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I Two open-label, multicenter, randomized trials comparing a single oral Diflucan tablet (150 mg) with either 2% miconazole cream (100 mg) once nightly for
7 days or clotrimazole vaginal tablets (100 mg) once nightly for 7 days in 870 women with vaginal yeast infection due to Candida. Clinical cure: complete reso-
lution of signs and symptoms present at the initial assesssment; mycologic cure: negative results from both vaginal fungal culture and KOH preparation.
 Results of two open, multicenter studies of single-dose Diflucan (150 mg) in 188 and 180 women, respectively, with vaginal yeast infections. Patients respond-
ing to treatment were asked to estimate times from start of therapy to onset of relief and to complete relief

§ Wholesale acquisition cost (WAC) provided by Medi-Span™, July 1994, WAC may not necessarily reflect actual pharmacy or out-of-pocket costs. In studies of
Diflucan, the clinical and mycologic cure rates in the fluconazole group were comparable with those of the vaginal product group (clotrimazole and miconazole)

(a registered trademark of Schering-Plough Corp); and Terazol™ and Monistat™ 7 (both registered trademarks of Ortho

WAC includes Gyne-Lotrimin
Pharmaceutical Corp)
|

Please see brief summary of prescribing information on last page of this advertisement




Tre onty ORAL ONE-DOSE CURE
* FOR MOST VAGINAL YEAST INFECTIONS

| 2

(GREAT NEWS FOR WOMEN IS HERE

' . Clinical and mycologic cure comparable with 7-day topicals in two separate trials—
| One oral Diflucan 150-mg tablet has been shown to be as effective as

7 nights of 2% miconazole cream (100 mg) or 7 nights of clotrimazole
vaginal tablets (100 mg)."

Early symptom relief—In two additional studies of 368 women taking Diflucan,
median time to start of symptom relief was | day (range: 0.04 to 10 days)
and 2 days (range: 0.5 to 20 days) to complete relief."**

Patients may require reevaluation should symptoms not improve within
3 to S days.

Established safety experience—More than 9 million patient days of therapy at the
150-mg dose worldwide. In US clinical trials with 870 women, the most
common side effects with Diflucan were headache (13%), nausea (7%), and
abdominal pain (6%)."

Patients respond to one-dose oral convenience
Easy to take—Diflucan can be taken anytime, anywhere, day or night, with
. or without food.

Less expensive—Diflucan provides full-course therapy that costs less than
leading prescription and most OTC products.'s

*Due to Candida

SN EWANDICATION 5

(fluconazole 150-mg tablet)

THE EASY ORAL CURE
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DOSING:
A single 150-mg
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?;ﬁ.a" vaginal yeast™ in 10ns

(fluconazole 150-mg tablet)

*Due to Candida Please see brief summary of prescribing information on this page.

References: 1. Data on file. Pfizer Inc. 2. A comparison of single-dose oral fluconazole with
3-day intravaginal clotrimazole in the treatment of vaginal candidiasis: report of an international
multicentre trial. Br | Obstet Gynecol. 1989;96:226-232. 3, Treatment of vaginal candidiasis
with a single oral dose of lluconazole. Eur | Clin Microbiol Infect Dis. 1988:7:364-367.

DIFLUCAN BRIEF SUMMARY FOR VAGINAL CANDIDIASIS

INDICATION
DIFLUCAN® (fluconazole 150-mg oral tablet) is indicated for the treatment of vaginal
candidiasis (vaginal yeast infections due to Candidal.

CONTRAINDICATIONS

DIFLUCAN (fluconazole) is contraindicated in patients who have shown hypersensitivity to
Muconazole or to any of its excipients. There is no information regarding cross hypersensitivity
between Muconazole and other azole antifungal agents. Caution should be used in prescribing
DIFLUCAN to patients with hypersensitivity to other azoles.

WARNINGS

(1) Hepatic injury: DIFLUCAN has been associated with rare cases of serious hepatic

toxicity, including fatalities primarily in patients with serious underlying medical

conditions. In cases of DIFLUCAN associated hepatotoxicity, no obvious relationship to

total daily dose, dl.lraﬂon of therapy, sex or age of the patient has been observed.

Pati who develop | liver function tests during DIFLUCAN therapy should be
d for the develop of more severe hepatic Injury.

