The JNC now

recommends

Today’s hypertensives

with new concerns... 5
selective

alpha-blockers

as a first choice'

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 mesylate) Tablets
Briet of Information
INDICATIONS AND USAGE

CARDURA (doxazosin mesylate) is indicated for the treatment of
hypertension. CARDURA may be used alone or in combination with
diuretics or beta-adrenergic blocking agents. There is limited
experience with CARDURA in combination with angiotensin
converting enzyme inhibitors or calcium channel blockers.
CONTRAINDICATIONS

CARDURA is contraindicated in patients with a known sensitivity to
quinazolines (e.g. prazosin, terazosin).

WARNINGS

Syncope and “First-dose” Effect:

Doxazosin, like other alpha-adrenergic blocking agents, can cause
marked hypotension, especially in the upright position, with
syncope and other postural symptoms such as dizziness. Marked
orthostatic effects are most commaon with the first dose but can
also occur when ihere is a dosage increase, or if therapy Is
Interrupted for more than a few days. To decrease the likelihood of
excessive hypotension and syncope, it is essential that treatment
be initiated with the 1 mg dose. The 2, 4, and 8 mg tablets are not
Tor initial therapy. Dosage should then be adjusted slowly (see
DOSAGE AND ADMINISTRATION section) with increases in dose
every two weeks. Additional antihypertensive agents should be
added with caution.

Patients being litraled with doxazosin should be cautioned lo
avoid situations where injury could result should syncope occur.

In an early investigational study of the safety and tolerance of
Increasing daily doses of doxazosin in normotensives beginning at
1 mg/day, only 2 of 6 subjects could tolerate more than 2 mg/day
without experiencing symptomatic postural hypotension. In another
study of 24 healthy normotensive male subjects receiving 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 necessitating termination of the study. In
this study 2 of the normotensive subjects experienced syncope.
Subsequent frials 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 titration 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% (8/864) occurred at 16 mg/day.

I syncope oceurs, the patient should be placed in a recumbent

on and Ireated supportively as necessary.

ECAUTIONS
General
1. Orthostatic Hypotension:
While syncope is the most severe orthostatic effect of CARDURA,
other symptoms of lowered blood pressure, such as dizziness,
lightheadedness, or vertigo, can occur, especially at initiation of
therapy or at the time of dose Increases. These were common in
clinical trials, occurring in up to 23% of all patients treated and
causing discontinuation of therapy In about 2%.

In placeba controlled titration trials orthostatic effects were
minimized 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 effects in patients given 8 mg or more, 10%,
compared to 5% at 1-4 mg and 3% in the placebo group.

Patients in occupations in which orthostatic hypotension could be
dangerous should be treated with particular caution,

If hypotension occurs, the patient should be placed in the supine
position and, if this measure is inadequate, volume expansion with
Intravenous fluids or vasopressor therapy may be used. A transient
hypotensive is not a contraindication to further doses of
CARDURA.

2. Impaired 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, There is no controlied
clinical experience with GARDURA in patients with these conditions.
3 eutropenia:

Analysis of hematologic data from patients receiving CARDURA in
controlied clinical trials showed that the mean WBC (N=474) and
mean neutrophil counts (N=419) were decreased by 2.4% and 1.0%
respectively, compared to placebo; a phenomenon seen with other
alpha blocking drugs. A search through a data base of 2400 patients
revealed 4 in which drug-refated neutropenia could not be ruled out,
Two had a single low value on the last day of treatment. 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 symptomatic 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 5, especially at the initiation of therapy, and
urged to avoid 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 occur during initiation of
doxazosin therapy. They should also be advised of the need to sit or
lie down when symptoms of lowered blood pressure occur, although
these symptoms are not always orthostatic, and to be careful when
rising from a sitting or lying position. If diziness, lightheadedness,
or palpitations are bothersome they should be reported to the
physician, so that 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 (98%) of plasma doxazosin is protein bound. /n vitro data in
human plasma indicate that CARDURA has no effect on protein
binding of digoxin, warfarin, phenytoin or indomethacin. There is no
Information on the etfect of other highly plasma protein bound drugs
on doxazosin binding. CARDURA has been administered without any
evidence of an adverse drug interaction to patients receiving thiazide
:Iureﬂ. beta blocking agents, and nonsteroidal anti-inflammatory
rugs.
Cimetidine:
In a placebo-controlled trial in normal volunteers, the administration
of a single 1 mg dose of doxazosin on day 1 of a four-day regimen of
oral cimetidine (400 mg twice daily) resulted in a 10% increase in
mean ALC of doxazosin (p=0.006), and a slight but not statistically
significant increase in mean Gy, and mean half-fife of doxazosin.
The clinical significance of rhis Increase in doxazosin AUC is
unknown.
Drug/Laboratory lest inferactions:
None known.
Cardiac Toxicity in Animals:
An increased incidence of myocardial necrosis or fibrosis was
displayed by Sprague-Dawley rats after 6 months of dietary
administration at concentrations calculated to provide 80 mg
doxazosin‘kg/day and after 12 months of dietary administration at
concentrations calculated to provide 40 mg doxazosin/kg/day (150
times 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 doxazosin/kg/day for
18 months. No cardiotoxicity was observed at lower doses (up to 10
or 20 mg/kg/day, depending on the study) in either species. These
lesions were not observed atter 12 months of oral dosing in dogs
and Wistar rats at maximum doses of 20 mg/kg/day and
100 mo/kg/day, respectively. There is no evi that similar lesions
occur in humans.
Carcinogenesis, Mutagenesis and Impairment ol Fertility:
Chronic dietary administration (up to 24 months) of doxazosin
mesylate at maximally tolerated concentrations (highest dose
40 mg/kg: about 150 times the maximum recommended human
dose of 16 m/60 kg) revealed no evidence of carcinogenicity in rats.
There was also no evidence of carcinogenicity in a similarly
conducted study {up to 18 months of dietary administration) in mice.
The mouse study, however, was compromised by the failure to use a
maximally tolerated dose of doxazosin,

Mutagenicity studies revealed no drug- or metabolite-related effects
at either chromosomal or subchromosomal levels.

Studies in rats showed reduced fertility in males treated with
doxazosin at oral doses of 20 (but not 5 or 10) mg/kg/day, about 75
times the maximum recommended human dose. This effect was
reversible within two weeks of drug withdrawal,

Pregnancy

Teratogenic Etfects, Pregnancy Category C. Studies in pregnant
rabbits and rats at daily oral doses of up to 41 and 20 mg/kg,
respectively (154 and 75 times the maximum recommended daily
dose of 16 mg, assuming a patient weight of 60 kg), have revealed
no evidence of harm to the fetus. A dosage regimen of 82 mg/kg/day
in the rabbit was associated with reduced fetal survival. There are no
adequate and well-controlled studies in pregnant women. Bacause
animal reproduction studies are not always predictive of human
response, CARDURA should be used during pregnancy only If clearly
needed.

Radioactivity was found to cross the placenta following oral
administration of labelled doxazosin to pregnant rats.
Nonteratogenic Effects. In peri-postnatal studies in 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 appearance of anatomical features and reflexes.

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 @ 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 exercised when CARDURA is administered to
a nursing mother,

Pediatric Use

Salety and effectiveness in children have not been established.
ADVERSE REACTIONS

GARDURA has been administered to approximately 4000 patients, of
whom 1679 were included in the clinical development program. In
that program, minor adverse effects were frequent, but led to
discontinuation of treatment in only 7% of patients. In placebo-
controlled studies adverse effects occurred in 49% and 40% of
patients 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,
malaise/fatigue, and some heart rate disturbance, each about 0.7%.

In controlled clinical trials directly comparing CARDURA to placebo
there was no significant difference in the incidence of side effects,
excepl for dizziness (Including postural), weight gain, somnolence
mg t:aﬁuusfmala;se‘ . Postural effects and edema appeared to be dose
related.

The prevalence rates presented below are based on combined data
from placebo-controlled studies involving once daily administration
of doxazosin at doses ranging from 1-16 mg. The following
summarizes those adverse experiences (possibly/probably refated)
reported for patients in these studies where the prevalence rate in the
doxazosin group was at least 0.5% or where the reaction is of
particular interest.

Adverse reactions during placebo-controlled studies with
doxazosin (r=339) and placebo (n=336), respectively:
Cardiovascular—Dizziness: 19% and 9%; Vertigo: 2% and 1%:
Postural Hypotension: 0.3% and 0%; Edema: 4% and 3%;
Palpitatiom. 2% and 3%, Arrhythmia; 1% and 0%; Hyp fon: 1%
and 0%; Tachycardia: 0.3% and 1%; Penpheral fschemia: 0.3% and 0%,
Skin Appendages—Rash: 1% and 1%, Prurftus: 1% and 1%
Musculoskeletal—Arthraigia’Arthritis: 1% and 0%; Muscle
Weakness: 1% and 0%; Myalgia: 1% and 0%; Central & Peripheral
N.5.—Headache: 14% and 16%; Paresthesia: 1% and 1%; Kinetic
Disorders: 1% and 0%; Ataxia: 1% and 0%:; Hyperfonia: 1% and 0%;
Muscle Cramps: 1% and 0%; Autonomie—Mouth Dry: 2% and 2%;
Flushing: 1% and 0%; Special Senses—Vision Abnormal: 2% and
1%; Conjunctivitis/Eye Pain; 1% and 1%, Tinnitus: 1% and 0.3%;
Psychiatric—Somnolence: 5% and 1%, Nervousness: 2% and 2%;
Depression: 1% and 1%; Insomnia: 1% and 1%; Sexual Dysfunction:
2% and 1%; Gastrointestinal—Nausea: 3% and 4%; Diarrhea: 2%
and 3%, Constipation: 1% and 1%, Dyspepsia: 1% and 1%;
Flatulence: 1% and 1%, Abdominal Pain: 0% and 2%; Vamiting: 0%
and 1%; Respiratory—#Rhinitis: 3% and 1%:; Dyspnea: 1% and 1%;
Epistaxis: 1% and 0%, Urinary—Polyuria: 2% and 0%, Urinary
Incontinence: 1% and 0%; Micturation Frequency: 0% and 2%,
General—Fatigus/Malaise: 12% and 6%; Chest Pain: 2% and 2%;
Asthenia: 1% and 1%, Face Edema: 1% and 0%; Pain. 2% and 2%

Additional adverse reactions have been reported, but these are, in
general, not distinguishable from symptoms that might have
occurred In the absence of exposure to doxazosin, The following
adverse realzlmns uccurred with a Imnuenl:y of between 0.5% and
1%: d sweating, agitation, increased
wemhl The fullamnu additional adverse reactions were reported by
<0.5% of 3960 patients who received doxazosin in controlled or
open, short- or long-term clinical studies, including international
studies. Cardiovascular System; angina pectoris, myocardial
Infarction, cerebrovascular accident; Autonomic Mervous System:
pallur. Me.tabahc thirst, gout, hypokalemia; Hematopoietic:

ithy, p Reprod System: breast pain; Skin
Disorders: alopecia, :Iry skin, eczema, Central Nervous System.
paresis, tremor, twitching, confusion, migraine, impaired
concentration; Psychiatric: paroniria, amnesia, emotional lability,
abnormal thinking, depersonalization; Special Senses: parosmia,
earache, taste pervarsion, photophobia, abnormal lacrimation:
Gastrointestinal System: increased appetite, anorexia, fecal
incontinence, gastroenteritis; Respiratory System: bronchospasm,
sinusitis, coughing, pharyngitis; Urinary System: renal calculus;
General Body System: hot flushes, back pain, infection, fever/rigors,
decreased weight, influenza-like symptoms.

CARDURA has not been associated with any clinically significant
changes in routine biochemical tests. No clinically relevant adverse
effects were noted on serum potassium, serum glucose, uric acid,
blood urea nitrogen, creatinine or liver function tests. CARDURA has
been associated with decreases in white blood cell counts (See
Pracautions).

OVERDOSAGE
No data are available in regard to overdosage in humans.

The oral LDsg of doxazosin is greater than 1000 mg/kg in mice and
rats. The most likely manifestation of overdosage would be
hypatension, lor which the usual treatment would be intravenous
infusion of fluid. 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 given once daily. This
starting dose is intended to minimize the frequency of postural
hypotension and first dose syncope associated with CARDURA.
Postural effects are most likely to occur between 2 and 6 hours after
a dose. Therefore blood pressure measurements should be taken
during this time period after the first dose and with each increase in
dose. Depending on the individual patient’s standing blood pressure
response (based on measurements taken at 2-6 hours postdose and
24 hours postdose), dosage may then be increased to 2 mg and
thereafter if necessary to 4 mg, 8 mg and 16 mg to achieve the
desired reduction in blood pressure. Increases in dose beyond
4 myg increase the likelihood of excessive postural effects
including syncope, postural dizziness/vertigo, postural
:,pnmnlnn. At a litrated dose of 16 mg once dally the frequency
postural effects is about 12% compared to 3% for placebo.

Mora detailed professional information available on request.
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The ARCHIVES OF FAMILY MEDICINE (1SSN 1063-3987) is published monthly
by the American Medical Association, 515 N State St. Chicago, IL 60610, and is
an official publicarion of the Association. Application to mail at second-class post-
age rates Is paid at Chicago and at the additional mailing offices. GST registra-
tion number R126 225 556, Printed in the USA,

SUBSCRIPTION RATES—The subscription rates for the ARCHIVES OF FAMILY
MEDICINE are as follows: $95 for 1 year, $173 for 2 years in the United States
and US possessions; other countries, one vear, $130; 2 years, $243. (Rates for
subscriptions for delivery to Japan or South Korea are available through exclu-
sive agents—contact publisher.) Special rates for residents and medical students
in the United States and US possessions are available. Address inquiries to Sub-
scriber Services Center, American Medical Association, 515 N State St, Chicago.
IL 60610. Phone (B00) 262-2350, Fax: (312) 464-5831, For mailing addresses
outside the US and US possessions, see Foreign Subscription Information,
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service. Include bath old and new addresses, a recent mailing label, and new ZIP
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FOREIGN SUBSCRIPTION INFORMATION—Subscriptions outside the United States
and US possessions are served according to geographic region. Please address
‘correspondence to the following three offices based on delivery address: 1) For
delivery in North America, Central America, and South America, contact
Subscriber Services, AMA, 515 N State 5t, Chicago, 1L 60610, phone: (312) 760-
7827, fax; (312) 464583 1; 2) For delivery in the United Kingdom, contact Pro-
fessional & Scientific Publications, BMA House, Tavistock Square, London WC1H
9JR, England, phone: 44-071-383-6270, fax: 44-071-383-6402; 3) For delivery
in all pther countries, contact JAMA and Archives Reader Services Centre, Karl-
Mand-Strasse 2, D-36070 Koblenz, Germany, phone: 49-261-80706-53, fax: 49-
261-80706-54.

