
3. Yassi A et al, Clin Invest Med, 1891;14(suppl 4):A76, Abstract



FOR CHRONIC ARTHRITIS

EXPECT A FAVORABLE
SAFETY PROFILE

Color-enhanced 3-D CT image of normal
stomach, Supplied by David W.

Stoller, MD, of California

Advanced Imaging.

As with other NSAIDs,

the most frequent complaints
are gastrointestinal, and

rare hepatic and renal reactions
have been reported.

Please see brief summary of prescribing information
on adjacent page.

EXPECT SUCCESS FROM

NAPROSYN

(NAPROXEN) 500 mg tablets &

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

Y
SYNTEX & 1992 Syntex Puerto Rico, Inc. NP93015
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(NAPROXEN) 500 mp tablets

Brief Summary:

Contraindications: Patients who have had allergic reactions to
NAPROSYN, ANAPROX or ANAPROX 0S or in whom aspirin or
other NSAIDs induce the syndrome of asthma, shinitis, and nasal
polgps. Because anaphylactic reactions usually occur in patients
with a history of such reactions, question patients for asthma,
nasal polyps, urticaria, and hw‘pounslon associated with NSAIDs

before starting therapy. If sucl

symptoms occur, discontinue the

drug. Warnings: Serious Gl toxicity such as bleeding, uiceration,

and perforation can occur at a
srmmums. in patients treated

ny time, with or without warning
ronically with NSAIDs. Remain

alert for uiceration and bleeding in such patients even in the
absence of previous GI 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 ulceration and bleeding.
Except for a prior history of serious Gl events and other risl

factors known to be associated
alcoholism, smok[ng. elc., no
been associated with i

ncreased risk. Elderly or

with peptic ulcer disease, such as
risk factors (elg,, aPe, sex) have
ebilitated patients

seem 1o tolerate ulceration or bleeding less well than others and
most spontaneous reports of fatal Gi events are in this population.
In considering the use of relatively large doses éwilhln the recom-

mended dosage rangs), sufficie
offset the potential increased ri

Al

T
nd

ANAPROX® éNAPROXE SODIUM
gAPROXEN SODIUM) SINCE THEY BO
HE NAPROXEN ANION. Acute Interstitial aephritis with hema-

nt benefit should be anticipated to
sk of Gl toxicity. Precautions: DO

OR ANAPROX® DS
H CIRCULATE IN PLASMA

NOT GIVE NAPROSYN® NAPROXEN} CONCOMITANTLY WITH

has baen reported.

turia, p al P
Patients with lm?alred renal function, heart failure, tiver dysfunc-

tion, patients tak|
overt renal d

ng diurstics, 'and the elderly are at greater risk of

this occurs, the drug.

Use with caution and menitor 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 eldsrly or
in patlents with chronic alcoholic liver disaase or cirrhosis. With
NSAIDs, borderling elevations of liver tests may occur in up to
15% of palg:':ns‘ They rnag1 proarogf. remain unchanged, or be
wi inued thera

of SGPT or SGOT

Y.
occurred in controlied clinical trials in less than 1% of patients.

Severe hepatic reactions, inclu

ding jaundice and fatal hepatitis,

have been reported rarely. If liver disease develops or it systemic

manifestations occur {e.g.,

ia or rash), ther-
apy. |f steroid dosage Is reduced or eliminated during therapy, do

50 slowly and observe patients

closely for adverse effects, includ-

ing adrenal insufficlency and exacerbation of arthritis symptoms.
Determine hemoglobin values perlodically 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 fallure. The

drug's antlprrelic and anti-inf;
fever and intl

ammatory activities may reduce

ammation, 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 effacts, such as Gl bleeding, whic!

may result in hospitaiization and even fatal outcomes. Physicians
may wish to discuss with patients the potential risks and likely
benefits of NSAID treatment, particularly when lh':g are used for

less serlous conditions where t

reatment without NSAIDs may be

an acceptable alternative. Patients shouid use caution for activi-

ties requiring alertness if the{
vertigo or depression during th
serious Gl tract ulceration and
ing symptoms, follow chronical

symptoms of these and inform them of t

experience drowsiness, dizziness,
erapy. Laboratory Tests: Because
bieading can occur without warn-
lly treated gationts for signs and

@ importance of this

{ollow-up. Drug Interactions: Use caution when giving concomi-

tantly with coumarin-type ant

icoagulants; a hydantoin, sutfon-

amide or sullonYIuwa; furosemide; lithium; beta-blockers;

%r‘obenecld; or mel
e drug may decrease platelet
time or Increase urinary values
rarity stop therapy for 72 hou

thotrexate. Drug/Laboratory Test Interactions:

aoorayatlon and prolong bleeding
for 17-ketoganic sterolds. Tempo-
rs before doing adrenal function

tests. The drug may interfere with urinary assa[ys of SHIAA. Car-

cinogenesis: A 2-year rat study showed no evi

dence of carcino-

genicity. Pregnancy: Category B. Do not use during pregnancy
) "

unless clearly needed. Avo

id use during late 0'0?'"3"?
Mothers: Avoid use in nursing mothers. Pedlalrlc

ursing
Single

doses of 2.5-5 m?/k?, with total daily dose not exceeding 15
B In

mg/kg/day, are sa childres

n over 2 years of age. Adverse

Reactlons: In a study, Gl reactions were more frequent and severe

in rheumatoid arthritis Pa:iams

on 1,500 mg/day than in those on

750 mu/uatI In studies in children with juvenile arthritis, rash and

rofonged bleeding times were

mors frequent, Gl and CNS reac-

ions about the same, and other reactions less frequent than in
adults. incidence Greater Than 1%; Probable Causal Relationship:
Gi: The most frequent complaints related to the Gi tract: constipa-
tion? heartburn’ abdominal pain’ nausea’ dyspepsla. diarrhea,
stomatitis. CNS: headache,” dizziness’ drowsiness, light-headed-

ness, vertigo. Dermatologic: it
ecchymoses; sweating, purpur

ching {pruritus); skin eruptions;
a. 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, 61 bleeding and/or gmoration. hematemesis, jaundice,

melena, peptic ulceration witl

blasding and/or perforation, vomit-

1% Renal; glomerular nephritis, hematuria, hyperkalemia, inter-
§

al nephritis, nephrotic synd

rome, renal disease, renal failurs,

renal paplllav‘y

0 Y , B0SIND-
i, thromb CNS:

phina, gr Y p ylop
dupressﬁon. dream abnormalities, inability to concentrate, insom-

nia, malaise, myalgla and musc|

cla, photosensitive dermatitis, skin rashes. Specia

hearing impairment. Cardiova

le weakness. Darmatoloflc: alope-
Senses:
scular: congestive heart fallure.

Respiratory: aoslnolumllc neumonitis. General: anaphylactoid

reactions, menstrua
Relationsh NP
anamia. Cl

disorders,

ip Unknown: Hematologic: a
S: aseptic meningitis, cognitive dysfunction. Dermato-

pyrexia 1chllls and fever). Causal
astic anemia, hemolytic

logic: opldarrpal noctolys)g, erythema multiforms, photosen-

sitivi

orphyria cut tarda and

ty 9 p
epldermolysis bullosa, Stevens-Johnson syndrome, urticaria. GI:

non-peptic Gi ulceration, ulcerative stomatitis. Cardiovascular:

vasculitis. General: angioneurotic edema, hyperq‘lrcemla, hypo-
Overd drowsi heartb!

ﬂlycemia, have

on, nausea, vomiting. A

urn, indiges-
tients have had selzures. Empty

stomach and use usual supportive measures. In animals 0.5 g/kg

of activated charcoal reduced FI
Federal [aw prohibits dispens

lasma levels of naproxen. Caution:
without prescription. See pack-

N
age insert for full Prescribing ln?ormatlon.

* Ingid: of reported

3%-8%.
Where unmarked, less than 3%. . SYNTEX.]

U.S. patent nos. 3,904,682, 3,986,966 and others.

©1991 Syntex Puerto Rico, Inc.

Rev.39 September 1990

at do these
little suckers
with arthritis!

Plenty. =

The little suckers are ticks. ‘ i : i

More specifically, deer ticks. “ A\ 8

They transmit Lyme disease, an infection that
can cause recurring arthritis, and damage to the
brain and heart.

Arthritis researchers, sponsored by the Arthritis
Foundation, have been hard at work to find out
why. Their findings have led to effective antibiotic
treatments for Lyme disease.

' The Arthritis Foundation sponsors hundreds of

[ research projects as important as this one. We also
provide continuing education for medical profes-
sionals, and practical help for people who hav
arthritis. K

So support the Arthritis Foundation. Today. ?’
It’s your contributions that make us tick.

s B e e s
/- YES, I'D LIKE TO HELP )

Please activate my membership in the Arthritis Foundation,
which helps support research and includes a year's subscription
to Arthritis Today, the official magazine of the Foundation.
“nclosed is my membership contribution of $20 or more.