(2) Anaphylaxis: In rare cases, anaphylaxis has been reported.

(3) Dermatologic: Patients have rarely developed exfoliative skin disorders during treatment with

DIFLUCAN. Patients who develop rashes during treatment with DIFLUCAN should be

monitored closely.

PRECAUTIONS

The convenience and efficacy of the single-dose oral tablet of fluconazole regimen for the
treatment of vaginal yeast infections should be weighed against the acceplability of a higher
incidence of drug related adverse events with DIFLUCAN (26%) versus topical agents (16%) in
U5, comparative clinical studies (See Adverse Reactions.)

Drug Interactions

Clinically significant hypoglycemia may be precipitated by the use of DIFLUCAN with oral
hypoglycemic agents; one fatality has been reported from hypoglycemia In association with
combined DIFLUCAN and glyburide use. DIFLUCAN reduces the metabolism of tolbutamid

Prothrombin time may be increased in patients receiving concomitant DIFLUCAN and coumarin-
type anticoagulants. Careful monitoring of prothrombin time in patients receiving DIFLUCAN
and coumarin-type anticoagulants Is recommended.

DIFLUCAN increases the plasma concentrations of phenytoin. Careful monitoring ol phenytoin
concentrations in patients receiving DIFLUICAN and phenytoin is recommended.

DIFLUCAN may significantly increase cyclosporine levels in renal transplant patients with or
without renal impairment. Careful monitoring of cyclosporine concentrations and serum
creatinine is recommended in patients receiving DIFLUCAN and cyclosporine.

Rifampin enhances the metabolism of concurrently administered DIFLLICAN. Depending on
clinical circumstances, consideration should be given to increasing the dose of DIFLUCAN
when It is administered with rifampin.

DIFLUCAN increased the serum concentrations of theophylline. Careful monitoring of serum
theophylline concentrations in patients receiving DIFLUCAN and theophylline is recommended.

Because of the occurrence of serfous cardiac dysrhythmias in patients receiving other azole
antifungals In conjunction with terfenadine, an interaction study has been performed, and failed
to demonstrate a clinically significant drug interaction. Although these events have not been
observed in patients receiving DIFLLICAN, the co-administration of DIFLUCAN and terfenadine
should be carefully monitored.

Fluconazole tablets coadministered with ethinyl estradiol- and levonorgestrel-containing oral
contraceptives produced an overall mean increase in ethinyl estradiol and levonorgestrel levels:
however, in some patients there were decreases up to 47% and 33% of ethinyl estradiol and
levonorgestrel levels. The data presently available indicate that the decreases in some individual
ethinyl estradiol and levonorgestrel AUC values with fluconazole treatment are likely the result
of random variation. While there is evidence that fluconazole can inhibit the metabolism of
ethinyl estradiol and levonorgestrel, there is no evidence that Muconazole is a net inducer of
ethinyl estradiol or levonorgestrel metabolism. The clinical significance of these effects is
presently unknown.

Physicians should be aware that Interaction studies with medications other than those listed in
the Clinical Pharmacology section have nol been conducted, bul such interactions may occur.

Carcinogenesis, Mutagenesis and Impairment of Fertility

Fluconazole showed no evidence of carcinogenic potential in mice and rats treated orally for
24 months al doses of 2.5, 5 or 10 mg/kg/day (approximately 2-7x the recommended human
dose). Male rats treated with 5 and 10 mg/kg/day had an increased incidence of hepatocellular
adenomas.

Fluconazole, with or without metabolic activation, was negative in tests for mutagenicity in 4
strains of 5. typhimurium, and in the mouse lymphoma LSI78Y system. Cytogenetic studies
in vivo (murine bone marrow cells, following oral administration of fluconazole) and in vitro
(human lymphocytes exposed to Nuconazole at 1000 pg/mL) showed no evidence of
chromosomal mutations.