REPRINTS—Authors place their reprint order at the time the edited typescript is
reviewed and should allow 4 106 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 [or commercial distribution please contact Mark Kuhns,
600 Third Ave, New York, NY 10016. phone (212) 867-6640, fax (212) 053-
2497, For reprint orders in limited quantities for educational distribution please
contact Rita Houston, 515 N State St, Chicago, 1160610, phone (312) 464-2512,
fax (312) 464-5835.
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RELAFEN

. NABUMETONE

RELAFEN"

brand of nahumeu:me

See infs ion in SmithKline Beecham Pharmaceuticals literature or PDR. The
following h & brief summary.

CLINICAL PHARMACOLOGY: felafenis & it y drug (NSAID) that exhitits anti-inf
tory, analgesic and antipyretic properties in :d!armawlonlc studies. As with other nonsteroidal anti-inflammatory
agents. its mode of action is not known However, the ability to inhibit prostaglandin synthesis may be invalved in the
anti-inflammatory affect.

The: parent compound is a prodrug,
2-naphthylacetic acid (BMNA), & man: mhlhrtﬂr of nmslaglandm s\mrhesus

10 the active compoanant, 6-mathoxy:

INDICATIONS AND USAGE: Acute and chionic of signs and sy of and rh d
ﬂ.l'ﬂﬂ'ltl!

CONTRAINDICATIONS: Patients (1) wh Iy exhibited h toit; 12} in whaotm Aelafen, aspirin
or other NSAIDs induce asthma, urticaria or other allesgic-type reactions

WARNINGS: Remain alert for g treatad ly. even in the absence of previous.

G tract symptoms.

In controlled clinical trials involving 1,677 patients treated with Relafen (1,140 followed for one year and 327 for two
years), the cumutative incidence tic ulcers was 0 3% (95% C 0%, 0,6%] at three to six months, 0.5%{95% CL.
0.1%. 0.9%) ar one year-and 0,8% (85% CI, 0.3%, 1.3%) at two years. Inform patients of the signs and symptoms of
senious B.1. toxicity and what steps to take if they occur. In patients with active peptic ulcer, weigh the benefits of
Relafen therapy against possible harards. institute an appropriate uicer trestment regimen and mondtor the patients”
progress carefully

Inconsidering the use of ralatively large doses (within the
to offset the potential increased nsk of G1. toxicity

PRECAUTIONS: Becauss hapatic of Aelaf

generally necessary in patients with ranal insufficiency, However, as with all NSnIUrs monitor patients with Nll?alfed

renal function more closely than patients with normal renal funcrion

Evaluate patients with svmplmns and/or sagns suggesllng Tiver dystugetion. or in whom an abnormal liver 1est has

pccurred, for evidence of the of hepatic reaction while on Refafen therapy. If abnormal liver

tests persist of worsen, il clinical signs and symptoms consistent with |iver disease develop, of if SVSIBMIC
nocut (eg, hilia, rash, etc |, discontinue Refafen Use vith severe

hepatic impairment

dosage range|. anticipate beneht sufficient

As with ather NSAIDs. use Aefafen cautiously in patients with & history of congy heart failure, fyp or
other conditions pradisposing 1o fluld retention
Basedon U V. light itivity testing, Aelaf: asson h s A than might

be expectad based on skin tanning types

Physicians may wish to discuss with their patents the patential nisks {see WARNINGS, PRECAUTIONS and ADVERSE
REACTIONS) and likely benefits of NSAID weatment, particularly when the druﬁ ane used fof Iess senous conditions
where treatment without NSAIDs may represent an acceptable altermative to both the patient and the physician
Exercise caution whan admirustenng Relafen wih wartann since interactions have been seen with other NSAIDs

ln two-yeas studies conducted in mice and rats. nabumetone had no stanstcally-sigmificant wmongenic. etfect
did nat show potential in the Ames test and mouse mictonucieus test in wvo. However,

nabumetone- and BMNA-treated lymphocytes m culture showed chromosomal aberrations at B0 meg/mL and highes

concentrations (equal to the average human exposure 1o Aelafen at the maximum recommended dose)

Nabumetone did not impair tertility of male or female rats treated orally at doses of 320 mg/ka/day before mating

Pregnancy Categary C Nabumetone did not cause any teratogenic effect in rats fiven up o 400 mg/kg and in rabbits
up o 300 mg/kg orally. However, increased post loss was d in rats at 100 ma/kg orally and at
hsgher doses (equal to the average human exposure to BMNA at the maxmum recommended human dose). There are
noadequate, well-controlled studies in pregnant women Use the drug during pragnancy only if clearly needed, Because
of the known etféct of prostaglandin-synthesis:inhibiting drugs on the human fetal cardipvascular system closure of
ductus aneriosus) use of Relafen during tha third trimester of pregnancy is not recommended
The etfectsof Ay labor and del are not known . Aswith othes drugs known to inhibit prostaglandin
synthesis, an increased incidence of d\lslucla and delayed parturition occutred in rats treated throughout pregnancy
It is not known whether oritg are excreted in human milk, however, BMNA is e:traied in the
milk of lactating fats. Because of the possible adverse effects of gl 0 drugy
Relaten is not tecommended for Use in nursing mothers
Satety and efficacy in children have not been established
Df the 1,677 patients in LS. climcal studies who were treated with Refafen, 411 patients (24%) were 85 years of age
or pider, 22 patients [1%] wera 75 years of age or older No overall differences in efficacy or gatety were obsarved
between these older patients and younger anas. Similar results were observed in & one-year. non-LLS. postmarketing
survaillance study of 10,800 Aelafen patients, of whom 4,577 patients (42%) werg B5 years of age or older
ADVERSE REACTIONS: Incidence >1%—Probably Causally Related—0Oiarhea [14%) dyspepsia [13%]
b | pain {12%), *, Hlatulence®, nausea®, positive stool guaiac”, dry mouth, gastritis, stomatitis
voumiting, dizziness®, headache® I.atlgua -nl:ieased sweating. insomnia, nervousness. somnolence, pruritus®, rash®
tinnitus”, edema®
*Incidence of reported reaction between 3% and 9% Reactions occurring in 1% 10 3% of the nat-anls are unmarked
Incid <1%—Probably y Related'—Anorenia, ch jaundice, duodenal ulcer, d . gastnc
ulcar, hfeedlng d appetite, liver function abnormalites, melana asthenia,
agltalunrl anxiety, :unlusmn depression, malaise, paresthesia, tremor, vertigo, bullous efuptions, pholosensitivity,

urticaria. pseudoporphyria cutanea tarda towic epdermal necrolysis, vasculitis, weight gain, dyspned. eosmophilic
3, fiyper y , arotamia, fyperuncemia, mterstitial nephatis, vaginal biged-

ing, vision, anaphiyi: I:an. 1 0 edema.

Incidence <1%—Causal Relationship Unk —B (C]

- INgIVITS
glossitis, pancreatitis, rectal bleeding, nig , BCNE, alopecia, ary f Stevens. Jﬂhnmsaymme
angina, arhythmia, fiypertension, myocastiial infarction cope, itis, asthma, cough.
dysuria, hematuria, impotence, renal stones. taste disorder. fever, cmlls anamia, leukopenia. granulocylopenia.
thrembocytopenia, yperglycamia, 11mkalemua waight loss
tAdvarse reactions reparted only i g &0f in the
are considered rarer and are italicized
DVERDOSAGE: If acute overdose nccuts, empty the stomach by vomiting or lavage and institute general supportive
measures as necessary Activated charcoal, up to B0 grams, may efiectively reduce nabumetone absorption
Coadministration of nabumetone with charcoal to man has resulted in 3n 80% decrease In manmum plasma
of the active metab
One ovardose occurred in & 1 7oyear-okd female patsent who had a history of jpain and was hosp for
inereased abdominal pain following ingestion of 30 Aelafen tablets (15 grams tofal], Stools were tive for occult
biood and there was no fall in serum hemoglobin concentration The patient had no other symptoms. She was given an
H-teceptor antagonist and discharged from the hospital without sequelas
DOSAGE AND ADMINISTRATION: Aacommended starting dose. 1000 m n%naisn as a singhe dose with ot without
tood. Some patients may obtain more: w!r?mma!ll: reliet trom 1500 mg to 2000 mg daily, Dosages aver 2000 mg datly
have not been studied Use the lowest effective dose for chronic treatment
HOW SUPPLIED: Yablets: (val-shaped. film-coatad. 500 mg-white, imprinted with the product name RELAFEN and
500, m bontles of 100 and 500, and in Slngle Unit Packages of 100 [intended for institytional use onlyl. 750 mg-beige.
Imprinted with the product name RELAFEN and 750, in batties of 100 and 500. and in Single Unit Packages of 1
lintended for instititional use onlvl
Store at cantrolled room temperatura (59" to B6°F) in well-closed container, dispense in light-resistant containar
500 mg 100's: NOC 0029485120 750 mg 100's: NOC D028-4852-20
500 mg 500's: NDC 0029-4851-25 750 mg 500°s: NOC D029-4852-25
500 mg SUP 100's° NDC 0029-4651-21 750 mg SUP 100°s, NOC 0029-4852-21
BRS-ALLS

. ot seen n clinical trials,

Reference:
1. Data on file, SmithKline Beecham Pharmaceuticals.

SmithKline Beecham
Pharmaceuticals

Philadelphia, PA 19101

©@SmithKline Beecham, 1993



Effective with a low
incidence of peptic ulcer’

= First and only nonacidic NSAID?

= As effective as NSAID standards for
OA and RA!

= 0.596 cumulative incidence of
peptic ulcer up to | year'

= Convenient once-a-day dosing

* Gl symptoms comparable to other NSAIDs, including diarrhea, dyspepsia,
and abdominal pain. In patients treated chronically with NSAID therapy,

serious Gl toxicity such as perforation, ulceration, and bleeding can
occur.

1 Relafen is biotransformed in the liver to the active metabolite 6-methoxy-
2-naphthylacetic acid.

Contraindicated in patients who are hypersensitive to aspirin or other
NSAIDs.

As with other NSAIDs, rare renal and hepatic reactions have been
reported. Please see precautions section of prescribing information.

Please see brief summary of prescribing information on adjacent page
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Make It Your Choice .

for a Lifetime - 2Lz D44

The recommended starting dosage for Calan SR is 180 mg once dally. Dose titration will be required in some pal:lents to acmeve blood pressure control. A lower starting
dosage of 120 rngldéz may be warranted in some patients (eg, the eiderly, patients of small stature). Dosa?es dally should-be admlﬂiﬁ:ered in divided
doses. Calan SR should be administered with food. Constipation, which is easily managed in most patients, is the most ccm'lrnonl\r reported side effect of Calan SR.

SUSTAINED-RELEASE CAPLETS

BRIEF SUMMARY
Contraindications: Severe LV dysfunction {see Warnings), h i

< 90 mm Hg) or cardiogenic shock, sick sinus syndrome (if no pacemher 5 presenl} “2nd- or
3rd-degree AV block (if no pacemaker is present), atrial flutter/fibrillation with an accessory
bypass tract (eg, WPW or LGL syndromes), hypersensitivity to verapamil.

Warnings: Verapamil should be avoided in patients with severe LV dysfunction (eg. ejection
fraction < 30%) or moderate 10 severe symptoms of cardiac failure and in patients with any
degree ol ventricular dysfunction if they are receiving a beta-blocker. Control milder heart failure
with optimum digitalization and/or dwretics before Calan SR s used. Verapamil may occasionally
produce hypotension. Elevations of lver enzymes have been reported. Several cases have been
demonstrated to be produced by verapamil. Periodic monitoring of liver function in patients on
verapamil is prudent. Some patients with paroxysmal and/or chronic atral flutter/fibrilation and
an accessory AV pathway (eg, WPW or LGL syndromes) have developed an increased antegrade
conduction across the accessory pathway the AV node, producing a very

ventricular response or ventnwiaf hbrﬂlanun alter recewving |V, verapamil for d|g|lalls|| Because
of this nisk, oral | I8 € dicated in such p AV block may occur (2nd- and 3rd-
degree, 0.8%). Dewioprnent of marked 1st-degree block or progression to 2nd- or 3rd-degreé
block requires reduction in dosage or, rarely, discontinuation and institution of appropriate therapy.
Sinus bradycardia, 2nd-degree AV block, sinus arrest, pulmonary edema and/or severe hypolen-
“sion were seen in some critically il patients with hypertrophic cardiomyopathy who were treated
with verapamil.