L vy

Address

|
| -
| city seba —State . Zip _— T
| MAIL TO: Arthritis Foundation Membership Center :

| P.O. Box 871706

| Dallas, TX 756287-0277

| [[] For instant membership, call toll-free 1-800-933-0032,

I_ Mastercard and Visa accepted. . .

ARTHRITIS
FOUNDATION ®

12499702

=
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Lilly Research Laboratories
introduces a new oral antibiotic class

THE FIRST CARBACEPHE
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A STEP BEYOND...




NEW CLASS

LORABID .

[ORACARBLr @

21y \?J ;
ﬂ ¥ ol
Qi
A new carbacephem.

Combination of benefits.
m Efficacy
m Excellent pharmacokinetic profile

m Safety/tolerance
m B..D. DOSING CONVENIENCE

Available in 200-mg Pulvules®



A broad range of clinical indications

_Consistent clinical efficacy’ at the end of treatmen
in the mild to moderate adult infections
you.see most often

Moy Secondary bacterial infection of
“macute bronchitis

0.5 pneumoniae, H. influenzae (including f-lactamase-producing strains), and
thalis (including p-lactamase-producing strains).

: awte bacterial exacerbations of
chronic bronchitis

~ Chronic
piae, H. influenzae (including f-lactamase-producing strains), and
Liding [}-lactamase-producing strains).

hiae and H. influenzae (non-f-lactamase-producing strains only).

e maxillary sinusitis

0, pneumoniae, H. influenzae (non-fi-lactamase-producing strains only), and M. catar-

(including [-lactamase-producing strains). Note: In a patient population with significant

mbers of [i-ladamase-produungf organisms, loracarbef's clinical cure and bacteriological
ation rates were somewhat less than those observed with a product containing a -

ase inhibitor, Lorabid's decreased potential for toxicity compared to products containin

mase inhibitors along with the susceptibility patterns of the common microbes in a gi-.rec'rlu

aphic area should be taken into account when considering the use of an antimicrobial.

aryngitis/tonsillitis

03, pyu?e s, Note: The usual drug of choice in the treatment and prevention of

(¢ ections, including the prophylaxis of rheumatic fever, is penicillin administered
ar route, Lorabid is generally effective in the eradication of 5. pyogenes
rynx; however, data establishing the efficacy of Lorabid in the subsequent
bumatic fever are not available at present,

omplicated pyelonephritis

_ }:Bﬁé.to E. coli.

--:"'- N=\ 87% cured
' (68 7% improved

| 900 /0 Uncomplicated urinary tract infections

Due to E. coli and S, saprophyticus. Note: In considering the use of Lorabid in the treatment
of cystitis, Lorabid's lower bacterial eradication rates and lower potential for toxicity should
be weighed against the increased eradication rates and increased potential for toxicity

N=\ 84% cured demonstrated by some other classes of approved agents.
201 6% improved

) / Uncomplicated skin and
9 0 ki structure infections

Due to S, aureus (including penicillinase-producing strains) and $. pyogenes.

Coming soon (i) % e
' n a suspen S’on See brief summary of presc

ribing information on adfacent page.




NEW CLASS

Reference
1. Data on file, Lilly Research Laboratories.

Lorabid ™
loracarbel
200-mg Pulvules®

Brie! Summary. Consull the package Insert lor complete prescribing
imformation.

Indications and I.Inrl: Lorabid is a synthetic A-lactam antibiotic of the
carbacephem class for oral administration. Lorabid is indicated in the
following mild to moderate Infections caused by susceptible strains of
designated microorganisms.

Secondary Bacterial Infoction of Acule Bronchitls c.zusad by Streptococcus

BT Influenzae 0 p 0
strains), or Moraxella (Branhamella) catarrhalis (including B-lactamase-
producing slraln?.

Acute Bacterial Exacerbalions of Chronic Bronehitis caused by S,
lag, H. influenzae (including p-lactamase-producing strains), or
, (including j3-lactamase-producing strains).
Pneumonia caused by 5. pneumoniae of H. influenzae (non-g-lactamase-
ducing strains un?k

Otitis Modla® caused by S. H. ( g fi-
iaciamau-r{roﬂuc}nn strains), M. catarrhalis (including g-lactamase-

producinﬂs ains), or Si gmwm
Acule Maxillary Sinusitls* caused by S, pneumoniae, H. influgnzae (non-p-

laclamase-producing sirains only), or M. catarrhalis (Including 8-

laclamase-pmﬂucln* slrains),

*In a patient population with significant numbers of g-lactamase-
producing organisms, loracarbef’s clinical cure and bacteriologlcal
eradication rates were somewhat less than those observed with a product
contalning a A-lactamase inhibitor. Lorabid's decreased potential for toxicity

p 10 prod ining p-lactamase Inhibitors along with the
susceptibility patterns of the common microbes In a given geographic area
should be taken into account when considering the use of an antimicroblal

E;.s Clinical Studies section).
ryngitis and Tonsillitls caused br . pyogenes. (The usual drug of cholce
and 0 al infect| including the

in the
enicillin administered by the

rophylaxis of rheumatic fever, Is
niramuscular route. Lorabld is generally effective in the eradication of S.
pyogenes from the nasopharynx, however, data establishing the efticacy of
Lorabid in the subsequent prevention of rheumalic fever are not avatlable at

present,
annmpf}nfu Skin and Skin Structure Infections caused b
Staphylococcus aureus (including penicillinase-producing strains) or 5.
pyogenes. Abscesses should be surgically drained as clinically indicated.
Hnwr}pﬂum Urlnary Tract Infections (cystitis) caused by Escherichia coll
of Staphylococcus saprophyticus®,
NOTE: In considering the use of Lorabid in the treatment of cystitis, Lorabid’s
lower bacterial eradication rates and lower potential for toxicity should be
weighed against the increased eradication rates and Increased polential for
toxicity demonstrated by some other classes of approved agents (see Clinical
Studies section
Uncomplicate mlcncfprml caused by E. coll
'”"'Wi!h treat of infections due to this org in this organ system
demonstraled a clinically acceptable overall outcome, efficacy was studied in
fewer than 10 infections.

Eunlulndl:lllnn: known allergy to loracarbel or cephalosporin-class antibio-
L H

Warnings: B cr can ocour among #-lactams,

LORABID

[ORACARBEF === @

A STEP

Adverse Reactlons: Most adverse reactions in clinical trials were mild and
transient. Only 1.5% of pati discontinued b of drug-related
reactions, the most common of which were diarrhea, abdominal pain, and
skin rashes.

All Patients

The incidence of the following adverse events was less than 1%, excepl as
otherwise noted:

Gastrointestinal: Diarrhea, 4.1%; nausea, 1.9%; vomiting, 1.4%;

BEYOND...

Clinical Studles:
Loracarbel (L) vs f-Lactamase InhibHor (C) In Acule OtHis Media (I.ll‘!I
Efficacy: A study of acule otitls media performed in a population with &

significant incid of -l producing organisms compare

loracarbef with a F-Iulamm Inhibitor. Using very strict evaluability and

microbiologie/clinical response criterla at the 10- o 16-day posttherapy

follow-up, the following presumptive bacterial eradication/clinical cure

outcomes (success rates) were obtalned
Pathogen

I

abdominal pain, 1.4%; and anorexla, _ Due to Pathogen (N = 204) Success Rate

H rlrnnllilvll\r: Skin rashes (1.2%), urticaria, pruritus, and erythema S. pnoumoniae 42.6% L equivalent to G
multiforme. H. influenzae 30.4% L 9% less than C

niral System: H (2.9%), ner M. 20.6% L 19% less than C

Insomnia, and dizzingss. S. B.4% L equivalentto C

:Inrnl_c an:HLvmlele Sy L[ ylopenia, leukop Overa 100.0% L 12% less than C
i soaimopriEie. A Safety: The incidences of the most common adverse events were clinically

Hepatic: Transient elevations in SGPT, SGOT, and alkaline ietically sion

E’g‘il: Transi[unlglm{alior:} mm‘l %?oa creatinine. :ﬁup. y sig y higher In the control group versus the loracarbe!

ardiovasgular System: Va ation,
Gonllourlnary: Vaginitis (1.3%), vaginal moniliasis {1,1%). S‘%‘m L%""’f gg:}[""
Pedialric Patiants Fl?sh' A Py Sy

The incidences of several adverse events were significantly ditferent in the
E&dlitrlc g%pulitinn varsus the adull population lesfacllval as follows:

farrhea (5,8% vs 3.6%); nausea LD.U% vs 2.5%); vomiting (3.3% vs 0.5%);
anorexia (2.3% vs. 0.3%); headache (0.9% vs. 3.2%); somnalence (2.1% vs
0.4%); rhinitis (8,3% vs 1.6%), rash (2.9% vs 0.7%).

