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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%).

ONCE-A-DAY & 6

[doxazosin mesylate)sersmees

1mg,2mg, 4 mg, 8 mg
©1993, lzer e HYPERTENSION CONTROL FOR A NEW GENERATION.




References: 1. The filth report of the Joint Nafionol Commitiee UINC) on the Detection, Evaluation, and Treatment of High Blood
ONCEADAY Pressure [INC V). Presented o the Nafional thn&mﬁonhyupl Committee; June 25, 1992.
2. Pickering TG, Hypertension and Lipid Trial Shudy Group. The use of 24-hour g in the it of
i .Wahmwdm Mww;wu-ﬁ,
1991 Washi z.‘.l.ﬂu‘[mdh\iﬂ Research hfwdwwwu
riol of o r mewmmm
d I k 1991:151: umm Lehtonen A, the Finnish Study Group, levels of serum insuln, glucose, ond
OXUZOSIn mesy a e 1mg, 2rng lmg 8mg potients treotment with doxazosin. Curr Ther Res, 1990,47:278-284
CARDURA® mesytate) Tablets Cardiac Toxicity in Animals: DOXAZOSIN  PLACEBD
Brie! Summary of Prescribing Information mdeWMWWWW (N=339) {N=336)
INDICATIONS AND USAGE rats after AUTONOMIC. Mouth Dry a5, P
CMM{MMWMHWINNWW‘ i provi mwmmmt?mum s o
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angiotensin nzyme inhibitors of calcium channed blockers. 0 k). WMWMhMHNMMhMm ConjunctivitisEye Pain 1% 1%
'CONTRAINDICATIONS manner with 40 mg doxazosm//day for 18 months. No 1% 0.3%
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Syncope and “First-dose™ Effect: respectively. There is no evidenoe that similar lesions occur in hurmans. :)epmm 1% 1%
Doxazosin, like other alpha-adrenergic blocking agents, can cause marked g d of - Sexual Dystunction 2% %
m MMhWMMmﬁw Chronic dietary administration {up to 24 months) of doxazosin mesylate at
toterated (highest dose 40 mg/kg: about 150 times the GASTROINTESTINAL:  Nausea % 4%
mwummummmmmnm maximum recommended human dose of 16 mg/60 k) revealed no evidence of Diarrhea 2% 3%
increass, or if therapy is interrupted for more than a few days. To decrease carcinogenicity in rats. There was also no evidence of carcinogenicity ina Constipation 1% 1%
the likelihood of excessive hypotension and syncope, i1 is essential that dmmmwmsmmmwmwmmm. Dyspepsia 1% 1%
treatment be initiated with the 1 mg dose. The 2, 4, and The mouse study, however, was compromised by the failure to use 3 maximally Flatulence 1% 1%
8 my tablets are nol for initial therapy. Dosage should hen be adjusted slowly tolerated dosa of doxazosin. Abdominal Pain 0% %
(see DOSAGE AND ADMINISTRATION section) with increases in dose every Mutagenicity studies revealed no drug- o metabofite-related effects at either Vomiting 0% 1%
two weeks. Additional antihypertensive agents should be added with caution. chromasomal or subchromosomal levels. RESPIRATORY: Rhiniti ™ %
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m“mmmmmmwm daily human dose. This effect was reversible within two weeks of drug
doses of beginning at 1 mg/day, wyaue withdrawal URINARY: Polyuria % 0%
MMMMHM?NMMWW Pregnancy Urinary Incontinence 1% %
postural hypotension. in another study of 24 healthy normotensive male subjects Teratogenic Effects, Pregnancy Category B, Studies in rabibits and rats at dadly Frequency 0% 2%
receiving initial doses of 2 mg/day of doxazosin, m&“idhm oral doses of up fo 40 and 20 mg/kg, respectively (150 and 75 times the BENERAL Fatigue/Mal 12% 6%
experienced symptomatic postural hypotension between 0.5 daily dose of 16 mg, assuming a patient weight of 60 Chest Pain 2% 2%
hwmmummﬁhm ianZdﬂu mmmMmu!Mmmmm The rabbit study, however, Asthen % %
trials in i promised by the failure 1o use a maximally tolerated dose of doxazosin. Face Ed % o
mmmwmmmmmwmmmmmm Mmmmmmwﬂrmlwswmmwm&mn Pain 2% 2%
of postural side etfects at 1 mg/day with no cases of syncope.

In multipke dose clinical trials invalving over 1500 patients with dose titration
avery one 10 two weeks, syncope was reported in 0.7% of patients. None of
these events occurred at the starting dose of 1 mg and 1.2% (8/664) occurred at
16 mg/day,

1 syncope occurs, the patiant should be placed in a recumbent position and
treated supporiively as necessary.
PRECAUTIONS
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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 of
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labelled doxazosin to pregnant rats.
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Nursing Mothers
Studies in lactating rats ghven a single oral dose of 1 mg/g of [2-*C]-doxazosin
indicate that doxazosin accumisfates in rat breast milk with a maximunm

from that might have occurred in the absence of
wxposure o doxazosin. The following adverse reactions occurred with a

Cardiovascular
am ummemm wmmm

concentration about 20 times greater than the matermnal plasma It
5 not known whether this drug is excreted in human milk. Because many drugs
are excrited in human milk, caution shoukd be exercised whan CARDURA is
administered to a nursing mother,

Pediatric Use

Safety and effectiveness in children have not been established
ADVERSE REACTIONS
CARDURA has been administered to approximately 4000 patients, of wham 1679

should be treated with particular caution.
nmmmnmmmmnmwmmm ]

this measure ts inadequate, volume wath intravenous fluids

vasopressor tharapy may be used. lmmmsm-

contraingication fo further doses of CARDURA.

2, Impaired liver function:

mmummmummmu
function or to inflence hepatic

metabolism (see CLINICAL “Thers ks no controfled clinica!

experience with CARDURA in patients with thess conditions.

3. Laukopania/Neutropenia:

Analysis of hematologic data from patients receiving CARDURA in controlied
clinical triais showed that the mean WBC (N=474) and mean neutrophil counts

(N=418) ware decreased by 2.4% and 1.0% respectively. compared to placebo, 3
phenomenon seen with ather alpha blocking drugs. A search through a data base
of 2400 patients revealed 4 in which d 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/ range over periods of 20

‘became symplomatic as a result of the low WBC or neutrophil counts.

included in the chinical progran. In that program, minor
adverse effects were frequent, but led fo 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 1o
discontinuation in 2% of patients in each group. The major reasons for
discontinuation wore postural effects (2%), edema, malaisa/fatigue, and some
heart rate disturbance, each about 0.7%.

In controdied clinical trials directly companng CARDURA to placebo there was
no significant diference in the incidence of side effects, except for dizziness
{including postural), weight gain, somnolence and tatigue / mataise. Postural
effects and sdama appeared to be dose related.

The prevalence rates presented below are based on combined data from
placebo-controfied studies involving once dally of at
doses ranging from 1-16 mg. Table 1 hose adverse
WW}mmmmmmmm
prevalence rale In the doxazosin group was a1 least 0.5% or where the reaction is
of particular interest.

TABLE 1
ADVERSE REACTIONS DURING PLACEBO CONTROLLED STUDIES

DOXAZOSIN  PLACEBO
Information for Patients:
Patients should be made aware of th | and (N=339) (N=336)
symptoms, especially at the initiation of therapy, wummmlumnr CARDIOVASCULAR Dizziness 19% 9%
mwmmmwwmm mamhummw Vertigo 2% 1%
s resumed. They should b d to Postural Hypotension 03% 0%
MMMMMMMMWMMG Edema 4% %
doxazosin therapy. They should akso be advised of the need 1o sit or lie down when Palpitation 2% 3%
", although these symptoms are not Arrhythmia 1% 0%
mmwhummmmimummn Hypotension 1% 0%
dizziness, they should be reported Tachycardia 03% 1%
o the phy mmm mu Patients should also Peripheral Ischemia 03% 0%
be fold can ocour with requiring caution 5
::nuemmmummmw. SKIN APPENDAGES: mﬂ :: ::
Most (98%) of plasma doxazosin is protein bound. In vitro data in human MUSCULDSKELETAL:  Artraigia/Arthntis % 0%
mmmmmmmmwmmuw Muscle % 0%
wartatin, ph or There is on the effect of Myalgia 1% 0%
WMMMMMmMMWMM CENTRAL &
been administered without any evidence of an adverse drug interaction o PERIPHERAL N.§ Headachs 4% 16%
patients receiving thiazide diuretics. beta biocking agents, and nonstercidal anti- Parssthesia % %
Inflammatary drugs. Kintic Disorders 1% 0%
Drug/Laboratory lest interactions: 1% %
Nane known. : 1% 0%
Muscle Cramps 1% 0%

purpura, System:
breast pain; Skin Disorders: alopecia, dry skin, eczema; Gentral Nervous System:
paresis, remor, twitching, confusion, mmmm
Psy fic. paroniria, amnesia, lability, thinking,
depersonalization; mmmm laste parversion,

System:

anorexia, fecal i System:
sinusitis, coughing, pharyngits; Uinary System; renal calculus: General Body
System: hot flushes, back pain, infection, fever/rigors, decreased wesight,
influenza-fike symptoms.

CARDURA has not been assoclated with any clinically significant changes in
routing biochemical tests, No clinically refevant 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

tiood cell counts (See Precautions),

OVERDOSAGE

No data are avaltable in regard to overdosage in humans.
mwmwanmumm1mminmwm The
most likely for which the

mwmmmmmmo?nw As doxarosin 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 dally. This starting dose is intended to
minimize the frequency of postural hypotension and first dose syncope
associated with CARDURA. Postural etfects are most likely 1o occur between 2
and 6 hours after 2 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 measyrements taken al 2-6 hours postdose and 24 hours postdose), dosage
may then be increased to 2 mg and thareafter if necessary to 4 mg, 8 mg and 16
mg to achieve the desired reduction in blood pressure. Increases in doss
‘buyond 4 mg increase the likelinood of excessive postural affects including
syncope, pastural dizziness/vertigo, postural hypotension. A a litraled dese
of 16 mg once daily the frequency of postural aftects is about 12% compared
1o 3% for placebo.

HOW SUPPLIED

CARDURA (doxazosin mesylate) ks avaitable as colored tablets for oral
adminisiration, Each tablet contains doxazosin mesylate equivalent to 1 mg
LMI.znutvm} , 4 mg (orange) or B myg (green) of the active constituent,

CARDURA® TABLETS are available as 1 mg (white), 2 mg (yellow), 4 mg
(orange) and & my (green) scored tablets.

Boftles of 100: 1 mg (NDC 0049-2750-66), 2 mg (NDC 0049-2760-66), 4 mg
(NDC 0049-2770-66), 8 mg (NDC 0043-2780-66)

Recommended Storage: Store below B86°F(30°C).

CAUTION: Federal law pronilits without p
65-4538-00-0
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For Your Protection:

The OSHA Regulations on Bloodborne Pathogens

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

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

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

Training materials include:

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

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

American
Medical

Association

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

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

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

Completion of this training program has also

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

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

To order call 1-800-398-CNBC.

American Medical Television is produced in
conjunction with the American Medical Association.



ARCHIVES

FAMILY MEDICINE

The ARCHIVES OF FAMILY MEDICINE is a member of the consortium of AMA
journals listed below. The ARCHIVES reaches more than 81 500 readers in family
and general practice each month, in addition to paid subscribers.

The Journal of the American Medical Association (JAMA)
American Journal of Diseases of Children (AJDC)
Archives of Dermatology

Archives of Family Medicine

Archives of General Psychiatry

Archives of Internal Medicine

Archives of Neurology

Archives of Ophthalmology

Archives of Otolaryngology—Head & Neck Surgery
Archives of Pathology & Laboratory Medicine
Archives of Surgery

The ARCHIVES OF FAMILY MEDICINE (ISSN 1063-3987) is published monthly
by the American Medical Association, 515 N State St, Chicago, IL 60610, and is
an official publication of the Association. Application to mail ar second-class post-
age rates is paid at Chicago and at the additional mailing offices. GST registration
number R126 225 556. Printed in the USA.

@ PRINTED ON RECYCLED PAPER

SUBSCRIPTION RATES—The subscription rates for the ARCHIVES OF FAMILY MED-
ICINE are as follows: $80 for 1 year, $143 for 2 years in the United States and US
possessions; other countries, one year, $115; 2 years, $213 for expedited air de-
livery. (Rates for subscriptions for delivery to Japan or South Korea are available
through exclusive agents—contact publisher.) Special rates for residents and med-
ical students in the United States and US possessions are available

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

SUBSCRIBER SERVICES—For information about subscribing to any of the AMA
publications, change of address, missing issues, or purchasing back issues, please
contact Subscriber Services, American Medical Association, 515 N State St, Chi-
cago, IL 60610, or call (800) 262-2350 (670-732?) between 8:30 Am and 4:30 M
CST. Fax: (312) 464-5831

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

For bulk reprint orders for commercial distribution please contact Mark Kuhns,
600 Third Ave, New York, NY 10016, phone (212) 867-6640, fax (212) 953-
2497. For reprint orders in limited quantities for educational distribution please
contact Rita Houston, 515 N State 5t, Chicago, IL 60610, phone (312) 464-2512,
fax (312) 464-5835.

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

ADVERTISING PRINCIPLES—Each advertisement in this issue has been reviewed
and complies with the principles governing advertising in AMA scientific publi-
cations. A copy of these principles is available on request. The appearance of ad-
vertising in AMA publications is not an AMA guarantee or endorsement of the
product or the claims made for the product by the manufacturer.

Relerences: 1. Levy B, Rosenberg LN, Colasante DA. A comparison of VERELAN® and Procardia®
xl. mmummm patients with mild to moderate riension. American College of Clinical

ng%m st Annual Meeting, 1992, Abstract. 2. Further analysis of Levy B, et al. (See
reference 1 on file, Lederle Laboratories, Pearl River, NY.
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VERELAN®

Verapamil HCI -
Sustained-Release Pellet-Filled Capsules

For complete Prescribing Information, consult package insert,

CLINICAL PHARMACOLOGY

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

Atrioventricular block can occur in patients without preexisting condition defects (see

WARNINGS
Amelmt!o of ventricular, rate and/or ventricular fibrillation has been reported in patients with
atrial flutter or atrial fibrillation and a coexisting accessory AV pathway following administration of
vai;apagn(;ee Ilhmhwat!' 3? metabolism is delayed and elimination half-life prolonged
n Wi cins 5 and elimination prolon
up ta 14 to 16 hours (see PREEAII‘I% INS), the volume of distribution is increased, and plasma
clearance reduced to about 30% of normal.

CONTRAINDICATIONS

Severe LV dysfunction (see WARNINGS), hypotension (systolic pressure <80 mmHg) or car-
diogenic shock, sick sinus syndrome ahgla no pacemaker is pi . second- or third-degree AV
block (if no pacam \!{H utter/fibrillation with an accessory bypass tract (eg,
WPW or LGL syndrnmu) (see lINBS) hypersensitivity to verapamil.

WARNINGS
Verapamil should be avoided in patients with severe LV dysfunction (eg. wec‘ﬂon fraction
<30%) or moderate-lo-severe symptoms of cardiac failure and in patients with any degree of
wventricular dysfunction if they are receiving a beta blocker. Control milder heart failurn with opti-
mum digitalization and/or diuretics befare VERELAN is used. Verapamil may occasionally produce
hwohsnsbn Elevations of liver enzymes have been reported.
ral cases of tocellular injury have been demonstrated to be produced by verapamil.
Penbd?c maonitoring of liver function in patients on verapamil is prudent. Some patients with par-
oxysmal and/or chronic atrial flutterfibrillation and an accessory AV pathway (eg, WPW or I.GL
syndmmes“m developed an increased antegrade conduction across the accesso
1 AV node, producing a very rapid ventricular response or ventricular fibrillation a!ter
receiving IV verapamil (or digitalis). Because of this risk, oral verapamil is contraindicated in such
patients. AV block may occur (second- or m}rd-douru 0.8%). Development of marked nrst
dagme block or progression to second- or third-degree block requires reduction in dosage
, discontinuation and institution of appropriate therapy. Sinus bradycardia, sewnu daﬁrae
.Wh k. sinus arrest, pulmonary edema and/or severe hypotension were seen in some critically il
patients with hypertrophic cardiomyopathy who were treated with verapamil.

PRECAUTIONS

Verapamil should be given cautiou ts with ired hepatic function (in severe dys-
function use about 30% of the norm dnsa) or impaired renal luncth:n and patients should be
monitored for abnormal prolongation of the PR interval or other signs of overdosage. Verapamil
may decrease neuromuscular transmission in mls with Duchenne's muscular dystrophy and
may prolong recovery from the neuromuscular vecuronium. Itmay be necessary to
decrease w-apamll dosage in patients with auenumd neummuscular transmission. Combined
therapy with beta-adrenergic blockers and verapamil may result in additive negative effects on
heart rate, atrioventricular conduction and/or cardiac contractility; there have been reports of
excessive bradycardia and AV block, lncludlng'onmnlm heart block, The risks of such combined
therapy may nutweiuh the benems The combination should be used only with caution and close
monitoring. Decreased metoprolol 5&"” with combined use. Chronic verapamil
treatment can increase serum dinoxm levePs by 1o 75% during the first week of therapy, which
can result in digitalis toxicity. In patients with h cirrhosis, verapamil my reduce total body
clearance and extrarenal clearance of digitoxin, The digoxin dose should be uw} when verapa-
mil is given and the ﬁm It‘uw:mtarw Verapamﬂ will usually have an additive effect in
patients receiving blood pressure-lowering agents. Disopyramide should not be given within
48 hours before or 24 hours atter verapamil administration. Cunl:umhanl use of flecainide and
verapamil may have additive effects on m ial contractility, AV conduction, and repolariza-
tion. Combined verapamil and quinidine therapy in patients with hypertrophic cardiumynpa
should be avoided, since significant hypotension may result, Verapamil has been given concomi-
tantly with short- and long-acting nitrates without any undesirable drug interactions. Interaction
hntweencimotidineundchmmnllyadminlstersdverapamllhasmtbeen studied. In healthy volun-
teers, clearance of verapamil was reduced or un . Concomitant use of lithium and verapa-
mil ‘may result In a lowering of serum lithium levels or increased sensitivity to fithium. Patients
ceiving both dmﬁmust monitored carefully.

Verapamil rease carbamazepine mnmntraﬂuns during wmnined use. Rifampin may
reduce verapamil bioavailability. Phenobarbital may increase verapamil clearance. Verapamil may
increase serum levels of cyclosporine. Concomitant use of inhalation anesthetics and calcium
antagonists needs careful Ea&)n to avoid excessive cardiovascular depression. Verapamil may
potentiate the activity of neuromuscular blocking agents (curare-like and depolarizing); dosage
reduction may be required. Adequate animal carcinogenicity studies have not been performed.
One study In rats did not suggest a tumorigenic potential, and ve il was not mutagenic in
the Ames test. Pregnancy ory C: There are no adequate and well-controlled studies in preg-
nant women. This drug should be used during pregnancy, labor, and delivery only if clearly
needed. Verapamil is excreted in breast milk; therefore, nursing should be discontinued during
bewesnnfsfa dsmw and efficacy of verapamil in children below the age of 18 years have not
en ishe

ADVERSE REACTIONS
Reversible (upon discontinuation of verapamil) nonobstructive, paralytic ileus has been infre-
reported in association with the use of WHE(EI'I'III
In clinical trials with 285 hypertensive patients on VERELAN for more than 1 week, the following
adverse reactions were reported: constipation (7.4%); headache (5.3%); dizziness (4.2%); leth-
argy (3.2%); dyspepsia (2.5%); rash (1.4%); ankle edema (1.4%). sleep disturbance (1.4%);
myal ia {1 1%). In clinical trials of other formulations of verapamil Hi I(N = 4,854), the following
have occurred at rates greater than 1.0%: constipation (7.3%); dizziness (3.3%]; nausea
{2 ?‘%} Whnmn (2. 5’3 edoma (1. 9%] headache (2.2%); rash é‘ mai e Fipulmonary

ia (HR<50/min) (1 A%); IlIn 2,37 (1.2%);
2°and J%ﬁﬂﬁushing{ 6%); eleva IMrenzwnes{see ]

lliowing reactions, reported in 1.0% or less of paﬁen‘ls occurred under conditions (upen
tmls marloeﬂnu experience) where & causal relationshi P is uncertain. Cardiovascular: angina
pectoris, atrioventricular dissociation, chestpm ctau cation, mym:ard’al infarction, palpita-
tions, purpura (vasculitis), syncope n:ullu : diarrhea, dry mouth, gastrointestinal dis-
tress, gingival xasm Hemic and Ly [ nwhymosns of bruising. Nervous rvous Syslem:
cerebrovascular confusion, equi numdlsardars insomnia, muscle cramps, paresthe-
sia, psychotic symptoms, shakiness, somnolence. Respiratory: dyspnea Skin: arthralgia and
ﬁsh. examhemt. hair loss, rkeratosis, maculae, sweating, urticaria, Stevens-Johnson syn-
drome, erythema multiforme. al Senses: blurred vision. Urogenital: gynecomastia, impao-
tence. increased urination, spofty menstruation.

Rev. 1/92
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Reduction in mean DBP measured 24+ 2 hours
after dosing
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& Detw satment groups found 10 be not s y signif

Results of a 12-week, randomized, double-blind, parallel, comparative study of
Fah‘ums with mild-to-moderate hypertension in 10 study sites nationwide.
Jatients not controlled on VERELAN 240 mg/day were titrated to 360 mg/day
and, if needed, 480 mg/day; patients not controlled on Procardia XL 30 mg/day
were litrated to 60 mg/day and, if needed, %0 mg/day. There was no significant
difference between groups in the number of titrations to goal DBP (<90 mm Hg).

*Procardia XL is a registered trademark of Pfizer Inc.

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

Please see brief summary of Prescribing Information on adjacent page.