Precautions: Verapamil should be gwen cautiously to patients with impaired hepatic function fin
severe dysfunction use about 30% of the normal dose} or impaired renal function, and patients
should be monitored for abnormal prolongation of the PR interval or other signs ol overdaSage.
Verapamil may decrease neuromuscular transmission in panenls with Duchenne's muscular dys-
trophy and may prolong recovery from the q agent ve It-may be
necessary 1o decrease verapamil dosage in patients with mlenumd neuramuscular transmission.
Combined therapy with beta-adrenergic blockers and verapamil may result in additve negative
effects on heart rate, atrioventricular conduction and/or cardiac: contractility, there have been
reparts of excessive bradycardia and AV block, including complete heart block. The risks of such
combined therapy may outweigh the benefits. The combination should be used only with caution
and close monitoring. Decreased metoprolol and propranolol clearance may occur when either
drug is administered cancomitantly with verapamil. A variable effect has been seen with combined
use of atenolol, Chronic verapamil treatment can increase serum digoxin levels by 50% 10 75%
during the first week of therapy, which can resull in digitalis toxicity. In patients with hepatic
cirrhosis, verapamil may reduce fotal body clearance and extrarenal clearance of digitoxin. The
digoxin dose should be reduced when verapamil 5 given, and the patient carefully monitored
Verapamil will usually have an additive effect in patients recewing blood-pressure-lowening agents

©1993 Searle C93CABS98T

Disopyramide should not be given within 48 hours before or 24 hours after verapamil administra-
tion. Concomitant use of flecainide and. verapamil ‘may-have additive effects on myocardial
contractility, AV conduction, and repolanzation. Combined verapamil and quinidine therapy In
patients with hypertrophic cardiomyopathy should be- avoided, since significant hvpmenmn may
result. Concomitant use of lithium and verapamil may. resultuin an increased sensitivity 10 lithium
(neurotoxicity), with either no change or an increase in serum lithium levels, however, il may also
resull in a lowenng of serum hithium levels. Patients receiving both drugs must be monitored
carefully. Vierapamil may increase carbamazepine concentrations during combined use. Rifampin
may reduce verapamil bioavailability, Phenobarbital may mcrease verapamil clearance. Verapamil
may increase serum levels of cyclosponn, Verapamil.may inhibit the clearance and increase the
plasma levels of theophylline: Cancomitant use of inhalation anesthétics and calcium antagonists
needs careful titration to avoid excessive cardiovascular depression. Verapamil may potentiate the
activity of neuromuscular blocking agents (curare-like and depoianzmg] dosage mcluclsm may be
required: There was no evidence of a ¢ genic [ i of verapamil ad 1o rats for,
2 years, A study in rats did not suggest a tumongenic potential, and verapamil was not mutagenic
in the Ames test, Pregnancy Category C. There are no adequate and well-controlled studies in
pregnant women. This drug should be used dunng pregnancy, labor, and delivery only if 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%), fatique (17%). 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 dleus. The
following reactions, reported in 1.0% or less of patients, occurred under conditions where &
causal relationship is uncertain. angina pectoris, atrioventncular dissociation, chest pan, claudi-
cation, myocardial infarction, palpllamns p.rpnrs lvsscuims] syncope, diarrhea, dry mouth,
gasnomsslmul dlstress gingival hypery or k g, cereb lar accident,
confusion, mw:ls gramps, pa:eslhesna psvd'mlt symptoms,
shakiness, somnolence, anhralgia and rash, ¥ hair
sweating, urticaria, Stevens-Johinson syndrome, erythema multiforme, blurred vision, g\maoomas
tia, gdxtmrlmalh\rperpfo{ac‘!memm increased urination, spotty menstruation, impotence.
2/13/92 « P92CAT196V
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BECAUSE YOUR
MIGRAINE PATIENTS
MAY NOT BE TELLING
YOU HOW THEY REALLY
FEEL ABOUT THEIR
CURRENT TREATMENT...

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

I'll just continue with my current treatment.”



MORE OF YOUR PATIENTS MAY

Because it
works fast.’

L
=
-
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e

The most frequently reported adverse events
associated with IMITgEX are injection-site reactions
(59%), atypical sensations (e.g., tingling, warm/
hot sensation) (42%), and dizzmess/%eriigo (12%).
IMITREX is contraindicated in patients with ischemic
heart disease, symptoms or signs consistent with
ischemic heart disease, or Prinzmetal's angina
because of the potential to cause coronary
vasospasm. IMITREX is contraindicated in patients

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

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

Skaggs H Jr. Treatment of acute migraine with subcutaneous sumatriptan.
J . June 1991,;265:2831-2835,




BENEFIT FROM IMITREX

Because it Because it is
works well.! nonsedating.

MIGRAINE RELIEF
SOVATRTATE parcan ces




BRIEF SUMMARY
|mltrex®(sumatriptan succinate) Injection

For Subcutaneous Use Only.

The following is a brief summary only. Before prescribing, see
complete prescribing information in Imitrex® Injection product labeling.
INDICATIONS AND USAGE: Imitrex® Injection is indicated for the
acute treatment of migraine attacks with or without aura.

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

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

For similar reasons, Imitrex Injection should not be given
subcutaneously to patients with ischemic heart disease {angina
pectoris, history of myocardial infarction, or documented silent
ischemia) or to patients with Prinzmetal’s angina. Also, patients with
symptoms or signs consistent with ischemic heart disease should not
receive Imitrex Injection. Because Imitrex Injection can give rise to
increases in blood pressure (usually small), it should not be given to
patients with uncontrolled hypertension.

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

Imitrex Injection is contraindicated in patients with hypersensitivity
to sumatriptan.

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

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

Sumatriptan may cause coronary vasospasm in patients with a
history of coronary artery disease, who are known to be more
susceptible than others to coronary artery vasospasm, and, rarely, in
patients without prior history suggestive of coronary artery disease.
There were eight patients among the more than 1,900 who participated
in controlled trials who sustained clinical events during or shortly after
receiving subcutaneous sumatriptan that may have reflected coronary
vasospasm. Six of these eight patients had ECG changes consistent
with transient ischemia, but without symptoms or signs. Of the eight
patients, four had some findings suggestive of coronary artery disease
prior to treatment. None of these adverse events was associated with a
serious clinical outcome.

There have been rare reports from countries in which imitrex
Injection has been marketed of serious and/or life-threatening
arrhythmias, including atrial fibrillation, ventricular fibrillation,
ventricular tachycardia; myocardial infarction; and marked ischemic ST
elevations associated with Imitrex Injection. In addition, there have
been rare, but more frequent, reports of chest and arm discomfort
thought to represent angina pectoris.

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

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

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

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

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

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

Laboratory Tests: No specific laboratory tests are rec ded for

times this concentration at the high dose. There was no evidence of an
increase in tumors considered to be related to sumatriptan administration.

In a 78-week study in which mice received sumatriptan
continuously in drinking water, there was no evidence for an increase
in tumors considered to be refated to sumatriptan administration.
That study, however, did not use the maximum tolerated dose
and therefore did not fully explore the carcinogenic potential of
Imitrex® (sumatriptan succinate) Injection in the mouse

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

no evidence of impaired fertility.
Pregnancy: Pregnancy Category C: Sumatriptan has been shown to
be embryolethal in rabbits when given in daily doses producing plasma
levels 3-fold higher than those attained following a 6-mg subcutaneous
injection (i.e., recommended dose) to humans. There is no evidence
that establishes that sumatriptan is 2 human teratogen; however, there
are no adequate and well-controlled studies in pregnant women.
Imitrex Injection should be used during pregnancy only if the potential
benefit justifies the potential risk to the fetus.

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

Embryolethality: When given intravenously to pregnant rabbits daily
throughout the period of organcgenesis, sumatriptan
caused embryolethality at doses at or close to those producing maternat
toxicity. The mechanism of the embryolethality is not known. At these
doses, peak concentrations of drug in plasma were more than 3-fold
higher than the range observed in humans after the recommended
subcutaneous dose of 6 mg.

The intravenous administration of sumatriptan to pregnant rats
throughout organogenesis at doses producing plasma concentrations
more than 50 times those seen after the recommended subcutaneous
human dose did not cause embryolethality. In a study of pregnant rats
given subcutaneous sumatriptan daily prior to and throughout
pregnancy, there was no evidence of increased embryo/fetal lethality.

Teratogenicity: Term fetuses from Dutch Stride rabbits treated during
organogenesis with oral sumatriptan exhibited an increased incidence of
cervicothoracic vascular defects and minor skeletal abnormalities. The
functional significance of these abnormalities is not known.

In a study in rats dosed daily with subcutaneous sumatriptan prior
to and throughout pregnancy, there was no evidence of teratogenicity.

Studies in rats and rabbits evaluating the teratogenic potential of
sumatriptan administered subcutaneously only during organogenesis
(standard Segment |l studies) have not been performed.

Nursing Mothers: Sumatriptan is excreted in breast milk in animals.
No data exist in humans. Therefore, caution should be exercised when
considering the administration of Imitrex Injection to a nursing woman
Pediatric Use: Safety and effectiveness of Imitrex Injection in children
have not been established.

Use in the Elderly: The safety and effectiveness of Imitrex Injection in
individuals over age 65 have not been systematically evaluated.
However, the pharmacokinetic disposition of Imitrex Injection in the
elderly is similar to that seen in younger adults. No unusuat adverse,
age-related phenomena have been identified in patients over the age of
60 who participated in clinical trials with Imitrex Injection.

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

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

Other untoward clinical events associated with the use of
subcutaneous Imitrex [njection are: pain or redness at the injection
site, atypical sensaticns (such as sensations of warmth, coid, tingling
or paresthesia, pressure, burning, numbness, tightness, all of which
may be localized or generalized), flushing, chest symptoms (pressure,
pain, or tightness), fatigue, dizziness, and drowsiness. All these
untoward effects are usually transient, although they may be severe in
some patients. Transient rises in blood pressure soon after treatment
have been recorded.

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

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

monitoring patients prior to and/or after treatment with Imitrex Injection.
Drug Interactions: There is no evidence that concomitant use of
migraine prophylactic medications has any effect on the efficacy or
unwanted effects of sumatriptan. In two Phase II! trials in the US, a
retrospective analysis of 282 patients who had been using prophylactic
drugs (verapamil n=63, amitriptyline n=57, propranolol n=94, for 45
other drugs n=123) were compared to those who had not used
prophylaxis (n=452). There were no differences in relief rates at 60
minutes postdose for Imitrex Injection, whether or not prophylactic
medications were used. There were also no differences in averall
adverse event rates between the two groups.

Ergot-containing drugs have been reported to cause prolonged
vasospastic reactions. Because there is a theoretical basis that these
effects may be additive, use of ergotamine and sumatriptan within 24
hours of each other should be avoided (see CONTRAINDICATIONS).
Drug/Laboratory Test Interactions: Imitrex Injection is not known to
interfere with commonly employed clinicat laboratory tests.
Carcinogenesis, Mutagenesis, Impairment of Ferfility: In a 104-week
lifetime study in rats given sumatriptan by oral gavage, serum
concentrations achieved were dose related, ranging at the low dose from
approximately twice the peak concentration of the drug after the
recommended human subcutaneous dose of 6 mg to more than 100

IMX455R0

Percent of Patients Reporting
Imitrex Injection
6mg SC Placebo
Adverse Event Type n=547 n=370
Atypical sensations 420 9.2
Tingling 135 30
Warm/hot sensation 108 35
Burning sensation 75 03
Feeling of heaviness 73 1.1
Pressure sensation 71 16
Feeling of tightness 51 0.3
Numbness 46 22
Feeling strange 22 03
Tight feeling in head 22 03
Cold sensation 11 05
Cardiovascular
Flushing 6.6 24
Chest discomfort 45 14
Tightness in chest 2.7 05
Pressure in chest 1.8 0.3
Printed in USA

Percent of Patients Reporting
Imitrex Injection
6 mg SC Placebo

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

Throat discomfort 33 05

Discomfort: nasal cavity/sinuses 22 0.3
Eve

Vision alterations 11 0.0
Gastrointestinal

Abdominal discomfort 13 0.8

Dysphagia 11 00
Injection site reaction 587 238
Miscellaneous

Jaw discomfort 1.8 0.0
Mouth and teeth

Discomfort of mouth/tongue 49 46
Musculoskeletal

Weakness 48 03

Neck pain/stiffness 48 05

Myalgia 1.8 05

Muscle cramp(s) 11 00
Neurological

Dizziness/vertigo 19 43

Drowsiness/sedation 27 22

Headache 22 03

Anxiety 11 05

Malaise/fatigue 11 08
Skin

Sweating 16 1.1

The sum of the percentages cited are greater than 100% because
patients may experience more than one type of adverse event.
Only events that occurred at a frequency of 1% or more in Imitrex®
(sumatriptan succinate) Injection treatment groups and were at least
as frequent as in the placebo groups are included.
Other Events Observed in Association With the Administration of
Imitrex Injection: In the paragraphs that follow, the frequency of less
commonly reported adverse clinical events are presented. Because the
reports cite events observed in open and uncontrolled studies, the role
of Imitrex Injection in their causation cannot be reliably determined.
Furthermore, variability associated with reporting requirements, the
terminology used to describe adverse events, etc., limit the value of the
quantitative frequency estimates provided.

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

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

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

Eye: Infrequent was irritation of the eye.

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

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

Neurological: \nfrequent were mental confusion, euphoria, agitation,
relaxation, chills, sensation of lightness, tremor, shivering, disturbances
of taste, prickling sensations, paresthesia, stinging sensations,
headaches, facial pain, photophobia, and lachrymation. Rare were
transient hemiplegia, hysteria, globus hystericus, intoxication,
depression, myoclonia, monoplegia/diplegia, sleep disturbance,
difficulties in concentration, disturbances of smell, hyperesthesia,
dysesthesia, simultaneous hot and cold sensations, tickling sensations,
dysarthria, yawning, reduced appetite, hunger, and dystonia.

Respiratory: Infrequent was dyspnea. Rare were influenza, diseases
of the lower respiratory tract, and hiccoughs.

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

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

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

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

DRUG ABUSE AND DEPENDENCE: The abuse potential of Imitrex®
Injection cannat be fully delineated in advance of extensive marketing
experience. One clinical study enrolling 12 patients with a history of
substance abuse failed to induce subjective behavior and/or
physiologic response ordinarily associated with drugs that have an

established potential for abuse. CERENEXW
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Choosing the right
combination vaccine should
be based on logic




TETRAMUNE

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

Vaccine (Diphtheria CRM,, Protein Conjugate)

A logical combination
to choose

Based on immunogenicity

« Equivalent or higher immunogenicity
compared with HbOC* and DTP""**

Based
on safety

- Excellent
documented
safety profile’




T

Based on recommended
scheduling

Recommended by the AAP and
Based on o ACIP

~ convenience | i

A - A single 0.5 mL injection

8 * Ready-fo-use, 10-dose recommended at 2, 4,6, and 15
vials— no reconsfifufion months of age*

; * Hoemophilus b Conjugate Vaccine (Diphtheria CRM,q; Protein Conjugole)

Maonufactured by Praxis Biologics, Inc

1 Diphtherio ond Telanus Toxoids and Pertussis Vaccine Adsorbed. Manufoctured by
Lederle Laborotories

£ Higher antibody titers cannot be directly ranslated to mean higher efficacy

§DTaP or DTP should be given ot 4 to 6 years of oge to complete the recommended
5-dose DTP immunizafion series

References: 1. Dot on file. Lederle Laborateries and Praxis Biologics, Inc., NY

2. Paradiso P, Hogerman D, Madore D, et al. Sofety and immunogenicity in infants
of a tetravalent voccine composed of HbOC (HIBTITER®) and DTP (TRI-IMMUNOL®)
Pediafr Res. 1992;31(4). Abstract #1028

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

TETRAMUNE
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TETRAMUNE

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

Brief Summary

Diphtheria and Tetanus Toxoids and Pertussis Vaccine and H;
{Diphtheria CRM1g7 Protein Conjugate) TETRAMUNE ™

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

Diphtheria and Tetanus Toxoids and Pertussis Vaccine Adsorbed and Haemophitus & Conjugate Vaccine {Diphtheria CRM g7
Protein Canjugate) TETRAMUNE, is indicated for the active immunization of children 2 months of age to 5 years of age for protection against
diphtheria, tetanus, perlussis, and Haemophitus b disease when indications for immunization with DTP vaccine and Haemaphilus b Conju-
gate Vaccine coincide. Typically, this is at 2, 4, 6, and 15 months of age.