Fluconazole did not affect the fertility of male or female rats treated orally with daily doses of 5,
10 or 20 mg/kg or with parenteral doses of 5, 25 or 75 mg/kg, although the onset of parturition
was slightly delayed at 20 mg/kg p.o. In an Intravenous perinatal study in rats at 5, 20 and

40 mg/kg, dystocia and prolongation of parturition were observed in a few dams at 20 mg/kg
(approximately 5-15x the recommended human dose) and 40 mg/kg. but not at 5 mg/kg. The
disturbances in parturition were reflected by a slight increase in the number of still-born pups
and decrease of neonatal survival at these dose levels. The effects on parturition in rats are
consistent with the species specific estrogen-lowering property produced by high doses of
fluconazole. Such a hormane change has not been observed in women treated with luconazole.
Pregnancy

Teratogenic Effects. Pregnancy Category C: Fluconazole was administered orally to pregnant
rabbits during organogenesis In two studies, at 5, 10 and 20 mg/kg, and at 5, 25, and 75 mg/kg
respectively. Matemal weight gain was impaired at all dose levels, and abortions occurred at

75 mg/kg (approximately 20-60x the recommended human dose); no adverse fetal effects were
detected. In several studies In which pregnant rats were treated orally with fluconazole during
organogenesis, maternal weight gain was impaired and placental weights were increased at

25 mg/kg. There were no fetal effects at S or 10 mg/kg: increases in fetal anatomical variants
(supernumerary ribs, renal pelvis dilation) and delays in ossification were observed al 25 and
50 mg/kg and higher doses. At doses ranging from 80 mg/kg (approximately 20-60x the
recommended human dose) to 320 mg/kg embryolethality in rats was increased and fetal
abnormalities included wavy ribs, cleft palate and abnormal cranio-facial ossification. These
effects are with the inhibition of estrogen synthesis in rats and may be a result of
known effects of lowered estrogen on pregnancy, organogenesis and parturition.

There are no adequate and well controlled studies in pr t women. DIFLUCAN should be
used in pregnancy only if the potential benefit justifies the possible risk to the fetus.

Nursing Mothers

Fluconazole is secreted in human milk at concentrations similar to plasma. Therefore. the use of
DIFLUCAN in nursing mothers is nol recommended.

Pediatric Use

Efficacy of DIFLUCAN has not been established in children. A small number of patients from
age 3 o 13 years have been treated safely with DIFLUCAN using doses of 3-6 mg/kg daily.

The safety and effectiveness of DIFLUCAN 150 mg tablets in the treatment of vaginal candidiasis
in patients under |18 years of age have not been established.

ADVERSE REACTIONS

In patients receiving a single dose for vaginal candidiasis.

During comparative clinical studies conducted in the United States, 448 patients with vaginal
candidiasis were treated with DIFLUCAN, 150 mg single dose. The overall incidence of side
effects possibly related lo DIFLUCAN was 26%. In 422 patients recciving aclive comparative
agents, the incidence was 16%. The most common treatment-related adverse events reported in

-

glyburide, and glipizide and increases the plasma concentration of these agents. When
DIFLUCAN is used concomitantly with these or other sulfonylurea oral hypoglycemic agents.
blood glucose concentrations should be carefully monitored and the dose of the sulfonylurea
should be adjusted as necessary.

@ U.S. Pharmaceuticals Group © 1994, Pfizer inc

the patients who received 150 mg single dose fluconazole for vaginitis were headache (13%),
nausea (7%) and abdominal pain (6%). Other side effects reported with an incidence eaqual to or
greater than 1% included diarrhea (3%), dyspepsia (1%). dizziness (1%), and laste perversion
(19%). Most of the reported side effects were mild to moderate in severity. Rarely, angloedema
and anaphylactic reaction have been reported in marketing experience.
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DDAVP® Nasal Spray

desmopressin acetate) SmL
BRIEF SUMMARY

CONTRAINDICATION: Known hypersensitivity to DDAVP Nasal Spray,

WARNINGS:

1. For intranasal use only.

2 mmmmmwmmmrmmmunmmmmmwmm
polential occurrence of water and hyponatremia. Particular aftention should be paid to the possibility of the
mmdmmmmmmhtmmmmmmmlom

PREC
semuumwnmsm,ajm T%: duced a slight of blood p which

red with a reduchon in dosage dl‘ug shwld be usecl with caution in patients with :omnar',' artery
andior pnssablsns-enblocd

pressure,
condiions associated with fiuid and electroiyte

patiants are prone to hyponatremia.
rnpmodmnDDA\fP Anaphylaxis has been reported with intravenous
MndmugADAvP Spmy used intranasally, changes in the nasal mucosa
s in m
unreliable absorption

in which case DDAVP Nasal Spray
should not be used. For such situations, DDA in}mslwubnmdam
Nocturnal Enuresis: If changes in the nasal mucosa have occurred, unreliable absorption may result.
DDA mwuwmmwmm
for Patients should be informed that the bottle accurately delivers 50 doses of 10 meg each.
mmmmmm«uummmmmmw
mmmmmpmmm