ONCE-A-DAY

yERELAN

Verapamil HCI iz

PELLET-FILLED CAPSULES
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Make !t‘YOUf‘ Choice

for a Lifetime- w&de‘//)é’

The recommended starting dosage for Calan SR 1s 180 mg once daily.
dosage of 120
doses. Calan SR §

BRIEF SUMMARY
Contraindications:

Severe LV dysfunction (see Warnings), h (systolic p
< 90 mm Hg) or cardiogenic shock, sick sinus syndrome fif no pacsmai.er Is present), 2nd- o
3rd-degree AV block (f no pacemaker is present), atrial flutter/fibrilation with an accessory
bypass tract (eg, WPW or LGL syndromes), hypersensitiaty to verapamil .

ings: Verapamil should be avoided in patients with severe LV dysfunction (eg, ejection
fraction < 30%) or moderate to severe symptoms of cardiac-fadure and in patients with any
degree of ventricular dysfunction if they are receiving a beta-blocker Control milder heart falure
with optimum digitahzation and/or diuretics beforé Calan SR is used. Verapami may occasionally
produce hypotension Elevations of liver enzymes have been reporied. Several cases have been
demonstrated to be produced by verapamil Penodic monitoring of liver function in patients on
verapamil is prudent. Some patients with paroxysmal andfo: chmnlc atnal Hinlen'hbrﬂauon and
an accessory AV pathway (eg, WPW or LGL synd } have d d an
conduchion across the accessory pathway |he AV node, producing @ very rap-d
ventricular response or vnmncu[ar fibrillation after recemnq IV, verapamil (or digitalis). Because
of this risk, oral verapamil is contraindicated in such patients. AV block may occur {2nd- and 3rd-
degree, 0.8%), Development of marked 1st-degree block or progression to 2nd- or 3rd-degree
block requires reduction in dosage or, rarely. discontinuation and institution of appropriate therapy.
Sinus bradycardia, 2nd-degree AV block, sinus arrest, pulmanary edema and/or severe hypoten-
sion were seen in some critically il patients with hypertrophic cardiomyopathy who were treated
with verapamil
Precautions: Verapamil should be given cautiously to patients with impaired hepatic function (in
severe dysfunction use about 30% of the normal dose) or impaired renal function, and patients
should be munnorad for abnormal prolongation of the PR interval or other signs of overdasage.

cular inp with Duchenne’s muscular dys-

1mphv and rna\r prolong recovery from the ular blocking agent vecuronium It may be
necessary 10 decrease verapamil dosage in patients with attenuated neuromusgular transmission
Combined therapy with beta-adrenergic blockers and verapamil may result in additive negative
effects on heart rate, atrioventncular conduction and/ot cardiac confractility; there have been
reports of excessive bradycardia and AV blotk, including complete heart block. The nisks of such
combined therapy may outweigh the benefits. The combination should be used only with caution
and close itonng. Decreased prolol and propranolol clearance may occur when either
drug is administered concomitantly with verapamil. A vanable effect has been seen with combmed
use of atenolol. Chronic verapamil treatment can increase. serum digoxin levels by 50% to 756%
during the first week of therapy, which can result in digitalis toxicity. In patients with hepatic
cirrthosis, verapamil may reduce total body clearance and extrarenal clearance of digitaxin. The
digoxin dose should be reduced when verapamil is given, and the patent caretully manitored
Verapamil will usually have an additive effect in patients recewving blood-pressure-lowering agents

A92CATS01T

© 1993 Searie

Dose titration will be required in some patients to achieve blogd pre
‘day may be warranted in some patients (eg. the eiderly, patients of small stature). Dosages above 240 mag dally Should be administered in divided
Id be administered with food. Constipation, which is easily managed in most patients, is the most commonly reported side effect of Calan SR,

SUSTAINE! DiELEﬁEm

THE GENTLE GIANT

ssure control, A lower starting

Disopyramde should not be given within 48 hours before or 24 hours after verapamil administra-
ton. Concomitant use of flecainide and mapamd may have addnwe effects on myocardial
contractiity, AV conduction, and rep on. Combined verapamil and therapy in
patients with ypertrophiccardiomyopathy should be avosded, since S|g|'lli|:anl hypotension may
resuft. Concomitant use of hthwm and verapamil may result in a0 ncreased sensitvaty to hihwum
ineurotaxicityl, with erthar.no change o an inerease in serum lithium levels, however, it may also
result in a lowering of serum hthium levels. Patients recening both drugs must be monitored
carefully, Verapami may increase: ar ing concentrations during combinied use. Riampin
may reduce verapami bioavadability. Phenolidrbital may increase verapamil clearance. Verapamil
may increase serum levels of cyclosporin. Vierapamil may mhibut the clearance and increase the
plasma levels of theophylline. Concomitant use of Malsmn nnes:hetn:s and cnlcml antagomsts
needs careful titrahon to avoid excessive cardic L | iy the
activity of neuromuscular blocking agents (curare-like and depolarmng‘p dosage reduction may. be
required. There was no evidence of a carcinogenic potential of verapamil administered to rats for
2 years. A study in rats did not suggest.a tumorigenic potential, and verapamil was not mutagenic
in the Ames test. Pregnancy Category C There are no adequate and well-controlied studies m
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 3

Adverse Reactions: Constipation (7.3%). dizziness {3 3%), nausea (2.7%). hypotension (2.5%),
headache 2 2%), edema (1.9%), CHF. pulmonary edema (18%), fatique (1.7%), dyspnea (14%),
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 paralynic leus. The
following reactions; reported i 1.0% or Jess of patients, occurred under conditions where a
causal relationship IS uncertain, angina pectons, atroventricular dissociation, chest pain, claudi
cation, myocardial infarction, palpitations, purputa (vasculitis), syncope, diarthea, dry mouth,
gastrointestinal distress, gingival hyperplasia, ecchymasts or brussing, cerebrovascular accident,
confusion, equilibrium disorders, insommia, muscle cramps, paresthesia, psychotic symptoms,
shakiness, somnolence, arthralgia and rash, exanthema, hair loss, hyperkeratosis, macules,
sweabing, urticaria, Stevens-Johngon syndrome, ery:hsma multdorme, blurred vision, gynecomas-

13, galactorrhea/yperprolactinemsa, increased , Spotty impotence.
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The “best of both worlds” ' in an everyday formula

! Enfamil® & ProSob*
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“have to mean milk-free!

lore like breast milk than other lactose-free formulas

—

CARBOHYDRATE PROTEIN FAT
Breast Milk LACTOSE foroins g - e
ot LACTOSE MILK PROTEIN o
Lactofree™ LA,?RTSESE MILK PROTEIN ‘Eﬁfi{‘}i‘f
o | USOE | cormomn | 0T

The benefits of milk protein without the problems of lactose

* Keeps milk protein-the preferred' protein source—in the infant’s diet

Avoids or resolves common feeding problems associated with lactose:
- fussiness/crying -gas - diarrhea
Easy to digest

No other formula has a fat blend closer to breast milk*

Lactose-Free Formula
Jor Baby's First Year and Beyond

The first milk-based formula’ with the
lactose-free difference
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CERENEX PHARMACEUTICALS INTRODUCES

Actual clinical course of a patient
following administration of one 6-mg

subcutaneous injection of IMITREX
for migraine (time-lapse footage).



MIGRAINE RELIEF
THAT CAN CHANGE
. PATIENTS’ LIVES

IMITREX is the first highly specific
5-HT, receptor agonist—offering a
profile of relief unlike any other
migraine therapy.

Relief that begins within 10 minutes."?

Relief any time IMITREX is taken during
the attack.'**

Relief of the total symptom complex:
pain, nausea, vomiting, and light and
sound sensitivity."*

Relief of the disability caused by migraine.™
Relief without sedation.

Relief in a simple, convenient dose:
one 6-mg subcutaneous injection.*

Relief within reach for patients:

The IMITREX™ SELFdose System—

a push-button autoinjector with single-dose,
prefilled syringes.

Relief of migraine attacks with or
without aura. IMITREX should not be
administered to patients with basilar or
hemiplegic migraine.)

*Maximum daily dose is two &-mg subcutaneous
injections (minimum 1-hour interval between doses).
No clear benefit is associated with the administration
of a second 6-mg dose in patients who have failed

fo respond to a first injection.



CERENEX PHARMACEUTICALS

RELIEF OF THE TOTAL
SYMPTOM COMPLEX
FAST... ANY TIME

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

46-year-old migraine sufferer






CERENEX PHARMACEUTICALS

RELIEF WITHOUT

COMPROMISE

IMITREX is highly selective.
IMITREX is nonsedating.

There is no evidence of interactions between
IMITREX and prophylactic migraine medications
(verapamil, amitriptyline, and propranolol).

Cardiovascular considerations

IMITREX is contraindicated in patients with
ischemic heart disease, symptoms or signs
consistent with ischemic heart disease, or
Prinzmetal’s angina because of the potential
to cause coronary vasospasm. IMITREX is
contraindicated in patients with uncontrolled
hypertension because it can give rise to
increases in blood pressure (usually small).

Although serious coronary events are extremely
rare, consideration should be given to admin-
istering the first dose of IMITREX in-office to
patients in whom unrecognized coronary
disease is comparatively likely.

Pregnancy category C

There are no adequate and well-controlled
studies in pregnant women; IMITREX should
be used during pregnancy only if the potential
benefit justifies the potential risk to the fetus.
(Please see Precautions.)

Worldwide clinical experience

IMITREX has been utilized by over 6,000
patients, treating more than 10,000 attacks
in well-controlled clinical trials.

Reported adverse events are

generally mild and transient.
IMITREX (6 mg) Placebo
(n=547) (n=370)
Atypical sensations 42.0% 9.2%
Tingling 13.5% 3.0%
Warm/hot sensation 10.8% 3.5%
Burning sensation 7.5% 0.3%
Feeling of heaviness 7.3% 1.1%
Pressure sensation 7.1% 1.6%
Feeling of tightness 5.1% 0.3%
Flushing 6.6% 2.4%
Injection-site reaction 58.7% 23.8%
Dizziness/Vertigo 11.9% . 4.3%

Most adverse events were mild and resolved
spontaneously within 10 to 30 minutes.’

Withdrawals due to adverse events are
comparable to those seen with placebo
(£3.5% in controlled clinical trials).**

For o complete listing of side effects, please consult Brief Summary
of Prescribing Information on the last page of this advertisement.



INTRODUCES

PATIENTS’ LIVES

RELIEF WITHIN

MIGRAINE RELIEF
THAT CAN CHANGE

REACH FOR PATIENTS

The IMITREX™ SELFdose System:
a push-button autoinjector with
single-dose, prefilled syringes.

Allows patients to self-administer IMITREX
whenever and wherever migraine strikes.
High patient acceptance.

—929% of patients who self-administered
IMITREX would be willing to take it again?

Efficacy equivalent to physician-
administered IMITREX.**

For use only by patients for whom
a 6-mg dose has been prescribed.

IMITREX offers simple,
convenient dosing.

The recommended dose is one 6-mg
subcutaneous injection.

If migraine symptoms return, a second
6-mg dose may be administered.

The maximum dose within 24 hours
is two 6-mg subcutaneous injections
(minimum I-hour interval between doses).

No clear benefit is associated with the
administration of a second 6-mg dose in
patients who have failed to respond to a
first injection.

Although the recommended dose is 6 mg,
if side effects are dose limiting, then lower
doses may be used.

IMITREX should not be used within
24 hours of administration of
ergotamine-containing preparations.



. - BRIEF SUMMARY
Imitrex(sumatriptan succinate) Injection

For Subcutaneous Use Only.

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

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

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

For similar reasons, Imitrex Injection should not be given
subculaneously 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 not be used concomitantly with
ergotamine-containing preparations.

Imitrex Injection is contraindicated in patients with hypersensitivity
to sumatriptan.

WARNINGS:

Imitrex™ Injection should not be administered to patients with

basilar or hemiplegic migraine.
Cardiac Events/Coronary Constriction: Serious coronary events
following Imitrex Injection can occur but are extremely rare;
nonetheless, consideration should be given o 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 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 refiected 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
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 and myocardial infarction, as well as marked
ischemic ST elevations associated with imitrex Injection. In addition,
there have been rare, but more frequent, reports of chest and arm
discomfort thought to represent angina pectoris.

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

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

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

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

Aithough wrilten instructions are supplied with the autoinjectar,
patients who are advised to self-administer Imitrex Injection in
medically unsupervised sitvations should receive instruction on the
proper use of the product from the physician or other suitably
qualified health care professional prior to doing so for ihe first time.
Information for Patients: See PATIENT INFORMATION at the end of
the product package insert for the separate leaflet provided for patients.
Laboratory Tests: No specific laboratory tests are recommended for
monitoring patients prior to and/or after treatment with Imitrex Injection.
Drug Interactiens: There is no evidence that concomitant use of
migraine prophylactic medications has any effect on the efficacy or
unwanted effects of sumatriptan. ln two phase Il trials in the USA, a
retrospective analysis of 282 patients who had been using prophylactic
drugs {verapamil n=63, amitriptyline n=57, propranolol n=94, for 45
other drugs n=123) were compared to these who had not used
prophylaxis (n=452). There were no differences in relief rates at 60
minutes postdose for Imitrex Injection, whether or not prophylactic
medications were used. There were also no differences in overall
adverse event rates between the two groups.

Ergot-containing drugs have been reported to cause prolonged
vasospastic reactions. Because there is a theoretical basis that these
effects may be additive, use of ergotamine and sumatriptan within 24
hours of each other should be avoided (see CONTRAINDICATIONS).
Drug/iaboratory Test Interactions: Imitrex Injection is not known to
interfere with commonly employed clinical laboratory tests.
Carcinogenesis, Mutagenesis, Impairment of Fertility: In a 104-week
lifetime study in rats given sumatriptan by oral gavage, serum
concentrations achieved were dose related, ranging at the low dose from
approximately twice the peak concentration of the drug after the
recommended human subcutanecus dose of 6 mg to more than 100
times this concentration at the high dose. There was no evidence of an
increase in tumors considered to be related to sumatriptan administration.

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

IMX063

considered to be related to sumatriptan administration. That study,
however, did not use the maximum tolerated dose and therefore did
not fully explore the carcinogenic potential of Imitrex™ (sumatriptan
succinate) Injection in the mouse.

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

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

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

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

The intravenous administration of sumatriptan to pregnant rats
throughout organogenesis at doses producing plasma concentrations
more than 50 times those seen after the recommended subcutaneous
human dose did not cause embryolethality. In a study of pregnant rats
given subcutaneous sumatriptan daily prior to and throughout
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.

Percent of Patients Reporting
Imitrex Injection
6mg SC Placebo

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

Throat discomfort 33 05

Discomfort: nasal cavity/sinuses 22 03
Eye

Vision alterations 11 0.0
Gastrointestinal

Abdominal discomfort 13 08

Dysphagia 11 00
Injection site reaction 587 238
Miscellaneous

Jaw discomfort 18 0.0
Mouth and teeth

Discomfort of mouth/tongue 49 46
Musculoskeletal

Weakness 49 0.3

Neck pain/stiffness 48 05

Myalgia 18 05

Muscle cramp(s) 11 0.0
Neurological

Dizziness/vertigo 19 43

Drowsiness/sedation 27 22

Headache 22 03

Anxiety 11 05

Malaise/fatigue 1.1 08
Skin

Sweating 1.6 1.1

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 organegenesis
(standard Segment Il studies) have not been performed.

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

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

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

There have been rare reports from countries in which Imitrex™
Injection has been marketed 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 (see WARNINGS). More often, there
has been chest discomfort that appeared to represent angina pectoris.

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

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

Incidence in Controlled Clinical Trials: The following table lists

adverse events that occurred in two large US, Phase Iil, 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.

E Ad Experi Incidence
in Two Large Placeho-Controlled Clinical Trials:
Events Reperted by at Least 1% of Imitrex Injection Patients

Percent of Patients Reporting
Imitrex Injection !

i | Placebo

6 mg SC
Adverse Event Type _ . n=bA7 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 | 5.1 03
Numbness ! 46 22
i Feeling strange 22 03
Tight feeling in head : 22 ; 03
Cold sensation ; 1.1 ‘ 05
Cardiovascular i |
I Flushing | 6.6 : 24
Chest discomfort 45 14
. Tightness in chest 27 i 05
I Pressure in chest 18 03

L
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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 mitrex 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: Infrequent were hypertension, hypotension,
bradycardia, tachycardia, palpitations, pulsating sensations, various
transient electrocardiographic changes (nonspecific ST or T wave
changes, prolongation of PR or QTc intervals, sinus arrhythmia,
nor ined ventricular pi ture 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: Infrequent were gastroesophageai 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 fiex calf
muscles, backache, muscle tiredness, and swelling of the extremitics.
Neurological: Infrequent were mental confusion, euphoria, agitation,
relaxation, chills, sensation of fightness, 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.

Miscellaneous: Infrequent were miscellaneous laboratory abnormalities,
including minor disturbances in fiver function tests, “serotonin agonist
effect,” and hypersensitivity to various agents. Rare was fever.
Postmarketing Experience: Frequency and causality for sumatriptan
are not established for many of the following reports which come from
worldwide postmarketing experience: Episodes of Prinzmetal’s angina,
myocardial infarction, acute renal failure, seizure, CVA, dysphasia,
subarachnoid hemorrhage, and arrhythmias (atria! fibrillation, ventri-
cular fibrillation, and ventricular tachycardia).

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

established potential for abuse. CERENEX .
PHARMACEUTICALS
January 1993 SUcSs i”&m?"?‘n‘a‘ﬁ;ﬁ Park, NC 27709
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NTRODUCING

The world’s first
premixed, prefilled
insulin syringe

Novolin 70/30
Prefilled

/0% NPH. Human Insulin
Isophane Suspension and
30% Reguiar, Human Insulin Injection
(recombinant DNA origin)
Ina 1.5 mL prefilled syringe

Novolins 70/30 Human Insulin
(recombinant DNA origin)

A Multi-Use, Disposable Syringe

Contains A Total Of 150 Units Of
Insulin Per Syringe

Up To 58 Units Maximum Dose

Another Evolution In Diabetes Care
From Novo Nordisk

WARNING: ANY CHANGE IN INSULIN
SHOULD BE MADE CAUTIOUSLY AND
ONLY UNDER MEDICAL SUPERVISION,
Novolin 70/30 Prefilledm shown with PenNeedles disposable
needle attached. PenNeedles sold separately.

Novolins, PenNeedles, and Novolin 70/30 Prefilledw

are trademarks of Novo Nordisk A/S.

©1993 Novo Nordisk Pharmaceuticals Inc.
200-63 February 1993 Printed in U.S.A.

Interventions: The DT-aP vaccines contained 23.4 g
each of pertussis toxin and filamentous hemagglutinin per
0.5 mL and the same concentrations of diphtheria and
tetanus toxoids as WC-DTP. Serum samples were ob-
tained on the day of immunization and 4 1o 6 weeks later.
Adverse reactions at 6, 24, 48, and 72 hours were re-
corded by parents who were contacted by telephone at
24 and 72 hours and 14 days after immunization.
Measvrements/Main Resvlis: Anindirect enzyme-linked
immunosorbent assay method was used to determine IgG an-
tibody response to pertussis toxin and filamentous hemag-
glutinin and IgG, IgA, and IgM to tetanus toxoids; a Chinese
hamster ovary cell assay was used to measure functional an-
tibodies to pertussis toxin; serum neutralization on VERO cells
assayed diphtheria antitoxin. Recipients of the DT-aP vaccine
had fewer local reactions in the first 6 to 48 hours and fewer
systemic reactions at 24 hours than did recipients of the
WC-DTP vaccine. Acetaminophen was administered to 31%
of DT-aP recipients compared with 63% of WC-DTP recip-
ients. Infants given DT-aP had higher geometric mean anti-
body titer levels against pertussis antigens after vaccination.
Conclusions: The BIKEN DT-aP vaccine used in this study
is less reactogenic and more immunogenic for selected
pertussis antigens than the WC-DTP vaccine in children
aged 15 to 20 months.

(1993;147:290-294) John F. Marcinak et al, MD, Depart-
ment of Pediatrics (M/C 856), The University of Hlinois at
Chicago, 840 S Wood St, Chicago, IL 60612.

ARCHIVES OF SURGERY

Can Patients With Minor Head Injuries
Be Safely Discharged Home?

’ I \ oidentify all patients with serious intracranial in-
jury, current treatment strategies include admis-
sion and/or computed tomographic evaluation of

all patients with head injuries. However, the majority of
patients with head injuries who are awake do not require
subsequent intervention. A review of 407 consecutive pa-
tients with head injuries treated at an adult regional trauma
center identified 310 patients with Glasgow Coma Scores
of 15 in the emergency department, all of whom were ad-
mitted. Five patients with Glasgow Coma Scores of 15 re-
quired intervention for intracranial abnormality. All five
patients had skull fractures and/or neurologic deficits. Based
on this and other studies, criteria for discharge from the
emergency department are a Glasgow Coma Score of 15,
no deficit except amnesia, no signs of intoxication, and no
evidence of basilar fracture on clinical examination or lin-
ear fracture on screening skull roentgenography. Safe dis-
charge without universal computed tomographic evalua-
tion or admission is possible and cost-efficient.
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A safety profile that works in concert with other
antihypertensive agents

In limited controlled trials, no notable change in the nature
or frequency of adverse reactions was shown when LOZOL
was combined with other antihypertensives. LOZOL is well
tolerated and does not adversely affect lipids."* And unlike
Dyazide* or Maxzide,' there may be no increased risk of
hyperkalemia when LOZOL is used in combination with
ACE inhibitors.

ONCEA DAY

S~ INDAAMIDE 28

) PERFORMS WITH CONFIDENCE

5 |
- / * Dyazide (triamterene-hydrochlorothiazide), o potassium-sparing
diuretic, is a registered trademark of SmithKline Beecham
b Pharmaceuticals,
a .\.

t Maxzide (triamterene-hydrochlorothiazide), a potassium-sparing
diuretic, is a registered trademark of Lederle Laboratories

Please see briel summary of prescribing information below,
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Anaprax‘D5 Anarox-
(NAPROXEN SODIUM)

strointestinal. See Warnings, Precautions, and Adverse
' & for brief summary of prescribing information

& syntex | As with other NSAIDs, the most frequent complaints are
s Reaclions sectio scribing information. Plez
© 1993 Syntex Puerto Rico, Inc,  811-J2-557-92




Brief Summary:
Contraindications: Patients who have had allergic reactions to NAPROSYN®

ANAPROX® or ANAPROX® DS or in whom aspirin or other NSAIDs induce the syn-
drome of asthma, rhinitis, and nasal polyps. Because anaphylactic reactions usu-

ally occur in patients with a history of such reactions, question patients for
asthma, nasal polyps, urticaria, and hypotension associated with NSAIDs before
starting therapy. If such symptoms occur, discontinue the drug.

Warnings: Serious Gl toxicity such as bleeding, uceration, and perforation, can

occur at any time, with or without warning symptorms, in patients treated chroni-

cally with NSAIDs. Remain alert for ulceration and bleeding even in the absence

of previous GI tract symptoms. [n clinical trials, symptomatic upper Gl ulcers,

gross bleeding or perforation occur in about 1% of patients treated for 3-6
months, and in about 2-4 % of patients treated for one year. Inform patients of
signs and/or symptoms of serious Gl toxicity and what steps to take if they occur.
Studies have not identified any subset of patients not at risk of developing peptic
ulceration and bleeding. Except for a prior history of serious Gi events and other

risk factors associated with peptic ulcer disease, such as alcoholism, smoking,
etc., no risk factors (e.g., age, sex) have been associated with increased risk.

Elderly or debilitated patients seem to tolerate ulceration or bleeding less well

and most spantaneous reports of fatal Gl events are in this population. In consid-
ering the use of refatively large doses (within the recommended dosage range),

élllfficient benefit should be anticipated to offset the potential increased risk of
toxicity.

Precautions: DO NOT GIVE NAPROSYN® (NAPROXEN) CONCOMITANTLY WITH
ANAPROX® OR ANAPROX® DS (NAPROXEN SODIUM) SINCE THEY CIRCULATE IN

PLASMA AS THE NAPROXEN ANION. Acute interstitial nephritis with hematuria,

proteinuria, and nephrotic syndrome has been reported. Patients with impaired
renal function, heart failure, liver dysfunction, patients taking diuretics, and the

elderly are at greater risk of overt renal decompensation. If this occurs, discon-

!lnue the drug. Use with caution and monitor serum creatinine and/or creatinine
in patients with significantly impaired renal function. Use caution in

patients with baseline inine cl less than 20 i Uise the fow-

est effective dose in the elderly or in patients with chronic alcoholic liver disease
or cirrhosis. Borderline elevations of liver tests may occur in up to 15% of
patients. Elevations of SGPT or SGOT occurredin controlled trials in less than 1%
of patients. Severe hepatic reactions, mcludmg jaundice and fatal hepatitis, have
been reported rarely. If liver di develops or if systemic manifestations occur
{e.g., eosinophilia or rash), discontinue therapy If steroid dosage is reduced or
eliminated during therapy, do so slowly and observe patients closely for adverse
eﬂects mcludmg adrenal insufficiency and exacerbation of arthritis symptoms.

lobin values periodically for patients with initiai values of 10
grams of less who receive Iong -term therapy. Peripheral edema has been

reported. For patients with restricted sodium intake, note that each tablet con-

tains approximately 25 or 50 mg{1 or 2mEq) sodium. Use with caution in patients
wnh fluid retentlun hypertension or heart failure. The drug may reduce fever and

i their di ic value. Conduct ophthalmic studies it
any change or disturbance in vision occurs. Information for Patients: Side
effects can cause dlscomfort and, rarely, more serious side effects, such as Gl
bleeding, may result in hospif ion and even fatal Physicians may
wish to discuss with patients potential risks and benefits of NSAIDs, particularly
when they are used for less serious conditions where treatment without NSAIDs
may be acceptable. Patients should use caution for activities requiring alertness
if they experience drowsiness, dizziness, vertigo or depression during therapy.
Lahoratory Tests: Because serious Gl tract ulceration and bleeding can accur
without warning symptoms, follow chronically treated patients and inform them
of the importance of the follow-up. Drug Interactions: Use caution when giving
concomitantly with coumarin-type anticoagulants; a hydantein, sulfonamide or
sulfonylurea; furosemide; lithium; beta-biockers; probenecid; or methotrexate.
Drug/Laboratory Test Interactions: May decrease platelet aggregation and

prolong bleeding time or increase urinary values for 17-ketogenic steroids. Tempo-

rarily stop therapy for 72 hours before adrenal function tests. May interfere with

urinary assays of SHIAA. Carcinogenesis: A 2-year rat study showed no evi-

dence of carcinogenicity. Pregnancy: Category 8. Do not use during pregnancy
unless clearly needed. Avoid use during late pregnancy. Nursing Mothers: Avoid
use. Pediatric Use: Single doses of 2.5-5 mg/kg (as napraxen suspension), with
tt;tal daily dose not exceeding 15 mg/kg/day, are safe in children over 2 years
of age.