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

CONTRAINDICATIONS

" D%i%srfmmvm TO ANY COMPONENT OF THE VACCINE, INCLUDING THIMEROSAL, A MERCURY DERIVATIVE, IS A CONTRA-
I .

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

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

AN IMMEDIATE ANAPHYLACTIC REACTION.

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

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

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

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

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

The decision to administer a pertussis-containing vaccine to chitdren must be made by the physician on an individual basis, wilh
consideration of all relevant factors, andassessment of potential risks and benefits for that individual. The physician should review the fuli text
of A?IPdand AAP quidelines prior to considering vaccination for chifdren. The parent or guardian should be advised of the increased risk
involve

There are no data on whether the prophylactic use of antipyretics ¢an decrease the risk of febrile convulsions. However, data suggest
that acetaminophen will seduce the incidence of postvaccination fever. The ACIP and AAP suggest administering acetaminophen at age-
apprapriate doses at the time of vaccinalion and every 4 to 6 hours to children at higher risk for Seizures than the general population.

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

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

WARNINGS

THE ACIP STATES THAT IF ANY OF THE FOLLOWING EVENTS OCCUR [N TEMPORAL RELAT!ON 0 RECEIPT OF DTP, THE DECISICN 10
GIVE SUBSEQUENT DOSES OF VACCINE CONTAINING THE PERTUSSIS COMPONENT SHOULD BE CAREFULLY CONSIDERED:

TEMPERATURE OF =40.5°C (105°F) WITHIN 48 HOURS NOT DUE TC {DENTIFIABLE CAUSE.

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

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

CONVULSIONS WITH OR WITHOUT FEVER OCCURRING WITHIN 3 DAYS.

“ALTHOUGH THESE EVENTS WERE CONSIDERED ABSOLUTE CONTRAINDICATIONS N PREVICUS ACIP RECOMMENDATIONS,
THERE MAY BE CIRCUMSTANCES, SUCH AS AHIGH INCIDENCE OF PERTUSSIS, IN WRICH THE POTENTIAL BENEFITS OUTWEIGH
POSSIBLE RISKS, PARTICULARLY BECAUSE THESE EVENTS ARE NOT ASSOCIATED WiTH PERMANENT SEQUELAE”

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

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

AS WITH ANY INTRAMUSCULAR INJECTION, TETRAMUNE SHOULD BE GIVEN WITH CAUTION TO INFANTS OR CHILDREN WITH
w]qga&;gﬁm)gmm ORANY COAGULATIGN DISORDER THAT WOULD CONTRAINDICATE INTRAMUSCULAR INJECTION (SEE DRUG

As reported with Haemophilus b polysaccharide vaccing, cases of Haemophitus type b disease may occur prior to the onset of the
protective effect of this vaccine.

TETRAMUNE WILL NOT PROTEGT AGAINST AL INFLUENZAE OTHER THAN TYPE b STRAINS.

ANTIGENURIA HAS BEEN DETECTED FOLLOWING RECEIPT OF HAEMOPHILUS b CONJUGATE VACCINE AND THEREFORE
?)’F‘”Wtj nﬂ%%&on IN URINE MAY NOT HAVE DIAGNOSTIC VALUE IN SUSPECTED HAEMOPHILUS b DISEASE WITHIN 2 WEEKS

I X

PRECAUTIONS

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

1. TETRAMUNE is not routinely recommended for immunization of persons older than 5 years of age. Under certain circumstances,
TETRAMUNE may be used beyond age 5 years. Because TETRAMUNE contains pediatric DTP vaccine, it is not recommended for use
beyond the seventh birthday.

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

3. BEFORE THE INJECTION OF ANY BIOLOGICAL, THE HEALTH CARE PROVIDER SHOULD TAKE ALL PRECAUTIONS KNOWN FOR THE
PREVENTION OF ALLERGIC CR ANY OTHER SIDE REACTIONS. This shoutd include: a review of the patient’s history regarding possible
sensitivity, the ready availability of epinephrine 1:1000 and other appropriate agents used for cantrol of immediateallergic reactions; and a
knowledge of the recent fiterature pertaining to use of the biological concerned, including the nature of side effects and adverse reactions
that may follow its use.

4_Children with impaired immune respansiveness, whether due to the use of immunasuppressive therapy (including irradiation, cortico-
steroids, antimetabolites, alkylating agents, and cytotoxic agents), a genetic defect, human immunodeficiency virus (HIV) infection, ar
other causes, may have reduced antibody response to active immunization procedures. Deferral of administration of vaceine may be
considered in individuais receiving immunosuppressive therapy. Other groups should receive this vaccine according to the usual recom-
mended schedule. (See DRUG INTERACTIONS )

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

6. Since this product is a suspension containing an adjuvant, shake vigorously to obtain a uniform suspension prior {o withdrawing each dose
from the multiple dose vial.

7. A separate sterife syringe and needle or a sterile disposable unit should be used for each individual patient to prevent transmission of
infectious agents from one person to another. Needles should be disposed of properly and should nat be recapped.

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

National Childhood Vaccine Injury Act: This Act requires that the manufacturer and lol numbe of the vaccing administered be recorded

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

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

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

hilus b Conj Vaccing

rmhena and Tetanus Toxoids and Pertussis Vaccine Adsorbed and Haemophilus b Conjugate Vaccine
Diphtheria CRM1o7 Protein Conjugate) TETRAMUNE ™

The US Department of Health and Human Services has established VAERS 1o accept all reports of suspected adverse events afer the
adminishration of any vaccine, including but nol limited to the reporting of events required by the National Childhaad Vaccine Injury Act of
1986. The VAERS toll-free number for VAERS forms and information is 800-822-7967
Information for Patient: PRIOR TO ADMINISTRATION OF TETRAMUNE, HEALTH CARE PERSONNEL SHOULO INFORM THE PARENT,

- GUARDIAN, OR OTHER RESPONSIBLE ADULT O THE RECOMMENDED IMMUNIZATION SCHEDULE FOR PROTECTION AGAINST DiPA-

THERIA, TETANUS, PERTUSSLS, AND HAEMOPHILUS b DISEASE AND THE BENEFITS AND RISKS TO THE CHILD RECEWVING THIS

VACCINE. GUIDANCE SHOULD BE PROVIDED ON MEASURES TO BE TAKEN SHOULD ADVERSE EVENTS OCCUR, SUCH AS ANTIPYRETIC

MEASURES FOR £LEVATED TEMPERATURES AND THE NEED TO REPORT ADVERSE EVENTS TO THE HEALTH CARE PROVIDER. PARENTS

SHOULD BE PROVIDED WITH VACCINE {NFORMATION PAMPHLETS AT THE TIME OF EACH VACCINATION, AS STATED IN THE NATIONAL

CHILDHOOD VACCINE INJURY ACT.

MIAHE HZEAALB“ gAREEEROVIDER SHOULD INFORM THE PATIENT, PARENT, OR GUARDIAN OF THE IMPORTANGE OF COMPLETING THE

(MMUNIZAT

CA;IET’ITE;JDLSbPEI;HENTS, OR GUARDIANS SHOULD BE INSTRUCTED TO REPORT ANY SERIOUS ADVERSE REACTIGNS TO THEIR HEALTH
|

Drug Interactions: Children receiving immunosuppressive therapy may have a reduced response to active immunization procedures.

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

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

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

Data are not yet avaitable concerning adverse reactions that may occur when TETRAMUNE is given simuitaneously with Oral Poliovirus
Vaccine {OPV), Measles-Mumps-Rubella (MMR} or Hepatitis 8 (HB) vaccine af separate sites. Also, data are not available corcerning the
effects on immune response of OPY, MMR or HB vaccine when TETRAMUNE is given simultaneously. Clinical studies with TETRAMUNE did
however allow for the administration of OPV according to the routing immunization schegule for 0PV
Carcinogenesis, Mutagenesis, Impairment of Fertility: TETRAMUNE has not been evaluated for its carcinogenic, mutagenic polen-
tial or for impairment of fertility.

Pregnancy: Pregnancy Category C: Animal reproduction studies have not been conducted with TETRAMUNE. This product is not recom-
mended for use in individuals 7 years of age or older.
Pediatric Use: The safety and effectiveness of TETRAMUNE in children below the age of 6 weeks have not been established
For mmumzatmn of children 7 years of age or older, Tetanus and Diphiheria Toxoids Adsorbed for Aduit Use (T0) is recommended If
exists, Diphtheria and Tetanus Toxoids Adsorbed. tor Pediatric Use {D7) should be substitutedin
children who have not reached their Seventh birthday.

Full protection against the indicated diseases {tetanus, diphtheria, pertussis, and Haemophilus type b disezse) is based cn a full course of

immunization.
ADVERSE REACTIONS

The safety of TETRAMUNE has been evaluated in 6,793 children at 2, 4, and 6 months of age or at 15 to 18 months of age in three separate
sites. The percent of doses administered asscciated with injection site reactions within 72 hours, or common systemic symptoms within
4 days, is summarized below:

% of Doses Associated with Symploms

Infants¢ Infants Toddlers
(542 doses) {7269 doses) (107 doses)
Local*
Erythema K 19 20
Pain/Tenderness 2 0 65
Swelling 20 2 43
Warmth 16 - 3%
Systemict
Fever >38.0°C 24 4 3
Irritability Y] 54 49
Drowsiness 2% - 9
Restless slesp 28 -
Loss of appetite - 4 -
Vomiting 5 2 1
Diarrhea 9 1 10
Rash 3 - 0

“ within 72 hours of immunization

t within 4 days of immunization

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

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

Il perceived fever

Based on review of the Kaiser-Permanente Medical Care Program utilization data base oi nospllahzmmns (within BU days) and emergency
roomyvisits (within 30 days of immunization) in$,497 infants who received TETRAMUNE, th seeking
frauma, viral illness, and respiratory ilinesses (eg, upper respiratory infection, otitis medla iti hiolitis, and iah. One

child wha received TETRAMUNE became transiently pate and tremuldus without loss of responsiveness 4 hours after immunization and was
hospitalized with a diagnosis of seizure. No other hospital visits for seizure or hypotonic, hyporesponsive episades wers reported wilhin
72 hours of immunization. These resulls were not different from those observed in 3,935 infants who received GTP and Ho0C at separzte
injection sites.

As with other aluminum-containing vaccines, a nodulé may occasianaily be palpable at the injection site for several weeks. Although nat
seen in studies with TETRAMUNE, slerile abscess formation or subcutaneous afrophy at the injection site may also occur.

The following significant adverse evenls have occurred following administration of DTP vaccines: persistent, inconsolable crying
=3 hours (/100 doses), high-pilched, unusual erying (1/1000 doses), fever =40.5°C (105°F} (1/33C doses), ransient shock-like (hypo-
tonic, hyporespansive) episode {1/1750 doses), convulsions {11750 doses).

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

The occurrence of sudden infant death syndrome (SIDS) has been reported following administration of DTP However, a large case-contral
study in the US revealed no causal relationship betweer receipt of DTP vaccing and SIDS. A recent study of 6,497 infanis in northem
California found na increase in the rate of SIDS among TETRAMUNE recipients.

Onset of infantile spasms has occurred in infants who have recently received DTP or DT. Analysis of data from the National Childhood
Encephalopalhy Study on children with infantile spasms showed that receipt of preparations containing diphtheria, tetanus, and/or pertussis
antigens was not causally related to infantite spasms. The incidence of anset of infantile spasms increases at 3 to 9 months of age, the time
period in which the second and third doses of DTP are genetallégwen Therefore, some cases of infantile spasms can be expected to be
related by chance aione to recent receipt of vaccines containing DT

Bulging fontanel has been reported afier DTP immunization, although no cause and effect relationship has been established.

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

Qther events that have been reported following administralion of vaccines containing diphtheria, tetarus, pertussis, or Haemophilus &
antigens include: urticaria, erythema multiforme or other rash, arthraigias, and, more rarely, a severe anaphylactic reaction (e, urticaria with
swelling of the mouth, difficulty breathing, hypotension, or sheck) and neurglogical compiications, such as convulsions, encephalopathy,
and various mono- and polyneuropathies, including Guillain-Barré syndrome. Permanent neurological disability and death have alsa been
reported rarely in lemporal relation o immunization although a causaf relationship has not been established.

DOSAGE AND ADMINISTRATION

For Intramuscular Use Only.
See DOSAGE AND ADMIII!STHATIDN in full Prescribing Information for complete dosing anc precautionary information.
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the treatment groups (for a rate of 30.7 per 1000 patients)
and 518 coronary events among 15 165 patients in the con-
trol groups (for a rate of 34.2 per 1000). The difference in
rates was thus 3.5 per 1000; and 3.5+ 34.2=10.2%. Base-
line diastolic blood pressures were 85 to 109 mm Hg among
these 30403 patients, with an average baseline diastolic
blood pressure of 97.5 mm Hg. Collins et al® also indicate
that the difference in major covonary events between treat-
ment and control groups was statistically significant. Whether
this effect is clinically worthwhile is debatable, but I think
that the numbers speak for themselves in demonstrating a
10% short-term (5-year) reduction in the risk for MI as-
sociated with the treatment of mild hypertension with drugs.
A key question still unanswered is what effects longer pe-
riods of antihypertensive treatment have on the risk for
MI and on cardiac mortality.

Kevin A. Pearce, MD, MPH
Bowman Gray School of Medicine
Winston-Salem, NC

—
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Serious allergies require serious care—the kind that only well-trained profes-
sionals can provide. But if we're going to knock-out allergies, we need team
work! That's where the Asthma and Allergy Foundation of America can help.
We're dedicated to helping you help your patients. We offer a toll-free
patient information number, a full range of educational materials for adults
and children and special school and community programs. Plus, we can put
them in touch with our nationwide network of chapters and support groups.
Let us help you win the fight! We've been serving asthma and allergy
sufferers for more than 40 years. For more information about our services or

professional memberships, call us today.