BrmmmDDAVPNmSpraysmmmmdmmmﬂumm
useullnrgedmesoll:m P Nasal Spray with ofher pressor agents should only be done with carelul patient

uﬁm‘m , Impairment of Fertility: Teratology studies in rats have shown no abnomalities. No

B: Reproduction studies performed in rats and rabbits with doses up o 12.5 times the human
intranasal dose (L. mmmmwmmmmmwmﬂmmmﬁ

ham fo the fetus due WMnmmmmdmmmdemm
pmgummmnwmmharmmmem ; however, no controlied studies in pregnant women have been
camed out. Published stress that, as opposed o the natural hormones, DDAVP Nasal

:mmn}mMWMmmm but the physician will have to weigh
therapeutic advantages against possible dangers in each individual case
Mothers: Ihaahavebeenmmoﬁedmﬁsnnmmmlsm%a -partum woman
mwmmmmmdwmm but fittle-if any change in assayable y in breast mitk
anint
Use: %mVPWWMMMnMWImuW
Short-term (4-8 weeks wwmmymmmmmmmmmammmem
children aged & years or older with severe childhood noctumal enuresis. Adequately controlled studies with DDAVP
Nasal Spray in primary noclumal enuresis have nolbeenconﬂuctedbewnd 4-8 weeks. The dose should be
mma&maad fo achieve the bes! resulls.
Central nmqumwmmmmmmumm Usa in
restnction o

e
must in Young an extreme
decrease in plasma osmolality with resulting Dose should stan at 0.05 mL or less

less than 0.1 mL (10 meg) per dose.
than & months. Some patients may
15 no evidence this effect is due to the

s but may be due 1o a local inactivation of the
ently, high dosages have produced transient headache and nausea. Nasal
ve also been reported occasionally al with mild abdominal cramps. These
Nosebieed, sore throal. and upper respiralory infections have

ADVERSE HE ENS Inf
congestion, rhinitis and flushing
cisappenrer.l rm:hun in dosage.

% &mmdmmwammwwmmmwmm
pivotal study data for noclumal enuresss DDAVP

PLACEBO

i

ADVERSE REACTION
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OVERDOSAGE: See adverse reactions above. In case of overdosage, the dose should be reduced, frequency of
administration decreased, or the drug withdrawn according o the severity of the condilion Therensnokmvmspeclhc
antidote for DDAVP Nasal Spray.
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TAKE EFFECTIVE CONTROL
OF BED-WETTING

* Significant improvement in number of dry nights shown
in controlled studies

* Rapid response-substantial effect seen in as few as
1 to 3 nights of treatment’

* A combined 15-year record of successful and safe use in
the US. and Europe*

Nighttime fluid intake should be restricted to decrease the
potential occurrence of fluid overload; serum electrolytes
should be checked at least once when therapy is
continued beyond 7 days.

DDAVP Nasal Spray

(desmopressin acetate) dSmL
DRY NIGHTS FOR GOOD MORNINGS

Please see brief summary of prescribing information on adjacent page.
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HEMODYNAMIC EFFECTS

In hypertension’

* The magnitude of blood pressure reduction is related to
the degree of hypertension

* Low incidence of vasodilatory side effects

* No reflex tachycardia is associated with chronic
antihypertensive effects

In angina’
* Potent dilator of coronary arteries” and reduces vasospasm

» Appropriate decrease in heart rate with a low incidence (<1%)
of reflex tachycardia

» Little or no negative inotropic effect in patients with normal
ventricular functiont

WELL-TOLERATED CONTROL REGARDLESS
OF AGE OR GENDER?

* A side-effect discontinuation rate comparable to placebo
in both hypertension and angina trials?

* Most commonly reported side effects are headache (5.4%),
bradycardia (3.3%), first-degree AV block (3.3%), dizziness (3.0%),
edema (2.6%), ECG abnormality (1.6%), and asthenia (1.8%)’

* Demonstrated in patients with vasospastic angina.

T See Warnings and Clinical Pharmacology sections in prescribing information.
¥ In clinical trials with Cardizem CD.