Adverse Reactions: In a study, Gl reactions were more frequent and severe in
rheumatoid arthritis patients on 1650 mg/day naproxen sodium than in those on
825 mg/day. In children with juvenile arthritis, rash and prolonged bleeding

times were mare frequent, Gl and CNS reactions about the same, and other reac-

tions less frequent than in adults. Incidence Greater Than 1%, Probable Causal

Relationship: GI: The most frequent complamts telated to the Gl tract: constipa-

an* heartburn" abdominal pain” nausea’ dyspepsm, diarrhea, stomatitis. CNS:
dache? dizziness;” d light-headed vertigo. D

itching (pruritus)* skin eruptmn& ecchymoses* sweating, puvpura Specual

Senses: tinnitus;* hearing disturb visual d

edema’ dyspnea) palpltatlons General: thirst. *Inc|dence of reponed reaction

3%-9%. Where idence less than 3%. Incidence Less Than 1%:

Probable Causal Relationship: GI: abnormal liver function tests, colitis, Gl bleed-

ing and/or perforation, hematemesis, jaundice, melena, peptic ulceration with
bleeding and/or perforation, vomiting. Renal: glomerular nephritis, hematuria,
hyperkalemia, interstitial nephntls nephrntlc syndrome renal disease, renal fail-
ure, renal papillary necrosis. H inophili
cytopenia, leukopenia, thrombocytnpema CNS: depressmn dream
abnonnalltllg‘s inability to concentrate, insomnia, malaise, myalgia and muscle

logi alopecua itive dermatitis, skin rashes. Spe-
cial Senses: hearing impai di | ive heart failure. Respi-

ratory: eosinophilic pneumonitis. General anaphylactuld reactions, menstrual
disorders, pyrexia (chills and fever). Causal Relationship Unknown: Hematologic:

aplastic anemia, hemelytic anemia. CNS: aseptic meningitis, cognitive dysfunc-

tion. Dermatologic: epidermal necrolysis, erythema muitiforme, photasensitivity
reactions resembling porphyria cutanea tarda and epidermolysis bullosa,
Stevens-fohnson syndrome, urticaria. Gl: non-peptic Gl ulceration, ulcerative
stomatitis. Cardiovascular: vasculitis. General: angioneurotic edema, hyper-
glycenua hypoglycerma

ge: May have drowsi heartburn, indigestion, nausea, vomiting. A

few patients have had seizures. Empty stomach and use usual supportive meas-

ures. In animals 0.5g/kg of activated charcoal reduced plasma levels of naproxen.
Dosage and Administration for Mild to Moderate Pain, Dysmenorrhea and

Acute Tendinitis and Bursitis: Recommended starting dose is 550 mg, fol-
lowed by 275 mg every 6 to 8 hours. Total daily dose should not exceed 1375 mg.

Dosage and Administration for Rheumatoid Arthritis, Ostesarthritis and
Ankylosing Spondylitis: Recommended dose in aduits is 275 mg or 550 mg
twice daily. in patients who tolerate lower doses well, the dase may be increased
to 1650 mg per day for limited periods when a higher level of anti-inflammatory/

analgesic activity is required. At this dosage, physicians should observe suffi-

cient increased clinical benefits to offset potential increased risk.
Caution: Federal law prohibits dispensing without prescription.
See package insert for full Prescribing Information.

#35 Revised 9/91
550 MG TABLETS 275 MG IABI.HS
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Now you can depend on Book Source, too.

It's another exclusive benefit of your
AMA membership.

Thousands of
physicians depend on
AMA Book Source!

Do you?

A.s a benefit of AMA membership Book Source
offers thousands of titles to meet all your medical
publications needs. Delivery for stock publications is
prompt and reliable - getting your books to you more
quickly than ordering directly from many publishers.
Special orders are handled courteously and efficiently.
Database searching can locate hard-to-find books.

You'll save the time and effort of calling individual
publishers, and you'll save money with only one low
shipping and handling fee. Major charge cards are
accepted.

Won't you join your colleagues who now make Book

Source "their source" for medical books? Available only
to AMA members. Call

800 451-2262

American Medical Association
Physicians dedicated to the health of America




“YOUR FREE
CATALOG
KNOCKED
MY SOCKS
OFF”

We get that sort of comment all
the time. People are impressed
that our free Consumer
Information Catalog lists so many
free and low-cost government
booklets. There are more than
200 in all, containing a wealth of
valuable information.

They tell you how to make money,
how to save money and how to
invest it wisely. They tell you
about federal benefits, housing
and learning activities for children.
They fill you in on nutrition, jobs,
health and much, much more.

Our free Catalog will very likely
impress you, too. But first you
have to get it. Just send your
name and address to:

Consumer Information Center
Department KO
Pueblo, Colorado 81009

y Consumer
Information

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

®
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 pectoris due to coronary artery dissase.
The onset of action is not rapid enough for it 1o be useful in aborting an acute anginal episade.

Clinicai Ph logy Isosorbide m is the major active metabofite of isosorbide dinitrate; most
of the clinical activity of the dinitrate comes from the moncnitrate. Ismo is not subject to first-pass
metabolism in the liver and the absotute bioavailability of isosorbide mononitrate from ismo tablets is nearly
100%. The rate of clearance of (smo is the same in healthy young adults, in patients with various degrees of
renal, hepatic, or cardiac dysfunction, and in the elderly.

Several well-controlled studies have demonstyated that active nitrates were indistinguishable from placebo
after 24 hours (or less) of continuous therapy due to the development of tolerance. Only after nitrates are
absent from the body for several hours is their antianginal efticacy restored.

The drug-free interval sufficient to avoid tok i i itrate is not completely defined. The
only regimen shown ta avoid develop of with isosorbi ate invoives two daily
doses of (smo tablets given 7 hours apart, so there is a gap of 17 hours between the second dose of each day
and the first dose of the next day. Taking account of the relatively long half-life of isosorbide mononitrate this
tesylt is consistent with those abtained for other organic nitrates.

The same twice-daily regimen of Ismo tablets successfully avoided significant sebound/withdrawal effects.
In studies of other nitrates, the incid and itude of such phy appear to be highly dependent
upon the schedule of nitrate administration.

Coniraindications Aliergic reactions are extremely rare, but do occur. Ismo is contraindicated in patients
allergic to it.

Warnings Because the effects of ismo are difficult to terminate rapidly and have not been established in
patients with acute myocardial infarction (MI) or congestive heart failure (CHF), this drug is sot recom-
mended in these patients. |f Isme is used in these patients, carefu! clinical or hemodynamic monitosing is
required te avoid the hazards of hypotension and tachycardia.

Precautions GENERAL Severe hypotension, particuiarly with upright posture, may occur with even small
doses. Therefore, use with caution in patients who may be volume depleted or who are already hypotensive.
Paradoxi

bradycardia and i angina pectoris may accompany Isma-induced hypotension.
Nitrates may aggravate angina caused by hypertrophic cardiomyopathy.
INFORMATION FOR PATIENTS Tell patients they must y follow the ibed dosing schedufe {2

doses taken 7 hours apart) to maintain the antianginal effect (eg, take first dose on awakening and second
dose 7 hours {ater).

Daily hy h i pany with nitrates, including Ismo, and are a marker of drug
activity. Patients with headaches should not alter their treatment schedule since loss of headache may be
associated with simultaneous loss of antianginal efficacy. Headaches may be treated with aspisin and/or
acetaminophen without affecting the antianginal activity of Ismg.

Light-headed on i ially just atter rising from a recumbent or seated position, may occur.
This may be more frequent in patients who have consumed alcohol.

DRUG INTERACTIONS Vasadilating effects of Ismo may be additive with those of other vasodilators,
especially alcohol.

Marked ic orthy ic hy ion has been reported when caicium channel blockers and
organic nitrates were used in combination. Dose adjustments of either class of agents may be necessary.
CARCINOGENESIS, MUTAGENESIS, AND IMPAIRMENT OF FERTILITY No carcinogenic effects were
abserved in mice or rats exposed to oral Ismo, nor were adverse effects on rat fertility observed.

No mutagenic activity was seen in in vitro or in vivo assays.

PREGNANCY CATEGORY C Ismo has been shown 1o have embryacidal effects in rats and rabbits at doses at

least 70 times the maximum human dose. There are no adequate and well d studies in

women. Use doring pregnancy only if potentiat benefit justifies potentiat fetal risk.

NURSING MOTHERS Excretion in human milk is own. Use caution if admini 10 a Aursing woman.

PEDIATRIC USE Safety and effectiveness have not been established.

A Reactions Frequency of Adverse Reacsions (Discontinuations)* Occursing in >1% of Subjects

6 Controlied U.S. Studiss 92 Clinical Studiss

Oose Placebo 20 mg (varied)
Patients 204 219 3344
Headache 9% (0%) 38% (9%) 19% (4.3%)
Dizziness 1% (0%) 5% (1%) 3% (0.2%)
Nausea, Vomiting <1%_(0%) 4%  (3%) 2% (0.2%)

*Some individuals discontinued for multiple reasons

Fewer than 1% of patients reported each of the following (in many cases a causal relationship is uncertain):
Cardiovascular, angina pectoris, archythmias, atrial fibrillation, hypotension, palpitations, postural hypo-
tension, premature ventricular contractions, supraventricular tachycardia, syncope. Dermatologic; pru-

ritus, rash. Gastroi inal; abdominal paie, diarsh tooth disorder, vomiting.

Genitourinary, dysuria, i urinary freq y. Miscell ia, blurred vision, cold

sweat, diplopia, edema, malaise, neck sti rigors. M ; arthralgia. Neurologic; agita-

tion, anxiety, confusion, ination:, hy hesia, hypokinesia, } appetite, insomnia, ner-
hi Respiratory; bronchitis, ia, upper iratory tract infecti

Rarely, ordinary doses of organic nitrates have caused methemoglobinemia in normal-seeming patients
(See Overdosage).

Overdosage The ill effects of overdosage are generally related to the ability of Ismo to induce vasodilation,
venous pooling, reduced cardiac output and hypotension. Symptoms may include increased intracranial
pressure, with any or all of persistent throbbing headach fusion, and mod fever; vertigo; palpita-
tions; visual disturbances; nausea and vomiting {possibly with colic and even blcody diarrhea); syncope
(especially with upright posture); air hunger and dyspnea, later followed by reduced ventilatory effort;
diaphoresis, with the skin either flushed or cold and clammy; heart block and bradycardia; paralysis; coma;
seizures and death.

Serum levels have no role in managing overdose. The likely lethal dose in humans is unknawn.

There is neither a specific antidote to Isma overdose, nor data to suggest a means for accelerating its
elimination from the bady; dialysis is ineffective. Hypotension associated with Ismo overdose results from
venedilatation and arterial hy Nemi. disect therapy toward an increase in centrai fluid voi-
ume. Use of arterial ictors (eg, epinephrine) is fikely to do more harm than good. in patients with
renal disease or CHF, treatment of Ismi overdose may be difficult and require invasive monitoring.
Methemoglobinemia has occurred in patients receiving other organic nitrates, and probably could occur as
a side effect of Isma. There are case reports of significant methemoglobinemia in association with moderate
overdoses of organic nitrates. None of the affected patients had been thought to be unusually susceptible.
Suspect the diagnosis in patients who exhibit signs of impaired oxygen delivery despite adequate cardiac
output and adequate arterial p0,. Classi globinemic blood is chocolate brown, without color
change on exposure te air. The treatment of choice for methemoglobinemia is methylene blue, 1-2 mg/kg
intravenously.

DOSAGE AND ADMINISTRATION The recommended regimen of Ismo tablets is 20 mg {one tablet) twice
daily, with the twe doses given 7 hours apart. For most patients, this can be accomplished by taking the first
dose on awakening and the second dose 7 hours later. This dosing regimen provides a daily nitrate-fres
interval to avoid the develop! of refractory tol (see Clinical Ph oY)

Welil-controlled studies have shown that tolerance to Ismo tablets is avoided when using the twice daily
regimen in which the two doses are given 7 hours apart. This regimen has been shown to have antianginal
efficacy beginning 1 hour after the first dose and lasting at least 5 hours afier the second dose. The duration
{if any) of antianginal activity beyond 12 hours has not been studied; large controlied studies with other
nitrates suggest that no dosing regimen should be expected to provide more than 12 hours of continuous
antianginal efficacy per day.

Dosage adjustments are not necessary in the eiderly patients or in patients with altered renal of hepatic
function.

This Brief Summary is based upon the current Ismo direction circular, Cl 4127-1, issued January 10, 1992.
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Antianginal activity for at least 12 hours”

In clinical trials, Ismo dosed at 8 am and 3 Pm for a period of
2 weeks demonstrated efficacy for at least 12 hours after the
first dose, ie, 5 hours after the second dose, of each day.1

DIFFERENCE IN EXERCISE PERFORMANCE NS PRETHERAPY
Time to moderately severe anginal pain following multiple doses

= lama [N =56
= Piacebo (N=1560] s

Tp=.01
1 p = Not nignificant

0 Hour
§ AM Dose

Baseling = T min 3 sec (Adagted from Protocol 12)1

Predictable pharmacokinetic profile

Ismo is nearly 100% bioavailable. Blood levels following
oral dosage are as predictable as those seenwith
I.V. isosorbide mononitrate administration.2

Helps get active patients active again

* The dosing schedule of 20 mg, twice daily, 7 hours apart (with a 17-hour dose-free
interval) must be followed carefully.
Ismo is not recommended for use in aborting acute anginal episodes. The most common
side effect, headache, may be managed with simple analgesics. As with other long-
acting nitrates, Ismo is not recommended in patients with acute myocardial infarction or
congestive heart failure.
References: 1. Data on file, Wyeth-Ayerst Laboratories, Protocol 12, 2, Abshagen U:
Overview of the pharmacokinetics of isosorbide-5-mononitrate. In Julian DG, Ritting-
hausen R, Uberbacher HJ, eds. Mononitrate Il New York: Springer-Verlag; 1987 :pp 28-36.

Please see brief summary of prescribing information on adjacent page.




HARNESS THE TRIPLE
THE POTENT
1. Fungicidal action

¢ Naftin® is fungicidal, not just fungistatic,

to dermatophytes at low concentrations¥

* Imidazoles (Spectazole®, Nizoral®,
Lotrimin® and Lotrisone®%*) are fungistatic

at low conecentrations.

3. Broad spectrum coverage

* Naftin® is effective against the dermatophytes
which are associated with the majority of tinea infections.

Recommend Broad Spectrum Naftin® (naftifine hydro
for the everyday treatment of tinea pedis, tinea cruri

The Standard of Skin Care
ALLERGAN Herbert For a copy of "Diagnosis and Treatment of Fungal Inf
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-ACTION POWER OF
ANTIFUNGAL.

| 2. Rapid symptomatic reliet

¢ Even without a steroid, Naftin® Cream is as

effective as Lotrisone® at relieving tinea-related

pruritus and erythema.'

* In comparative studies, Naftin® Cream-treated patients
showed a marked decrease in scaling at week one and
fissuring at week two compared to Spectazole®treated
patients.’

chloride) 1% Cream and Gel ;—
's and tinea corporis. NAFTIN®

tions," call: -0 -934-¢ e . .
iiem.” call: SEBOA (naftifine hydrochloride) 1%
i;):;lenisosmu:rjns observed in clinical trials with Naftin® Cream. Craim |5g, 30g. 60g « Gel 208. 402, 60g



NAFTIN®

(naftifine hydrochloride) 1%
Cream & Gel

INDICATIONS AND USAGE: Noftin® Creom, 1% is indicated for topical
application in the freatment of tinea pedis, finea cruris and finea corporis coused by
the organisms Trichophyton rubrum, Trichophyton mentagrophytes, ond
Epidermaphyton floccosum. Naftin® Gel 1% is indicated for the topical freatment of
finea pedis, finea cruris ond finea corporis caused by the organisms Trichaphyfon
rubrum, Trichophyton mentagrophytes, Trichophyton tonsurans*™ ond
Epidermophyton floccosum.* *Efficacy for this organism in this orgon system was
studied in fewer thon ten infections. CONTRAINDICATIONS: Naffin® Creom
and Gel, 1% is contraindicated in individuals who have shown hypersensitivity to any
of its components. WARNING: Noftin® Cream and Gel, 1% is for fopical use only
ond not for ophthalmic use. PRECAUTIONS: General: Noftin® Cream ond
Gel, 1% is for external use only. If initation or sensitivity develops with the use of
Noftin® Creom ond Gel, 1%, treatment should be discontinued and appropriate
therapy instituted. Diognosis of the disease should be confirmed either by direct
microscopic examination of o mounting of infected fissue in o solufion of pofassium
hydroxide or by culfure on on appropriate medium. Information for patients:
The patient should be told to: 1. Avoid the use of occlusive dressing or wrappings
unless otherwise directed by the physicion. 2. Keep Naftin® Creom ond Gel, 1%
owoy from the eyes, nose, mouth and other mucous membranes.
Carcinogenesis, mutagenesis, impairment of fertility: Long-term onimal
studies to evolute the corcinogenic potential of Noftin® Cream and Gel, 1% have
not been performed. /n vitro and onimal studies hove not demonstrated any
mutagenic effect or effect on fertility. Pregnoncy: Teratogenic Effects:
Pregnancy Category B. Reproduction studies have been performed in rofs ond
rabbits (via orol administration) at doses 150 times or more the topical human dose
ond have revealed no evidence of impaired fertiity or harm to the fetus due to
naffifine. There ore, however, no adequate and wellcontrolled sfudies in pregnant
women. Becouse animal reproduction studies ore not always predictive of humon
response, this diug should be used during pregnancy only if clearly needed.
Nursing mothers: It is not known whether this drug s excreted in human milk.
Becouse many drugs are excreted in human milk, coution should be exercised when
Naftin® Creom and Gel, 1% is administered to a nursing womon. Pediatric use:
Safety ond effectiveness in children hove not been established. ADVERSE
REACTIONS: During clinicol frials with Naftin® Creom, 1%, the incidence of
adverse reactions wos os follows: buming/stinging (6%), dryness (3%), erythema
(2%), itching (2%), locol imitation (2%). During clinical trials with Noftin® Gel, 1%,
the incidence of adverse reactions wos os follows: buming,/stinging (5%), itching
(1%), erythema (0.5%), rosh (0.5%), skin tendemess (0.5%).
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1. Smith EB et ol. Double-blind comparison of noftifine creom ond
clotrimozole,/betamethasone dipropionate cream in the treatment of finea pedis. J
Am Acod Dermatol 1992;26:125-7.

2. Millikon LE, et al. Noftifine cream 1% versus econazole cream 1% in the
treatment of tinea cruris and finea corporis. J Am Acad Dermatol 1988; 18:52-6.

Spectozole® s o registered trademark of Ortho Phormoceutical
Nizoral® is o registered trademark of Janssen Pharmaceutica Inc.
Lotrimin® ond Lofrisone® ore registered frademarks of Schering Corp.
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AMA /HIV
Early Intervention
Conference

Berlin Hilton

Berlin, Germany
June 5-6, 1993

A state-of-the-art conference on clinical care of early
stage HIV patients. The role of primary care providers
in preventing the further spread of HIV by the infected
patients will also be addressed.

This conference is intended for physicians and others
concerned with the primary care of patients with
asymptomatic and mildly symptomatic HIV infection.

For further information contact:

John Henning, PhD
Department of HIV

American Medical Association
515 North State Street
Chicago, IL 60610

USA

Telephone: 312 464-5460
Facsimile: 312 464-5842

American Medical Association
Physicians dedicated to the health of America




True once-daily antihypertensive control*

Proved by countless patients well controlled on
one ISOPTIN SR tablet per day— 180 mg or 240 mg— :
.~ with virtually no change in metabolic parameters or quality of life
* (total daily doses above 240 mg should be administered in divided doses).’

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

Supported by more than 58,000,000 prescriptions written
for once-daily verapamil SR’ over the past 6 years.

.180040 mg

(verapamil HOI):::%

ONCE-DAILY

‘Chnical effectiveness is unrelated 1o drug-plasma levels £ .
Constipation is the mos! frequently reported side effect of ISOPTIN® SR and is easily managed in most patients Please see back
ISOPTIN® SR should be adminisiered with food for brief summary-ol
$Verapamil SR produced by Knoll for Knoll Pharmaceutical Company and G D. Searle & Co prescrbing mlormation




ONCE-DAILY

Sustained-

(verapamil HO! )iz

The recommended For patients who require  For elderly or small-stature patients
starting/maintenance dose a step up in dosage who require lower doses
Knoll Pharmaceutical Company knoll
30 North Jefferson Road £ 1992, Knoll Pharmaceutical Company
Whippany, New Jersey 07981 BASF (i 12095/12-92 Printed in USA
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Encouragement

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

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

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

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

The 3
Paget's Disease
Foundation, .

200 Varick 3, New York, NY 10014
(212) 229-1582  Fax (212) 229-1502
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Effective lipid management
doesn't have to be tough

PRAVACHOL" (pravastatin sodium) is indicated as an adjunct to diet for the reduction of elevated
total and LDL-cholesterol levels in patients with primary hypercholesterolemia (Types lla and Iib)
when the response to diet alone has not been adequate.
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Effective lipid management—improves key lipids

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

(e Mean percentage change from baseline after +2 to +12%
10 — 8 weeks of treatment with 10 to 40 mg of pravastatin®
; : LDL-C Total C Triglycerides

HDL-C

10 =
15 =
e
234

30—|

3% e -22 to -34%

*Each arrow represents a range of means derived from a single placebo-controlled
study that included 55 patients treated with pravastatin,

Excellent safety/tolerability profile for patients

@ Low incidence of side effects
@ Discontinuation rate from pravastatin (1.7%) was not statistically different from that
of placebo (1.2%)

@ Active liver disease oranexplained transaminasé elevations, pregnancy and lactation
are contraindications te the use of pravastatin

Easy dosing regimen and other patient benefits

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

PRAVACHOI

pravastatin sodium 2

& Bristol-Myers Squibb Company

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

Please see CONTRAINDICATIONS, WARNINGS, PRECAUTIONS, and ADVERSE REACTIONS in the brief summeéry of
prescribing information on the final page of this advertisement.




Reference: 1. Jones PH, et al. Once-daily pravastatin in patients with primary hypercholesterolemia: a dose-
response study. Clin Cardiol. 1991;14:146-151.

PRAMACHOL® (Pravastatin Sodium Tabiets)
CONTRAINDICATIONS

Hypersensitivity to any component of this medication.

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

Pregnancy and lactation. Atherosclerosis is a chronic process and discontinuation of lipid-lowering drugs during
pregnancy should have little impact on the outcome of long-term therapy of primary hypercholesterolemia. Cho-
lesterol and other products of cholesterol biosynthesis are essential components for fetal development (including
synthesis of steroids and cell membranes). Since HMG-CoA reductase inhibitors decrease cholesterol synthesis
and possibly the synthesis of other biologically active substances derived from cholesterol, they may cause fetal
harm when administered to pregnant women. Therefore, HMG-CoA reductase inhibitors are contraindicated
during pregnancy and in nursing mothers. Py should i d to women of childbearing
age only when such patients are highly unlikely to conceive and have been informed of the potential
hazards. If the patient becomes pregnant while taking this class of drug, therapy should be discontinued and the
patient apprised of the potential hazard to the fetus.