ASTHMA & ALLERGY FOUNDATION OF AMERICA

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

1-800-7-ASTHMA
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Mllorking
Continuously
24 Hours a Day...
Once a Day

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

SUPRAX
400 mg q24h

Serum concentrati

24
Time (hours)

MICy values from Jones and Barry.? 17 of 20 strains were B-lactamase producing.

Proven Clinical Efficacy

inB hitis*
miveehtt il 96%

Improved: 29% (n=8.993)

In Pharyngitis/
Tonsillitis" 99%

Cured: 89% (n=300)

Improved: 10%
97%

cured/improved
(n=29)

P> In otitis Media®

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

"Due to indicarted susceptible organisms.

ONCE-A-DAY

SUPRAX

TABLETS

COTIXIME o 2257 o

Working 24 hours a day

Please see brief summary of Prescribing Information on adjacent page for
NS, and CONTRAINDICATIONS.
re the most frequently reported adverse effects.
SUPRAX is administered as a single dose, once a day, or if preferred,

Foryourpediﬂtricpﬂtients in equally divided doses twice a day.




ONCE-A-DAY

COTIXTINE onn. 225 o

100 mg/5 mL

Working 24 hours a day

References: 1. Dataon file. Lederle Laborarories, Pearl River, NY. 2. Jones RN,
Barry AL. Antimicrobial activity, spectrum, and recommendations for disk
diffusion suscepribility testing of ceftibuten (7432-S; SCH 39720), a new orally
administered cephalosporin, Antimicrob Agents Chemother, 1988;32:1576-1582.
3. Stratton CW. Efficacy and safety of cefixime for the empiric therapy of acute
bronchitis and AECB. Infections in Medicine. 1993; 10(suppl B):11-15,
4. Rodriguez WJ, Khan W, Sait T, et al. Cefixime vs. cefaclor in the treatment of
acute otitis media in children: a randomized, comparative study. Pediatr Infect
Dis [. 1993;12:70-74.

Brief Summary

SUPRAX®
Celixime
Oral
Please see package insert for full Prescribing Information
INDICATIONS AND USAGE
SUPRAX is indicated in the treatment of the following infections when caused by susceptible strains of the designated
microorganisms:
Uncomplicated Urinary Trad Intections caused by Esc.hencma coli and Proteus mirabilis.
Otitis Media caused by H: positive and negative sn'amsr. Moraxella (Bran-
hamelta) catarrhalis, (most of which are be positive), and Si
Note: For information on otitis media caused hy Streptococcus pneumoniae, see CLINICAL STUDIES section,
Pharyngitis and mum rausw mr S pyogensas
Note: Penicillin is th i d ice in the of§
infections, including ﬂ‘!wntmulmaunmmmr SUPRAX is gen-
u‘dlyelfacwemlhe di of S pyog from the phary
however, d: i efficacy of nth quent pre-
vention of theumatic fever are not available.
Acute Bronchitis and Acute Exacerbations of Chronic Bronchitis.

{beta-lac positive and ne 400 mg

caused by Tablet/day
gonarrhoeae {penicillinase- and nonpenicilinase-| -producing strains). :

Wmmwwmuwmmummu
ility to SUPRAX; how-
ever, mmmmmnwmmmwlqummmsm
Therapy should be adjusted, if necessary, once these results are known.
*Efficacy for this organism in this organ system was studied in fewer than
10 infections.

CLINICAL STUDIES

In clinical trials of ofitis media in nearty 400 children between the ages
of 6 months to 10 years, S pneumoniae was tsolated from 47% of the
patients, H influenzae from 34%, M (B) catarrhalis from 15%, and
S5 pyogenes from 4%,

The overall response rate of S pneumoniae o cetixime was approxi-
mately 10% lower and that of Hm!hma nrM{Er catarrhalis approxi-
miatefly 7% higher (12% when beta P strains of H infl
ommmmmmmdm.

In these studies, patients were randomized and treated with either cefixime at dose regimens of 4 mg/kg BID or
Bmu.’quD Or with a standard antitéatic regimen. Sody-nine percent to 70% of the patients in each group had resolution of
signs and of otitis meda wh 2104 weeks p bt p effusion was found in 15%
Mmpanams When evaluated at the completion of theragy, 1?&-elmmsmc@wnud'mm1d%ulpm
receiving effect uluyafls“' g those patients who had H influenzae resistant to the control drug and
who received the control antibéoth ¢ failures. By the 2- to 4-week follow-up, a total of
mmmolmmmmm failure or recurment disease.

cluded) than the response rates of these:

SUPRAX® cefixime

WARNINGS

BEFORE THERAPY WITH SUPRAX IS INSTITUTED, CAREFUL INQUIRY SHOULD BE MADE TO DETERMINE
WHETHER THE PATIENT HAS HAD PREVIOUS HYPERSENSITIVITY REACTIONS TO CEPHALOSPORINS, PENICILLINS,
OR OTHER DRUGS. IF THIS PRODUCT IS TO BE GIVEN TO PENICILLIN-SENSITIVE PATIENTS, CAUTION SHOULD BE
EXERCISED BECAUSE CROSS HYPERSENSITIVITY AMONG BETA-LACTAM ANTIBIOTICS HAS BEEN CLEARLY DOCU-
MENTED AND MAY OCCUR IN UP TO 10% OF PATIENTS WITH A HISTORY OF PENICILLIN ALLERGY. IF AN ALLERGIC

5 REACTIONS MAY
EASURES, INCLUDING OXYGEN, INTRAVE-
INES, CORTICOSTEROIDS, PRESSOR MMES AND AIRWAY MANAGE-
MENT, AS CLINICALLY INDICATED.

Administer cautiously to allergic patients.

Treatment with broad-spectrum antibiotics, including SUPRAX, alters the normal flara of the colon and may penmit
overgrowth of clostridia. Studies indicate that a toxin produced by Clostridium difficife ts a primary cause of severs
antibjotic-associated diarrhea including pseudomembranous colitis

Psudomembranaus coitis has been reonrm with the use of SUPRAX and other broad-spactrum antibiotics (including
macrolides, ins); therefore, rhs v 1o consider this diagnosis in patients

ho devel with the use of antibiotics. Symp d it occur during
oralaetmnmclneamanlandmyrannemsavwhrhurnm!ulu‘.‘-: g. Mild cases of
colitis usually respond fo drug discontinuation alone. In moderate to severe cases, shouid include fluids,
elactrolytes, and prom supplementation. If the colitis does not improve aﬂer the drug has been discontinued, or if the
ral yein is the drug of choice for antibiotic: colitis p
by C difficile. Other mnses of colitis should be excluded.

p .o.....m‘ i

of resistant org; It

PRECAUTIONS
Beneral: Use, especiaily when prolonged, may resultin oecurs during
therapy, take appropniate measures.
Camurymnrmr patnntsondnam:s Adjust dosage of SUPRAX in patients with renal impairment and those undergoing
diaiysis and ysis. (See DOSAGE AND ADMINISTRATION in package insart.|
P:esenbe cauhum!wn patients with a history of gastrointestinal disease, particularly colitis,
Drug Interactions: No significant drug interactions have been reported to date.
Drug/Laboratory Test Inleractions: A false-posiive reaction for ketones in the urine may occur with tests using nitroprus-
side but not with those using nitro
SUPRAX administration may result in a Ialse-pusmw reaction for glucose in the uring using Clinitest®,** Benedict's
solution, or Fehling’s solution. Use glucose tests based on enzymatic glucose oxidase reactions (such as Clinistic®** or
Coombs test has been reported

Tes-Tape®* "),
Al posting dl other cephalosporin antia
shouldmmoomueumataposﬁmﬁuumbsmmbemmmdm
Carcinogenesis, Mutagenesis, Impairment of Fertility: h no lfetime animal studies have been conducted to
evaluate carcinogenic potential, no mutagenic potential of SUPRAX was found in standard laboratory tests. In rats, repro-
ﬂwmstbdlesmdmmHW|mmwnmdmsuum12ﬁnmﬂna¢u!mempeuhcdose
Usage in Pregnancy: A, Categary B. Rep ion studies have been performed in mice and rats at doses up 1o
400 times the human dosa and have revealed no evidence of harm to the fetus due to SUPRAX, There are no adequiate and
well-controlied studies in pregnant women. Because animal reproduction studies are not always predictive of human
response, this drug should be used during pregnancy only if clearly needed.
uwumwmwmmmmmmwawwmrwwmw Treatment should only be given if
Clearly needed.
Nursing Mothers: It is not known whether SUPRAX is excreted in human milk. Consider descontinuing nursing temporarlly
during treatment with this drug.
Pedialric Use: SafmandmnessoiSUPﬂA}(unandmaueulassmmﬁrmnlhshavemlbmsshbtsrm
Theincidence of gas receiving the
suswsmnwascumparahlemﬂmsmn in adult patients remnnutablus
ADVERSE REACTIONS

therefore, it

Most adverse reactions observed in clinical trials were of a mild and transient nature. Five percent {5%) of patients in the
US trials discontinued therapy because of drug-related adverse reactions. The most commonly seen adversa reactions in
US trials of the tablet formutation were gastrointestinal events, which were reported in 30% of adult patients on either the
BID or the QD regimen. Clinically mild gastrointestinal side effects occurred in 20% of all patients, moderate events
occurmed in 9% of all patients, and severs adverse reactions occurred in 2% of all patients. Individual event rates included
diarrhea 16%, loose or fraquent stools 6%, abdominal pain 3%, nausea 7%, dyspepsia 3%, and flatulence 4%. The

incidence of gastrointestinal adverse reactions, including diarhea and
loose stools, in pediatric patients receiving the suspension was compara-
wmmmnmmmmmm

usially
when SUPRAX was discontinued.
Several patients developed severe diarthea and/or documented
ranous colitis, and a few required hospitalization.
The following adverse reactions have been reparted following the use
of SUPRAX. Incidence rates were less than 1 in 50 (less than 2%), except
asnmedabor-elntoasw inal events.

ymp apy or ceased

Oral Suspension
8 mg/kg/day
nmssulntsmﬂer#ﬁeﬂ&nmmemum Thennsemlnsem‘lum

‘ branous colitis symptoms may occur during or after therapy.
Reactions: Skin rashes, urticaria, drug fever, and pruri-
tus. Erythema multiforme, Stevens-Johnson syndrome, and serum sick-
ness-ike reactions have been reported.
Hmfmlmnsnstiﬁ SGOT, and alkaline phosphatase.
Ranal: Transient elevations in BUN or creatinine.

rapur!edlmuspwospem -class anfibiotics:
ions including is, odc epidermal necrolysis, superinfection, renal dysfunc-
tion, bu:ncmnhmwly hepatic dystunction including cholestasis, aptastic anemia, hemalytic anemia, hemorrhage, and

mlms
.nmmmummm
I seizures associated with drug

in triggering sexzures, particula
mmmmrmgmmmmmmmmm
therapy occur, drug. therapy if clinically m:camd

Abnmafuboram Tests; Positive direct Coombs test, elevated bilirubin, elevated LDH, pancytopenia, neutropenia,

Bacteriological Outcome of Otitis Media at 2 to 4 Weeks Posttherapy
Sisedonﬂapeat Middie Ear Fluid Culture or
I from Clinical Qutcome

Cefogme™
4 mghg BID
4870 (69%)
2434 (M%)
1722 (77%)
2631 (84%) 55
55

kx]
48/58 (B1%)

Cafixime Controf™

8 mg/kg 0D d

1822 (82%) 82100 (B2%)
1317 (76%)

2 (75%) 1ne

Organism

Streptococeus pheumoniae

Haemophilus influenzae
beta-lactamase negative

Haemophilus infivenzas
beta-tactamass positive

Moraxelta (Branhamelta)
caltarrhalis

All Isolates

" Number eradicated/number isolated
» Anadamum]?ﬂbaia—iaﬂarrwwm strains of H influenzae mmiatsd humsxcludsdf:nrn l:nnsanalyss
because they were resistant to th biotic. In 19 of these, the cli
outcome occurred in 10. Mmﬁwmmmdudsdmﬂau%lmwmmol&mmmm
control drugs, 1400185 (76%) of pathogens were d to be
&nmsrwmmtwmmrsuwnmtmmm

2334 (68%)

1824 (75%)
67

1200162 (74%) 1301166 (78%)

CONTRAINDICATIONS
SUPRAX Is contraindicated in patients with known aliergy to the cephalosporin group of antibiotics.

OVERDOSAGE

Gastric lavage may be indicated; otherwise, no specific antidote exists, Cefidime ts not removed in significant quantities
from the circukation by hemodialysis or peritoneal dialysis. Adverse reactions in small numbers of healthy adult volunteers
recenving single doses up to 2 g of SUPRAX did not differ from the profile seen in patients treated at the recommended
doses.
*“Ciinitest® and Clinistix® are registered trademarks of Ames Division, Miles Laboratories, Inc. Tes-Tape® s a registered
trademark of Eli Lilly and Company.

LEDERLE LABORATORIES DIVISION
American Cyanamid Company
Pearl River, NY 10965
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Fujisawa Pharmaceutical Co., Lid.
. Osaka, Japan

@ Lederie Laboratories
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B Fujisawa Pharmaceutical Co., Lid.
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SAY IT WITH

MANUAL OF STYLE

The one to consult

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

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

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

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

1988/377 pp/ 4351-X/$28.95

Want it faster? Call FREE
1-800-638-0672 from anywhere in the U.S.

YCS, send me ___ copies of AMA Manual of Style (4351-X) at $28.95
per copy. If not completely sarisfied, | may return the book within 30 days at
no further obligation (US only).

Payment Options

Save postage and handling charges by enclosing your payment.

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

Card # Exp. Date

Signature/P.O. #

Name

Address

City /State/ Zip
Williams & Wilkins 428 East Preston Street, Baltimore, MD 21202

T o o o o - - -

®
W (isosorbide mononitrate) 20 mg tablets

—

BRIEF SUMMARY (FOR FULL PRESCRIBING INFORMATION AND PATIENT INFORMATION, SEE PACKAGE CIRCULAR.)