-Lactam Antimicrobial Class Labeling:

Although not observed In Lorabld clinical trials, the following have been
reparted in patients treated with g-lactam antibiotics:

Adverse aac.'!ons—nnnrhra:is. Stevens-Johnson syndrome, serum-
sickness-like reactions, aplastic anemia, hemolytic anemla, hemorrhage,
agranulocytosis, toxic epldermal necrolysis, renal dysfunction, toxic
nephropathy, and hepatic dystunction, including cholestasls, and seizures.

Allered Laboratory Tests—Increased prothrombin time, positive direct
Coombs' test, elevated LDH, pancytopenia, and neutropenia,

Overdosage: Hemodialysis has been shown to be effective in hastening the
elimination of loracarbet from plasma in patients with chronic renal fallure.

Dosage and Administration: Lorabid is administered orally either at least 1
hour prior to eating or at least 2 hours after eating,

*Primarily in the diaper area in young childran.

Loracarbef (L) vs Amoxicillin (A) In Acute Otitis Media (Europe)
th‘car?r: A study of acute otitis media performed in a population with
lower incidence of A-faclamase-producing organisms than that usually seen
In US trials compared loracarbef to amoxicillin. Using very strict evaluability
and microbiologic/clinical response criteria at the 10- to 16-day posttherapy
follow-up, the following presumptive bacterial eradication/clinical cure
outcomes (success rates) were oblalned;

Pathogen % Dueto Pathogen (N=281)  Success Rate

S, preumoniae 51.5% L equivalent to A

H. influenzae 29.2% L 14% greater than A

M. calarrhalis 15.8% L 31% greater than A

S. pyogenes 3.4% L equivalentto A

Overal 100.0% Lequivalentto A

Loracarbel (L) vs Doxycycline flll In Acute Maxillary Sinusitls El.ll'lllllill

Efficacy: Astudy of acute maxillary sinusilis parformed in a population with
alower incidence of 8| I than that usually se¢f

[ o L W
in US trials compared loracarbef with myctcilnu, Using vary stric!
evaluabllity (sinus-puncture) criterla and microblologic/clinical respons®
criteria at the 1- to 2-week ?oiltheraw follow-up, the following presumptiy
bacterlal eradication/clinical cure oulcomes (success rates) were obtained:

Pathogen % Due to Pathogen (N =210)  Success Rale
= 5. ! 47.6% L equivalentto D
Pop intection Dosage (mg) Duration (days) H. nfluenzae 41.4% L equivalentto D
Adults (=13 years) K hal 'II.G‘}‘.“ tenu}vﬁunl “‘g

Ssc?:da:ygaclamInlucliun 200-400q 12h 7 Deared 1000 fum et .
of Acute Bronchitis Loracarbel (L) vs Cefaclor (C) In Uncomplicated Cystitis Study (U

Acute Bacterial Exacerbation  400q12h 7 Efficacy: A 5:“,: of cystitls cturiware:l Inruiarha! wil?r celaclor, lmng vl
of Chronic Bronchitis sirict evaluability criteria and microbiologic/clinical response critaria at the

Pneumonia 4009120 14 10 9-day posttherapy follow-up, the following bacterial eradication rates we!

; obtained:

Ell:“rmglllsﬂonanln|ls i%g}g: }g Pathogen % Due to Pathogen (N = 186)  Eradication Ra:,:l;
(5ee Clinical Studies and Indications and Usage for further E. coll 7.4% L 43‘ realer than
information.) Ot major 12.5% Lonuilantioc

| nigrobacleriaceas =

Skinand 200q12h 7 5. saprophylicus 3.8% { equivalentto C

0s5-hyper y
Lorabid should be piven cautiously to penicillin-sensitive patients and
discontinued if an allergic reaction occurs,
Pseudomembranous colitis has been reported with nearly all antibacterial
agents and should be considered in differential diagnosis of antibiotic-
associated diarrthea,

Precautions: Lorabid may be administered lo patients with impaired renal
lunction. Total dally dosage should be reduced in patients with known or
suspected renal impairmen’ because of the possibility of high and/or
prolanged plasma concentrations.
Loracarbef should be given cautiously to patients receiving
currently,
Prolonged use may result in overgrowth ol npnsuscnﬁllhle organisms.
Loracarbel should be given cautiously to patients with a history of colitis,
fenal excretion of g-lactams is inhibited by probenecid and resulted in

about an B0% increase in the AUC for loracarbel,
Safety and effectiveness have not boen

con-

Skin Structure Infections

Uncomplicated cystitis 200924h 7
(5ee Clinical Studies and Indications and Usage for further
information.)
Uncomplicated pyslonephritis ~ 400q12h 14
Intants and Children (6 mos to 2 yr

)
Acute Diitis Media* /kg/day q12h 10

i inp |
and infants under 6 months of age. Caution should be exercised in prescribing
Lorabid for these patients
In gerlatric patients who received the usual adult doses In
clinical studies, efficacy and safaty were comparable to resulls in nongeriatric
adult patients.

Lorabid™ (loracarbef)

(divided doses
(S5ee Clinical Studies and Indications and Usage for further
Information. )
Pharyngitis/Tonsiilitis 15my/kg/day gi2h 10
(divided doses
Impetig 15 mg/kp/day gi2h 7

(divided doses
*Clinical studies of otitls media were conducted with the suspension
formulation only. Therefore, the capsule should not be substituted for the
suspension In the treatment of otitls media.

Lorabid™ (loracarbel)

Loracarbe! (L) vs Quinolone () In Uncomplicated Cystitls (Europe)

Efficacy: A study of cystitis compared loracarbef with an oral quinol® L
Using very strict evaluabllity criteria and microblologic/clinical resplil:“l
criteria at the 5 to 9-day posttherapy follow-up, the following bacte
eradication rates were oblained:

Pathogen % Due lo Pathogen (N = 189)  Eradication Rate
E.coll 82.0% L. 7% less than 0
{L = §1%)
Other major 10.1% 32% less than 0
Enterobacteriacean {L = 50%)
PV 2731 AMP (0azsst
Additional inf flable to the profession on request from EN LITY

Company, Indianapolis, Indiana 46285,

Eli Lilly Industries, Inc

Carolina, Puerto Rico 00985
A Subsidiary of Eli Lilly and Company
Indianapolis, Indiana 46265

Lorabld™ (loracarbet)

LO-4001-T-249319  PRINTED IN USA  © 1992, ELI LILLY AND
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Unique dual mechanism of action

Controls hypertension through a combination
of mild diuresis and vasodilatation'?

Gradually reduces both systolic and
diastolic blood pressures™*

Well-tolerated hypertension control

Low patient dropout rate due to favorable
side-effect profile and convenient
once-daily dosing’

Does not adversely affect lipids®”

INDAFANMIDE 2eier

Please gee brief summary of preseribing information below.
. e " Aoy ? ty, pUTpUIa,
Calcium excrebion s decreased by diurebcs p gically related 1o indap cholstaic jundce, slado, PSR, ”m Tespialory
LozgL® ! i increased only shightly with indapamide in lang-lerm bulous erupbons, Stevers-Johnson syndrome, necrolizng GRS, JEVEY, .
i rpil e bl O O pan oy hcra s PRl i e ncoing preumons, anaphyack reacons,agranuocyoss, eukopenia,
signs of thyroid disturbance. Complcations of hyperparathyroidism have not been thrombocylopenia, aplastic anemia
INDICATIONS AND USAGE: LOZOL (ndapamide] i indicated for the treatment of seen. Discontinge before hests ol parathyroid function are p CAUTION: Federal (.S A law prohibs dspensing without armmpvtm
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Y congarh G, 0 e T e Doy Theapy. Piadeiohia: W8, Sounders Co.
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Palats Subjci m';?,”df.{: .t n pabens on 3 sl testiced dt, b excrlod in human mik. I use of tis drug is deemed essentl, he e Atants with essential ypertension. Cur Ther Res 198435(1)47-22,
dton, patients shou be obsrved fr cical signs of hud o dectayle mbalance, DN :  Meyor Sebelok W, Goten R, Hetz . elat Sermlpcprolan el dufg g
Suh as hypanatremea, hypachloremic alkaloss, or hypolalemia. The risk of ADVERSE REACTIONS: Most adverse effects have been mid and transient. From teem treatment of hype with indapa i 19@5.?%5@;9(&-1
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AGTH.iterforenee with adequate oralintako of electrayts wil 5o ;""‘m’.‘“n":;i". 2 :&s mg! w#:ﬁ;maw. tiredness u_rrwm m{w gm 2% indapamide, Posigrad Med J 1981,57{Suppl 2) 64-67.
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Announcing the first of
a new NSAID class

For the treatment of osteoarthritis
and rheumatoid arthritis

m Efficacy comparable to naproxen or aspirin

A low incidence of peptic ulcers

m Other G.l. symptoms comparable to 1""‘:{*
other NSAIDs, including diarrhea (14%), A
dyspepsia (13%) and abdominal pain (12%) (S

Convenient once-a-day dosing

® Usual starting dose 1000 mg/day, taken
as two 500 mg tablets

m Dosage can be titrated up to 2000 mg/day

Please see brief summary of prescribing information on adjacent page.