WARNINGS

Liver Enzymes: HMG-CoA reductase inhibitors, like some other lipid-lowering therapies, have been associaled
with biochemical abnormalities of liver function. Increases of serum transaminase {ALT, AST) values 10 more than
3 times the upper timit of normal occurring on 2 or more (not necessarily sequential) occasions have been reported
in 1.3% of patients treated with pravastatin in the U.S. over an average period of 18 months. These abnormalities
were not associated with cholestasis and did not appear to be related to treatment duration. In those patients in
whom these abnormalities were believed to be related to pravastatin and who were discontinued from therapy. the
transaminase levels usually fell slowly to pretreatment levels. These biochemical findings are usually asymplomatic
afthough worldwide experience indicates that anorexia, weakness, and/or abdominal pain may also be present in
rare patients,

As with other lipid-lowering agents, liver function tests shouid be performed during therapy with pravastatin,
Serum aminotransferases, including ALT (SGPT), should be monitored before treatment begins, every six weeks
for the first three months, every eight weeks during the remainder of the first year, and periodically thereatter (e.g..
at about six-month intervals). Special attention should be given 1o patients who develop increased transaminase
levels, Liver function tests should be repeated to confirm an elevation and subsequently monitored at more
frequent intervals. If increases in AST and ALT equal or exceed three times the upper limit of normal and persist,
then therapy should be discontinued. Persistence of significant aminotransferase elevations following discontinua-
tion of therapy may warrant consideration of liver biopsy.

Active liver disease or unexplained transaminase elevations are contraindications to the use of pravastatin {see
CONTRAINDICATIONS). Caution should be exercised when pravastatin is administered to patients with a history of
liver disease or heavy alcohol ingestion (see CLINICAL PHARMACOLOGY: Pharmacokinetics/Metabolism). Such
patients should be closely monitored, started at the lower end of the recommended dosing range, and titrated to
the desired therapeutic effect.

Skeletal Muscie: Rhabdomyolysis with renal dysf i y to myoglobil has been re-
ported with pravastatin and other drugs in this class. Uncomplicated myaigia has also been reported in
pravastatin-treated patients {see ADVERSE REACTIONS). Myopathy. defined as muscle aching or muscle weak-
ness in conjunction with increases in creatine phosphokinase (CPK) values to greater than 10 times the upper limit
of normal was reported to be possibly due to pravastatin in only one patient in clinical trials {<0.1%). Myopathy
should be considered in any patient with diffuse myalgias, muscle tendemess or weakness, and/or marked
elevation of CPK. Patients should be advised 10 report promplly unexplained muscle pain, tendemess or weak-
ness, particularly ff accompanied by malaise or fever. Pravastatin therapy should be discontinued if mark-
odly elevated CPK levels occur or myopathy is diag d or susp d. Pr in therapy should
also be temporarily withheld in any patient experiencing an acute or serious condition predisposing to
the development of renal !ailuro _" Y to * bdomyoly ‘J e.g., sepsis; hygatonslon; major sur-

gery; trauma; severe e, oF ly or

The risk of myopathy during treatment with lovastatin is increased if therapy with either cyclosporine, gem-
fiorozil, erythromycin, or niacin is administered concurrently. There is no expernence with the use of pravastatin
together with cyclosporine. Myopathy has not been observed in clinical trials invoiving small numbers of patients
who were treated with pravastatin together with niacin. One trial of limited size invoiving combined therapy with
pravastatin and gemfibrozil showed a trend toward more frequent CPK elevations and patient withdrawals due to
musculoskeletal symptoms in the group receiving combined treatment as compared with the groups receiving
placebo, gemfibrozil, or pravastatin monotherapy. Myopathy was not reported in this trial (see PRECAUTIONS:
Drug Interactions). One patient developed myopathy when clofitbrate was added to a previously well tolerated
regimen of pravastatin; the myopathy resolved when clofibrate therapy was stopped and pravastatin treatment
continued. The use of fibrates alone may be i with myopathy. The bined use
of pravastatin and fibrates should generally be avoided.

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

Homozygous Familial Hypercholesterolemia. Pravastatin has not been evaluated in patients with rare homo-
2Zygous familial hypercholesterolemia. In this group of patients, it has been reported that HMG-CoA reductase
inhibitors are less effective because the patients lack functional LDL receptors.

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

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

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

Antipyrine: Clearance by the cytochrome P450 system was unaltered by concomitant administration of prav-
astatin. Since pravastatin does not appear 1o induce hepatic drug-metabolizing enzymes, it is not expected that
any significant interaction of pravastatin with other drugs (e.g.. phenytoin, quinidine) metabolized by the cylo-
chrome P450 system will occur.

Cholestyramine/Cofestipol: Concomitant administration resulted in an approximately 40 to 50% decrease in the
mean AUC of pravastatin. However, when pravastatin was administered 1 hour before or 4 hours after choles-
tyramine or 1 hour before colestipol and a standard meal, there was no clinically significant decrease in bio-
availabiity or therapeutic effect. (See DOSAGE AND ADMINISTRATION: Concomitant Therapy.)

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

Cimetidine: The AUGy_1n,, for pravastatin when given with cimetidine was not significantly different from the
AUC for pravastatin when given alone. A significant difference was observed between the AUC's for pravastatin
when given with cimetidine compared to when administered with antacid.

Digoxin: In a crossover trial involving 18 healthy male subjects given pravastatin and digoxin concurrently for
9 days, the bioavailability parameters of digoxin were not affected. The AUC of pravastatin tended to increase, but
the overall bioavailability of pravastatin plus its metabalites SQ 31,906 and SQ 31,945 was not attered.

Gemfibrozil: In a crossover study in 20 healthy male volunteers given concomitant single doses of pravastatin
and gemfibrozil, there was a significant decrease in urinary excretion and protein binding of pravastatin. In addition,
there was a significant increase in AUC, Cmax, and Tmax for the pravastatin metabolite SQ 31,906. Combination
therapy with pravastatin and gemfibrozil is generally not recommended.

In interaction studies with aspirin, antacids [1 hour prior to PRAVACHOL {pravastatin sodium)), cimetidine,
nicotinic acid, or probucol, no statistically significant differences in bioavailability were seen when PRAVACHOL
was administered.

Other Drugs: Ouring clinical trials, no noticeable drug interactions were reported when PRAVACHOL was added
to: diuretics, antitypertensives, digitalis, converting-enzyme inhibitors, calcium channel blockers, beta-blockers,
or nitroglycerin.

Endocrine Function: HMG-CoA reductase inhibitors interfere with cholesterol synthesis and lower circulating
cholesterdl levels and, as such, might theoretically blunt adrenal or gonadal steroid hormone production. Results of
clinical trials with pravastatin in males and post-menopausal females were inconsistent with regard to possible
effects of the drug on basal steroid hormone levels. In a study of 21 males, the mean testosterone response to
human chorionic gonadotropin was significantly reduced (p<0.004) after 16 weeks of treatment with 40 mg of
pravastatin. However, the percentage of patients showing a =50% rise in plasma testosterone after human
chorionic gonadotropin stimulation did not change significantly after therapy in these patients. The effects of
HMG-CoA reductase inhibitors on spermatogenesis and fertility have not been studied in adequate numbers of
patients. The effects, if any, of pravastatin on the pituitary-gonadal axis in pre-menopausal females are unknown.
Patients treated with pravastatin who display ciinical evidence of endocrine dysfunction should be evaluated
appropriately. Caution should also be exercised if an HMG-CoA reductase inhibitor or other agent used to lower
cholesterol levels is administered to patients also receiving other drugs (e.g., ketoconazole, spironclactone, cim-
etidine) that may diminish the levels or activity of steroid hormones.

CNS Toxicity: CNS vascular lesions, characterized by perivascular hemorrhage and edema and mononuclear cell
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infiltration of perivascular spaces, were seen in dogs treated with pravastatin at a dose of 25 mg/kg/day, a dose
that produced a plasma drug leve! about 50 times higher than the mean drug level in humans laking 40 mg/day.
Similar CNS vascular lesions have been observed with several other drugs in this class.

A chemically similar drug in this class produced optic nerve degeneration (Wallerian degeneration of reti-
nogeniculate fibers) in clinically normal dogs in a dose-dependent fashion starting at 60 mg/kg/day, a dose that
produced mean plasma drug levels about 30 times higher than the mean drug level in humans taking the highest
recommended dose (as measured by total enzyme inhibitory activily). This same drug also produced ves-
tibulocochlear Wallerian-like degeneration and retinal ganglion cell chromatolysis in dogs treated for 14 weeks at
180 mg/kg/day, a dose which resulted in a mean plasma drug leve! similar to that seen with the 60 mg/kg dose.
Carcinogi is, Mut: i of Fertility: In a 2-year study in rats fed pravastatin at doses of
10, 30, or 100 mg/kg body weight, there was an increased incidence of hepatoceliular carcinomas in males at the
highesl dose (p<0.01). Although rats were given up to 125 times the human dose (HD) on a mg/kg body weight
basis, their serum drug levels were only 6 to 10 times higher than those measured in humans given 40 mg
pravastatin as measured by AUC.

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

A chemically similar drug in this class was administered o mice for 72 weeks at 25, 100, and 400 mg/kg body
weight, which resulted in mean serum drug levels approximately 3, 15, and 33 times higher than the mean human
serum drug concentration (as 1otal inhibitary activity) after a 40 mg oral dose. Liver carcinomas were significantly
increased in high-dose females and mid- and high-dose males, with a maximum incidence of 90 percent in males.
The incidence of adenomas of the liver was significantly increased in mid- and high-dose females. Drug treatment
also significanily increased the incidence of lung adenomas in mid- and high-dose males and females. Adenomas
of the eye Harderian gland (a gland of the eye of rodents) were significantly higher in high-dose mice than in controls.

No evidence of mutagenicity was observed in vitro, with or without rat-liver metaboiic activation, in the following
studies: microbial mutagen tests, using mutant strains of Saimonefla typhimurium or Escherichia coli; a forward
mutation assay in L5178Y TK +/ - mouse lymphoma cells; a chromosomal aberration test in hamster cells; and a
gene conversion assay using Saccharomyces cerevisiae. In addition, there was no evidence of mutagenicity in
either a dominant lethal test in mice or a micronucleus test in mice

in a study in rats, with daily doses up to 500 mg/kg, pravastatin did not produce any adverse effects on fertility
or general reproductive performance. However, in a study with another HMG-CoA reductase inhibitor, there was
decreased fertility in male rats treated for 34 weeks at 25 mg/kg body weight, although this effect was not
observed in a subsequent fertility study when this same dase was administered for 11 weeks (the entire cycle of
spermatogenesis, including epididymal maturation). In rats treated with this same reductase inhibitor at
180 mg/kg/day, seminiferous tubule degeneration {necrosis and loss of spermatogenic epithelium) was observed.
Although not seen with pravastatin, two simiar drugs in this class caused drug-related testicular atrophy, de-
creased spermatogenesis, spermatocylic degeneration, and giant cell formation in dogs. The clinical significance

of these findings is unclear.
Py Pr gory X: See CONTRAINDICATIONS.

Safety in pregnant women has not been established. Pravaslatin was not teratogenic in rats at doses up to
1000 mg/kg daily or in rabbits at doses of up to 50 mg/kg daily. These doses resulted in 20x (rabbit) or 240x {rat)
the human exposure based on surface area {mg/meler2). However, in studies with another HMG-CoA reductase
inhibitor, skeletal malformations were observed in rats and mice. PRAVACHOL {pravastatin sodium) should be
administered to women of child-bearing potential only when such patients are highly unlikely to conceive and have
been informed of the patential hazards. If the woman becomes pregnant whiie 1aking PRAVACHOL, it should be
discontinued and the patient advised again as to the potentiai hazards to the fetus.

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

Pediatric Use: Safety and effectiveness in individuals less than 18 years old have not been established. Hence,
treatment in patients less than 18 years old is not recommended at this time. (See also PRECAUTIONS: General.)
ADVERSE REACTIONS

Pravastatin is generally well tolerated; adverse reactions have usually been mild and transient. In 4-month long
placebo-controlled trials, 1.7% of pravastatin-treated patients and 1.2% of placebo-treated patients were discon-
tinued from treatment because of adverse experiences attributed to study drug therapy:; this difference was not
statistically significant. in long-term studies, the most common reasons for discontinuation were asymptomatic
serum transaminase increases and mild, non-specific gastrointestinal complaints. During clinical trials the overall
incidence of adverse events in the elderly was not different from the incidence observed in younger patients.
Adverse Clinical Events: Al adverse clinical events (regardiess of attribution) reported in more than 2% of
pravastatin-treated patients in the placebo-controlled triais are identified in the table below; also shown are the
percentages of palients in whom these medical events were believed to be refated or possibly related to the drug:

Al Events % Events Attributed to Study Drug %
Pravastatin Piacebo Pravastatin Piacebo

Body System/Event (N=2900) (N=411) (N =900) (N=411)
Cardiovascular

Cardiac Chest Pain 4.0 34 01 a0
Bermatologic

Rash 4.0 1.1 13 Q0.9
Gastrointestinal

Nausea/Vomiting 7.3 7.1 29 34

Diarrhea 6.2 56 20 19

Abdominal Pain 5.4 6.9 20 39

Constipation 40 7.1 2.4 51

Flatulence 33 36 2.7 34

Heartburn 29 19 20 0.7
General

Fatigue 38 34 1.9 1.0

Chest Pain 37 19 0.3 02

Influenza 24 Q0.7 0.0 0.0
Musculoskeletal

Localized Pain 100 9.0 14 1.5

Myalgia 27 1.0 0.6 0.0
Nervous System

Headache 62 39 1.7* 0.2

Dizziness 33 32 10 05
Renal/Genitourinary

Urinary Abnormality 24 29 0.7 1.2
Respiratory

Common Cold 7.0 63 0.0 00

Rhinitis 4.0 41 a1 0.0

Cough 2.6 1.7 01 0.0

“Statistically significantly different from placebo.

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

Skeletal: myopathy, rhabdomyolysis.

Neurological: dysfunction of certain cranial nerves (including afteration of taste, impairment of extra-ocular
movement, facial paresis), tremor, vertigo, memory loss, paresthesia, peripheral newropathy, peripheral nerve palsy.

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

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

Reproductive: gynecomastia, loss of libido, erectile dysfurction.

Eye: progression of cataracts (lens opacities), ophihalmoplegia.

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

Transient, asymptomatic eosinophilia has tbeen reported. Eosinophil counts usually retumed to normal despite contin-
ued therapy. Anemia, thrombocytopenia, and leukopenia have been reported with other HMG-CoA reductase inhibitors.
Ci i Therapy: Pravastatin has been adr d concurrently with cholestyramine, colestipdl, nico-
tinic acid, probucol and gemfibrozil. Preliminary data suggest that the addition of either probucol or gemibrozii to
therapy with lovastatin or pravastatin is not associated with greater reduction in LDL-cholesterol than that
achieved with fovastatin or pravastatin alone. No adverse reactions unique to the combination or in addition to
those previously reported for each orug aione have been reported. Myopathy and rhabdomyolysis {with or without
acute renal failure) have been reported when another HMG-CoA reductase inhibitor was used in combination with
immunosuppressive drugs, gemfibrozil, erythromycin, or lipid-lowering doses of nicotinic acid. Concomitant thes-
apy with HMG-CoA reductase inhibitars and these agents is generally not recommended. (See WARNINGS:
Skeletal Muscle and PRECAUTIONS: Drug Interactions.)

OVERDOSAGE
There have been no reports of overdoses with pravastatin
Should an accidental overdose occur, treat symptomatically and instilute supportive measures as required.

&2 Bristol-Myers Squibb Company
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tHE ONE

CARDIZEM CD

(diltiazem HC') 190-, 180-, 240-, 300-mg Capsules

PROVEN* 24-HOUR CONTROL

OF BOTH ANGINA
AND HYPERTENSION

Reduces the frequency of angina attacks—
throug 24 hours'

NUMBER OF ATTACKS PER WEEK

Placebo  Cardizem CD Cardizem CD Placebo Card[zem CD Cardizem CD
(n=39) 120 mg ad 360 mg qd (n=39 120 mg qd 360 mg gqd
(n=37) (n=40) (n=37) (n=40)
T At rest and on exertion.

Consistent antihypertensive effect seen
throughout 24 hours®

80

Ambulatory BP subset: 4 of 9 sites performed
ambulatory BP monitoring. The 47 patients enrolied
70 | atthese sites were clinically and demographically
of the total study population.
Mean supine cuff DBP at baseline 99.3 + 0.6 placebo;
99.4 + 0.7 Cardizem CD.
60 i 1 I 1 i L Li 1 ]

8am 11am 2pm 5pm 8 pm M1 pm 2am 5am 8am

MEAN DIASTOLIC BLOOD PRESSURE (mm Hg)

TIME OF DAY Adapted from Massie et al.2

* Overall study results (127 patients) show a significant mean change at
24 hours in both diastolic (P=0.0075) and systolic (P=0.0009) blood

pressure vs placebo?
e Cardizem CD average daily dose 268 mg/day

*Proven efficacy through 24-hour ambulatory blood pressure recording, peak/trough blood pressure evaluation, and Bruce treadmill protocol.

CCDAHO88/ATS34



EXTREMELY WELL TOLERATED

CARDIZEM CD Placebo-Controlled
Angina and Hypertension Trials Combined?

Cardizem CD Placebo
Adverse Reaction n=607 n=301
Headache 5.4% 5.0%
Dizziness 3.0% 3.0%
Bradycardia 3.3% 1.3%
AV Block First Degree 3.3% 0.0%
Edema 2.6% 1.3%
ECG Abnormality 1.6% 2.3%
Asthenia 1.8% 1.7%

In clinical trials of Cardizem CD capsules, Cardizem tablets, and Cardizem SR
capsules involving over 3200 patients, the most common events (ie, greater
than 1%) were edema (4.6%), headache (4.6%), dizziness (3.5%), asthenia
(2.6%), first-degree AV block (2.4%), bradycardia (1.7%), flushing (1.4%),
nausea (1.4%), and rash (1.2%).

LOWER PRICE

Based on average wholesale prices* using equivalent
mg/day doses*:
® 35% lower cost than Cardizem® (diltiazem HCl)

tablets for angina
(Cardizem tablets are available as 30, 60, 90, and 120 mg)

® 95% lower cost than Cardizem® SR (diltiazem HCI)
capsules for hypertension
(Cardizem SR is available as 60-, 90-, and 120-mg capsules)

Please see brief summary of prescribing information on adjacent page.
*Red Book Update. 1992;11(10):7.

ONCE-A-DAY
CARDIZEM CD

(diltiazem HCI)
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Briel Summary of
Prescribing Information as of Octaber 1892 (2)
CARDIZEM® CD
Llilllmm hydrochloride)
apsiles
Brief Summary of
Prescribing Information as of January 1991
CARDIZEM® SR
Lllllll:em hydrochloride)
ustained Release Capsules

Brigf Summary of
Prescribing Infoemation s of January 1991
CARDIZEM®
;ﬂllllmm hydrochloride)
ablets

CONTRAINDICATIONS

CARDIZEM i conrrairﬂiwed in (1) patients with sick sinus syndrome except in the presence of a funclioning ventricular pacemaker, (2) palients with second- of
third-gegree AV block except in the presence of a functioning vestricular pacemaker, (3) patients with hypotension (less than 90 mm Hy systolic), (4) patients who
have demonsirated hypersensitivily 1o the drug, and (5) patients with acute myocardial intarclion and pulmonry congestion documented by x-ray o admission

'WMIIINBS
CARDIZEM prolongs AY node refractory periods without significantty prolonging sinus node recavery fime, except in patients with sick
sinus syndrome. This elfect may rarely resull in abnormally siow heart rales (parbicularly in patients with sick sinus syndrome) or second- of Hird-degres AV
block (13 of 3,290 patients or 0.40%). Concomitant use of diltiazem with beta-blockers or digitalis may result in additive effects on cardiac conduction. A patient
wilh Prinzmetal’s angina developed periods ol asystole (2 1o 5 seconds) aftr a single dose of B0 mg of diltiazem
2 Congestive Hearl Failure Alfhough dilliazem has & negalive inolropic eflect in isolated animal lissue preparations, hemodynamic studies in humans with
norme! ventricular function have not shown a reduction in cardiac index nor consistent negative effects on contractifity (dp/ot), An acule shudy of oral diltiazem in
patients with impaired ventriculasr function (gjection fraction 24% + %) showed improvemenl in indices of veniricular function without significant decrease in
contractile funclion (dg/dl). Worsening of congestive heart failure has been reporied in palients with preexisting impairment of veniricular function. Experience
wih the use of CARDIZEM (diiazem rrﬂ!ochlunde: in combination with beta-blockers in parsems with impaired ventricular function i limited. Caution should be
exercisad when using this combination
Hypotension. Decreases in biood pressure associated with CARDIZEM therapy may occasionally resullin symplomatic
. Mild elevations of ransaminases with and withou! concomitant elevation in alkaline pm bilirubin have been
ty resolved even with continued dilliazem Ireatmend. It rare instances,
and cther phenomena consistent with acute hepalc injury have

observed in cinical studies. Such elevlions were suall fransient and §

significant elevations in enzymes such as alkaline  LDH, SG0T, SG

been noted. These reactions lended 1o occur early alter ﬂmaw inifiation {1 to 8 weeks) and have been reversibie upon discontinuation of drug
‘I'r"ugelanmhmm CARDIZEM i uncertain in some cases, but probable in some, (See PRECAUTIONS.)