Indications and Usage
Ismo is indicated for prevention of angina w.:ors due 1o coronary artery disease. The onset of action is not rapid
enough for it to be useful in aborting an acute anginal episode.
cllﬁsllnmnﬂm
Isosorbide mononitrate is the major active metabolite of isosorbide dinitrate, most of the clinical activity of the
dinitrate comes from the mononitrate. 1smo is not subject fo first-pass ‘metabolism in the fiver and the absolute
bioavailability of isosarbide mononitrate from Ismo ltablets is nearly 100%. The rate of clearance of Ismo is the same
in healthy young aduits, in patients with various degrees of renal, hepatic, ‘or cardiac dystunction, and in the elderly,
Several well sluales have that active nitrates were indistinguishable from placebo alter
24 hours {or less) of continuous therapy due fo the dmhpmm of tolerance. Only atter nitrates are absent from the
body for several hours is Iheh antianginal efficacy restored
The drug-free interval sufficient to avoid tolerance to is not ¢

imen shown to avoid development of tolerance with isasorbide mmmlrmmulm two daily doses of Ismo
i: gm?haurs apart, so there is 2 gap of 17 hours between the second dose of each day and the first dose of the

account of the relatively long half-fife of i this resull’ is with those
ohlalneﬂ iur f Organic nitrates.
The same twice-daily regimen of Iym tablets ded eftects. In studies
of other nitrates, the i and de of such appear to be highly dependent upon the schedule of

nitrate administration.

Contraindications
Allergic reactions are extremely rare, but do occur. [smao is contraindicated in patients allergic to it.

Boclus.a'nu aﬂn:ts of Ismo are difficull to terminate r 'I?d have nol been established in patients with acute
(M1 or ive heart failure (CHF), this drug is not recommended in these patients. It Ismo is

used in these patients, careful clinica

tachycardia

o hemodynamic monitaring is required 1o avoid the hazards of hypotension and
Precautions

GENERAL

esion, pmll:ulaﬂy with uprigh! posture, may occur with even small doses. Tru'efm use with caution

in patients who may be volume depleted or who are already hyp dy and i

angina pectoris may Ismo-induced

Nitrates may aggravate angina caused by hypertrophic cardiomyopathy

INFORMATION FOR PATIENTS

Tell patients they must caretully follow the prescribed dosing mwa {2 doses taken 7 hours apart) to maintain the

antianginal effect (eg, take first dose on awakening and second dose 7 hours Later).

Daily headaches sometimes accom treatment with nitrates, nuudmiﬂlsm and are a marker of drug activity.

Patients with headaches should their treatment schedule since loss of headache may be associated with

simultaneous loss of antianginal allwy Headaches may be treated with aspirin andior acetaminophen without

aftecting the antianginal activity of Ismo

Lanrlt -headedness on standing, especially just after ris rw from a recumbent or seated position, may occur. This may
e mare frequent in patients who have consumed

DRUG INTERACTIONS

Vasodll.ahnn effects of lsmo may be iddllm mlh thase ol other vasodilators, especially aicohol

has been reported when calcium channel blockers and organsc nitrates

wm us:d in combination. Dose adjustments of e|lher class of agents may be necessary.

CARCINOGENESIS, MUTAGENESIS, AND IMPAIRMENT OF FERTILITY

Neu:::ﬁmwic were observed in mice or rats exposed fo oral lsmo, nor were adverse effects on rat fertility
No mutagenic activity was seen in in ¥ifro or in vivo assays.
PREGNANCY CATEGORY C
Ismo nas boen shown 1o have embryocidal effects in rats and rabbits at doses at least 70 times the maximum human
wne and well-controlled studies in pregnant women. Use during pregnancy only if potential
henehl unslrf-es potential fetal risk
NURSING MOTHERS
Excretion in human milk is unknown. Use caution if adminisiered to a nursing woman
PEDIATRIC USE
and e have not been
Adverse Reactions
Frequency of Adverse (Disconti 2 g in = 1% of Subjects
6 Controlled U.S. Studles 92 Clinical Studies
Dose Placebo 20 mg {varied)
Patients 204 218 3344
Headache 9% (0%) 36% (9%) 19% (4.3%)
i 1% (%) 5% (1%) 3% (0.2%)
Nausea, Vomiting <1% _(0%) % (%) % _(0.2%)

*Some individuals discontinued for multiple reasons

Fewer than 1% of patients reported each ul Ihe following (in many cases 3 causal relationship is uncertain): Cardio-
vascular; angina pectoris, nypmmsm postural b prema-
ture ventricular contractions,

fitus, rash
pain, diarrhea, . tooth dlsmdu vomiting. Gmlrmunnarr dysuria, lmpulnnce
urinary lmﬂqr Miscellaneous. asumla blumd vision, cold sweat, diplopia, edema, malaise, neck st ffness,
rigors. gic: agitation, anxiety,

hypokinesia, increased appetite, insomnia, . Mig ¥ i2. upper
respiratory tract infection.

"“r']" nmina:v doses of organic nitrales have caused in |

g patients (See

Overd
The il ellms of overdo: are generally related to the ability of fsmo to induce vasodilatation, venous

ing,
reduced cardiac nulwl hypatension Symplnms mmude increased intracranial pressure, with any or all of
vl el nd gven Dlouty Garea) e i s Pty n“ﬁ el
mmtl ssibly with colic Even arrhea); s upr ure), air
i E‘ % reduced ventilatory effort; diaj ’nres with the skin either flushed or cold and
mn block and bradycardia; paralysis; coma; selrumsand
Serum levels have no role in managing overdose. The likely 1sﬂ|al dose in humans is unknown
There is neither a specific antidote to Ismo overdose, nor data to suggest a means for accelerating its efimination from
|h: by dnu 515 15 meﬂectm Hypotension associated with Ismo overdose results from latation and arterial
lore, direct therapy toward an increase in central fluid volume. Use of arterial vasoconstrictors (eg,
eaumnnne} 5 |||:ay to do more harm than good. In patients with renal disease or CHF, treatment of Ismo overdose
difficult and require invasive monitoring
Heﬂmmulobmm has occurred in patients receiving other organic nitrates, and ananh_c could occur a5 a side
eflect of Ismo. Mmusuanonsolsu ficant qu“m e  with !
nitrates. None of the pa had been thought to
ients who exhibit smns oi I delivery despite adaquala car(hac output and admzte arlaﬂal
Elssmlr mgu au lrm without color change on exposure o air. The treatment
d!ou:a!ormnnmuq msmmlm -2 mg/kg intravenously,
DOSAGE AND ADMINISTRATION
The recommended regimen of Ismo tablets is 20 mg (one tablet) twice nally with the two doses nm 7 hours apa I
For most patients, this can be accomplished by taking the first dose on awakening and the dose 7 hours
This dosing regimen provides a dally nitrate-free interval to avoid the development of refractory tolerance :see
l:ltnlui?!amlullm
Weli-controlled studes rnm srm Ihal tojerance to Ismo tablets is avoided when using the twice daily regimen in
which the two doses are given apart. This regimen has been shown to have antianginal efficacy beginning
1 hour atter the mstdnszw I-Isllts at Iaasts hours affer the second dose. The duration (it mrl of antianginal activity
beyond 12 hours has not been studied; large controlied studies with other nitrates suu hat no dosing regimen
should be expected to provide more than 12 hours of continuous antianginal efficacy per day.
Dosage adjustments are not necessary in the eiderly patients or in patients with altered renal or hepatic function
This Brief Summary s based upon the current Ismo direction circular, C1 4130-2, Revised October 20, 1992

References: 1 Data on file, Wyeth-Ayerst Laboratories, Protocol 12.

2. Friedman RG, et al: Comparative clinical trial of isosorbide mononitrate
and isosorbide dinitrate in patients with stable angina pectoris. J Invas
Cardiol 1992;4:319-329.
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60376 © 1993, Wyeth-Ayerst Laboratories



(sosaie mononiiae)
Activity You Can Count On

Antianginal activity Effective day after day*
during the active hours’ W /smo patients were able to exercise at
2as R i least as well on Day 14 as on Day 1

[RY " =
24

Predictable pharmacokinetics
W Nearly 100% bioavailable
B No first-pass hepatic metabolism

B Consistent blood levels from patient
to patient

t am Dose *pr Dose
'p<Q0! 'p=Not significant {Adapted from Protoco! 12}




TAKE EFFECTIVE CONTROL
OF BED-WETTING

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

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

e May be used hand in hand with behavior

modification
Nighttime fluid intake should be restricted to decrease the potenti I c rrence of fluid overload;
serum electrolytes should be checked at least once when therapy is nued beyond 7 days.

- DDAVP N asal Spray

(desmopressin acetate) SmL
DRY NIGHTS FOR GOOD MORNINGS

Please see brief summary of prescribing information on adjacent page.




DDAVP Nasal Spray/ %\

(desmopressin acetate) 5SmL
Dry Nights For Good Mornin , z%?

Briel
mrsﬁmnmw Known hypersensitraty b DOAVP Nasal Spray.

1 'r'u nlranasal s onky
;-:::Eimemnpmemrpanmw fhaet iniake should be adjusted in crder fo decrease ihe polential occumence of water

wmmm Particular atiention should be paid o the possitity of the rare accurrence of an extreme decrease n
umwmmrmulrgsemm

uwafDﬂM’NmsSuafa dosage has infrequently produced a shont elevatan of biood pressure. which desappeared wih a
rmwmm&mmﬁummmmmmmﬁ"mmmﬁmmamm

158 in biood pressure
4 Jion in pabents wih condéions wilh fluxd Cirole mbatance, such as Cys-
I fibrosis, because these patents Wﬁ
&m&mmmmw Spray s used in the nasal mucesa such as scarming. edema,
of oifer dhsease may mmmmmnmmm mmmmmwa&

mmmuum
Prmar,' Emlf in the nasal mucosa have octurred, unefiable absorpbon may result: DOWVP Nasal Spray shouia

resohe
Wb%%mmmmmmmmmwmmu%
afte 50 doses should be discarded sincs the amount deivered hereatier may be mdmmm
mmmmmmmmmmmm be instructed o read accomparying directions on use of
m&uﬁﬂmﬂlnmbmmmmmaammﬁma -surgical of head frauma-reéied
and potydipsia inciud unne volume and In s0me cases plasma csmolality may wwhwmw
wcrmm:mlmsememrm Medilmmlrher swmsdhegmd dags
ngmepremad ity of DOAVP Nasal ety low the antiduretc activty, usé of lrge doses
ulmpvesa:ragemsm monitoring
Cacnogam agommmmmdwmmwmunmﬁmms

Ega}?-umgy sn.oesnamnmmsmrmmmmmmmmnwmmmne
kel a0ult human dose given systemically) have reveaied no evidence of harm o the fefus dug 1o desmopressin ace-
tale There are several publcabons of management of diabeles nsipidus 1 pregnant women with no ham o fhe fetus raported, howeve,
no controlied studies in wwmwmﬂm%&mmm&sﬂan&mmmw
ramalrwmes aﬁdwmpwsnmm]mmm%PBmmm

w%Mﬂ

therapeutc

mmmmwmd %&ﬁqnbmm;mmmmmmmu
Pewr.meﬁmmal&u
Dmmwsuwmmmnaswmmmw efiectve in children aged 6 years or pioer with severe chid-
ress Adequately conbiolied shudies with DOAVP Masal Spray m primary noclurnal enwres:s have not been conducted
miamfmmmmm%mmhmm 1esulls
Cranal Dabetes nspidus' DDAVP has been used in chidren wih diabetes insiaus. LUise in infards and chiloren wil
mmmﬂulmmewmmmmw walet inituicabion. The dose must be indwidualy adusied 1o
mm?omn&emmmww ‘extrame decreass in plasma osmokally with resulting convsions. Dose
o
the spray cannol defiver s than 0.1 mL {10 megl, smaller doses acrrnmem The rhwnal hube delvery system
WMﬁﬁYMwﬂthmrﬁmmmﬂm per dose it

There e teports of an occasonal grealer Emﬂmmerﬂs show & decreased
responsveness, ofhers A shorened cntl ‘n'eres umeﬂeusdw anfibockes
but may b due |0 3 local nactvation of the

: @mmvﬂmnmw“mw , 1hindss and
fhuhing have aiso been along wih mald abdominal cramps. These symploms with reduction n dos-

ng repu‘leﬁmw wif
F Mose-tieed, soreﬂvnatm.@ upper respralory mfections have alsa been repaned
nefulwngm‘u wmdmrlsmgad.mmmrmwmmg!dbmmpmdmmgkunhm

ADVERSE REACTION
BODYASA WHOLE
Abdominal Pain
Astheng
Chils
Headache
Throat Pan
NERVOUSS SYSTEM
hpmm

FESP!R&TORY SYSTEM

il Pan
Respiraiory Infection

\APDIG‘&SCUL&H SYSTEM

Vasooihon
DIGESTIVE S\SIEM
Gastrointestinal Disorder

Mausea
SKIN & APPENDAGES
Leg Rash

Rash
SPECIAL SENSES
Conjunchviis
Edema Eyes
Lachrymaton Drsorger
OVERDOSAGE: See adverse reachons above I case dmmmmmmm%
decreased, or the dr wmmmmrgmmmtgdmemmmmsmmm
Aol LD, hasnal estabished An of 2 mgikg in mice
HOW SUPPLIED: A 5-ml. boltle wih spray pump rgmsudnsesdmmog{NDCDD?&ElSD Nsomhble&?ﬁmwm
mmmmmuhmwwmm 75-2450-01 Kwpgéadsd 2‘ When traveing
will maintan stabity for up 1o 3 weeis when slored &l room lemperature,
Federal (USA ) aw prohibits dispensing without prescription
Pleata see full prescribing information i product crculat

el st s e e "EE
SR GO0 O O @OoRNG OO0 oD |a‘|;§g
MOS o0 MO O WOODo WE SwthhaRana |ﬁE§§

mnmwmmM

References:
1. Aladjem M, Woh! R, Boichis H, et al: Desmopressin in nocturmal enuresis, Arch Dis Chifel 1982,57:137-140,
2. Bloom DA: e American experience with desmopressin, Clin Pediatr 1993(July, special edition):28-31
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Howdoyou stay
current when the
knowledge base of
medicine doubles
every few yea,rs‘?

Medicine advances ﬂfan
you can remain current fhrc ugh a

CME oppormnﬂmsoﬁaradtoyou

To keep abreast of these programs, conferences,
workshops and accreditation acfivities, order the
new Continuing Med[cg}qucanm Directory.

This complete reference, just pubﬁsl,'led by the
American Medical Associafion [AMA) contains
information not available anywhe

together all the information you r;epd '_ : fqlﬁll
your CME obligations mcluding AT

e

*CME raqu'remenfsofshlalming ard
stafe and specidlty societies, and the AMA
Physician’s Recognition Award.