SmithKline Beecham "y
Pharmaceuticals 1

Philadelphia, PA 19101 e

© SmithKiine Beecham, 1992




RELAFEN®

brand of nabumetone

8ee complete prescribing Informatlon in SmithKline 8eecham Pharmaceuticals literature or PDR. The fol-
lowlng iz a brle summary.

CLINICAL PHAHMM:IJLOGV Relafen 15 a nonsteroldal antl-Inflammatory drug (NSAID) that exhibits anl-
ies in pharmacologic studiss. As with other nonsteroidal antl-

Inllammalo?( agents, its mode of action Is not known. However, the abllity te Inhibit prostaglandin synthasls

may be Involved in the anti-| Inﬂammatory el(acl

The parent compound is a prodn.hT F matlon to the active component,

6-methoxy-2-naphthylacetic acld (BMNA), a pmam lnhlbllor of proslanlandln synthesis.

INDICATIONS AND USAGE: Acute and chronic of slgns and of osteoarthrltis and rheuma-
toid arthritis.

CONTRAINDICATIONS: Patients (1) who have previous!
asplrin or other NSAIDs Induce asthma, urticarla or other allergic-type  reactlons.

WARNINGS: Remain alent lor ulceration and bleeding In patients treated chronically, even in the absenca of
Frevlous G.!. tract symr

In controlled clinlcal trials lnvolvlnu 1,677 patients treated wlth Relafen (1 140 followed for one year and 927 for
two years), the cumulative incidence of peptic ulcers was 0. '}L % Cl; 0%, 0.69%) at three 10 six months,
05% (95% CI; 0.1%, 0.9%) at one year and 0.8% (95% Ci; 0.3 13%) at two years. Inform patients of the
signs angd symptoms of serlous G.). toxicity and what ste| Js 'to take I they occur. [n patients with active paptic
ulcer, weigh the benefits of Aelafen therapy agalnst possible hazards, institute an appropriate ulcer treatment
reuimon and monitor the patients’ proy ress carelull{

y to It; (2) In whom Reslafsn,

In considering the use of relatively large doses (within the recommended dosage rangse), anticipate benafit
sufficient to offset the potential increased risk of G.I. toxicity.

PRECAUTIONS: Because nab: d xtensive hepatlc no adjustment of Refafen dos-
?e is generally necessary in patients with renai Insufficiency. However, as with all NSAIDs, monitor patients
th impaired renal function mare closely than patients with normal renal function.
Evaluate natlents with symptoms and/or slgns suggesting livar dysfunction, or in whom an abnermal liver test
has , for evid of the d of a more severe hapatic reaction while on Relafen therapy. if
abnnrmal {iver tests persist or worsen, if clinical signs and symptoms consistent with liver disease develop, or
temic manifestations occur (e.g., eosinophilia, rash, etc.), discontinue Asiafen. Use Relafen cautiously in
pat 8nts with severa hepatic im| Irment.
As with other NSAIDs, use Ralafen cautlously in patients with a history of congestive heart fallure, hypertsnsion
or other conditions prsdls oslnP 1o luid retentjon.
Based on UV. light photosensitivity testing, Aslafen may be associated with more reactlons 1o sun exposura
than might be expected based on skin tanning types.
P Icians may wish to discuss with their ra!lnnls the potential risks (see WARNINGS, PRECAUTIONS and
ERSE REACT 10NS) and likely benefits of NSAID treatment, panlcularly when the drugs are used for less
serlous conditions where treatment without NSAIDs may rep: p 10 both the patlent
and the physiclan.
Exerclse caution when admlnls!erln? Relafen with warfarin since interactions have been seen with other NSAIDS.
In two-year studies conducted in mice and rats, nabumetone had no statistically significant tumorigenic effect.
not show potential in tha Ames test and mouse micronucleus test i vivo. However,
nabumetone- and 6MNA-treated lymphocytes in culture showsd chromosomal aberrations at 80mcg/mt and
higher concentrations {(equal 1o the average human exposure to Relafen at the maximum recommended dose).
Nahumatona dld not lmpalr fertility of male or femals rats treated orally at doses of 320 mo/kg/d 43! before maﬂn?
P g dld not cause any teratogenic effect in rats given up to 460 mg, d in
rabblls up lo 300 mulkg orally. However, increased post-implantation loss was observed In rats at 100 mgy
orally and at higher doses (equal to the average human exposure lo 6MNA at the maximum recommende:
human dose). There are no adequate, wall-controlled Studies in pragnant women, Use the drug during prag-
nancy only Il clearly needed. Because of the known effect of prostaglandin- wmheslslnhibmn? drugs on the
tuman fetal cardlovascular system (closure of ductus arteriosus), use of Rsfafen during the third trimester of
?reqnancy is not recommended.
he effects of Relalen on Iabor and delivry in women are not known. As with other drugs known to Inhibit
of dystocia and delayad parturition occurred In rats treated

throughout pregnan

1t Is not known whether nabumetane or its metabolites are excreted in human milk; however, BMNA [s excreted

In the milk of Iamtln? als. Because of the possible adverse effects of prostaglandin- -synthesis-Inhibiting drugs
Relafens not d for use in nursing mothers.

Safely and efficacy In children have not been astablished.

0f the 1,677 patients in US, clinical studies who were treatad with Relafen, 411 patients }24%) were 65 years

of age or older; 22 gauanls {19) were 75 Jears of age or older. No overall differences in ef Hicacy or safety were

observed between these older patients an yuunger onaes. Simllar results were observed in a one-year, non-U.S,

postmarketing survelllance study of 10,800 Asfafen patients, of whom 4,577 patients (42%%) were 65 years of

age or older.

ADVERSE REACTIONS: Incidence 1%—Probably Cauully Related—Diarrhea ém%), szpepsia {13%;).

abdominal paln (12%), cons(lpatlon' flatulence®, nausea“, positive stoo! gualac*®, dry mouth, gastritis, ste-

matitis, . fatigue, , ner

prurllus rash®, ﬂnnltus edema’.

“Incldence of reponed feaction betwesn 3% and 9%. Reactions occurring in 19 to 3% of the patients are

unmarked.

Incidence <1%—Probably Causally Related!—Anorexia, aundice, d ulcsr,

gastric ulcer, (iasuoemsrllls gaslrolntastlnal bleeding, increased appetite, liver function abnormalldbs

melena, asthenla, agitation, anxlety, malalse, tremor, vertigo, bullous

aruptlons holosanslllvily urtlcal a pseudoporphyrla cutanea larda vasculltis, welqm ain, dyspnea,
albuminuria, azotemia, inferstitial nephritis, abnormal vlslon anaphylactoid reaction,

angloneurotic edema.

Incldence <1%—Causal Relationship Unknownt—Billrublnuria,

aln lvitis, osshls, pancrealitis, rectal bleeding, nightmares, acne, alopecla arymema mulmafma Srava/vs-
Johnson Syndromes, angina, arrhythmia, hypertension, [l) X

lhrumlbophlabitls asthma, cough, dysuria, hematuria, Impolance renal stones, lasle 1!501:197 laver chllls,

anemla p perg it loss.

TAdverse reactions reported only in woridwide p keting exp orinthe are Italicized.

QOVERDOSAGE: I acute overdose accurs, empty the stomach by vomiting or lavage and Institute general sup-

portive measures as necessary. Activated charcoal, up to 60 grams, may effectively reduce nabumelone absorg-

tion. Coadministration o't 'r:abumatons with charcoal to man has resulted in an 80% decrease in maximum
asma the active

8ne ovevdosa occurred in a 17-year-old Iemale palienl who had a history of abdomlnal paln and was hospliatized

pain following 30 Rolafen tablets (1! ?5 grams total). Stools were nagative for
occull blocd and there was no fall in serum hemoulobln concentration. The patient had no other symptoms. She
was given an He-receptor antagonist and discharged from the hospltal without sequelae.

DOSAGE AND ADMINISTRATION: Recommended starting dose: 1000 mg taken as a single dose with or withaut
food. Some patlents may obtain more symptomatic relief from 1500 mg to 2000 mg dally. Dosages over 2008
myg daily have not been studied. Use the lowest effective dose for chronic treatment.