ﬁgm! CARDIZEM (diftizzem hydrochloride) is extensively metabolized by the liver and excreted by the kidneys and in bile. As with any
i given over proionged periods, tabaratory parameters of renal and hepatic funclion should be monitored at regular infenvals, The drug
shuuldtmedwhmmnmpamsmhumnad renal or hepatic function. In sibacuts and chronic dog and rat studies designed
10 peoduce toxiciy, high doses of dilliazem were associated wilh hepatic damage. In special subacute hepalic sludies, oral doses
0f 125 mg/kg and higher in rats were associaed with histological changes In the liver which were reversible when the deug
was discontinued. In dogs, doses of 20 mg/kg were also associaled wilh hepatic changes; howewes, these changes were
grsmk}z ek Tmmm[ ML%WRSE REACTIONS i
maiological events (see 10NS section) may be Iransient and may disappear despite
continued use of CARDIZEM. However, skin eruptions progressing fo erythema multilorme and/or Ava | Iab le as
exfoliafive dermatis have aiso been Infrequently reported. Should a dematologic reaction persis!, Once-A- Day
fhe drug should be disconfinued.
. Dug 1o the potential for additive effects, caution and caretul fitation -

are wartanted in palients receiving CARDIZEM concomitantly with other agents known
lo atfect cardiac contrachlily andfor conduction. (Sea WMNII'IGS Pharmacologic
studies indicate that there may be additive effects in Eolon ing AV canduction when
usini beta-blockers o¢ digitails concomikantly wilh CARDIZEM. (See WARNINGS.) -
As wilh all drugs, care should be exarcised when treali pa.aus with mulfple medications. CARDIZEM 120-mg capsules
undergoes biotranstormation by cytochrome P-450 mixed ouidase. Coadministration of CARDIZEM with >
Ofher agenits which follow the same route of biotransformation may result in the compefitive inhibition of metabolism ]
Dosages of simitarly metabolized drugs such & cyclosporin, P!fbw‘afly thase of low therapeutic rtio of in patients v
with renal andfor hepatic impaimment, may rmne adjustment when starting or stopping concomilantly administered
(CARDIZEM to maintain oplmum therapeutic biood leveis
Beta-blockers: Controlled and uncantralled domestic studies suggest that consomitant use of CARDIZEM and betz-
blockers i usually well tolerated, but available data are not sufficient fo predict the efiects of concomstant treatment in
patients with leif veniricular dysfunction or cardiac conduction abnomalities.
Administration of CARDIZEM (diltiazem hydrochloride) concomitantly with propranolol in five normal volunteers
Tesulted in increased rﬂewm levels in all subjects and bioavailability of proptanolol was increased appronimatel
50%. Il combination therapy is |n|!|am| u withdrawn in conjunction with propranolal, an ad|ustment in the plDDI‘!I'IﬂlD‘
dose may be warranted. (See
Cimetidine: .Asudylnsu rwmmmm has shown 2 significan! increase in peak dilfiazem plasma levels (56%)
and area-under-the curve (53%) after a 1-week course of cimeliding at 1.200 mg per dzy and a single dose of diltiaem
60 mg. Ranitidine produced smaller, nonsignificant increases The effact may be mediated by cimefidine’s known
intibstion of hepatic cytochrome P-430, the enzyme system responsible lor the first-pass mefabolism of dmmm :
Patients currently recesving dilliazem Merapy shoudd be carefully monitored for a change in phamacological effect +
initiating and discontinuing thesapy with cimetidine. An adjustment in the dilliazem dose may be warranted. |
Digitalis: Adrmmstranun of CARDIZEM with digowin in 24 healthy male subewsmuemd plasma digoxin E
[ ind no increase in digoxin in 12 patients with coronary ¥
arty disease. Since there have been conllicting resulls regarding the alfect of digain levels, I is recommended that
digencin leveis be monitored when initizting, adjusting, and discontinuing CAR thexapy o avoid possible over- o
under-gigitalization, (Ses WARNINGS.)
Anesthetics: The depression of cardiac contractifity, conductivity, and automaticity as well as the vascular dilation
associated wilh anesthetics may be polentialed by calcium channel biockers. When used concomitantly, anestheltics
an[l rah:um Nms shoutd neillraied carehully

pairment of Fertility. A 24-manth study in rats at oral dosage levels of up to
1mmq.-'kufdar wa?immﬂmunmawlummlmwm&) iy showed no evidence of
carcinogenicity, There was also no mukagenic response in vitro of in vivo in mammalian cell assays of in vilro in
bacteria. No evidence of impaired ferllity was observed in a study performed in male and lemale rats 3l oral dosages

of up to 100
C. Reproduction studies have been conducted in mice, rats, and rabbits, Administration of doses
rmngmmmuhrﬁmm[mammmmmh&wmmWWWMWMm
mammww Thesa doses, in some studies, have been reported 1o cause skzletal abnormalities. n the
%;! | shudies, here was an increased incidence of stltbirths af doses of 20 times the human dose or grealer
ate no well-conlrolied studies in peegnant women; therefore, use CARDIZEM in pregnant women only il the
podential benefit fustifies the patential risk 1o the felus

-~

180-mg Eapsules

240-mg capsules

300-mg :apSuIes
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ONCE-A-DAY
= CARDIZEM'CD

: (diltiazerm HCl)120-,180-, 240-, 300-mg Capsules

24-HOUR CONTROL OF BOTH
ANGINA AND HYPERTENSION

. Diltizzem is excreted in human milk. One report suggests that concenrations in
breast milk may anprmmane serum levets. i use of CARDIZEM is deemed essential, an alfemative
method of infant feeding should be nstituted
%@. Salely and effectiveness in children have not been established

REACTIONS

Seripus adverse reactions have been rare in studies carried out fo date, but it should be recognized that
patients with impaired veniricular function and cardiac conduction abnormalities have usually been
excluded from tese studes

In domestic placebo-controlled angna frials, the incidence of adverse reactions reported during
CARDIZEM therapy was nof greater than that rmned during placebo thera

The adverse events described below represent events observed in clinical studies of hyperiensive
patients recelving either CARDIZEM Tablets m CARDIZEM SR Capsules as well as experiences
observed in studes of angina and during marketing. The mas! comman events in hyperiension
studies are shown in 2 table with rales in placebo pabients shown for comparison. Less common
events are listed by body system, these inchude any adverse reactions seen in ir[?ma studies that
wer nol observed in f ion studies. (n all b ive patients taking CARDIZEM Tablets or
CARDIZEM SR Capsules studied {over 900), the mosi common adverse events were edema (9%),
headache LB%] diziness (B%), asthenia (5%). sinus bradycardia (3%), flushing [3%] and first-

(tegree AV block (3%). Only edema and perhaps bradycardia and dizziness were dose relaled

Double Blind Placebo-Contralled
Hypertension Trials

| Diltiazem | Placebo

| N=315 N=211
Adverse #pis(%) #pis (%)
Heatache | 3B (12%) | W (d%)
AV Block First Degree 24 (76%) 4 (19%)
Dizzingss 2 (% 6 (28%)
Edema 19 (6% | 2 (09%)
Bradycardia 19 (6% 3 (14%)
ECG Abnarmality 13 (41% 3 (14%)
Astheria 10 (32% 1 (05%)
Constipation 5 (16% 2 |09%)
Dyspepsia 4 (13%) 1 (05%)
Nausea 4 (13%) 2 u.%l
Palpitations 4 13%) 2 (09%
Polyuna 4 (13%) 2 (09%)
Somnolence 4 (13%)
Alk Phos Increase 3 (1%) 1 (05%
Hypotension 3 (1% 1 {05%
Insomala 3 [1‘}'.-! 1 (05%)
Rash 3 1 (05%)
AV Block Second Degree 2 (06%) -

The foliowing table presenls the most common adverse reactions reporied in placebo-controfled
angina and hypertension frials in pafients receiving CARDIZEM CD up to 360 mg with rales in
placebo patients shown for comparison

CARDIZEM CD les Placebo-Controlled
Angina and Hypertension Trials Combined
CARDIZEM CD Placebo
Adverse Reaction N= 607 N=301
Headache 54% 50%
D.lzmess i 0%
chr'u;a Degres gg: El 32
irst

26% 1.3%
iGG Apnarmality 16% 23%
Asthenia 18% 1.1%

In clinical trials of CARDIZEM CD Capsules, CARDIZEM Tablets, and CARDIZEM SR Capsules
imvolving over 3200 patients, (he most common events (ie, than 1%) were edema (4.6%),
headache (4.6%), dizziness (3.5%), asthenia (2.6%), flrs!-ﬂegrse AV block (2.4%), bradycardia
(1.7%), fiushing {1.4%), naussa (1.4%), and rash {1.2%

I addtion, the Mmmmmawwlwmmmmmwmm {rials:
Cardiovascular: Angina, arhythms, AV black {second- or tird-degree), bundie branch block,
wl':geslwa heart failure, ECG abnormalities, hypotensian, patpitations, syncope, tachycardia,
veniricular exfrasystoles

Nervous Syslem. Abnormal dreams, amnesia, depression, gait abnormality, hallucinations,
nsomaia, Nervousness, change, 2, finnifus, tremor
Gastroinlestinal: Anorexia, constipation, diarhea, chu mouth, ia, dyspepsia, mild elevations
of SGOT, SGPT, LDH, and afkaline phosphatase (see hepatic waméngs), thirst, vomifing, weight increzss
Dermatological: Petechiae, phatosensitivity, prurinus. uricaria

Other: Amblyopia, CPK increase, dyspnea, epistaxis, eye imilation, hyperglycemia, hyperuricemia,
Impatence, muscle cramps, nasal congestion, nocturia, ostecarticular pain, polyuria, sexual dfficulties
The followinyg posimarketing events have been reported infrequently in patients receiving CARDIZEM:
alopecia, enythema mulliforme, exfoliative dermatits, exrapyramidal symploms, gingival I'rfpauhs\a
hemoiytic anemia, increased bleeding time, leukopenia, purpura, refinapathy, and

addition, evenls such as myocardial intarction have been observed which are not readily i

firom the natural history of the disease in these patients. A number of well-documented cases ol
generaiized rash, characterized a5 isukocytociastic vasculilis, havs been reporied. However, 2 definitive

cause and effect refationship between these events and CARDIZEM terapy Is yet to be established
CARDIZEM® CD CARDIZEM®

Prescribing Infarmation s of October 1992 (2) Prescribing Imformation as of January 1991
CARDIZEM" SR Marion Merrell Dow Inc.

Prescribing Information as of January 1991 Kansas City, Missouri 64114

References: 1. Data on file, Marion Merrell Dow Inc. 2. Massie BM, Der E,
Herman TS, Topolski P, Park GD, Stewart WH. Ciin Cardiol, 1992;15:365-368.
3. Cardizem CD prescribing information. 4. Red Book Update. 1992;
1(10)7.
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OBJECTIVES

The Osler Institute
Family Practice Boards Review Course

June 29-July 7, 1993 — Chicago
Spring 1994 — To Be Announced

Now your most complete review for your Family Practice board exams

® Increase basic science and clinical knowledge in family practice
® Assist residents and fellows to organize study of family practice
® Prepare candidates to take family practice board examinations

® Provide family practicioners with a comprehensive review and update

METHODS

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

¢ SEMINAR with projection slides and lecture-note syllabus

® PRACTICE EXAMS for certification and recertification

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

COMMUNITY PSYCHIATRY Endocrine P.K. Chaudhuri, M.D.
MEDICINE Personality Disorders  Diabetes Mellitus Medical College of Ghio
Health Promotion Anxiety and Hysteria ~ Thyroid Diseases gss‘g‘idigj"dlwég'“M'D'
Disease Prevention Depression and Mania Parathyroid & Adrenal cal Loliege
Occupational Medicine ~Schizophrenias Osteoporosis Ramesh Dhingra, M.D.
Environmental Med. ~ Chemical Dependency Neurologic University of Illinois
Ethical Problems Alcoholism Syncope and Stroke M. Ann Emanuele, M.D.
Medical-Legal Issues ~ Sexual Problems Dizziness and Vertigo Loyola University

Obesity Headache & Back Pain  Robert Feder, M.D.
PEDIATRICS Dementia & Parkinson’s  Nortiwestern University
Genetics MEDICINE AND Peripheral Neuropathy John Fildes, M.D.
Immunizations GERENTOLOGY Other University of Illinois
Pediatric Infections  Cardiovascular Asthritis and Gout ml;-:g;rstfz}%{mlgf
Diarrhea and other GI : . .

. Hypertension Autoimmune Diseases LaPalio. M.D.
Seizures & Neurology Di Fibrositis and Fati wrence LaPalio,
Leukemia Coronm;y ;:sc.z:se Aln TOSI ];cago a]’gn_“e Loyola Universisty
Child Abuse ngestive Failure emia & Coagulation  p y opobenning, M.D.

. Valvular Diseases Cancer Diagnosis Northwestermn Universti
Behavior Problems . W niversty
Rhythm Disturbances  Office Dermatology
SURGERY Lipid Abnormalities Eleanor Lederer
Acute Abdomen Thrombop hlebitis Faculty g‘l:l;imllfi};zfiﬁ;usl\rge
Breast Diseases Vascu.lar Disease June 29-July 7 -Chicago 4 peoctern Coll. of Med.
Trauma and Burns Respiratory Laura Alsentzer, M.D. Victoria Maclin, M.D.
Common Fractures Adult Infections Vanderbuilt University ~ Rush Medical College
Sports Injuries COPD and Embolism  Michael Aronoff, M.D. Mary Massa, M.D.
Overuse Injuries Asthma and Allergy New York Med. College  Loyola University
Eye Problems Lung and Airway Ca.  Robert A.Balk, M.D.  William Meyer, M.D.
Urinary Incontinence ;o rointestinal Rush Medical College ~ National Inst. of Health
Robert Baumann, M.D. Charles Osborne, Ed.D.
OBSTETRICS & Esophageal Problems P N .
. s University of Kentucky ~ George Washington Univ.
GYNECOLOGY  Peptic UlcerDisease — \p gy, 'y py Sandra Retzky, D.O
Liver and Gall Bladder M, Y.L ELEYy e
Prenatal Care . . Baylor College of Med. Rush Medical College
‘ . Chronic Colon Disease .
Gynecologic Infections  pectai-Anal Problems HArTY Bremer, M.D.  Richard Sandler, M.D.
Pelvic Pain Univ. of [llinois, Urbana  Rush Medical College
Amenorrhea Genitourinary Calvin Brown, M.D.  William Sawchuk, M.D.
Abnormal Bleeding Urinary Infections Rush Medical College ~ National Inst. of Health
Contraception STD’s and AIDS C. Bush-Joseph, M.D. Imad Tabbara, M.D.
Infertility Prostate Problems Rush Medical College ~ George Washington Univ.
Mcnopause Urinary Stones L.Charmas, M.D, PhD. Wendell A. Wall, M.D.
Gynecologic Cancer ~ Renal Failure National Inst. of Health ~ Univ. of North Dakota
Limited Enrollment: Family Practice Review Registration
Name
Address
City/State/Zip

The Osler Institute

Mail Today to:

1094 East Dawn Drive, Dept. 305

E Phone
! P.O. Box 2218

Terre Haute, IN 47802-0218

For: [J June 29-July 7, 1993 — Chicago

[0 spring 1994 -

To Be Announced

O Check enclosed for $
[0 Piease send FREE SAMPLE

“...remarkably complete and pleasant.”*

COURSE AND GUARANTEE TO PASS:
Home study questions will be sent before the
courses — which will include case reviews and
lectures with slides and syllabus. You may take
parts of the course for a reduced fee in any
combination of half days. Based on our experi-
ence, we are so confident in the quality of our
course that we guarantee: if you take this entire
course and fail your next Family Practice certi-
fication or re-certification exam, you may repeat
the course once for FREE.

“Accommodations were comfortable....”*

LOCATION: The Chicago course will be at the
Lisle/Naperville Hilton, 3003 Corporate West
Drive, Lisle, llinois. Our group room rates are
$89 for a single room and $166 for a double room.

“... and those little extras....”*
DISCOUNT AIRFARES: Please call toll-free
(800) 356-7537 for our group rates.

“...the most education for the money.”*
ACCREDITATION: This program has been re-

viewed and is acceptable for 88 prescribed hours
by the American Academy of Family Physicians.

“The faculty was outstanding....”*

FEES FOR AA.FP. PRESCRIBED HOURS:
Physician or Resident Phy. Res. hrs.

® Full nine day course: $1080 $720 88
Repeating within two years: $540 $540 88

® Half days (your choice): $ 75 § 50 5

® Add 10% within 10 days of the course.

® Not in course hotel package add $25 per day.

® A $50 deposit will reserve your position.

“...home study material was extremely helpful.”*

REFUNDS: Subject to $50 fee, refunds will be
made until the seminar begins.

“I feel [the course] helped me pass ...."*
INFORMATION:

Joseph H. Selliken, Jr., M.D.
1094 East Dawn Drive, P.O. Box 2218
Terre Haute, IN 47802-0218

Call Today:

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

*Comments by Osler participants



{0 Please send me
information on AMA
Practice Management
workshop dates and
locations

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

American Medical Association
Physicians dedicated to the health of America

re you ready to
learn what they
didn't teach you
in med school?

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

patient relations.

But the AMA does! In two workshops de-

signed especially for you.

Starting Your Practice is an in-depth, two-day
session that provides the knowledge you need
to successfully run your own practice. Business

and health law, patient relations, office

efficiency, and marketing your practice.

Joining a Partnership or Group Practice is a
half-day session that explores the personal, pro-
fessional, and financial considerations that will
affect your decisions — and your negotiations.

All workshops are conveniently scheduled so
you don’t miss valuable time away from your
practice. Tap into the world’s largest and most
complete source of medical information —

the AMA.

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

1-800-366-6968

Name

Title

Organization

®

(NAPROXEN) 500 mg tablets

Brief Summary:
Contraindications: Patients who have had allergic reactions to
NAPROSYN, ANAPROX or ANAPROX DS or in whom aspirin or
other NSAIDs induce the syndrome of asthma, rhinitis, and nasal
polzps Because anaphylactic reactions usually occur in patients
with a history of such reactions, question patients for asthma,
nasal polyps, urticaria, and hypotension associated with NSAIDs
before starting therapy. If such symptoms occur, discontinue the
drug. Warnings: Serious Gl toxicity such as bleeding. ulceration,
and perforation can occur at any time, with or without warning
symptoms, in patients treated chronically with NSAIDs. Remain
alert for ulceration and bieeding in such patients even in the
absence of previous GI tract symptoms. In clinical trials, symp-
tomatic upper Gl ulcers, gross bleeding or perforation appear to
occur in agproxlmalely 1% of patients treated for 3-6 months, and
n about 2-4% of patients treated for one year Inform patients
about the signs and/or sym: gtoms of serious Gl toxicity and what
steps 10 take if they occur. Studies have not identitied any subset
of patients not at risk of developing peptic ulceration and bleeding.
Except for a prior history of serious Gl events and other risl
factors known to be associated with peplic uicer disease, such as
alcoholism, smoking, etc., no risk factors (e.g., age, sex) have
been associated with increased risk. Elderly or debititated patients
seem to tolerate ulceration or bleeding less well than others and
most spontaneous reports of fatal Gl events are in this population
In considering the use of relatively large doses (within the recom-
mended dosage range), sufficient benefit should be anticipated 1o
offset the potential increased risk of Gl toxicity. Precautions: DO
NOT GIVE NAPROSYN® (NAPROXEN CON(?OMITANTLV WITH
ANAPROX® (NAPROXEN SODIUM]; OR ANAPROX® DS
k APROXEN SODIUM) SINCE THEY BOTH CIRCULATE IN PLASMA
S THE NAPROXEN ANION. Acute -nterstmal nephritis with hema-
turia, p 1a, and h has been reported
Patients with impaired renal Iuncllon heart failure, liver dystunc-
tion, patients taking diuretics. and the eiderly are at greater risk of
overt renal decompensation. If this occurs, discontinue the drug
Use with caution and monitor serum creatmine and/or creatinine
clearance in patients with significantly impaired renal function
Use caution in patients with baseline creatinine clearance less
than 20 mL/minute. Use the lowest effective dose in the elderly or
in patients with chronic alcoholic liver disease or cirrhosis. With
NSAIDs, borderiing elevations of liver tests may occur in up to
15% of patients. They may progress, remain unchanged. of be
transient with continued therapy. Elevations of SGPT or SGOT
occurred in controlled clinical trials in {ess than 1% of patients.
Severe hepatic reactions, including jaundice and fatal hepatitis,
have been reported rarely. If liver disease develops of if systemic
manifestations occur (e.g.. p or rash), d ther-
apy. It steroid dosage is reduced or eliminated during therapy. do
so slowly and observe patients closely for adverse effects, includ-
ing adrenal insufficiency and exac of arthritis
Determine hemoglobin values periodically for patients with mitiai
values of 10 grams or less who receive long-term therapy Periph-
eral edema has been reported. Therefore, use with caution in
patients with fluid retention, hypertension or heart failure. The
drug's P and ant y act may seduce
fever and d their value. Con-
duct ophthalmic studies if any change or disturbance in vision
occurs. For patients with restricled sodium intake, note that the
suspension contains 8 mg/mL of sodium. Information for
Patients: Side effects of NSAIDs can cause discomfort and, rarely,
there are more serious side effects, such as Gl bleeding, which
may result in hospitalization and even fatal outcomes. Physicians
may wish 1o discuss with patients the potential risks and likely
benefits of NSAID treatment, particularly when meg are used for
less serious conditions where treatment without NSAIDs may be
an acceplable aiternative. Patients should use caution for activi-
ties requiring alertness if they experience drowsiness. dizziness.
vertigo or depression during therapy. Laboratery Tests: Because
serious Gl tract ulceration and bieeding can occur without warn-
ing symptoms, follow chronically treated patients for signs and
symptoms of these and inform them of the importance of this
follow-up. Drug Interactions: Use caution when giving concomi-
tantly with coumarin-type anticoagulants; a hydantoin, sulfon-
amide or sullonylurea turosemide; lithium, beta-blockers,
DrugiL y Test
The drug mzy decrease nlatelel aggr 7gemon and prolong bleeding
time or increase urinary values for 17-ketogenic steroids. Tempo-
rarily stop therapy for 72 hours before doing adrenal function
tests. The drug may interfere with urinary assays of 5SHIAA. Car-
cinogenesis: A 2-year rat study showed no evidence of carcino-
genicity. Pregnancy: Category B. Do not use during pregnancy
unless clearly needed. Avoid use during late pregnancy. Nursing
Mothers: Avoid use in nursing mothers. Pediatric Use: Sigle
doses of 25-5 mgrkg. with total daily dose not exceeding 15
mg/kg/day. are safe in children over 2 years of age. Adverse
Reactions: In a study, GI reactions were more frequent and severe
in rheumatoid arthritis patients on 1,500 mg/day than in those cn
750 mg/day. In studies in children with juvenile arthritis, rash and
prolanged bleeding times were more frequent, Gl and CNS reac-
tions about the same, and other reactions less frequent than in
adults. (ncidence Greater Than 1%: Probabie Causal Refationship:
Gl: The most frequent complaints related to the Gl tract: constipa-
tion? heartburn’ abdominal pain’ nausea” dyspepsia, diarrhea,
stomatitis. CNS: headache; dizziness; dr . light-headed-
ness, vertigo. Dermatologic: itching (pruritus)’ skin eruptions®
ecchymoses, sweating, purpura. Special Senses: tinnitus® hear-
ing disturbances, visval disturbances. Cardiovasculas: edema.’
dyspnea’ palpitations. General: thirst. Incidence Less Than 1%;
Probable Causal Relationship: GI: abnormal liver function tests.
colitis, GI bieeding and/or perforation, hematemesis, faundice,
melena, peplic uiceration with bleeding and/or perforation, vomit-
ing. Renal. glomerular nephritis, hematuria, hyperkalemva, inter-
stitial nephritis, nephrotic syndrome, renal disease, renal failure,
renal papillary necrosis. Hematologic: agranulacytosis, eosino-
philia, granulocytopenia, levkopenia, thrombocytopenia. CNS:
depression, dream ies, inability to ate, insom-
nia. malaise, myaigia and muscle weakness. Dermatologic: alope-
cia, photosensitive dermatitis. skin rashes. Special Senses:
hearmg impairment. Cardiovascular: congestive heart failure
Ri y: itis. General: anaphylactoid
reacnons menstrual disorders, pyrexia (chills and fever). Causal
L

Address

(City/ State)lZIP

Phone

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

apashc anemia, hemolytic
anemia. CNS: aseptic meningitis, cognitive dys Dermato-
logic: epidermal necrolysis, erythema multitorme, photosen-
sitivity reaclions resembling porphyria cutanea tarda and
epidermolysis buliosa, Stevens-Johnson syndyome urticaria. Gl
non-peptic Gl 3

hyp hypo-

vasculitis. General: edema,

May have heanhum mmges
lmn nausea, vomiting. A few patients have had seizures. Empty
stomach and use usual supportive measures. (n animals 0.5 g/kg
of activated charcoal reduced plasma levels of naproxen. Caution:
federal law prohibits dispensing without prescription. See pack-
age insert for full Prescribing Information.

*Incidence of reported reaction 3%-9% SYNTEX
Where uamarked, inci less than 3%. s

US. patent nos. 3904682, 3,998,966 and others
©1991 Syntex Puerto Rico, Inc. Rev.39 September 1930



IN MANY CHRONIC ARTHRITIS PATIENTS

Expect Success
from the #1
Prescribed NSAID'

olor-=nnanced barium commst st dy o

A proven efficacy and safety
profile backed by 16 years
of clinical success.

As with other NSAIDs, the most frequent
complaints are gastrointestinal, and rare
hepatic and renal reactions have been
reported.

Please see brief summary of prescribing
information on adjacent page.

Color-enhanced 3-D MBI of OA knee with medial compartment narrow ~ - =~ -
osteophytes in red. Supplied by David W. Stoller, MD, of California A~ .- 222 -

EXPECT SUCCESS FROM

NAPROSYN

(NAPROXEN) 500 mg tablets e Y

Also available in 375 and 250 mg tablets and in suspension 125 mg/5 mL

*Leading industry audits for 12 months ending April 1992, Pharmacy
sales of Naprosyn (naproxen) in the U.S. Data on file, Syntex
Laboratories, Inc, Document NP92181-A.

m © 1992 Syntex Puerto Rico, Inc. NP92181
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Find out first-hand the pulling power of classified advertising in the Specialty
Journals of the AMERICAN MEDICAL ASSOCIATION. The Archives of Family
Medicine reaches over 80,000 office- and hospital-based physicians. If you need a
FP, GP or DO contact us to learn more about this exciting new source of recruiting.