* State and nafional sociely meefing dafes.

* EasyHo-use listings of selfassessment and

personalized/focused CME programs.

The Continuing Medical

Directory serves

as a unique refefa'mﬁarCMEplqnners, too.

bers of the AMAGHd for nonme
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American Medical Association
Physicians dedicated to the health of America




NEW 400 mg STR

B New 400 mg strength
adds even more dosing
flexibility

B Fewer CSCF sules and
enhanced compliance
with daily dosages of
400 mg or more

B Now the simpler titration
of a complete line: 100, 200,
300 and 400 mg capsules

B Pulmonary function and
ptomatic control
comparable to b.i.d.
theophylline products

B Ina crossover study, mean
plasma concentrations
comparable to those of a
b.i.d. product.

Mean Theophylline Conc ion In 16 Subj

= Theo-24% 800 mg q.d.
mmmm Theo-Dur®* 400 mg bid.

Theophyliine Concentration (ug/ml)

] 4 ] 12 16 20 24
Time at Steady State (hours)

Data on file at Whitby Pharmaceuticals, Inc

B Inaseparate study com-
q.d. theophyllines,
adde(% evidence of reliable
24-hour delivery

Serum Theophylline Level
s Theo-24% 800 mg q.d.
s Slo-bid™ * B00 mg q.d.
m Theo-Dur® 800 mg q.d.
mmm Uniphyl®* 800 mg q.d

Adapted from Minotti.”



ENGTH 'Iheo-24

(theophylline anhydrous)

B Theonce-a-day
convenience of 24-hour
symptom control with
unique ProBeads™
delivery

Timing complex allows
passage of GI fluids to
gradually dissolve
theophylline

Anhydrous theophylline

Central core absorbs GI
fluids and promotes
theophylline release

Aswithall theophylline products, rapid metabolizers
¢ require higher doses and/or more frequent
g For dosage guideline l.ll.td[l'l}., initiati

ete p
quire: arelati

1hm,‘1 information. Extended-re! prod-
ucts are not intended for the treatment of acute
attacks of bronchospasm.

400 mg Strength!

Theo-24

(theophylline anhydrous)

Extended-release capsules 100, 200, 300 & 400 mg
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Now 400 mg Strong!

Theo-24

(theophylline anhydrous)

Extended-release capsules 100, 200, 300 & 400 mg

The following is a brief summary only. Before prescribing, consult complete prescribing information in product label-
ing or PDR.

INDICATIONS AND USAGE

Theo-24 is indicated for relief and/or prevention of symptoms from asthma and for
with chronic bronchitis and emphysema.

CONTRAINDICATIONS

Theo-24 is contraindicated in patients with a history of hyp itivity to ine. It is also indi in
patients with active peptic ulcer disease and in patients with seizure (unless iving appropri
anticonvulsant medication).

WARNINGS

Serum levels above 20 meg/ml are rarely found after ion of the doses. However,
in indivi in whom phy plasma is reduced for any reason, even conventional doses may resuft
in increased serum levels and potential toxicity. has been in the follow-

ing readily identifiable groups: (1) patients with impaired liver function; (2) patients over 55 years of age, particularly
males and those with chronic lung disease; (3) patients with cardiac failure from any cause; (4) patients with sustained
high faver; (5} infants under 1 year of age; and (6) patients taking certain drugs (see Precautions: Drug/Drug inter-
actions). Frequently, such patients have markedly prolonged theophykine serum levels following discontinuation of

the drug.
Reduction of dosage and laboratory itoring is i iate in the above i
Serious side effects such as i i il or even death may appear as the first sign of toxic-

ity without any previous warning. Less serious signs of theophylline toxicity (ie, nausea and restlessness) may cccur
frequently when initiating therapy, but are usually |ransnent when such signs are persistant durmg maintenance ther-
apy, they are often i with serum above 20 mcg/ml. Serious taxicily is not reliably preceded
by less severe side effects. A serum concentration measurement is the most reliable method of predicting potentialty
life-threatening toxicity.

Many patients who require ine may exhnb:t ia due to their underlying disease pracess so that the
causeleffect relationship to elevated serum may not be i

Theophylline products may cause arrhythmia and/of wursen i ias. Any signifi change in rate
and/or rhythm warrants itoring and turther it lothi ia in the ot ine may
produce sinus i i

Studies in laboratory ammals (minipigs, rodents, and dogs) recorded the occurrence of cardiac arrhythmias and sud-

den death (with histologic evidence of necrosis of the myocardium) when theophylline and beta agonists were adminis-

tered concomitantly. The significance of these findings when applied to humans is unknown.

PRECAUTIONS

General: On the average, theophylline's half-life is shorter in cigarette and marijuana smokers than in nonsmokers,

but smokers can have half-lives as long as nonsmokers. Theophylline shouid not be administered concomitantly with

other xanthines. Use with caution in patients with hypoxemia, hypenanslon, or those with a history of peptic ulcer.

Theophyllme may occasionally act as a local irritant to the g: tract when ini orally, althcugh
are more centrally i and i with serum drug concentrations

over 20 mcg/ml.

Information for patients: Patients should be instructed to take this medication in the morning, at approximately the
same time each day, and not to exceed the prescribed dose.

Patients who require a relatively high dose of thecphylline (ie, a dose equal to or greater than 300 mg or 13 mg/kg,
whichever is Iess) should be intormed of important oonsiderauons relnlmg to llme of drug administration and meaf con-
fent (see Drug/Food ir and Dosage ant
As with any extended-release theophylline product the pallem should alert the phystclan if symptoms occur repeat-
edly, especially near the end of a dosing interval.

Laboratory tests: Serum levels should be monitored periodically to determine the theophylline level associated with
observed clinical response and as the method of predic(mg toxicity. For such measurements, the serum sample should

be obtained at the time of peak 12 hours after i ion of a morning dose. It is
important that the patient has not mnssed or taken additional doses during the previous 72 hours and that dosing
intervals have been Dose based on when these i ions have
not been followed may result in toxicity (see Dosage and ini in p! [ 9).

Drug Imonctlom

Drug/Drug i Toxic ism has been with ephedrine and may occur with other sympatho-
mimetic i ia in the of phylline may produce sinus tachycardia or
ventricular arrhythmias.

In addition, the following drug i i have been with

Lithium carbanate Increased renal excretion of ithium

Allopurinol (high-dosa) Increased serum theophyliine levels

Cimetidine Increased serum theophyliine levels

Erythromycin, troleandomycin Increased serum theophylliine levels

Oral contraceptive steroids Increased serum theophyliine levels

Ciprofloxacin Increased serum theophyliine levels

Propranolol Increased serum |heophyli|na levels

Phenytoin and in serum levels
Carbamazepine Decrsasad serum lheoprvyllme levels

Phenobarbital Decreased serum theophylline levels

Rifampin Decreased serum theophylline levels

Drug/Food interactions: Taking Theo-24 less than one hour before a high-fat-cantent meal, such as 8 oz whole milk, 2
fried eggs, 2 bacon strips, 2 0z hashed brown potatoes, and 2 slices of buttered toast (about 985 calories, including
anproxlmalsly 71 g of fat) may resull ina slgmﬂcam increase in peak serum level and in the extent of absorption of
it in the fasted state. In some cases (especially with doses of 900 mg or more
taken less man one hour belore a high-fat-content meal) serum theophylline levels may exceed tha 20 mcg/ml level,
above which theophylline toxicity is more likely to occur.

Dmg/Laboralory test vn!eracllons Cuvrsmly avallabla analytical melhoas including high pressure liquid chromatogra-
phy and serum lavels are specitic. Metabolites and other drugs
generally do not affect the resuits. Omer new analytical methods are in use. The physician should be aware of the labo-
ra!ory method used and whether mher drugs will intertere with the assay for theophylline.

of fertility: Long-term carcinogenicity studies have not been per-
'ormed with theophylline. Theophyllme has hson shown to be mutagenic in Escherichia coli and other lower organ-
isms (Euglena gracilis and Oy breaking activity was detected in human cell
cultures at concentrations of theophylline up to 50 times. lho therapeutic serum concentration in humans. Theophylline
was not mutagenic in the dominant lethal assay in maie mice given theophylline intraperitoneally in doses up to 30
times the maximum daily human oral dose. Studies to determine the effect on fertility have not been performed with
theophyliine.

Pregnancy: Pregnancy Category C. Limited animal studies have shown teratogenic activity of theophylline in mice
and rats. There are no adequate and well-controlied studies in pregnant wemen. Theophylline should be used during
pregnancy only if the potential benefit justifies the potential risk to the fetus.

Nursing T ine is distri into breast milk and may cause irritability or other signs of toxicity in
nursing infants. Because of the potential for serious adverse reactions in nursing infants from theophylline, a decision
should be made whether to dit i nursing or to di: i the drug, taking into account the importance of the

drug to the mother.
Pediatric use: Safety and effectiveness in children under 12 years of age have not been established with this product.
ADVERSE REACTIONS

The following adverse reactions have been observsd but there has not been enough systematic collection of dala to
support an estimate of their freqt adverse i are usually due to overdosage.
Gastrointestinal: nausea, vomiting, epcgasmc pain, hematemesis, diarrhea.

Central nervous systern: headaches, irritability, restlessness, insomnia, reflex hyperexcitability, muscle twitching, clonic
and tonic generalized convulsions.
Cardic N

flushing, ion, circulatory failure, ventricular arrhythmias.
Respiratory: tachypnea. i
Renal: potentiation of dluresas
Other: alopecia, i iate ADH (antidi y , ragh.
HOW SUPPLIED
Theo-24 (theophylline anhydrous) is supplied in ! ining 100, 200, 300 or 400 mg of

anhydrous theophyliine.
Caution: Federal law prohibits dispensing without prescription.
Revised 8/93

References: 1.Data on file. 2. Minotti DA, Altman LC, Ayars GH et al, O day dosing with a isan of four
sustained-release products. Ann Alisrgy 68: 500-506, 1992.

® Manufactured for Whitby Pharmaceuticals, Inc.,
Richmond, VA 23220,
Pharmaceuticals by G. D. Searle & Co., Chicago, IL 60680.
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hifedipine;sissse

30mg,60mg &90mg

Real Value for Real People
with Hypertension

Real Therapeutic Value Real Economic Value
» The benefits of long-acting nifedipine therapy * Lower price (AWP) than Procardia XL* 30 mg,
for hypertension™' 60 mg and 90 mg—potential 25% savings'’
Real Human Value
i *Not indicated for angina. Take on an empty stomach. Careful
» Convenient, well-tolerated therapy titration may be necessary when switching between Procardia XL*
¢ Peripheral edema and headache were the I':?%??;'{,’: If;ﬁgfoi?_“ﬁ{fjlar :(nlc ,'s Hzeghtored tademark of

most common dose-related adverse events
reportegl: llushmg/_heat sensation, dizziness, Please see brief summary of Prescribing Information
and fatigue/asthenia were all reported at an on back of this page.

incidence of 4%

tCalculations based on suggested Average Wholesale Price (AWP).

Candidate Profile
Name.........ccooeeevvenenn....Morris E.

Residence....................Charleston
Pretreatment BP 176/102

Marital Status married
Health Ins $750 deductible,
no Rx plan

“Save up to S192'a year?
That’s the next payment on my insurance.”




Once-A-Day

Adalaf©©

nifedipine

30mg,60mg &90mg

BRIEF EUM.%IRY
CONSULT PACKAGE INSERT FOR FULL PRESCRIBING
INFORMATION

For Oral Use
P210074485 5/93
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been reported to increase it fimes, the maximum recommended human dose. In vive mutogenicity studies were neg:
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deal wit

Pediatricians like you are dealing with a broader range
of patients than ever before. So we've completely
redone AJDC. Its new name is Archives of Pediatrics &
Adolescent Medicine and it covers the entire range of
pediatrics today — from the cradle all the way to college.
It has a highly respected new editor, Catherine
DeAngelis, MD of Johns Hopkins University, and a
new, reader-friendly format. Which means you'll get
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the latest peer-reviewed, primary source information
more quickly and efficiently than ever before.

Check out the new Archives of Pediatrics &
Adolescent Medicine. It's the perfect way to keep up
with your growing concerns.
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PROVEN 24-HOUR CONTROL OF
BOTH ANGINA AND HYPERTENSION'?

Please see brief summary of prescribing information on adjacent page.
1993, Marion Mermrell Dow Inc 0115A3
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Call for Papers

1994 International Conference on Physician Health
September 16-20, 1994. Ottawa, Ontario, Canada

“Stress: The Profession, the Family and You”

The 1994 International Conference on Physician Health, co-sponsored by the American Medical Association, the Federation of State
Medical Boards, the Canadian Medical Association, and the Federation of Medical Licensing Authorities of Canada is scheduled for
September 16-20, 1994, at the Ottawa Westin Hotel.

Ottawa is Canada’s capital and offers many national museums, over 60 miles of bicycle paths, hiking in Gateneau park, squash
courts and swimming at the hotel and golf nearby.

The conference will provide a forum for practitioners and researchers to present recent findings and innovative treatment and
education programs in physician health. This conference will address a range of issues, such as AIDS, HIV, problems related to
aging, mental illness, substance abuse and physical disabilities and limitations, including those caused by general medical condi-
tions. Possible topics for presentation include: presentation and treatment of health problems among physicians, the impact of
disorders on physicians’ families and practices, medical-legal issues facing hospital administrations and licensing boards, and
material on health promotion and disease prevention. Abstracts which address issues related to these topics (i.e., prevention,
diagnosis, treatment, rebabilitation), but not dealing specifically with physicians are also welcome.

Three types of presentations regarding these physician health issues are invited:

* Poster Presentations
Written presentations of data-based research, epidemiological research, or program descriptions.

* Paper Sessions
Oral presentation of scientific, data-based findings relative to the topic of physician health.

Abstracts for poster presentations and paper sessions should contain an introductory statement on the significance of
subject matter. Description of methods, results, and conclusions should follow the introductory statement.

¢ Workshops
Training or instructional presentations, designed to improve specific skills of persons who work in the area of
physician health. '

Abstracts for workshops should contain information on the program’s intended audience, goals, teaching
strategies, and materials. Evaluation data should be summarized

Abstracts may not exceed 200 words. Any abstracts exceeding that length will be rejected. Abstracts should be typed, double
spaced, and mailed (not faxed). Four copies of the abstract should be sent, along with one self-addressed, stamped envelope. All
submissions must list the primary and secondary authors and their professional affiliations. Telephone number and address of
primary author must also be included.