HOW SUPPLIED: Tablets: Oval-shaped, film-codled: 500 mg—white, imprinted with the product name
RELAFEN and 500, in bottles of 100 and 500, and in Single Unit Packages of 100 (intended for institutional
use only), 750 mga—belue Imrrlmed with the product name RELAFEN and 750, In bottles of 100 and 500,
and in Slnqle Unit Packagas of 100 (intended for Institutlonal use only).

Store al controlled room temperature {59° to 86°F) in well-closed cantalner; dispsnse In light-resistant container.

600 mg 100's: NDC 0029-4851-20 750 mg 100's: NDC 0029-4852-20
6§00 mg 500°s: NOC 0029-4851-25 750 mg 500°s: NDC 0029-4852-25
500 mg SUP 100's: NDC 0028-4851-21 750 mg SUP 100's: NDC 0029-4852-21

© SmithKline Beecham, 1992
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YCS, seud_ me . coples of AMA Manual of Style (4351-X) at $28.95 =
per copy. If not completely satisfied, I may return the book within 30 daysat g
no further obligation (LS only). :

Payment Options
Save postage and handling charges by enclosing your payment.

[ Check enclosed O Billme [ VISA [ MasterCard [ Am Ex
é-a-r_tl $0 ; E:p. Dula
Signature /PO, #

T et el |

Address __

City /State/ Zip
Willlams & Wilking 428 East Preston Street, Baltimore, MD 21202

C———

1



Please see brief summary

of GLUCOTROL™ (glipizide

prescribing information
Oon next page.

7

Glucotrol
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When diet alone fails in non-insulin-dependent diabetes mellitus

1892, Plizer Inc

As with all sulfonylureas, hypoglycemia may occur.
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Briel Summary of Prescribing Information
INDICATIONS AND USAGE: GLUCOTROL Is indicated as an adjunct 1o diel for the conlrol of hyparglycemia in
patients with nan- i dependant diabetes mellitus (NIDDM; type 1), after an adequale (rial of dietary tharapy has
proved unsatistactory.

CONTRAINDICATIONS: GLUCOTROL & contraindicated in patients with known hypersensitivity 1o the drug of with
diabotic ketoacidosis, with or without coma, which should be troated with insulin

SPECIAL WARNING ON INCREASED ilFSI( OF CARDIOVASCULAR MIJRTIALIT‘I’ The admlniltrlllurl ol oral
hypoglycemic drugs has been reporied lo be with mortality as
compared to treaiment with diel alone or diel plus insulin. This warning Is based on the sludy
cnnnunlud by the Unlvmit! Gmup Diabetes Program (UGDP), & long-term prospective clinical trial

at all dose levels (550 mg/kg), This fetoloxscily has been similarly noled with other sultonylureas, such as tolbutamide and
lolazamide. The effect is parinatal and believed 1o be directly related o the pharmacologic (hypoglycemic) aclion of
GLUCOTROL. In studies in rats and rabbits no leratogenic effects were found. There are no adequate and well-controlied
studies in pregnant women, GLUCOTROL should be used during pregnancy only il the potential benefit justifies the polential
Thsk o the fatus.

Because recent information suggests thal abnormal blood glucose levels during pregnancy are associated with a higher
Incldence of conpenital abnormalifies, many experts recommend [hal Instulin be used during pregnancy lo maintain blood
plucose levels as close 1o normal as possible.

Nonteratogenic Etfects: Prolonged severe hypoglycemia has been reported In neonales born to mothers who were
recedving a sullonylurea drug al the time of delivery. This has been repored more frequently wilh the use of agents with
hall-lives, GLUCOTROL should be discontinued at least one month before the expected delivery date,

designed to the of glucose-lowering drugs In or delaying |
complications in patients with non-insulin-dependent diabeles. The Itudf involved B23 pallents who
were randomly assigned to one of four treatment groups (Diabeles, 19, supp. 2:747-830, 1970). UGDP
reporied thal patients treated for 5 to 8 years with ﬂll1 plu: a fixed dose of tolbutamide {1 5 grams per
day) had o rate ol cardi lar mortality 2% times thal of patients treated with diet
alone. A significant Increase in tolal moralily was not observed, bul the use of tolbulamide was
disconlinued based on the Increase In cardiovascular mortality, thus limiting the opporiunity for the
study lo show an increase in overall mortalily. Despite the ol
these resulls, the lindings of the UGDP study provide an adequate basis for this waming, The patlent
should be informed of the polential risks and advantages of GLUCOTROL and of allernative modes of
therapy. Although only one drug In the sulfonylurea class (lolbutamide) was included In this study, It Is
prudenl Irom a salely standpoint to consider thal this warning may also apply to olher oral
hypoplycemic drugs in this class, In view of thelr close similarilies In mode of action and chemical
siruclure,

PRECAUTIONS: Renal and Hepatic Disease: The metabolism and excretion of GLUCOTROL may be slowed in
patients with mgaired renal and/or hepalic lunction. Hypoglycamia may be prolonged In such patients should i ocour
Hypoglycemia: All sullonylureas are capable of producing severe hypoglycemia. Proper patient selection, dosage, and
instructions are impartant to avold hypoglycemia, Renal or hepatic Insufficiency may Increas the risk of hypoglycemic
reactions. Elderly, debilitated or malnourished palients and those with adenal or pituitary insulliciency are particulatly
susceplible to the hypoglycemis action of glucose-lowering drugs. Hypoglycemla may be difficull to recognize in the
elderly or people taking befa-adrenargic blocking drugs. Hypoglycemia is more likely to occur when calonic intake i
deficient, after severe of prolonged exercise, when alcohol i ingested, or when more than one glucose-lowering drug is
used.

Loss of Control of Blood Glucose: A loss of control may occur In diabetic palsents gxposed 10 sliess such as lovor,
Irauma, infection, or surgery. It may then be necessary to discontinue GLUCOTROL and administes insulin

Laboratory Tests: Blood and urine glucose should be d periodically. Mes 1 of glycosylated
hemog|obin may be uselul

Information for Patlents: Patients should be informed of the polential risks and advantages of GLUCOTROL, of
alternative modes of therapy, as well as ihe importance of adhering lo dietary instructions, ol a regular exercise program,
and of regular testing of urine and/or blood glucose. The risks of hypoglycemia, its symploms and lreatment, and
conditions thal predispose 1o its development should be explained Lo palients and respoasible family members. Primary
and secondary failure should also be explained

Drug Interactions: The hypoglycemic action of sullonylureas may be polentiated by cerlain diugs including
nonsteraldal anti-inflammatory agents and other drugs ihat are highly protein bound, salicylates, sullonamides,
chioramphenicol, probenecid, courmaring, oxidase inhibitors, and beta-ad blocking agents. & vifro

Nursing Mothers: Since some sullonylurea drugs are known 1o be excreled in human milk. Insulin fherapy should be
considered it nursing is 1o be conlinued.
Pediatric Use: Safoty and ellectiveness in children have not been establishad
ADVERSE REACTIONS: In controlled studies, the frequency of serous advorse reactions reported was very low. 0f 702
patients, 11,8% reported adverse reactions and in only 1.5% was GLUCOTROL discontinued
Hypaglycemia: Sec PRECAUTIONS and OVERDOSAGE sections.

tinal disturbances, the mosl common, were reported with the following approximale
incldence: nausea and diarrhea, one in 70, conslipation and gastralgia, one in 100. They appear 1o be dose-relaled and may
disappear on division of reduction of dosage. Cholestalic jaundice may occur rarcly with sullonylureas: GLUCOTROL should
bet discomtinued if this occurs.
Dermatologic: Allergic skin reactions Including erythema, Ol Ma urticaria, prusitus,
and eczema have been raporied In about one in 70 patients. These may be transient and may disappear despite continued
use of GLUCOTROL; 1 skin reactions perstsl, the drug should be discontinued. Porphyria cutanea tarda and photosensitivily
reactions have been reported wilth sullonylureas.
Hemalologic: Leukopenia, agranulocylosls, thrombocytopenia, hemaolylic anemia, aplastic anemia, and pancytopenia have
been reporied with sullonylureas
Metabolic: Hepatic porph disull Iike alcohol reactions have been reported with sullonylureas. Clinical
c:puuenon 10 dalc has shown lhat GLEJ COTROL has an extremely low incidence of disulliram-like reactions,

ases of and (he sy of harmane (SIADH) secretion
havn been reporied with this and other sulfonylureas.
i Dizzingss, d and headacha have sach been repored in about ong in lilty patients trealed with

GLUCOTROL. They are usually transient and seldom require discontinuance of therapy