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

TAKE ADVANTAGE OF OUR INTRODUCTORY
CLASSIFIED ADVERTISING OFFER!

ARCHIVES

FAMILY MEDICINE

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

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



Now, for
allergic rhinitis...

ONCE
DAILY
FOR

RELIEF

-~ Once daily

L
~convenience
. o Inhaler

( tnamcmo/one acetoniae)

Turns patient complaints...Into patient compliance

Please see brief summary of prescribing information on adjacent page.




ONCE DAILY FOR RELIEF

Nasal
Inhaler

(triamcinolone acetonide)

Turns patient complaints...Into patient compliance

DAlLY

ONCE
Nasa:nrh
(triamcinolone acetonide)

For Intranasal Use Only
Shake Well Before Using

BRIEF SUMMARY

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

WARNINGS: The replacement of a systemic corticostercd with a topical coricoid can be
accompanied by signs of adrenal insufficiency and, in addition, some patients may expenence
symptoms of withdrawal, &g, joint and/or muscular pain, lassitude and depression. Patients
presiously trealed for prolonged periods with systemic corticosieroids and transferred 1o fopical
corticoids should be care:ﬂ; monitored for acute adrenal insuffics in response 1o stress. In
those patients who have ma or other clinical conditions requiring -lerm systemic
corticosteroid freatment, loo rapid a decrease in systemic corticosteroids may cause a severe
exacerbation of their symptoms.
Children who are on immunos
children. Chickenpox and me:

essant S are more susceplible to infections than healthy

, for ex e, can have a more serious or even fatal course

in children on immunosu doses ol corticosteroids. In such children, or in adults who

have not had these diseases, particular care should be taken to avoid exposure. If ex)

therapy with varicefla 2oster immune globulin (VZIG) or mﬁeﬂ infravenous immunog

[IVIG), as appropriate, may be indicated. If chickenpox lops, treatment with arnmral agams

may be considered

The use of Nasacort Nasal Inhaler with altemale-day systemic prednisone could increase the

Iukailhood of hypoiha!amlc pituitary-adrenal [HPJ\Lsuppressann compared 10 a therapeutic dose
of either one Therefore, Nasacon Nasal Inhaler should be used with caution in patients

already receving alternaleday prednisone treatment for any disease

PRECAUTIONS

General: In clinical studies with tiamcinolone acetonide administered intranasally, the

development of localized infections of the nose and pharynx with Candida albicans has rarely

occurred. When such an infection develops it may require freatment with appropriate local

therapy and discontinuance of freatment with Nasacort Nasal Inhaler.

Tramcinolone acetonide administered intranasally has been shown 1o be absorbed into the

systemic circulation in humans. Patients with active rhinitis showed jon similar to that

I:;nd; normal uolumeersh&asawrl at 440 mc d;z for 42 g&yds did ncl measu-ably affect
enal response 10 a six hour cosyniropin test. In the same ly pred

significantly reduced adrenal response to ACTH over the same period !sae CLINIE?L TI!IALS

section)

Nasacort Nasal Inhaler should be used with caution, if at all, in patients with active or quiescent
tuberculous infections of the respiratory fract of in patients with untreated fungal, bacterial, or
systemic viral infections or ocular herpes simplex.
Because of the inhibitory effect of corticosteroids on wound healing in patients who have
experienced recent nasal septal ulcers, nasal surgery or frauma, a coricosteroid should be
used with caution until healing has occurred
When used al excessive doses, systemic corticosteroid effects such as hypercorticism and
adrenal suppression may appear, If such changes occur, Nasacort Inhaler shouid be
discontinued slowly. consistent with accepled procedures for discontinuing oral steroid therapy.
Information for Patients: Patients being treated with Nasacort Nasal Inhaler should receive
the following information and instructions
Patients who are on immunosuppressant doses of coricosteroids should be wamned to avoid
exposure 1o chickenpox or measles and, if exposed, to obtain medical advice
Patients should use Nasacort Nasal Inhaler al regular intervals since its effectiveness depends
on Its regular use. A decrease in symploms may occur as soon as 12 hours after slarting steroid
erapy and generally can be expected to occur within a few days of intiating therapy in allergic
rhunms The patient take the medication as directed and should not excead
prescribed osa?s The patient should contact the physician if symptoms do not improve after
three weeks, or il the condition worsens. Nasal imitation and.'or buming or stinging afier use of
the spray occur only rarely with this product. The patient should contact the physician if they
OCCur.
For the proper use of this unit and o altain maximum improvement, the patient should read and
follow the accompanylr? patient instructions carefully. Because the amount dispensed per puff
may not be consistent, it is important 1o shake the canister well. Also, the canister should be
discarded after 100 actuations

Carcinogenesis, Mutagenesis: Animal studies of tnamcinolone acetonide to test its
carcinogenic potential are underway

Impairment of Fertility: Male and female rats which were administered oral tiamcinolone
acetonide al doses as ghas'ISmcgkgu (110 m?/day, as calculated on a surface
area basis) exhibited no evidence of impai ecr 1em1rtvnﬁe maximum human dose, for
comparison, is 6.3 mcg k% dayézdﬂ mcg. m? day). However, a few female rats which recewed
malernally toxic doses of cg/kg/da 65 mcg/m?/day or 110 mcd%lm-? day, respectively,
as calculaled on a surface area basis) e:hlbzed dystocia and prolonged

NAOBX193(X]A

Developmental mm which included increases in fetal resorptions and stillbirths and
mcra&es in ht and survival, also occurred at the matemally foxic doses
150mt.g daynt - 110 meg/mé/day, as calculated on a surface area basis)

aptodmtva mance of female rats and eflects on fetuses and offspring were comparable
between groups that vmvggdpianabo and non-toxic or marginally toxic doses {05 and 1.0 meg/
kgdaynvSBmcgn?day 7.0 meg/mé/day).
Pregnancy: Pr Cal C. Like other coricoids, triamcinolone acetonide has been
shown to be wm in rafs and rabbits. Termo%t;mc effects, which occurred in both species
al 0.02, 0.04 and 0.08 mg/kg dayiﬁn:!majelﬂ 270 and 540 mcg/m?/day in the rat and
320, 640 and 1280 meg/m?/day in the rabbit, as calculated on a surface area basis), included a
low incidence of claﬂg;ala‘te and/or internal hydrocephaly and axial skeletal defects. Teratogenic
effects, including CNS and cranial malformations, have also been observed in non-human
gnmal.esa105 mg/kg/day (approximately 6.7 mg/m?/day). The doses of 0.02, 0.04, 0,08, and

5 da used-nmesemmodogysmdmareagptmmmelywa 255,51, and 3187
fi ernlmmum recommended dose of 110 meg Nasaconpetdayamn.s 4,127, and
80 times the maximum recommended dose of 440 En asacon per day based on a patient
bo&l;vnggmd 70 kg. Administration of aerosol by inhalation to pregnant rats and rabtu

embryotoxic and fetoloxic effects which were comparable to those prod

admmma'am by other routes. There are no gggguala and well-controlled srudlas in preg;
women, Triamcinolone acelonide should be during pregnancy only if the polential benefit
Justifies the potential risk to the fetus.
Expenience with oral corticoids since their introduction in pharmacologic as opposed 10
physiologic doses that rodents are more prone 1o ic effiects from corticoids
lhan humans. In addition, because there is a natural increase in glucocorticoid production during
pregnancy, most women will require a lower exogenous sterold and many will not need
corticoid treatment during pregnancy.
Nonteratogenic Effects: Hypoadrenalism may occur in infants born of mothers receiving
corticosteroids during pregnancy. Such infants should be carefully observed.

Nursing Mothers: It is not known whether friamcinolone acetonide s excreted in human milk.
Because other corticosteroids are excreted in human milk, caution should be exercised when
Nasacort Nasal Inhaler is administered to nursing women

Pedlatric Use: Salety and effectiveness have not been established in children below the age of

2 Oral corticoids have been shown o cause suppression in children and teenagers,
pamculaﬂymmhughal doses over extended periods. If a child or tleenager on any corticoid

rs 10 have growth suppression, the possibility that they are particularly sensitive 1o this
of sterpids should be considerad.

ADVERSE REACTIONS: In controlled and uncontrolied studies, 1257 patients received
treatment with intranasal tiamcinolone acetonide. Adverse reactions are based on the 567
patients who received a olp(oduct similar fo the mantmed asacort canister. These patients were
trea?edforanavemge 48 days (range 1 hn117 g The 145 patients enrofled in
uncontrolled studies received treatment from 1 ays (average 332 days)
The most prevalent adverse experience was haadacha being reported by approximately 18%
ofﬂﬂepabeprrnsvmo received Nasacorl Nasal irritation wasrepomdby??a of the patients
receiving Nasacort Other al side effects were reported by fewer than 5% of the
patients who received Nasac: included: dry mucous membranes, naso-sinus congestion
throat discomiort, sneezing, and epistaxis. The complaints do not usually interfere with treatment
and in the controlled and tncontrolled studies approximately 1% of patients have discontinued
because of these nasal adverse effects
In the event of accidental overdose, an increased potential lor these adverse 8s may
be expected, but syst adverse exp are unlikely (see OVEHDOSA E section).
OVERDOSAGE: Acute aver with this dosage form is unlikely, The acute topical
application of the entire 15 mg of the canister would most likely cause nasal irmtation and
headache. It would be unlikely lo see acute systemic adverse effects if the nasal application of
the 15 mg of triamcinolone acetonide was administered all at once

Caution: Federal (U.S.A.) law prohibits dispensing without prescription
Please see product circular for full prescribing information

REFERENCES: 1, Winder J, Barker J, Bell T, et al Intranasal tiamcinolone acetonide aerosol

versus beclomethasone di ionate agueous spra gerenma] allergic rhinitis. Medical

Interface 1992:5(6, suppl}:16. Dsra onﬁle Rhona Rorer Pharmaceuticals Inc. 3
Findlay S, Huber F, Garcia J, et al hcacy of onoe a-day Intranasal administration of

triamcinolone acetonide in pa.nenis asonal allergic rhinitis. Ann Allergy 1992,68(3):228-

232 4. Storms W, Bronsky E, Findlay S, etal Once daily tfiamcinolone acetonide nasal sgray is

effective for the treatment of perennial allergic rhinitis, Ann Mergy 1991 6614] °329-334. 5.

G, Morris R, Rom D, et al: A comparative stg:Sy the effects of intranasal tiamcinolone

acetonide aerosol (ITAA) and prednisone on adrenocortical function. J Allergy Chin immunol

1992.89(6).1151-1156.
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thlhons of patients treated successfully
worldwide over the past 7 years

“FLOXIN is indicated for the treatment of the tol!owlng mild to moderate infections: community- acquired pneumoma
and acute exacerbations of chronic bronchitis due to } hilus infi or Strept
uncomplicated skin and skin structure infections due to Slaphylococcus aureus, Slrepfocnccus pyogenes, ur Proteus
mirabilis; uncomplicated cystiti due to Citrobacter diversus, Enterobacter aerogenes, Escherichia coli, Klebsiella
pneumoniae, Proteus mirabilis, or Pseud aeruginosa; complicated urinary tract infections due to Escherichia
coli, Klebsiella p niae, Prote irabilis, Citrobacter di s, or Pseud: aeruginosa; prostatitis due to
Escherichia coli; acute un:urnplicatad urethral and cervical gonorrhea due to Neisseria gonorrhoeae; nongonococcal
urethrlﬁs and cervicitis due to Chlamydia trachomatis; and mixed infections of the urethra and cervix due to Chlamydia
h tis and Nei: ia gonorrhoeae.

The safety and efficacy of FLOXIN in children; adolescents (under 18), pregnant women, and lactating women have not
been established. FLOXIN is contraindicated in persons with a history of hypersensitivity to FLOXIN or the quinolone
group of antibacterial agents. Serious and occasionally fatal hypersensitivity (anaphylactic) reactions, often following
the first dose, have been reported in patients receiving therapy with quinolones, including ofloxacin. The drug should
be discontinued immediately at the first appearance of skin rash or any other sign of hypersensitivity. For infarmation
on Warnings, Precautions, and additional Adverse Reactions that may occur, regardless of drug relationship, please
see full Prescribing Information

e see brief summary of Prescribing Information on last page of this advertisement.

“ AL 0AnO McNEIL
CORPORATION®® &\ pHarRMACEUTICAL

Rayitan, New Jersey 0B869-0602 SPRING HOUSE. PA 194770776




lofloxacin tablets)

BRIEF SUMMARY. CONSULT PACKAGE INSERT FOR FULL PRESCRIBING INFORMATION.
CONTRAINDICATIONS
Ofioxach s contraindcated in persons wih a history of by

vy lo ofloxacin or d‘l‘.ht'rl

i human dose based
ouaummsw gg mmmwmdmmmwmwmtamm

ﬂmmi&”ﬁ%ﬂﬁfnlmw s S

peniods of time 1 mask or defay the symploms should have
w:wh&wtuhmﬂym& P&ﬁmmmw f«mm&
therapy histthu&uram”emmdw
angoedema (inciuding tongue. throat
f |mmrmsﬁ: airway obstnuction mwm ) E
i ) dmmadm fnmnmnawul
app of & skin rash of any
etigiogy have been reported in patients receiving therapy with quinlones including,
mmmaﬂmwﬁm_ the administration of m;csnw

Senous and occasionaly Whmm tanaph)dam‘a
mmmmolmw mmmm
mk pwmwﬁmmmm&%wmmmj

thrombotic ! 55, pancylopenia,
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u‘ Whmwwmmthiaa

m INTERACTIONS and ADVERSE

':Ls {omnmhmmmg
the normal flora of the colon and of clostridia. Studies indicate
i may penmit overgrowth 2
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400 mg

200 mg

300 mg

Cracks tough cases
in a wide range of infections*

Warfarin: Some g have b 0 enhance the effects of th lumlllnfﬂs
W&h, o w-« d y with warfarin or its de
of other suitable coaguiaion test should be closely
mm%mﬁﬁ‘ vckgibenciamds, et - Shoe dstut
mﬁﬂwmm& ; e PHE
Em a oy i
and nformation for Ptients oy
memmw % of offoxacin have not been conducted
Ofiocacin was not mutagenic in the test, in vitro and in vivo cyfogenatic assay, sister chromatid
axchange (Chinese Hamster wmmw;.mmmmgmimwmmm
lethal assays, of mouse assay, Ofioxacn was positive in the LIDS lest using rat hepatocytes and Mouse
Lymphoma Assay
lewg ‘eralogenic Effects. Pregnancy Category C
mwmmmwmmmdhaawmmmwmm (11 times the
maximum human dose based on mgin¥ o 50 times based on mgXg) and 180 1 (4 times the
MWWMMW :I'Iumham‘onrngﬂtg}m 1o pragnant rats
hummmumm' basedmnwhg]dumm&uwnum'nhmun !
delivery, lactation, neonatal Mﬁq mdumm 1050 and 1 D the recommendad
maximum human dose of ofloxacin increased fetal

rotaiy) i e nd b, e s nr;umm msesgalaw-nmw
nra va were in
which is mare than 10 times h mmrm«smmmm on mg/n.

There are, however, no and well-controlied studies in pregnant mﬂmmmmmW
wmwﬁmmwmmmwmﬂwwm (See WARNINGS )

Mothers: : _
females, 8 singie ral 200-mg dose of floa d rabons ol ofloxacin n il hat were seniar

mmmmmm In&swmlhemm ] ;nhdm

of inlo account
o the mother, (See WARNINGS and REACTIONS.) N
Pediatric Use:

aty established, Off
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ADVERSE REACTIONS
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10 drink fluids iberally.
Ihutmni , vitaming with iron o minerals, caleiyr:-, aluminum- of sucralfale should not
be taken within | mmmmmmmmmm SODMJGM'ENMI
- that ofloxacin should nof be taken with food.

that ofioxacin may cause advarsa effects (o, eic.) and that patients should knaw how
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n .
oforacn (See DOSAGE AND ADMINISTRATION

Cafieine: Interactons between oflaxacin and cafaine have not been

(imebidine: Cimetidine has demonstrated mierderance with the elimination of some f dicant
mnnauawummmmwum mwmmwmiﬁa

mﬂmwy The concormeant administration of

mmmmmummwmmmwm%w
Probanacid: Tha concomitant use of probenecd with mmmmmummmmm
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Gastrointestinal System: ::::E;mmm mmlm::mnepmmw:
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, reversible bone 1 ia, thrombot
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Nervous System: WMWEUm mwmm
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Respiralory System. mwmm cspasm, allergic pneumonits, stridor (See WARMINGS )

?gnﬂlm oy , pholosansativity, eruption
ws«w mmmemmamW|mwmm
Urinary Systam m.&a. almf.wun.mmwm.mmﬁuwm
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CAVSTALLURA ad CYCNORCRUA A
GR'I'STN.I.IRA and URIA HAVE BEEN REPORTED with other quinclones

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

FLOXIN® is a trademark of Ortho Pharmaceutical Carporation,

U.S. Patent No. 4 382,892

* Due to susceptible strains of indicated pathogens.
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FREEDOM F

Extra strength pain relief |
free of extra prescribing
restrictions.

b
L

B Telephone prescribing in most states
B Up to five refills in 6 months
B No triplicate Rx required

(hydrocodone bitartrate 7.5mg [Warning: May be habit forming]
and acetaminophen 750mg)

Extra strength pain relief
you can phone in.

' Data on file, Knoll Pharmaceutical Company
* Standard industry new prescription audit.
*(hydrocodone bitartrate 5mg [Warning: May be habit forming] and acetaminophen 500 mg)

©1992, Knoll Pharmaceutical Company V3087/10-92

OM PAIN!

Printed in U.S.A.




W
Maintain control of your patient’s pain therapy.

INDICATIONS AND USAGE: For the relief of moderate to moderately severe pain. CONTRAINDICATIONS : Hypersensitivity to acetaminophen urhrdrucodnne WARNINGS: Respiratory Depression: At high doses or in sensitive patients
hydrocodone may produce dose-related respiratory depression Head Injury and Increased Intracranial Pressure: The respiratory depressant effects of narcotics and their capacity to elevate cerebrospinal fluid pressure ma; be markedly
exaggerated in the presence of head Injury, other intracranial lesions or a preexisting increase in intracranial pressure. Furthermore, narcotics produce adverse reactions which may obscure the dinical course of patients with head injuries
Acute Abdi Conditions: The tionof narcotics may obscure the diagnosts or clinical course of patients with acute abdominal conditions. PRECAUTIONS: Special Risk Patients: VICODIN/VICODIN ES Tablets should be used
with caution in elderly or debilitated patients and those with severe impairment of hepatic or renal function, hypothyroidism, Addison’s disease, prostatic hypertrophy or urethral stricture. Cough Reflex: Hydrocodone suppresses the cough
reflex; as with all narcotics, caution should be exercised when VICODIN/VICODIN ES Tablets are used postoperatively and in patients with pulmonary disease. Drug Interactions: Patients receiving other narcotic analgesics, antipsychatics,
antianxiety agents, or other CNS deulessants(lncrudmhg alcohol) concomitantly with VICODIN/VICODIN ES Tablets may exhibit an additive CNS depression. The use of MAQ inhibitors or tricyclic pressants with hyd né prep

may increase the effect of either the antidepressant or hydrocodone. The concurrent use of anticholinergics with hydrocodone may produce paralytic ileus. Usage in Pregnancy: Te genic Effects: P y Category C. Hydrocodone has
been shawn to be teratogenic in hamsters when given in doses 700 times the human dose. There are no adequate and well-controlled studies in pregnant women. VICODIN/VICODIN ES Tablets should be used during pregnancy only if the
potential benefit justifies the potential risk to the fetus. Nonteratogenic effects: Babies born to mothers who have been taking opioids regul.!rn( prior to delivery will be physically dependent. The withdrawal signs include irmitability and
excessive crying, tremors, hyperactive reflexes, increased respiratory rate, increased stools, sneezing, yawning, vomiting, and fever Labor and Delivery: Administration of VICODIN/VICODIN ES Tablets to the mother shortly before del'rveg
may result in some degree of respiratory depression in the newborn, especially if higher doses are used. Nursing Mothers: It is nat known whether this drug is excreted in human milk, Because many drugs are excreted in human milk an
because of the potential for serious adverse reactions in nursing infants from VICODIN/VICODIN ES Tablets, a decision should be made whether to discontinue nursing or to discontinue the drug, taking into account the importance of the drug

tothe mother Pediatric Use: Safety and effectivenessin children have notbeen established ADVERSE REACTIONS: The most frequently observed adverse reactions include light- headedness, dizziness, sedation, nausea and g These
effects seem to be more prominent in ambulatory than in nonambulatory patients and some of these adverse reactions may be alleviated if the patient lies down. Other adverse reactions include: Central Nervous System: Drowsiness,
mental clouding, lethargy, impairment of mental and physical performance, anxiety, fear, dysphoria, psychic dependence and mood changes. G inal System: The b hiazines are useful in suppressing the nausea and

vomnhl:? which may occur (see above), however, some phenothiazine denvatives seem to be antianalgesic and to increase the amount of narcotic required to produce pain relief, while other phenothiazines reduce the amount of narcotic
required to produce a given level of Prolonged ads of VICODIN/VICODIN ES Tablets may produce constipation. Genitourinary System: Ureteral spasm, spasm of vesical sphincters and uninary retention have been
reported, Respiratory Depression: Hy(ﬂn( odone bitartrate may produce dose-related respiratory depression by acting directly on the brain stem respiratory center. Hydrocodone also affects the center that controls respiratory rhythm, and

may produce irregular and periodic breathing. If significant respiratory depression occurs, it may be antagonized by the use of naloxane hydrochlaride. Apply other supportive measures when indicated. DRUG ABUSE AND DEPENDENCE:
VICODIN/VICODIN ES Tablets are subject to the Federal Controlled Substance Act (Schedule Ill). Psychic dependence, physical dependence, and tolerance may develop upon Revised March 1992 5890
repeated administration of narcatics, therefore, VICODIN/VICODIN ES Tablets should be prescribed and ad dwith caution. OVERDOSAGE : Acetaminophen Sifﬂs and '

Symp : In acute ac hen overdosage, dose-dependent, potentially fatal hepatic necrosis is the most serious adverse effect. Renal tubular necrosis, hypoglycemic

coma, and thrombocytopenia may also occur Early symp following lly hepatatoxic overdose may include. nausea, vomiting, diaphoresis and general malaise

ap
Clinical and laboratory evidence of hepatic toxicity may not be apparent until 48 to 72 hours post-ingestion. Hydrocodone Signs and Symptoms: Serious overdose with
hydrocodane is charactenized by respiratory depression (a decrease in respiratory rate andlor tidal valume, Cheyne-Stokes respiration, (cyanosis), extreme somnolence progress-  Knoll Pharmaceutical Company
ing to stupor or coma, skeletal muscle flacaidity, cold and clammy skin, and sometimes bradycardia and hypatension In severe overdosage. apnea, circulatory collapse, cardiac 30 North Jefferson Road
arrest and death may occut Whippany. New Jersey 07981

BASF Group knoill



BECAUSE APPROXIMATELY 60% OF
PATIENTS WITH PERSISTENT ANXIETY
MAY EXHIBIT DEPRESSIVE SYMPTOMS..."

BuSpar 10ms

(buspirone HCD)

Now indicated
for the relief of
persistent anxiety
with coexisting
depressive
symptoms.*

A Anxiolytic efficacy demonstrated
in anxious patients with or without
coexisting depressive symptoms.’

A Relief of anxiety symptoms
begins within 1 week, progresses
steadily through the fourth week of
therapy.’

A Nonaddictive, no more sedation
(10%) than seen with placebo (9%).**

A The more commonly observed
untoward events include dizziness
(12%), nausea (8%), headache (6%),
and nervousness (5%).

Progressive
Relief of
Persistent
Anxiety.