Submissions must be received by February 1, 1994.

Abstracts will be submitted for blind review. Abstracts will be judged on their applicability to the conference topic area and their
scientific merit. The decisions of the blind reviewers will be communicated to the abstract’s primary author by April 1, 1994.

All presenters are expected to register for the conference at the AMA member rate. We are unable to provide any financial support
for presenters. Presenters will also be responsible for their own transportation and hotel expenses, as well as making all reserva-
tions for same.

Send all materials to:
Elaine M. Tejcek, Physicians Health Foundation, American Medical Association, 515 N. State Street, Chicago, IL 60610.

American Medical Association
Physicians dedicated to the health of America




JAMA

Ihe Journal of the Amencan Medical Association

MEDICAL
ROUNDS

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

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

Learn about the
latest developments in medical
research, policy changes that

affect the way you practice

medicine, and the journal
articles that are

making headlines.
All of this and more,

every week on

JAMA Medical Rounds.

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

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

| American
Medical

Television
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Mainframe users prefer CPT Magnetic
Tape for fast, efficient claims processing

In the "90s, with the trend towards increased productivity and fewer human resources, the challenge
is to find solutions that benefit you the most for the least amount of money. CPT on Magnetic Tape,
licensed by the American Medical Association (AMA) and available in two formats, is one of those
solutions. It's already proven its value in many workplaces, Why not put it to work in yours, too?

CPT 1994 Short Description Tape
Features a data base file constructed in 80-
byte line records. Each record contains one
abbreviated procedure description and 5-digit
CPT procedure code. Nine-track magnetic,
28-character line, fixed block record format.
Field specifications:

CPT procedure number: Positions 1-5
Procedure data: Positions 6-33

Blanks: Positions 34-80

Upper case only
1600 BP1, EBCDIC
6250 BPL, EBCDIC
1600 BPI, ASCII
6250 BPI, ASCII
License fee $385

CPT 1994 Full Procedure Tape
The choice for more involved activities.
Contains the complete procedural text of CPT,
along with the 5-digit CPT procedure codes,
Nine-track magnetic, 80 character line, fixed
block record format. For longer descriptions,
the CPT code is repeated and the sequence
number is increased by one (01, 02, 03, ete.).

Order #; OP0OG0494.JZ
Order #: OPOGOS94.JZ
Order #: OP0G1094JZ
Order #: OPOG] 194.JZ

Field specifications;

CPT procedure number: Positions 1-5
Sequence numbers: Positions 6-7
Special procedure codes: Position 8%

American Medical Association

Physicians dedicated to the health of America

* Procedure data: Positions 9-80
A star in this position indicates a procedure that does not include
pre- and post-operative care. See introduction of CPT 1994,

Technical description file specifications:

= Logical record length: 80 bytes

* Block size: 80 bytes

* Label: No label

* Tape density: 1600 or 6250 BPI

* Content: EBCDIC or ASCII
Upper and lower case
1600 BP1, EBCDIC
6250 BP1, EBCDIC
1600 BPI, ASCII
6250 BP1, ASCII
Upper case only
1600 BP1, EBCDIC
6250 BPI, EBCDIC
1600 BPI, ASCII
6250 BPI, ASCII
License fee $550
Note: Magnetic tapes are not returnable,
Please check with your computer systems
professional to ensure compatibility with
your system.
To order, call toll free
800 621-8335
MasterCard, VISA, American Express, and
Optima accepted, State sales taxes and ship-
ping/handling charges apply.

Order #: OP060194JZ
Order # OPOGO3IZ
Order #: OPOGOT794.J7
Order #: OPOG0S94JZ

Order #: OP0G0094JZ
Order # OPOG02940Z
Order #: OPO60694.J7
Order # OPOG0SY4IZ
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(hydrocodone bitartrate Smg (Warning: May be habit forming) and guaifenesin 100mg per (5mL) teaspoon)

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

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

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

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

« Adult Dose: 1 teaspoon (5mL)
every 4-6 hours not to exceed
6 teaspoons in a 24 hour period.
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AUTHORSHIP RESPONSIBILITY, FINANCIAL DISCLOSURE, AND ASSIGNMENT OF COPYRIGHT

Each author must read and sign (1) the statement on authorship responsibility; (2) the statement on financial disclosure; and (3)
either the statement on copyright transfer or the statement on federal employment. If necessary, photocopy this document to dis-
tribute to coauthors for their signatures. Please return all copies to the address below.

1. Avthorship Responsibility

I certify that I have participated sufficiently in the conception
and design of this work and the analysis of the data (where ap-
plicable), as well as the writing of the manuscript, to take pub-
lic responsibility forit. I believe the manuscript represents valid
work. T have reviewed the final version of the manuscript and
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Furthermore, [ attest that [ shall produce the data upon which
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3. Copyright

In compliance with the Copyright Revision Act of 1976, effec-
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in consideration of taking further action in reviewing and ed-
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this form before manuscript review can proceed. Such signa-
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and the undersigned author(s) thereby transferring, assigning,
or otherwise conveying all copyright ownership, including any
and all rights incidental thereto, exclusively to the AMA.

In consideration of the action of the AMA in reviewing and ed-
iting this submission, the author(s) undersigned hereby trans-
fer(s), or otherwise convey(s) all copyright ownership to the
AMA in the event that such work is published by the AMA.

Date Signed

US Federal Employees: If you are an employee of the US fed-
eral government, please sign the following statement: I was an
employee of the US federal government when this work was

Author(s) Signature(s)

conducted and prepared for publication; therefore, it is not pro-
tected by the Copyright Act and there is no copyright, thus own-
ership cannot be transferred.

Date Signed
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Managed Care
Experts On Call

Doctors
Advisory
Network™

A free referral service
for AMA members only

You don't have to face the challenges of managed care and health system
reform alone.

The American Medical Association (AMA) has created the Doctors Advisory
Network, a select group of managed care experts — experienced physicians,
lawyers and business consultants — ready to help you create your own
opportunities.

AMA members can call the Doctors Advisory Network toll free. A member of
our legal staff will assess your needs and refer you to a few qualified experts
from our pre-selected database. You make the final choice and establish your
own relationship with your expert.

Assessment and referral are free to AMA members only. And you'll also
receive a free booklet — A Physician’s Guide to Selecting and Working with a
Managed Care Attorney or Consultant.

Don't face the challenges alone. When you need a managed care expert on
your side, let the AMA's Doctors Advisory Network do the legwork for you.

Call toll free 800 AMA-1066. CSCNAA

Press 4 for immediate access.
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(NAPROXEN) 500 mg tablets
Brie! Summary:
Contraindications: Patients who have had allergic reactions 1o
NAPROSYN, ANAPROX or ANAPROX DS or in whom aspirin or
other NSNﬁs lndu:c the syndrome of asthma, rhinitis, and nasal
gv& s¢ anaphylactic reactions usually occur in patients
I|rstr.lr1_|I ol such reactions, question patients for asthma,
nasal polyps, urticaria, and h ion associated with NSAIDs
before starting therapy. If such symptoms occur, discontinue the
drug. Warnings: Serious Gl toxicity such as bleeding, ulceration,
and perforation can occur at ag ime, with or without walnmg
ptoms, in patients treated rnnh:ally with NSAIDs. Remain
t for ulceration and bieeding in such patients even in the
absem: of previous Gl tract symptoms. In clinical trials, symp-
tomatic upper Gl vlcers, gross bleeding cuxﬂoramn appear fo
0CCur in @ mumml 1% of patients treated for 3-6 months, ana
in about ients Irulud for one yeac Inform patien
about the sugns or sym)| of serious Gl toxicity and wnat
steps to take if they occur. Studies have not identified a
of patients not at risk of developing peptic ulceration and ieudln
Except for a prior history of serious Gi events and other ri
factors known to be associated with peptic ulcer disease, such as
alcoholism, smoking, etc., no risk factors (i a& 130. sex) have
been associated with increased risk. Elnen‘)r or debilitated patients
seem 1o tolerate ulceration or bleeding less well than others and
most spontaneous reports of fatal Gl events are in this population.
In cnnslmmno the use of relatively large doses (within the recom-
mended dosage range), sufficient benefit should be anticipated to
oﬂsal Ihe omermal increased risk of GI Imnc'dEv Precautions: DO
MAPROSYN® 'SHAPRDI N OMITANTLY WITH
anarnox- NAPROXEN SODIUM) OR uupm- ns
LSWMN DIUM} SINCE THEY BOTH CIRCULATE IN PLAS
HE NAPROXEN MION Acute interstitial nephritis with hema
turia, pi has been reported.
Patients with mpalrw renal function, heart failure, liver dysfunc-
tion, patients taking diuretics, and the elderty are at greater risk of
overt renal decompensation. If this occurs, discontinue the drug
Use with caution and monitor serum creatinine and/or creatinine

clearance in Patienis with significantly impaired renal function.
Use caution in patients with baseline creatinine clearance less
than 20 mL/minute. Use the lowest effective dose in the elderly or

in patients with chronic alcoholic liver disease or cirrhosis. ilh
NSAIDs, bﬂrderflna elevations of liver lests may occur in up to
Iﬁ%uitn l'er\rma{I ress, remain unchanged, or be
transtent with continued erapy. Elo\ral:ons of SGPT or SGOT
occurred in controlled clinical trials in less than 1% of patients.
Severe hepatic reactions, including jaundice and fatal hepatitis,
have been reported rarely. If liver lisease develops or if systet;nn::

manifestations occur {e.g. or rash), di
apy. If steroid dosage is rsducud or eliminated during therapy, do
s0 slowly and observe patients closely for adverse , includ-

ing adrenal insufficiency and exacerbation of arthritis syrnmms
Determine hemoglobin values periodically for patients with initial
values of 10 grams or less who receive long-term therapy. Periph-
eral edema been reported. Therefore, use with caution in
patients with fluid rmtlon hypemnsmn or heart failure. The
druu‘s antlwmnc and anti- ||1I|.arrmlp;|y activities maT ruducu

duct uphtha!mn: studies if any change or disturbance in \nsmn
occurs. For patients with restricted sodium intake, note that the
suspension contains 8 mg/mL of sodium. Information for
: Side effects of NSAIDs can cause discomfort and, rarely,
there are more serious side effects, such as Gl bleemnn. whi
may result in hospitalization and even fatal outcomes. Physicians
may wish to discuss with patients the potential risks and likely
benefits of NSAID treatment, particularly when they are used for
less serious conditions where treatment without NSAIDs may be
an acceptable alhernalm Patients should use caution for activi-
|ie|§[ mulrwhﬂnﬁz m’fw o
vertigo or depression duri apy. Laboratory Tests: Because
serious Gl tract u1watmngnd blugmu can occur without warn-
ing symptoms, follow chronically treated tgaammts for signs and
symptoms of these and inform them of importance of this
follow-up. Drug Interactions: Use caution when giving concomi-
Iarll‘ij):e with l:uumarln type anticoagulants; a h n10|n sulfon-
ami ||tn:um .':‘.'
b; md“;gm“:?a[t%lg" ti d la bleedi
i Base on and pro ini
time or ?nmé‘;sa urinary wlulssm lw‘lonendcpshem:& II
ranty stop therapy for 72 hours before doing adrenal Iuncl n
tests, The drug may interfere with urinary assays of SHIAA. Car-
cinogenesis: A 2- yw rat study showed no evidence of carcino-
genicity. Pregnancy: Category B. Do not use during pregnancy

unless clearly . Avoid use during late DW& rsing
Mothers: Avoid use in nursing mothers. Ped Single
doses of 25-5 with total daily dose not exceeding 15

ﬁﬂim are sale in children over 2 years of age.

In a study, Gl reactions were more frequent and severe
in rheumatoid arthritis patients on 1,500 mg/day than in those on
750 rnqm In studies in children with juvenile arthritis, rash and

[m leeding times were more Irequent, GI and CNS reac-

the same, and other raal:tmns less 1' uanl than in

aoulls Incidence Greater Than 1% lationship:

Gl: The most frequent cnmp|alnrs rei.md In Ihe GI trm cmlpa-
tion; heartburn abdominal dpalﬁ nausea’ dyspepsia, diarrhea

stomatitis, CNS: headache iness’ drowsiness. inmmaded—

ness vertigo. Dermatologic: iching [ﬁunlusl. skin eruptions.”

;rnum sweating, purpura. Special Senses: tinnitus’ hear-
Ing urbanm visual disturbances, Cardiovascular: sﬂema

e:lgl;alm General: thirst. Incidence Less Than 1%;
| Relationship: Gl: abnormal liver function tests,
:nhtrs Gl blnedlnn and/or gaﬂoral n, tcrnesls. jaundice,
rnslena Ppepti ic , vomit-
%Renal nephri ia, inter-
stitial nephritis, nepllmtu: syndrume renal dm renal fallure
renal papilla ?r 20Sin0
philia, qranu ocytopenia, Inuluupemi ':Iltnmhncytnpcma I:NS
dream abnormalities, inability to wnr.emmlu insom
nia, malaise, myalgia and muscle weakness. Dermal -
cia, photosensitive dermatitis, skin rashes. Specia Senses
hearlnu impairment. Carﬂlmmular congestive heart failure.
itis. General: iuphylactubd
reactions, menstrual disorders, mmmlls and fever). Causal
ic anemia, hemohd!c
anomh CNS: aseptic meningitis, cognitive dys‘l‘mc‘lm Dermato-
logic: epidermal necrolysis, erythema multiforme, photosen-
sitivity ructlons resembling porphyria cutanea tarda and
epidermolysis bullosa, Stevens-Johnson syndrome, urticaria. GI:
non-peptic 61 uloemlon ulcerative stomatitis. Cardiovascular:
vasculitis. General: angioneurotic edema, hyperglycemia, hypo-
glycemia. Owerdosage: Mﬂm drowsiness, hurl'aum indiges-
tion, nausea, vomiting. A few patients have had seizures. Empty
stomach and use usual supportive measures. In animals 0.5

i SR e n
ul ription, -
age insert for full i t:?um'raiion. "

*Incidence of reparted reaction 3%-9%.
Where unmarked, incidence less than 3%.

US. patent nos. 3,904,682, 3,998,966 and others.
1991 Syntex Puerto Rico, Inc. Rev.39 September 1990
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