OVERDOSAGE: Dverdosage of sulonylureas including GLUCOTROL can produce hypoglycemia. If hypoglycemic coma is
diagnosed or suspected, (he patien! should be given a rapld intravenous njection of concentraled (50%) glucose solution
This should be followed by a confinuous infusion of a more dilute (10%) glucose solution at @ rala thal will maintain the
blood glucose at a level above 100 moddl. Patients should be closely monitored for @ minimum of 24 1o 48 hours since
hypoglycemia may tecur alter apparent clinical recovery. Clearance of GLUCOTROL from plasma would be prolonged in
persans wilh |iver diseass, Because of the extensive prolin binding of GLUCOTROL, dialysts is unlikely fo be ol bensfil,
DOSAGE AND ADMINISTRATION: There s no fixed dosage regimen lor the management ol diabates mellitus with
GLUCOTROL; in general, it should be given approximately 30 minules before a meal to achieve the greatest reduction in
postprandial hypergiycemia

Initial Dose; The recommended starting dose ks 5 myg before breaktast, Gerlalric patiants of those with |iver diseasa may be
stated on 2.5 my. Dosage adjustments should ordinarily be in increments of 2.5-5 mp, as determined by blood plucose
response. Al least several days should elapse between titration sheps.

studies indicate that GLUCOTROL binds ditfesontly than lolbutamide and does nol inleract with salicylate o d |
However, caution must be exercised in exrapolating these lindings 10 the clinical sluation, Cenain drugs tend 1o produce
hyperglycemia and may lead lo loss of control. including the thiazides and other divrelics, corlicosterolds,
phenothiazines. thyrold products, estrogens, oral comraceptives, phenyloin, nicolinic acid, sympathombmelics, calcium
channel blocking drugs, and isoniazd. A potential Interaction between oral miconazole and orl hypoglycemic agents
leading to severe hypoglycemia has been reported. Whether this interaction also occurs with the infravenous, fopical, or
vaginal preparations of miconazole is nol knawn
M p of Fertility: A 20-monih study in rals and an 18-month study in mice
il doses un 0 75 fimes this meimum human dose tevealed no evidence of drug-relaled carcinogenicity, Bacterial and in
vivomutagenicity lests were uniformly negative. Studies in rats of both sexes at doses up to 75 limes the human dose
showad no etects on lerility.
Pregnancy: Pregnancy Category C; GLUCOTROL (glipkride) was found to be mildly fetoloxic in ral reproductive studies

Dose: The tolal daily dose is 40 mg

Maintenance: Some patients may be effectively controlled on a once-a-day regimen, whils others show befter response
wilh divided dosing. Total daily doses above 15 mg should ordinarily be divided
HOW SUPPLIED: GLUCOTROL tablots are white, dye-fres, scared, diamond-shaped, and imprinted as follows:

5 mg—Plizer 411; 10 mg—Plizer 412,

£ mg Bottles: 100's (NDC 0049-4110-66); 500s (NDC 0048-4110-73); Unit Dose 100°s (NDC 0049-4110-41)

10 mp Boltles: 100's (NDC 0049-4120-66); 500's (NDC 0049-4120-73); Unit Dose 100's (NDC 0049-4120-41)
CAUTION: Federal law prohibits dispensing wilhout prescription
More detalled professional information available on requesl.
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Extra strength pain relief |
free of extra prescribing
restrictions.

W Telephone prescribing in most states
W Up to five refills in 6 months
W No triplicate Rx required

(hydrocodone bitartrate 7.5mg [Warning: May be habit forming]
and acetaminophen 750mg)

Extra strength pain relief )
you can phone in. &
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*(hydrocodone bitartrate 5mg [Warning: May be habit forming] and acetaminophen 500 mg)

©1992, Knoll Pharmaceutical Company V3087/10-92 Printed in U.S.A.



Maintain control of your patient’s pain therapy.

INDICATIONS AND USAGE: For the relief of moderate to moderately severe pain. CONTRAINDICATIONS: Hypersensitvaty to acetaminophen or hydrocodane. WARNINGS: Resy y Depression: At high doses or in sensitive patients,
hydrocodane may produce dose-related respiratory depression Head Injury and Increased Intracranial Pressure: The respiratory depressant vfri::h. of narcotics and their capacity to elevate u‘ml:luspi|1arlhlld pressure may be markedly
exaggerated in the presence of head injury, other intracranial lesions or a preexisting increase in intracranial pressure. Furthermore, narcotics produce adverse reactions which may obscure the clinical course of patients with head injuries
Acute Abdominal Condi : The adminis f narcotics may obscure the diagnosis or clinical murwngp.llwnts withacute abdominal conditions, PRECAUTIONS: Special Risk Patients: VICODIN/VICODIN £5 Tablets should be used
with caution in elderly or debilitated patients and those with severe impairment of hepatic or renal function, hypothyroidism, Addison’s disease, prostatic hypertrophy or urethral stricture. Cough Reflex: Hydracodone suppresses the cough
reflex; as with all narcotics, caution should be exercised when VICODIN/VICODIN ES Tablets are used |J<]‘\l.':]pt'ml'ih'[']‘\' and in patients with pulmonary disease. Drug Interactions: Patients receiving other narcotic analgesics, antipsychotics,
antianxiety agents, or other CNS depressants (including alcohiol) coneomitantly with VICODIN/VICODIN ES Tablets may exhibit an additive CNS depression, The use of MAD inhibitors or tricyclic antidepressants with hydrocodone preparations
may increase the effect of either the antidepressant or hydrocodone, The concurment use of anticholinergics with hydrocodone may produce paralytic ileus. Usage in Pregnancy: Teratogenic Effects: Pregnancy Category C. Hydrocodone has
bieen shown to be teratogenic in hamsters when given in doses 700 times the human dose, There are no adequate and well-controlled studies in pregnant women. VICODIN/VICODIN ES Tablets s]multl?m used'during pregnancy only if the
potential benefit justifies the potential risk to the fetus. Nonteratogenic effects: Babies born to mothers who have been taking opioids rel]ularE' prior to delivery will be physically dependent, The withdrawal signs include irritability and
excessive crying, tremors, hyperactive reflexes, increased respiratory rate, increased stools, sneezing, yawning, vomiting, and fever Labor and Delivery: Administration of VICODIN/VICODIN ES Tablets 1o the mother shortly before deliver
may result in some degree of respiratory depression in the newbom, especially if higher doses are used. Nursing Mothers: Itis not known whether this drug is excreted in human milk. Because many drugs are excreted in human milk and
because of the potential for serious adverse reactions in nursing infants from VICODIN/VICODIN E5 Tablets, a decision should be made whether to discontinue nursing or to discontinue the drug, taking into account the importance of the drug
tothe mother. Pediatric Use: Salety and effectiveness in children have not been established. ADVERSE REACTIONS: The most frequently observed adverse reactions include light-headedness, dizziness, sedation, nausea andvomiting. These
effects seem 1o be more | it in ambulatory than in bulatory patients and some of these adverse reactions may be alleviated if the patient lies down, Other adverse reactions include: Central Nervous System: Drowsiness,
mental clouding, lethargy, impairment of mental and physical performance, anxiety, fear, dysphoria, psychic dependence and mood changes, Gastrointestinal System: The antiemetic phenathiazines are useful in suppressing the nausea and
vomiting which may occur (see above), however, some phenothiazine derivatives seem 1o be .1r.|u;nml[{m|( and to increase the amount of narcotic required to produce pain relief, while other phenothiazines reduce the amount of narcotic
required to produce a given level of analgesia. Prolonged administration of VICODIN/VICODIN ES Tablets may produce constipation. Genitourinary System: Ureteral spasm, spasm of vesical sphincters and urinary retention have been
reparted. Respiratary Depression; Hydiocadone bitartrate may produce dose-related respiratory depression by acting directly an the brain stem respiratory center, Hydrocodone also affects the center that controls respiratory thythm, and
may produce iregular and periodic breathing, If significant respiratory depression occurs, it may be antagonized by the use of naloxone hydrochloride. Apply other supportive measures when indicated. DRUG ABUSE AND DEPENDENCE:
VICODIN/VICODIN ES Tablets are subject to the Federal Controlled Substance Act (Schedule ). Psychic dependence, physical dependence, and tolerance may [Il‘vl-rup upon  poised March 1992 5890
repeated administration of narcotics; therefore, VICODIN/VICODIN ES Tablets should be prescribed and administered with caution, OVERDOSAGE : Acetaminophen Signs and YRGBl

Symptoms: In acute acetaminophen overdosage, dose-dependent, potentially fatal hepatic necrosis is thee most serious adverse effect. Renal tubular necrosis, hypoglycemic

coma, and thrombocytopenia may also occur. Early symptoms fallowing a patentially hepatotoxic overdose may include: nausea, vomiting, diaphoresis and general malaise

Clinical and laboratory evidence of hepatic toxicity may not be apparent until 48 to 72 hours post-ingestion. Hydrocodone Signs and Symptoms: Serious overdose with

hydrocodone is characterized by respiratory depression (a decrease in respiratory rate andfor tidal volume, Cheyne-Stokes respiration, (cyanosis), extreme somnolence progress- — Knoll Pharmaceutical Company

ing to stupor or coma, skeletal muscle flaccidity, cold and clammy skin, and sometimes bradycardia and hypotension, In severe overdosage, apnea, circulatory collapse, cardiac 30 North Jetlerson Road

arest and death may occur Whippany, New Jersey 07981
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BRIEF SUMMARY (FOR FULL PRESCRIBING INFORMATION AND PATIENT INFORMATION, SEE PACKAGE CIRCULAR.)