*BuSpar is not indicated for the relief of primary depressive disorder.
Please see references and brief summary on adjacent page.
©1992, Bristol-Myers Squibb Company, Princeton, New Jersey 08543, US.A.  JK-107



Buspar(bmpirme HC)

m—n Emmﬁl&&m—ﬂmwm 2. Cobm J8, Bowden CL_ Fisher JG. Rodos m:smmm mﬂ
anvous outpatents with mmmm Poychopathology, 1992.25.10-21. &Fu?m ‘1795
M—an:ﬂﬁ.wm ind evaluation ol buspirone. m,?! 124-130. 4. Lader M.

mhmﬂwm?muﬂwmmﬂd tm’l‘k{ﬂ&mﬂ}yﬁ A}20-26. 5. Newton RE, Manmyez J0,

to mspirone rochloride.
wmtnys: Th m%mhnhn}y pn:udu taking a monoamine oxidase inhibitor (MAOI)
m‘m mcehiuodprwsurahashano elevated when BuSpar was administered con-
ol with an MAOI, such concomitant use is ot recommended. BuSpar shnuld not be emplwad in

sl sV
General mrramnoa with cogni I,(.7eri ugh Ms&x
sedatmmmhermlyncsmddoasnu: ruducesugnmm nctional i m'parrme Nsmln
a given patient may not predmhhhlhm?m patients should be cautioned about operatin anaJ.nu-
mobile or using complex n‘ﬂd’rhely until they are reasonably certain that buspirone does not affect them
ugh buspirone has not been shown to increase alcohol-induced impairment in motor and
""%‘}'"n?:?&’ %%Q“Mm usemw%d : ts: Because b
-
splrune w1|| nut blm:k Ihe withdrawal syndmme nften seen wi mmﬁm with benzodi-
rugs, before starting buspirone withdraw gradu-
ﬁ‘nﬂ m their pnor traarmenL s Iy mnse who used a CNS depressant chronically. Rabnund or
ploms may occur over varying time periods, demmmnpannnwmdmwm
ellmmﬁonmn-lﬂanmmmdmmlsynmmwnw as any combination of anxigty,
tation, insomnia, tremor, abdominal cramps, muscle cramps, vomiting, sweating, flu- sympioms
mﬂwmmm 'msmmm'wb%ﬁ%mdopam tors: Because b bind t
concems 5 I.ISDII'OII& can o 0
central dopamine receptors, a question has been raised abo rls%oleutal to cause acute and chronic
changes in dopamine mediated neurological function sugsystonra. pseud nsumsm akathisia, and
fardive dyskinesia), Clinical experience in controlled tria significant naumlephc
like activity; however, a syndrome of restlessness, appearing shortly after inifiation of treatment, has
been reganed the syndrume ma{ be due to increased central noradrenergic activity or may be
resent akathisia

o
brdmgm be instructed lu}mforrn their physician about

m{o nonprescription, abuml druusthuymmwmlunanpianmm %mmm

inform their mnll arer nant, are nas-nufbwnme
pregnant while tal;%ip ﬁmﬁm M p o lcaan it alguhleast Ieedmgmgnd not tu drive a
car or ia W
- Conmm use with GNS actm dm shauld be W wﬁh caution
(see ). Concomitant use with trazodone SGPT[nLT}n
a few pati .Gomomrtantadrrm‘uannnufausn rnhpwlnl rssuned in increased serum haloperi
dol nomal volunteers. The clinical significance is not clear. Buspirone doesnotdlsplaw

concentrations in
bnund d llce henytoin, opranolul and wartarin from serum ns, but may displace less
lfithg«y ruus 5 angver of w:ﬁ?mm when buspi-

TN Was umn{igsa tient also treated mih me nytoin, pheno l:lal digoxin, and Synthroid.
, Impairment No evidence of carcinogenic ntial was
u |r| rals or m busnlmne did nol induce pomt mutations, nor was DNA damage observed;
aherlahuns abnofmﬁlm

not oce
Effects - Pregnancy Ca!sgnry B Should be used during pregnancy only if clear-

kg‘m Mrnmmmon to nursing women should be avoided if clinically possible.
and effectiveness have not been determined in individuals below 18 years of

ln the Mmod’:‘a? ”"“3.?‘ ach.rerElf 'se, age-related phenomena have been identified in elderly patients
Use in MIM Hepatic or Ml’mﬂﬂm Smcebusmruneismhhoimedhymslw
and excreted by the kidneys, it is not recommended in severe hepatic or renal impairment.
Adverse R (See also Precautions): %The more commaonly observed unlo-
ward events, not seen al an equivalent incidence in p patients, include diziness, nausea,
headache, ness, and excitement.
on of Treafment - The more common evenls causing discontinuation
included: mntral NETVous ?siem disturbances AG -4%), primarily dizziness, insomnia, nervousness,
ou'ﬂeshml lsiurbanm (1.2%), £ nausea; miscellaneous
u-stummﬁ 1%), primarily haauacne fatigue. In addition, 3.4% of had multiple com-
laints, none of which could be characterized as puimary.
in Trials - Adverse events reported by 1% or more of 477

Clinica patients who
muenrad bus| zﬁllﬂﬂs in four-week, controlled trials: Cardmmcu!ar am;mrdnfpa tions 1%. CNS:

drowsiness 10%, newnusnass 5%, insornnn?.% lightheadedness 3%, decreased con-
oentrahon 2% excitement 2%, anger/Mosti ression 2%. EENT: Blurraﬁ vision
tion 19%, mt%mffma%' B m‘&“’“m mmggkafﬂ b 3
voml USCL » MUSCU: Umoness
reslhesna 1%, incoordination 1%, tremor 1%. Skin: Skin rash 1% Miscelianeous: Headache 6%,
ue 4%, 2%, mhng!chmmmsss 1%.
Observed damp the Entire Premarketing Evaluation - of all urlher

undesirable events reasonably associated with the use of buspirone i ||1 Iyglc
took multiple doses of the drug under well-controlled, ogen and u Ied condimm is
follows: Frequenlamﬂmeocwﬂnu in at least mw pai nis; mfrequenl are those occurring in mmm
1/1000 patients; and rare are those occurri nts. Cardiovascular - frequent:
nen-speciﬁc chwl pam In'rmqusnt gnon m rare: cerebrovascular accident,

uraamu f i:a nt: d Iun d h intole hy
15 Lll NCes gl Epe Dﬂ‘d nmse: rance, eup! una
mﬂ ‘rmfea lssocfiﬂve ucinations, suicidal ideation, seizures:
mgsnfchn hnhla,coldlntnlemnce sty slurreds wpwcmsus EENT - frequent: tin-
nnus sore throat, mJ rdrequenL redness and it ﬁu the eyes, altered taste, altered
smal[ mn]unoﬂvﬂis.rare inner ear ab %’;}m ressure on eyes. Endocring -
orrhea, thyroid abnorma m Gasfm! inal tulence anuraxia. increased
appe salivation, |rmanh colon bileeding; rare hummiglol the e, ndounmry |r||nr

uent: ur‘miv frequency, uri spmu
Ivic inflammatory msme enuresis, nocturia. M.:.- loskeletal - mfroquenL muscle cramps
muscle & spasms, rigid/stiff muscles arthral'ulas Neumfng.-m' infrequent: involuntary movements
slowed reaction time: rare: muscle ef,a: nfrequent: hyperventilation, shortness of
hreath chest cunpasllun : epistaxs, Se / ncrm mfreuuenl* decrmsed o increased libida;
e: delayed ejaculation, impotence. Skin — infrequent: edema, pruritus, flushing, easy bruising, hair
Inss dry skin, iamal edema, blisters; rare: acne, thinning of nails. Clinical Laboratory - infrequent:
increases in hepatll: aminotransferases (SGOT, SGPT); rare: eosinophilia, leukopenia, 1hmmhucytopeda
Infraquaﬂtwemunl‘e\rsrmnnnsamn Iheheadwh'tussmla:

Miscelianeo

alwhal ahuse ughs.
% -Pm oocunwes nl' allergic reactions, oogwheal

ic rsal:ﬂons ecchymosis, ernutinnal lability, tunnel vision, and urinary retention have

Eﬁuﬂs& of the uncontrolled nature of these Spontaneous reports, a causal relationship to BuSpa.r ﬁas not
Bnubmnd Dependence: WMSMMCM Not a controlled substance

Physical and Psychological Dependence — Buspirone has shown no potential for abuse or diversion and
there is no evidence thal it causes tudefanou‘ or either physical or psychtﬂum@l dapendence However,

e, development of tolerance, immnemtinnnfduse drug-seeking }

e: Signs and | - At doses approaohm 375 mufday the following syrnmorns were
observed: nausea, vomiting, dizziness, drowsiness I'IllOSli and gasmc distress. No deaths have been
reportedinhumarseder whh delberale or accidental

reatment - niomatn: and portive measures should be used
m with h'p"rggdime ﬁlm lavage. No specific m?.ﬁ?m is known andp diatyzability of buspirone has not
For complete details, see Prescribing Information or consult
your Mead Johnson Pharmaceulicals Representative. Mead gimsm
U.5. Patent Nos. 3,717,634 and 4,182,763 - PLLR

MJLB-4270R2 oot

How doyou stay
current when the
knowledge base of
medicine doubles
every few years?

Medicine c:dvcxncas a!qu amuzmg pace, yet
you can remam cul ugh weclth of

To keep abmusfdﬂaese programs, conferences,
workshops. m sereditation acfivities, order the
new Conhn_mg: Medical Educaﬂon Directory.
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What do we really know
about editorial peer review
in scientific publication?

Something,
but not enough.

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

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

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

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

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

The Second International Congress
on Peer Review in

Biomedical Publication
September 9-11, 1993 Chicago, lllinois

Topics will include

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

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

« Breakdowns, weaknesses, and biases in the system

+ Conflicts of interests

» Fraud and scientific misconduct

« Peer review of grant proposals

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

For more information, contact

Annette Flanagin, North American Coordinator, Peer Review Congress,
JAMA, 515 N State St, Chicago, IL 60610; 312-464-2414, 312-464-5824 fax.
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Physicians dedicated to the health of America







For the treatment of osteoarthritis
and rheumatoid arthritis

m Efficacy comparable to naproxen or aspirin

A low incidence of peptic ulcers

B Other G.I. symptoms comparable to
other NSAIDs, including diarrhea,
dyspepsia and abdominal pain

Convenient once-a-day dosing

B Usual starting dose 1000 mg/day, taken
as two 500 mg tablets

®m Dosage can be titrated up to 2000 mg/day

Please see brief summary of prescribing information on adjacent page.

SmuthKline Beecham
Pharmaceuticals

Philadelphia, PA 19101

£ SmithKiine Beecham, 1992




SAY I'T WITH

RELAFEN®

brand of nabumetone

See complete prescribing information in SmithKline Beecham Pharmaceuticals literature or POR. The fol-
lowing is a brief summary.

CLINICAL PHARMACOLOGY: Refafen Is a nnnstem;dal anti-inflammatory drug (NSAID) that exhibits anti-
inflammatory, analgesic and studies. As with other nonsteroidal anti-
inflammatory agents, its mode of action is not lmm However, the al:lllty to inhibit prostaglandin synthesis
may be involved in the anti- mllammalnnr sﬂact
The parent compound Is a p wn i

6-methoxy-2-naphthylacetic aud (6MNA), 2 potent nnFuhnul nt maglaMm synthesis.
:glgil:mﬂﬂs AND USAGE: Acute and chronic treatment of signs and symptoms of osteoarthritis and rheuma-

id arthritis

CONTRAINDICATIONS: Patients (1) who have hibited itivity to It; (2) in whom Relafen,
asplrin or other NSAIDs induce asthma, urticaria or other allergic-type reactions.

WARNINGS: Remain alert for ulceration and bleeding in patients treated chronically, even in the absence of
revious G, tract symptoms,
wmrullnd clinical tnials involving 1677 patients treated with Relafen (1,140 followed for one year and 927 for
wo ye the curnulatm incidence of peptic ulcers was 0.3% (95% CI; 09, 0.6%) at three to six months,
[05‘{11 196, 0.9%) al one year and 08% (35% CI, 0.3%, 1.3%) at two rws Inform patients of the
lns 'of senous G| towicity and what steps to Ialm if they occur. In patients active peptic
ulnat mn lhe benefits of Relafen therapy a-uamn possible hazards, institute an appropriate ulcer treatment
regimen and rnonm:r the patients’ pmgrm
In considering the use of ralatml duses within the recommended dosage range), anticipate benefit
sutficient to the potential i ﬂsk of G.1. taxicity.

PRECAUTIONS: Because nabumetone hepatic of Relafen dos-
ane is generally necessary in patients with renal insufficiency. However, as w:lh aLI NSAIDs monitor patients
with impaired renal function more closely than patients with normal renal function. AMA
Evaluate patients with symptoms and/or signs su"?umlnu Iiver dysfunction, or in whom an abnormal liver test
has occurred, for evidence of the development re severe hepatic reaction while on Refafen therapy. If

L Lo Al ooty MANUAL OF STYLE

fo the active c

patients with severe hepatic impairment.
s with other NSAIDS, use cautiously in patients with a history of heart failure, i The one to consult
Seomt o UV SR oAty t6stng. et may b ssocated wih 1 A ; :
o T s st tastd on P o et Y Jun ey hether it's a multi-volume work or a short article,
Piysians may weh 0 scuss wih neir paterts the potental sk, (see WARNINGS, PRECAUTIONS and you'll find the write stuff in the AMA Manual of Style.
ONS) and likely benefits of NSAID treatment, aaﬂrculany when the drugs are used for less L it = £ >
serous ;%;sd.ig:ns where treaiment without NSAIDs may rep 1o both the patient This 8th Edition, a major revision, is the standard among
and the n ; : : ;
Eacsechuom e sdmstrig e i et s aactors h e e Wi ot NSADs medical publishers. All major aspects of manuscript prepara-
n two-year studies conducted in mice and rats, nabumetone had no signi umorigenic effect. 3 3 : ; o ;
Mabumetone did not show mutagenic potential in the Ames test and mouse micronucleus test in wivo. However, tion a_re CDVEl'ed “:' ﬁ‘{e sections wthh Olftllne. $ Prepanng
nabumetone- and BMNA-treated lymphocytes in culture showed chromosomal aberrations at 80mcg/mL. and an article for pubhc.atlon ® Style @ Term:no[ogy ® Mea-
concentrations (equal to the average human exposure to Relafen at the maximum recommended dose). i = 1 A
Nabumetong i o mpal ety of nale ofmae s reted orly doses o 320 befor miting surement and Quantitation ® Technical Information and
cause any et in rals given up 1o and in ERT
T e e e | eryiog you nssd ok
r LU 1} i i
111 J ére are no adequate, well-controlled studies in pregnant women. Use the drug during on p i E\l' thing you n _to € your amde a
nancy oy if cear neced. Becauso o he knoun efct o posiagande nm;muﬁnmmum; ﬂ:} success including: ® Legal and Ethical Matters ® Grammar
uman fetal ca ular system (closu , ; X
oy bk et e ® Punctuation ® Word Use ® Foreign Words and Phrases
?‘g effects of Relaken on lfabor and delivery in women are not known. As with other drugs known to inhibit . 3 e %
ma an:lln symihesis, an increased incidence of dystocia and delayed parturition occurred in rats treated b Dlacrétlrfs ® Abbreviations ® Units of Measure @ N()L:jm'
oul pregnan bel‘S L ] i L ] isti -
It ks not known & nabumetone or Its metabolites are excreted in human milk: however, GMNA is excreted 2 an e_rce_ncages Mathe?r.lam Statistics . Produc
i the milk ofatating s Because of e posivie aerse efects o prostagiandin-synthesis-inhibiting drugs tion and Printing Terms ® Editing and Proofreading Marks
afen s not r Use in nursi ors :
0f th a{‘.ﬁdf;mmfw IlrI E“lﬂ? T‘F 1mbfeé1wllgnwt WM with Refafen, 411 patients (24%) 65 b EPDHYmS ? Nomenc“amre 8 Greek Alphabet it
e patients in LS. clinical studies who were trea patients were 65 years . Co . s
uLam m 2 lK-alleﬂtmsﬂ (1%) were 75 years of age or nsl|daTLaI‘In mmlr dms:i’mm efficacy or safety were {\Iames .fSGI U“;}:’ anddCh nvers:gnb;rables h. ExPaR nded Col
obse en these arpa:lemsan younger ones. Similar results were observed in a one-year, non- ecti ® Bibliogr @ Reso
postmarketing survelllance study of 10,800 Rsla?bn patients, of whom 4577 patients (42%) were 65 years of oo - S o] AL L aphy: ULLEs
age or older for On-Line Databases.
ADVERSE REACTIONS: Incidence >1%—Probably Causally Related—Diarea (14%), dgsmsia (13%), Next time you have a question ut making your
abdominal pain (12%), mnslnpaﬂon ﬂaiulenr:e nausna posmn stool guaiac®, dry mouth, gastritis, sto- ed' al E ‘Y 4q o 3 abo g Y!
maimss'wmﬂinq dﬂ'ﬂl‘lﬁsm d . fatigue, | d sweating, i ner medical writing more Cleal', concise EI'I.EI
pruritus®, rash’, tinnitus”, : ;
‘incld:;:e of reported reaction between 3% and 9%. Reactions occurring in 19 to 3% of the patients are agcurate. be ready with one simple answer —
unma MA
Incidence <1%—Probably Causally Related!—Anorexia, jaundice, I uicer, dysphagi the A Manual of Style. Order your
gastric ulcer, g inal bleeding, d appetite, liver function abnormalities, copy today!
melena, asthenta, aurtmn anlnely confusion, nepremun‘ lat o parasthﬁas- :remufm mmﬂgﬂuus
urticaria, yria cutanea tarda, vasouli ain nea =
pricarsiy. wicas, srewepontya cuares L Ve, Gun g, 1988/377 pp/ 4351-X/$28.95
incldence. < 1¥hCassal Relationshi t—Bili i itis, eructatio
ncidence <1%—Causal Relationship —Bi eructation, 2 7
%nghnﬂs. drhs pancreatitis, mnc;t:nhluﬂlw nlnu,mr;arss acne, :’lopecl? erythema nmm Stevens- 1 Want;t f“te;'fsau FREEh
nson Syndrome, angina, armhythmia, hypertension, myocardial infarction, palpitations, syncope, -800-638-06 om anyw i S,
thmmbophlabdtls. asthma, cough, dysuna herna!una Impotenlca‘ renaAL stones, laste w?:s fever, chﬂ 7 an ERE R the UsS
t.ﬂdmrea:wnsrepumﬂunl\rln ) n: ', peri or if the literature are italicized. S S N R R -

OVERDOSAGE: If acute overdose occurs, empty the stomach by vomiting or lavage and Institute general sup-
portive measures as necessary. Activated charcoal, up to 60 grams, may ively reduce nabumetone absorp-
tlolansmCeadmmmmlon of nabumetone with charcoal to man has, resulted in an B0% decrease in maximum

of the act
Enemﬂuseocmrmdtna1Fyeaf-nlulermlepaﬂunmohadahlst of pain and was
for pain 30 Relafen tablets (15 grams IntaJ] Stools were neuatha for
occult blood and there was no fall in serum nmnhbln concentration. The patient had no other symptoms. She
was given an Ha-receptor antagonist and discharged from the hospital without sequelae

DOSAGE AND ADMINISTRATION: Recommended ﬁal‘tlnﬁ dose: 1000 mg taken as a single dose with or without
food. Some patients may obtain more symplomatic refiel from 1500 mg to 2000 mg daily. Dosages over 2000
mg daily have not been studied. Use the lowest effective dose for chronic treatment

HOW SUPPLIED: Tablets: Oval-shaped, film-coated: 500 mg—white, Imprinted with the product name
RELAFEN and 500, in botties of 100 and 500, and in Single Unit Packages of 100 (intended for institutional
); 750 mg—beige, imprinted with the product name RELAFEN and 750, in botties of 100 and 500,

in Single Unit ges of 100 (intended for institutional use only)
Store at controlled room temperaturg (59° to B6°F) in well-closed container; dispense in light-resistant container,

Yes, send me ___ copies of AMA Manual of Style (4351-X) at $28.95
per copy. If not completely satisfied, | 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 Bilme O VISA 0O MasterCard 0O Am Ex

Card # Exp. Date

Signature/P.O. #

500 mg 100's: NDC 0029-4851-20 750 mg 100°s: NDC 0029-4852-20

500 mg 500's: NDC 0029-4851-25 750 mg 500°s; NDC 0029-4852-25 Name
500 mg SUP 100’s: NDC 00:29-4851-21 750 mg SUP 100's: NDC 0029-4852-21

(& SmithKline Begcham, 1992 BAS-AL:L3 Address

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

[ - ——
e o o o o o o o - - -



P Ch i v (J '
(]
)
800-AMA | (
American Medical




Way CONSIDER TENORMIN
BEFORE ALL OTHER BETA BLOCKERS?

/ Convenient, once-daily dosing for all indications
/' Effective control of blood pressure and angina
/ Cardioprotection—improving survival during and after MI'**

/ Well-tolerated

I.V. INJECTION/TABLETS

NORMIN

(atenolol)

* Good clinical judgment suggests that patients who are dependent on symp timulation for ad cardiac output and BP are not good id for beta block

In addition 10 patients excluded from the ISIS-1 study, those with borderline BP (ie, systolic < 120, especially if over age 80) are less likely to benefit.

References: 1. |SIS-1 (First International Study of Infarct Survival) Collaborative Group. Randomised trial of intravenous atenolol among 16 027 cases of susp 1
infarction: 15151, Lancet. 1986:2:57-66. 2. Glamann DB, Lange RA, Hillis LD. Beneficial effect of longterm beta blockade after acute myocardial [nfarction in uat:ems without
anterograde flow in the infarct artery. Am J Cardiol. 1991;68:150-154.,

See adjacent page for brief summary of prescribing information.




1.V. INJECTION/TABLETS

¢ ) 25, 50, 100 mg tablets
(FOR FULL PRESCRIBING INFORMATION, SEE PACKAGE INSI
INDICATIONS AND USAGE: Ilypnnulmnn TENORMIN is lndlcaled in the management of hypertension. it may be used alone or
concomitantly with other antihypertensive agents, particularly with a thiazide-type diuretic.

Angina Pectoris Dus to rEMnmcllmis TENORMIN is indicated for the long-term management of patients with angina pectoris.

Acute Myocardial Infarction: TENORMIN is mdlcated inthe management of hemodynamically stable patients with definite or suspected
acute infarction to red mortality. Treatment can be initiated as soon as the patient's clinical condition allows.
{See DOSAGE AND ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS.) In general, there is no basis for treating patients like
those who were excluded from the ISIS-1 trial (blood pressure less than 100 mm H systolic, heart rate less than 50 bpm) or have other
reasons to avoid beta blockade. As noted above, some subgroups {eg, elderly patients with systolic bload pressure below 120 mm Hg)
seemed less likely 1o benefit.

CONTRAINDICATIONS: TENORMIN is contraindicated in Sinus bradycardia, heart block greater than first degree, cardiogenic shock, and
overt cardiac failure. (See WARNINGS.) |

WARNINGS: Cardiac Failure: is necessary in y function in heart failure, and beta
biockade carries the potential hazard of further depressmg myocardial conlracbllty and precipitating more severe failure. In patients who
have congestive heart failure controlled by digitalis and/or diuretics, TENORMIN shoutd be administered cautiously. Both digitalis and
atenolol slow AV conduction.

in patlents with acute myocardial lniarcllon cardiac fallure which is not premptly and effectively controlled by 80 mg of intravenous

therapy is a ta-blocker treatment.

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

TENORMIN® )25, 50,100 mg zbists
In a study of 477 patients, the following ad\mse events were

Inthe subsequent International Study of Infarct Survival (ISIS-1)

Cessation of Tharapy with TENORMIN: Patients with coronary artery disease, who are being treated with TENORMIN, should be advised
against abrupt discontinuation of therapy. Severe exacerbation of angina and the of my ial infarction and
arrhythmias have been reported in angina nanents Iollowang lhe ahrupt dlsconlmvuallon of therapy with beta blockers. The Iasl two

complications may gccur with or without As with other beta blockers, when di
of TENORMIN is planned, the patients shouid be cale'ully observed and advised to limit physical activity 1o a mlmmum If the angina

reported duning either including over 16,000 patients of whom 8,037 were randomized to
receive TENORMIN treaiment, the dosage of intravenous and sub-
Conventional  Conventional  sequent oral TENORMIN was either discontinued or reduced for the
Therapy Therapy following reasons:
Plus Atenolol Alone
o - Reasons for Reduced Dosage
(n=244) (n=253) IV Atenolol
Bragycardia 43 (18%) 24 (10%) Reduced Dose Oral Partial
Hypotension 60 (25%) 34 (15%) {<5mp)* Dose
Broncfosas R }gﬁz;’ HypotensionBradycardia 105 (13%) 1168 (14.5%
Heart Block N {45%) 0 (43%) Cardiogenic Shock 4 (04%) 35 (44%)
pwm " abm, gim
Ais Deviation 16 (66%) 28 (1g%)  CardiacArm : -
Supraventricular Tachycargia 28 (11.5%) 45 (19%)  HeartBlock (> firstdegree) 5 (06%) 143 (1.7%)
Atrial Fibrillation 12 (5%) 29 (11%) Cardiac Failure 1.(01%) 233 (29%)
Ateial Flutter 4 (16%) 7 (3%)  Arhythmias 3 (04%) 22 (27%)
Venéricu?( Tiachycardia 39 (16%) 52 (22%) Bronchospasm 1 (01%) 50 (62%)
Cardiac Reinfarction o (0%) 6 (26%)  -Fulldosage was 10 mgand some patients received less than 10 m
Total Cardiac Arrests 4 (16%) 16 (6.9%) hut moﬁ‘@.a,.sm o 4 o
Nonfatal Cardiac Arrests 4 (16%) 12 (51%) - - -
Deaths 7 (29%) 16 (6.9%) During postmarketing experience with TENORMIN, the following
C: Shock 1 (0.4%) 4 (1.7%) have been reporied in temporal relationship o the use of the drug:
Development of Ventricular elevated liver enzymes and/or bilirubin, headache, impotence,
Septal Defect 0 (0%) 2 (0.9%) Peyronie's disease, psoriasiform rash or exacerbation of psoriasis,
Development of Mitral purpura, reversible alopecia, and thrombocytopenia. TENORMIN,
i 0 (0%) 2 (0.9%) {ike omev beta chkev; has been asseciated with the development
Renal Failure 1 (0.4%) 0 (0% o (ARA) and lupus synd;
Puimonary Emboli 3 (1.2%) 0 (0%)

worsens or acute ceronary i develops, it that TENORMIN be promptly
Because coronary artery disease is common and may be unrecognized, it may be prudent not to discontinue TENORM!N therapy
abruptly even in patients treated only for hypertension. (See DOSAGE AND AOMINISTRATION.)

Bronchospastic Diseases: PATIENTS WiTH BRONCHOSPASTIC DISEASE SHOULD, IN GENERAL, NOT RECEIVE BETA BLOCKERS.
Because of ts relative beta, selectivity, however, TENORMIN may be used with caution in patlents with bronchaspastic disease who
do not respond o, or cannot tolerats, mnlr antihyperiansive treatment. Since beta, selectivity is not absolute, the lowsst possibie
doss of mmnmu should be used with therapy initiated at 50 mp and a hau;ﬂlmullllnn agent (imnchndllllnr) should be made
available. If dosage must be increased, dividing the dose sheuld ba considerad in order to achieve lower peak hload levels.
Anesthesia and Major Surgery: It is not advisable to withdraw beta-adrenoreceptor blocking drugs prior 1o surgery in the majority of
patients. However, care should be taken when using anesthetic agents such as those which may depress the myocardium. Vagal
dominance, if it accurs, may be corrected with atropine (1-2 mg IV).
Additionally, caution should be used when TENORMIN LV. Injection is administered concomitantly with such agents.
TENORMIN, like other beta blockers, is a competitive inhibitor of beta-receptor agonists and its effects on the heart can be reversed by
administration of such agents: eg, dobutamine or isoproterenol with caution (see section on OVERDOSAGE).
Diabetes and Hypoglycemia: TENORMIN should be used with caution in diabetic patients if a beta-blocking agent is required. Beta
blockers may mask tachycardia occurring with ia, dut other manif ions such as diziness and sweating may not be
significantly affected. At recommended doses TENORMIN does not i iaand, unfike ive beta
blockers, does not delay recovery of blood glucose to normal levels.
Thyratoxicosis: Beta-adrenergic blockade may mask certain clinical signs (eg, ia) of idism. Patients of
having thyroid disease should be monitored closely when administering TENORMIN 1.V. Injection. Abrupt withdrawal of beta blockade
might precipitate a thyroid storm; therefore, patients suspected of developing thyrotoxicosis from whom TENCRMIN therapy is to be
withdrawn should be monitored closely. (See DOSAGE AND ADMINISTRATION.)
Pregnancy and Fetal Injury: TENORMIN can cause fetal harm when administered to a pregnant woman. TENORMIN crosses the
placental barrier and appears in cord blood. No studies have been performed on the use of TENORMIN in the first trimester and the
possibility of fetal injury cannot be excluded. TENORMIN has been used under close supervision for the treatment of hypertension in the
third trimester. Administration of TENGRMIN for longer periods to pregnant women in the management of mild to moderate hypertension
has been fated with i growth ion. 1f this drug is used during pregnancy, or if the patient becomes pregnant while
taking this druu the panem shonlrl be aapnsed of the potential hazard to the fetus.
Atenolol has by uL.."‘ increase in y inratsat d qual to or greater than 50 mg/g/day
or 25 0r moreti ive dose.” Although similar effects were notseen in rabbns lhccompnund
was not evaluated in rabbits at doses above 25 mg/kg/day or 12.5 times the human anti
*Based on the maximum dose of 100 mg/day in a 50 kg patient.
PRECAUTIONS: General: Patients already on a beta blocker must be evaluated carefully before TENORMIN is administered. Initial and
subsequent TENORMIN dosages can be adjusted on clinical ions including pulse and blocd pressure.
TENORMIN may aggravate peripheral arterial circulatory disorders.

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

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

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

Hematologic: Agranulocytosis.

AMtergic: Fever, combined with aching and sore throat, laryngospasm, and respiratory distress.

Cantral Nervous System: Reversible mental depression progressing to catatonia; visual disturbances; hallucinations; an acute
reversible syndrome characterized by drsonenlatlon of time and plam short-term memory loss; emotional lability with slightly clouded

sensarium; and,
ic anterial s, ischemic cnlms

Other: Erythematous rash, Raynaud's phenomenon.

Miscetianegus: There have been reports of skin rashes and/or dry eyes with the use of bet. ic blocking drugs. The
reported incidence is small, and in most cases, the symptoms have cleared when treatment was withdrawn. Discontinuance of the drug
should be considered if any 'such reaction is nof otherwise explicable. Patients should be closely monitored fotlowing cessation af therapy.
{SEE DOSAGE AND ADMINISTRATION.)

The ocufemucocutaneous syndrome associated with the beta blocker practolol has not been reporied with TENORMIN. Furthermore, a
number of patients who had previously demonstrated established practolol reactions were transferred 1o TENORMIN therapy with
subsequent resolution or quiescence of the reaction.

OVERDOSAGE: Overdosage with TENORMIN has been reported with patients surviving acute doses as high as 59. One death was reported
in a man who may have taken as much as 10 g acutely.

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

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

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

HEART BLOCK (SECOND OR THIRD DEGREE): Isoproterencl or transvenous cardiac pacemaker.

CARD[AC FAILURE: Digitalize the patient and administer a diuretic. Glucagan has been reported to be useful.

TENSIQN: Vasopressors such as dopamine or norepinephrine (levarterenol). Monitor blood pressure continuously.

BHOMCHOSPASM A beta, stimuiant such as isoproterenol or terbutaline and/or aminaphylline.

HYPOGLYCEMM Intravenous glucose.

Based or the severity of symptams, management may require intensive suppart careand facilities for applying cardiac and respiratory support.
DOSAGE Alll) ADMINISTRATION: Hypertension: The initial dose of TENORMIN is 50 mg given as one tablet a day either alone or added to
diuretic therapy. The full effect of this dose will usualty be seen within one to two weeks. If an optimal response is not achieved, the dosage
should gem?reased to TENORMIN 100 mg given as one tablet a day. Increasing the dosage beyond 100 mg a day is unlikely lo produce any
further benefit.

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

qlu Pmris The mmal dose of TENORMIN is 50 mg given as one tablet a day. If an optimal response is not achieved within one

Beta blockers may exacerbate the follow the: f clenidine. [fthe two d
the beta blocker should be withdrawn several days before the gradual withdrawai of clonidine. If replacing clonidine by beta- blocker
therapy, the introduction of beta blockers should be delayed for several days after clonidine administration has stopped.

Caution should be exercised with TENORMIN 1.V. Injection when given in close proximity with drugs that may also have a depressant
effecton Onrare itant use of i beta blockers and intravenous verapamil has resutied
in serious adverse reactions, especially in patients with severe cardiomyopathy, congestive heart failure, or recent myocardial infarction.

Information on concurrent usage of atenalol and aspirin s limited. Data from several studies, ie, TIMI-), ISIS-2, currently da not suggest
any clinical interaction between aspirin and beta blockers in the acute myocardiat infarction setting.

While taking beta blockers, patients with a history of anaphylactic reaction to a variety of allergens may have a more severe reaction on
repeated challenge, either accidental, diagnostic, or therapeutic. Such patients may be unresponsive 1o the usual doses of epinephrine
used to treat the allergic reaction.

i of Fertility Two long-term (maximum dosing duration of 18 or 24 manths) rat studies and
one long-term (maximum gosing duration of 18 months) mouse study, each employing dose levels as high as 300 mg/kg/day or 150 times
the uman dose,* did not indicate a carcinogenic potential of atenoiot. A third (24 month) rat
study, employing doses of 500 and 1,500 mg/kg/day (25 and 750 times the maximum recommended human antihypertensive dose*}
resulted in increased incidences of bemgn adrenal meduilary tumors in males and females, mammary fibroadenomas in females, and
anterior pituitary and thyroid i cell in males. No evidence of a mutagenic potential of atenolol was
uncovered in the dominant lethal test {mause), in vivo cytogenetics test (Chinese hamster), or Ames test (S typhimurium).

Fertility of male or female rats (evaluated at dose levels as high as 200 mg/kg/day or 100 times the maximum recommended human
dose") was unaffected hy atenolol admlmstratmn

Animal | lol inanimals have revealed the occurrence of vacuolation of epithelial
cells of Brunner's glands in the duodenum of ath male and female dogs at all tested dose levels of atenolol (starting at 15 mg/kg/day or 7.5
times the maximum recommended human antihypertensive dose*) and increased incidence of atrial deueneranon of hearts ol male rats at
300 but not 150 mg atenolol/kg/day (150 and 75 times the maximum human dose,” ).

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

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

atric Use: Safety and effectiveness in children have not been established.
Based on the maximum dose of 100 mg/day in 50 kg patient.
ADVERSE REACTIONS: Most adverse effects have been mild and transient.

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

Volunteered Total - Volunteered and Elicited
{US Studies) (Foreign + US Studies)
Atenalol (n = 164) Placebo (n = 206) Atenolol (n = 399) Placebo (n = 407)
% % % %

CARDIOVASCULAR
Bradycardia 3 ] 3 0
Cold Extremities 0 05 12 5
Postural Hypotension 2 1 4 5
Leg Pain 0 05 3 1
CENTRAL NERVOUS SYSTEM/
NEUROMUSCULAI
Dizziness 4 1 13 6
Vertigo 2 05 2 02
Light-headedness 1 0 3 07
Tiredness 06 05 26 13
Fatigue 3 1 6 5
Lethargy 1 0 3 0.7
Drowsiness 06 0 2 05
Depressnon 06 05 12 9
ming 0 0 3 1
GASTROINTESTINAL
Dlarmea 2 0 3 2
Nau: 4 1 3 1
RESPIRATOHV {see WARNINGS)
Wheeziness 0 0 3 3
Dysnnea 0.6 1 6 4
Ina series of inthe treatment of acute ial infarction, and

occurred more commonly, as expected for any beta blocker, in atenolol-treated patlenls than in control patients. However, these usually
responded to atropine and/or to withholding further dosage of atenalol. The incidence of heart failure was not increased by atenolol.
Inotropic agents were infrequently used. The reported frequency of these and other events occurring during these investigations is given
in the following table.

to TENORMIN 100 mg given as one tablet a day. Some patients may require a dosage of 200 mg once
a day for optimal effect.

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

Infarction: ( dial infarction, treatment with TENCRMIN |.V. Injection
should be initiated as soon as passible after the patient's amval inthe hospital and after eligibility is estadlished. Such treatment should be
initiated in a coranary care or similar unit immediately after the patient's hemodynamic condition has stabilized. Treatment should begin
with the intravenous administration of 5 mg TENORMIN over 5 minutes fallowed by another 5 mg intravenous injection 10 minutes later.
TENORMIN I.V. Injection should be administered under carefully controlled conditions including menitoring of blod pressure, heart rate,
and electrocardiogram. Dilutions of TENORMIN 1.V, Injection in Dextzose Injection USP, Sodium Chieride Injection USP, or Sodium
Chloride and Dextrose Injection may be used. These admixtures are stable for 48 hours if they are not used immediately.

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

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

Although the demonstration of efficacy of TENORMIN is based entirely on dm from the first seven postinfarction days data from other
beta blocker trials suggest that treatment with inthep d for one ta three
years if there are no contraindications.

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

Elderly Patients or Patients with Renal Impairment: TENORMIN is excreted by the kidneys; consequently dosage should be adjusted
in cases of severe impairment of renal function. Some reduction in dosage may aiso far the elderly, since kidney
function is a physiologic consequence of aging. Atenolal excretion would be expected to decrease with advancing age.

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

Thef for elderly, renally for patients with renal impairment due
to other causes:
Creatinine Clearance Atenalol Elimination Half-Life
{mL/min/1.73m2) (h) Maximum Dosage
15-35 16-27 50 mg daily
25 mg daily

Some renally-i xmpal(ed o1 elderly patients being treated for nypenansmn may require a lower starting dose of TENCRMIN: 25 mg given
as ane tablet a day. I this 25 mg dose is used, of efficacy must be madi fully. This should include measurement of blood
pressure just prios to the next dose (“trough™ blood pressure) to ensure that the treatment eHect is present for a full 24 hours.

Although a similar dosage reduction may be considered for elderly and/or renally-impaired patients being treated for indications other
than hypertension, data are nat availabie for these patient populations.

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

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

Parenteral drug products should be inspected visually for parti and di ion prior whenever solution
and container permit.
HOW SUPPLIED

TENORMIN Tablets: Tablets of 25 mg atenolof, NOC 0310- 0107 (mund flat, uncoated white tablets with “T" debassed an one side and 107
debossed on the other side) are supplied in bottles of 100 tal
Tablets of 50 mg atenolol, NDC 0310-0105 (round, flat, uncoaled white tablets identified with iC debossed on one side and 105
debossed on the other side, bisected) are supplied in bottles of 100 tablets and 1000 tablets, and unit dose packages of 100 tablets. These
tablets are distributed by IC| Pharma.
Tablets of 100 mg atenolol, NDC 0310-0101 (round, flat, uncoated white tablets with IC} debossed on one side and 01 debossed on the
other side) are supplied in bottles of 100 tablets and unit dase packages of 100 tablets. These tablets are distributed by ICI Pharma.
Store at controlled room temperature, 15°-30 °C (59°-86 °F). Dispense in well-closed, light resistant containers,
TENGRMIN LV. Injection
TENORMIN |.V. Injection, NDC 0310-0108, is supplied as 5 mg atenolod in 10 miL ampules of isotonic citrate-buffered aqueous solution.
Protect from light. Keep ampules in outer packaging until time of use. Store at room temperature.

REVY 0392
l:h.mucomieol:
FSA-1511 IC1-2670R Vamegn b e 198 o5 © 1993 ZENECA Inc.



35 points to be considered in the dif-
ferential diagnosis of hypokalemia as
well as a clearly constructed flow di-
agram outlining the subsequent lab-
oratory evaluation of this entity. In
section 3, “Diseases of Organ Sys-
tems” (the most extensive part of the
book), the text becomes appropri-
ately academic, providing a synop-
sis of the laboratory manifestations
of the most commonly presenting dis-
eases. Pulmonary, gastrointestinal, re-
nal, and endocrine disorders are but
a few of the clinical areas addressed.
Information in this section is also con-
cisely presented, with each evalua-
tion being covered in great depth. For
example, in the case of a patient pre-
senting with hepatic cirrhosis, Wallach
reviews the expected findings, range
of normal values, and variations for
each hepatic function test available
(eg, “serum LAP is slightly increased
in 30% of patients, total serum cho-
lesterol is normal or decreased”). Af-
ter approaching cirrhosis generally,
specific types (eg, Wilson’s disease
and hemochromatosis) are re-
viewed. Algorithms and tables
abound, making the total format one
that enhances both practitioners’
knowledge of internal medicine and
clinical efficiency in patient care. The
last section, “Drugs and Laboratory
Test Values,” offers extremely useful
tables that outline interactions of med-
ications as reflected in results of lab-
oratory tests. For “drugs that may

cause increased urine catechola-
mines,” 20 possible drug interac-
tions are listed. The example of “drugs
that can/may potentiate Coumarin ac-
tion” shows how clinically relevant
this section can be. A particular ta-
ble in this section, “Drugs of Abuse,”
provided me with a new reference
1o street names, toxic levels, and ap-
propriate assay of such drugs.

Above all, Wallach’s index is the
major asset of the manual. There are
130 pages of references to tests, con-
ditions, diseases, symptoms, and med-
ications that time after time send the
reader exactly to where the desired
information rests. The overwhelm-
ing thoroughness is demonstrated by
the entry for sedimentation rate, which
lists 70 areas of reference.

Interpretation of Diagnostic Tests
continues to be so practical that it re-
mains a “must have” for all clinical li-
braries. Students and residents alike
will also continue to admire this man-
ual, as it presents highly accessible es-
sential laboratory information and
decision-makingadvice relevant to both
the learning process and preparation
for examination in internal medicine.
The trick with forthcoming editions
is to keep this manual comprehensive
while concise. Wallach continues as
no other in capturing that goal.

James ]. Bergman, MD
University of Washington
Seattle, Wash
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(NAPROXEN) 500 mg tablets

Contraindications:
Patients who have had allergic reactions to
YN, ANAPROX or ANAPROX DS or in whom aspirin or

NAPROS'

other NSAIDs induce the syndrome of asthma, rhinitis, and nasal
nolgns Because anaphylactic reactions usualty occur in patients
with a history of such reactions, question patients for asthma,
nasal poiws. urticaria, and ension associated with NSAIDs
before starting therapy. Il such symptoms occur, discontinue the
drug. Warnings: Serious Gl toxicity such as bleeding, ulceration,
and perforation can occur at ag time, with or without warning
snnulnms in patients treated chronically with NSAIDs. Remain

for uiceration and bleeding in such patients even in the

of previous Gl tract symptoms. In clinical trials, symp-

lnmatl: upper Gl ulcers, ﬂzruss bleeding or perforation appear to
OCCUr in approximatel of patients tr for 3-6 months, and

in about 2-4% of patients treated for one year Inform patients
about the signs and/or sym| gz toms of serious Gl toxicity and what
steps to take if they occur Studies have not identified any subset
of patients not at risk of developing peptic mwalmnanﬁ eﬂrg
Except for a prior history of serious Gl events

factors known o be associated mmmum ﬂlseau such as

alcoholism, smoking, etc., no risk sex) have

A associated with increased risk. Elderly or sanmmd patients
po, seem 1o tolerate ulceration or bleeding less well than others and
4 = maost spontaneous reports of fatal Gl events are in this population
<\ , In considering the use ol relatively large doses (within the recom-
" / mended dosage ranﬁ]e]. sufficient benefit should be anticipated to
- - offset the potential increased risk of G toxicity. Precautions: DO
~ NOT GIVE MAPRDSYN® (NAPROXEN) CONCOMITANTLY WITH
ANAPROX® (NAPROXEN SODIUM) OR ANAPROX® DS
LSWDXEN DIUM) SINGE THEY BOTH CIRCULATE IN PLASMA

2y NAPROXE

@

N ANION. Acute interstitial nﬁ:ﬁhn!h with hema-

‘ — tul

& & Patients with lmpaked renal function, heart failure, liver dystunc-

tion, patients taking diuretics, and the elderly are at greater risk of

overt renal decompensation. If this occurs, discontinue the drug.
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Use caution in patients with baseline creatinine clearance less
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In a study, Gl reactions were more frequent and severe

in rheumatoid arthritis patients on 1,500 mg/day than in those on
\ ?50 muma In studies in childran with |Lmni|a arthritis, rash and

\ m leeding times were more frequent, Gl and CNS reac-
— huns about the same, and other reactions less frequent than in
adults. Incidence Greater Than 1% Probable Causal Retationship:

Gl: The most frequent compiamls m!aieﬁ!otheﬁl fract: :om:pl
tion” heartburn’ abdominal pain” nausea’ dyspepsia, diarr
stomatitis. CNS: hnht—hcaﬂsﬂ
ness, vertigo. Darmatolnmc rlchmg {ﬁurllus}, skin m’upﬂo
sweating, pus | Senses: tinnitus: hear-
ing lslurbnnces. visual dlsiurbaru:es Cardiovascular: edema’
Ipitations. General: thirst. Incidence Less Than 1%;
usal Relationship; Gi: abnormal fiver function tests,
colitis, Gl bleeding and/or oralmn hematemesis, jaundice,
melena, peptic ml anm‘ar,. , vomit-
ing. Renal: nep n;rperka!om!a inter-
stitial nephritis, nephrulic syndrm renal disease, renal failure,
renal papiliary gic. ag is, £0Sin0-
philia, gr L hromb . CNS:
depression, dream abnormahuea inability to concentrate, insom-
nia, malaise, myalgia and muscle weakness. Derma ic: alope-
cia, photosensitive dermatitis, skin rashes. Snwa Senses:
hearing impairment. Cardiuvasu.ﬁlr congestive heart failure.
General: anaphylactoid
rcacilona menstrual disorders, pyrexia }ch!ls and fever). Causal
hi ic anemia, hemolytic
 asaptic meningitis, cognitive nyswnmm Dermato-
ulllc cnldumal necrolysis, erythema multiforme, photosen-
sitivity reactions resembling porphyria cutanea tarda and
epidermolysis bullosa, Stevens-Johnson syndrome, urticaria. Gl
non-peptic Gi ulceration, ulcerative stomatitis. Cardmasw ar:
vaswllig General: angioneurotic edema, hyperg! hypo-

hhzw drwsinnss. heartburn, Indlqes
tion, nausea, vomiting. A tients have had seizures. Empty
stomach and use wmrtmmlnaﬁmﬂs&s
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*Incidence of reported 3%-9%. NTEX
Where unmirknl:s. incidence less than 3% @M
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o YES, I'D LIKE TO HELP

= Please activate my membership in the Arthritis Foundation,

~ which helps support research and includes a year’s subscription
to Arthritis Today, the official magazine of the Foundation.

| %incloaed is my membership contribution of $20 or more.
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P.O. Box 871706

Dallas, TX 75287-0277
[ For instant membership, call toll-free 1-800-933-0032,
Mastercard and Visa accepted.
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FOR CHRONIC ARTHRITIS

EXPECT A REDUCTION
IN JOINT PAIN
AND TENDERNESS

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

California Advanced Imaging.

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

Please see brief summary of prescribing information
on adjacent page.

EXPECT SUCCESS FROM

NAPROSYN

NAPROXEN 500 mg tablets ‘

Also available in 3 0 mg tablets and in suspension 125 mg/t
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