Indications and Usage

Ismo is indicated for 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 ) o =

Isosorbide mononitrale is the major active metabolite of isosorbide dinitrate; most of the clinica! 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 [smo is the same in healthy young adults, in patients with various degreas of renal,

hepatic, or cardiac dysfunction, and in the elderly.

Several well-controlled studies have demonstrated that active nitrates were indistinguishabte from placebo afier 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 thei¢

antianginal efficacy restored.

The drug-free interval suflicient to avoid tolerance to isosorbide mononitrate is not completely defined. The only regimen shown to avold

development of tolerance with isosorbide mononitrate involves two daily doses of [smo tablets given 7 hours a?art. sothereisa ?ap 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 istent with those obtained for other organic nitrates.

The same twice-daily regimen of ismo tablets successfully avoided significant rebound/withdrawal effects. Ia studies of other nitrates,

the incid and de of such ph appear 1o be highly dependent upon the schedule of nitrate administration.

Contraindications

Allergic reactions are extremely rare, but do occur. Ismo is contraindicated in patients allergicto it.

Warnings

Because the effects of Ismo are difficult to terminate rapidly and have not been established In patients with acute myocardial infarction

(Mt} or congestive heart failure (CHF), this drug is not recommended in these patients. )t tsmo is used in these patients, careful clinical

or hemodynamic menitoring is required to avoid the hazards of hypotension and tachycardia.

Precautions

GENERAL .

Severe hyfolension. particularly with upright posture, may occur with even small doses. Therefors, 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 hypertrophic cardiomyopathy.

INFORMATION FOR PATIENTS )

Tell patients they must carefully follow the prescribed dosing schedule (2 doses taken 7 hours apast) 16 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 mar be associated with simultansous loss ot antianginal

efficacy. Headaches may be treated with aspirin and/or acetaminophen without affecting the antlarginat activity of Ismo.

Light-headedness on standing, especially just after rising from a recumbent or seated position, may occur. This may be more frequentin

patients who have consumed alcohol.

DRUG INTERACTIONS . .

Vasodilating effects of Ismo may be additive with those of other vasodilators, especially alcohal.

Marked symptomatic orthostatic hypotension has been reported when calcium channet blockers and crganic nitrates were used in
bination. Dose adj of either class of agents may be necessary.

CARCINOGENES!S, MUTAGENESIS, AND IMPAIRMENT OF FERTILITY

No carcinegenic etfects were observed in mice o rats exposed o oral 1Ismo, 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

6 Controlled U.S. Studies 82 Clinical Studles
Dose Placebo 20 mg {varied)
Patients 204 219 3344
Headache 9% (0%) 38% (9%} 19% {4.3%)
Dizziness 1% _{0%) 5% (1%) 3% _(0.2%)
Nausea, Vomiting <1% {0%) 4% (3%} 2% (0.2%)

* Some individuals discontinued tor multiple reasons

Fewer than 1% of patients reported each of the following (in many cases a causal relationship is uncertain): Cardiovascular; angina pecloris,

arrhythmias, atrial fibriltation, hypotension, palpitations, postural hypotension, premature ventricular contractions, supraventricular tachycardia,

syncope. Dermalofogic; pruritus, rash. Gastrointestinal, abdominal pain, diarrhea, dyspepsi, tenesmus, 10oth disorder, vomiting. Genilourinary;

dysuria, impolence, urinary frequency. Miscellaneous, asthenia, blurred vision, cold sweat, diplopia, edema, malaise, neck stifiness, rigors.
usculoskeleta), arthralgia. Neurologic, agitation, anxiety, contusion, dyscoordination, hypoesthesia, hypokinesia, increased appetite, insomnia,

nervousness, nightmares. Respiratory. bronchitis, pneumonia, upper fespiratory 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 pooting, reduced cazdiac output and

hyp ion, Symp may include i intracranial p , with aqz or all of persistent throbbing headache, confusion, and moderate

fever; vertigo; palpilations; visual disturbances; nausea and vomiting (possi lr with colic and even bloo { diarrhea’; syncope w\espﬂcaally with

upright poslureg; air hunger and dyspnea, later followed by reduced ventilatory elfort; 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 trom the body; dialysis is

ineffective. Hyp i iated with Ismo overdose results from venodilatation and arterial hypovolemia; therefore, direct therapy foward an

increase in central fiuid volume. Use of arterial vasoconstrictors {eg, epinephring) is likely to do more harm than gaad. 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 sidg efiect of 1smo. There are case

reports of signiticant methemoglobinemia in association with moderate overdoses of organic nitrates. None of the aftected patients had been thought

to be unusually susceptible. Suspect the diagnosis in patients who exhibil signs of impaired oxyﬂen delivery despite adequate cardiac output and

adequate arterial p0,. Classically, methemoglobinemic blood is chocolate brown, without color thange on exposure 10 air. The treatment of choice

for methemoglobinemia is methylene blue, 1-2 mg/kg intravenously.

DOSAGE AND ADMINISTRATION ) )

The recommended regimen of Ismo tablets is 20 mg (one lablet) twice daily, with the two doses givan 7 hours apar!. For most patients, this can be

accomﬂhsheo by taking the first dose on awakening and the second dose 7 hours later. This dosing regimen provides a daily nitrate-free interval 1o

avoid the development of refractory tolerance (see Clinical Pharmacology). -

Well-controlled studies have shown that tolerance to [smo lablets is avoided when using the twice daily regimen in which the two doses are ?iven 7

hours apart. This regimen has been shown to have antianginal sfficacy beginning 1 hour after the first dose and lasting at ieast 5 hours after the

second dose. The duration (it any) of antianginal activity beyond 12 hours has not been studied; large controlled studies with ather nitrates suggest

that na dosing regimen should be expected to pravide 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, Gl 4127-1, Issued January 10, 1992.
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(DIRECTOR, EMPLOYEE HEALTH )
SERVICE/FACULTY POSITION-

The Bowman Gray School of Medicine of Wake
Forest University and North Carolina Baptist
Hospitals, Inc, seeks a Medical Director of their
combined Employee Health Service. The
successful candidate will supervise an
administrative manager, physician assistant and
a staff of nurses to provide comprehensive
occupational health services to over 8,500
employees. Responsibilities for this full-time
faculty position may include program
development, administration, clinical cars,
teaching and research. Academic appointment
will be commensurate with level of experience in
the department most allied with the candidate’s
interest and qualifications BC/BE in occupational
medicine is desirable. Experience in primary care
or occupational medicine is essential.

Send CV'to:

Dr. Josaph Konen,

Chair, Employee Health Medical Director

Search Committes,

Depariment of Family and Community Medicine,
The Bowman Gray School of Medicine,

Medical Center Bivd. Winston-Salem, NC 27157
(919) 748-4982.

BGSM and NCBH are Equal Employment

Opportunity/Affirmative Action Employers.

Lake Tahoe, Nevada
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Lake Tahoo, Novada )
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Infectious Diseases Update
for the
Primary Care Physician
January 14-17, 1993
Hyatt Regency Lake Tahoe Resort and Casino
Lake Tahoe, Nevada ?3 ;

Presentations
! and Ju
Interactive Workshops
on AIDS and HIV Related
Diseases and The Diagnosis &
Management of Common
Infectious Diseases

Accreditation
Approved for 15 hours of Category I (AMA-PRA)
Program Faculty
«Merle Sande, M.D.
«Russell W, Steele, M.D,
«Richard D. Clover, M.D.
«Mark G. Martens, M.D,
«James A. Reinarz, M.D.

For More Information
Call Jill Termini or Rhonda Bailes,
The University of Texas Medical Branch,
800-437-7186 or 409-772-7834.
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CME
AMT Video Digest

Earning CME used to mean the hassle of travel, and time away from
home. But times have changed. American Medical Television has just
made CME a lot more convenient for you, AMT Video Digest lets you
earn CME credit on your own schedule, at home, in the office —
virtually anywhere there's a VCR. AMT Video Digest is designed for
all physicians regardless of specialty.

Two Hours of CME Credit Every Month

AMT Video Digest presents the best of American Medical Television
— medical news, clinical advances, specialty meeting highlights,
legislative updates, practice management information — convenient,
condensed, commercial-free, on videocassette.

Cost-effective and Convenient

AMT Video Digest is a monthly VHS videocassette worth 2 credit
hours of CME. The American Medical Association has designated
AMT Video Digest for 24 hours of CME credit yearly toward comple-
tion of the AMA Physician's Recognition Award. All at a fraction of
what other CME programs cost, with the added convenience of
studying at home,

Owning your personal video medical library means you can schedule
CME to fit your lifestyle. Review programs as often as you like. You
can even share them with your colleagues.

Twelve Hours of CME for $115

A six month subscription to AMT Video Digest is available to AMA
members for $116 (non-members $135). That's less than $10 a credit
hour.

Order your subscription to AMT Video Digest now. Your next continu-
ing medical education program can be as close as your VCR and as

m convenient as clicking a button.
AMERICAN Call toll free to order 800 398-CNBC and specify Digest Offer #555.

MEDICAL

American Medical Association
Physicians dedicated to the health of America

TELEVISION

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



In mild fto moderate bacterial infections*
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~ PINPOINTS,
PENETRATES,
PREVAILS

Full-course antibiotic therapy
with just 5 once-daily doses
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260-mg
capsules

Please See adjacent page for brief summary of prescribing information.

* Due to susceptible strains of indicated organisms.
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Brief 3y
Cumllﬂu!bn Patients who have had allergic reactions to
NAPROSYN, ANAPROX or ANAPROX DS or in whom aspirin or
othot NSAllis induce the syndrome of asthma, rhinitis, and nasal
K” Because anaphylactic reactions usually occur in patients
a history of such reactions, question patients for asthma,
nasal polyps, urticaria, and hypotension associated with NSAIDs
More slanlno lheuﬁ,y It such symptoms occur, discontinue the
druy us GI loxicit{ such as bbaudmg. ulceration,
and porfounon can occur at MK ime, with or without warning
sm\ptoms in patients treated chranically with NSAIDs. Remain
1 for ulcmlion and bleeding in such patients even in the
absence of previous Gl tract symptoms. In clinical trials, symp-
tomatic upper Gl uicers, gross bleeding or perforation appear to
occur in imately 1% of patients treated for 3- smont . and
in about 2-4% of pa(yionts treated for one year. inform pahents
about the signs and/or symptoms of serious Gl toxicity and what
steps to take if they ocuur tudies have not identified any subset
of patients not at risk of developing peptic uiceration and b(eeau:&
Except for a prior history of serious Gi events and other
factors known o be associated with peptic ulcer disease, Such as
alcoholism, smoking, etc., no risk factors (e &b sex) have
been associated with increased risk. Elderly or debilitated patients
sesm to tolerate uiceration or bleeding less well than others and
most spontaneous reports of fatal GI events are in this population.
In considering the use of relatively large doses éwixhln the recom-
mdoldmao&m ranPe). sumclont bonoﬂ'l stlwul be amic-patad 18
oxici
NOT GIVE MPROSVN’ NAPROX EN CON OMITANTLY WITN
ANAPROX® (NAPROXEN SODIUM D8
%APROXEN DIUM SINCE THEY BOTH CIRCULATE IN PLASMA
€ NAPROXE| ANION Aoulo lmerstmal nephritis with hema-
turia, proteinuria, and nephrotic syndrome has been reported.
Patients with lrn?almd renal funcllon heart failure, liver dys!unc-
tion, patients taking diuretics, and the elderty are at greater risk of
overt renal decompensation. It this occurs, discontinug the drug.
Use with caution and monitor serum creatinine and/or creatinine
clearance in Pallonts with slunmcamly impaired renal function.
Use caution in patients with baseline creatinine clearance less
than 20 mL/minute. Use the fowest effective dose in the elder! \x
in patients with chronic alcoholic liver disaase or cirrhosis. With
NSAIDs, borderline elevations of liver tests may occur in up to
15% of patisnts. They ma‘ progress, remain unchanged, or be
with of SGPT or SGOT
occurred in controlied clmical rials in less than 1% of patients.
Severe hepatic reactions, including jaundice and talal hepatitis,
have been reported tarely. If liver J'isusc it systemic
manifestations occur Se ¢.. eosinophilia or rash). dascomlnue ther-
apy. It steroid dosage is reduced or eliminated during therapy, do
50 slowly and observe patients closely for adverse effects, includ-
ing adrenal insufficiency and ion of arthritis
Determine hemoglobin values periodically for patients with initial
values of 10 grams of less who receive long-term therapy. Periph-
eral edema been reported. Therefore, use with caution in
patients with fluid retention, hypestension or heart failure. The
drugs antipyretic and anti-inflammatory activities 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
Sus| anslon conmns 8 m SA?/mL of sodium. Information for
Pat effects of NSAIDs can cause discomfort and, ram
there are mom serious side effects, such as Gi bleeding, whi
may result in l\osnilallzanun and even fatal outcomes. Physlclans
may wish to discuss with patients the potential risks and likely
benetits of NSAID treatment, particularly when muw used for
less serious conditions where treatment without Ds may be
an acceptable alternative. Patients should usa caution 101 activi-
ties requiring alertness if th di
vertigo or depression during therapy. Tosts: Because
serlous Gl tract ulceration and bleeding can occur without warn-
ing symptoms, follow chronically treated gatlents for signs and
symptoms of these and inform them of the importance of this
{ollow-up. Drug Interactions: Use caution when giving concomi-
tantl wllh coumarin-type anticoagulants; a hydantoin, sulton-
amide or sull lurea; furosemide; Ilthmm beu blockurs
hotrexat e
u? docruse ion and Noodma
time or increase unrmy values katooemc steroids. T
mily stop therapy for 72 hours before doing adrenal function
dmx may interfere with urinary of SHIAA. Car
w&ci 2-yaav rat studyastwedbo | gen of carcino-
ty. ry not use during nancy
%nless clearly n Am use during late p ‘"ﬁm-.
Mothers: Avoid use in nursing mothers. : Single
doses of 255 m?ak?. with total danl dose not exceeding 15
ara sale in children om years of age. Adverss
: In a study, Gl reactions were more frequent and severe
in rheumatoid arthritis patients on 1,500 mg/day than in those on
750 mu/d In studies in children with juvenile arthritis, rash and
rolon, Ioodln llmos weare more frequent, Gl and CNS reac-
ions about the same and other reactions less trequent than in
adults. Incidence Greater Than 1%; Probabte Causal Relationship:
Gl: The most lmquam complalnts remad 10 the GI tract: consupa-
tion; heartburn’ abdominal Jn nausea;
stomatitis. CNS: headache® dizziness® drowsiness: hum-headod-
noss vomoo Dumldooic Ilchino (pruritus)’ skin eruptions.
> sweating, purpura. Senses: tinnitus hear-
inu Islurbances visual disturbances. Cardiovascular: edema’
Ipitations. General thirst. Incidence Less Than 1%;
usal Relationship: GI: abnormal liver function tests,
cotltis Gl bleeding and/or perforation, hematemesis, jaundice,
popuc ulceration with bleeding and/or perforation, vomit-
?Ionmumuop ritis, hematuria, hyperkalemia, inter-
st lal nephr tis, nophmnc syndrome, renal disease, renal failure,
renal papillary g , 80Sing-
philia, ! leuk topenia. CNS:
, dream abnormalities, mabmty to concenttate insom-
nla, malaise, myalgla and muscie wea malolofic alope-
ch photosensitive dermatitis, skin rishes Speci
hwino impairment. Cardiovascular: conoesnve heart lallum

ral:
reactions, menstrual disorders, pyrexia chllls and taver) Causal
Relationship Unknown:
anemia. Cl dysfu nction. Derma

Hematologic:

: aseptic meningitis, cuun

oqlc epldormal necrolysis, erythema multiforme, pholoson»

Itlvity reactions resembling porphyria cutanea tarda and

molysis bullosz, Stevens-Johnson syndrome, urticaria. GI:

tic G ulceration, ulcerative stomatitis, Cardiovascul la.
vnswllis General: anglomum(lc edema, hypergl ia,

am have drowsiness, heartburn, indiges-

nwsu vomiting. A tients have had seizures. Empty

stomach and use Use usual supi ivnmusums In animals 0.5 g/kg

e L Tl
thout tion. See

age insert for tull Prescribing inf prescrp pack

*Incidence of reported 3I%-9%. :] j

Where unmarked, incidence less than 3%. psbuiiundy
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