Please see brief summary of prescribing information on next page.
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CARDIZEM CD

asav (diltiazem HCI)190-,180-, 9240-, 300-mg Capsules
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Prescribing Information as of April 1993

CARDIZEM® CD
(diltiazem HCI)
Capsules

CONTRAINDICATIONS

CARDIZEM is contraindicated in (1) patients with sick sinus syndrome excepl in the presence of a functioning

ventricular pacemaker, (2) patients with second- or third-degree AV block except in the presence of a functioning

ventricular pacemaker, (3) patients with hypotansion (less than 90 mm HE systalic), (4) patients who have demon-
stratad hypersensitivity to the drug, and (5) patients with acute myocardial infarction and pulmonary congestion
documented by x-ray on admission.

WARNINGS

1. Cardiac Conduction. CARDIZEM prolongs AV node refractory periods without significantly prolonging sinus
node recovery time, except in patients with sick sinus syndrome. This effect may rarely result in abnormally
slow heart rates (particularly in patients with sick sinus syndrome) or second- or third-degree AV block (13 of
3290 patients or 0.40%). Concomitant use of diltiazem with beta-blockers or digitalis ma¥ result in additive
effects on cardiac conduction. A patient with Prinzmetal’s angina developed periods ol asystole (2 to 5
seconds) atter a single dose of 60 mg of diltiazem.

. Congestive Heart Failure. Although diltiazem has a negative inotropic effect in Isolated animal tissue prepara-
tions, hemodynamic studies in humans with normal ventricular function have not shown a reduction in cardiac
index nor consistent negative effects on confractility (dp/dt). An acute study of oral diltiazem in patients with
impaired ventricular function (ejection fraction 24% = 6%) showed improvement in indices of ventricular
function without significant decrease in contractile function (dp/dt). Worsening of congestive heart failure has
been reported in patients with preexisting impairment of ventricular function. Experience with the use of
CARDIZEM (diltiazem hydrochloride) in combination with beta-blockers in patients with impaired ventricular
function is limited. Caution should be exercised when using this combination
Hypotension. D in blood p iated with CARDIZEM therapy may occasionally result in
symptomatic hypotension

. Acule Hepalic Injury. Mild elevations of transaminases with and without concomitant elevation in alkaline
phosphatase and bilirubin have been observed in clinical studies. Such elevations were usually transient and

{ even with inued diltiazem treatment. In rare instances, significant elevations in
enzymes such as alkaline phosphatase, LDH, SGOT, SGPT, and other phenomena consistent with acute hepatic
injury have been noted. These reactions tended to occur early after therapy initiation (1 to 8 weeks) and have
been reversible upon discontinuation of drug therapy. The relationship to CARDIZEM is uncertain in some
cases, but probable in some. (See PRECMUTI%NS.]

PRECAUTIONS
General

CARDIZEM (diltiazem hydrochloride) is extensively metabolized by the liver and excreted by the kidneys and in
bile. As with any drug given over gmlunuedﬁl 5, laboratory parameters of renal and hepatic function should
be monitored at regular intervals. The dru Id be used with caution in patients with impaired renal or hepatic
function. In subacute and chronic dog and rat studies designed to produce toxicity, high doses of diltiazem were
associated with hepatic damage. In special subacute hepatic studies, oral doses of 125 mg/kg and higher in rals
were associated with histological changes in the liver which were reversible when the drug was discontinued, In
doﬁ. dogaus of 20 mg/kg were also associated with hepatic changes; however, these changes were reversible with
continued dosing,

Dermatological events (see ADVERSE REACTIONS section) ma{ﬁbe transient and may disappear despite continued
use of CARDIZEM. However, skin eruptions progressing to erythema multiforme and/or exfoliative dermatitis have
also been infrequently reported. Should a dermatologic reaction persist, the drug should be discontinuad.
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Drug Inferactions

Due to the potential for additive etfects, caution and careful titration are warranted in patients receiwn%CARI]JZEM
concomitantly with other agents known to atfect cardiac contractility and/or conduction. (See WARNINGS.)
Pharmacologic studies indicate that there be additive effects in prolanging AV conduction when using beta-
blockers or digitalis concomitantly with CARDIZEM, (See WARNINGS.

As with all drugs, care should be exercised when treating patients with multiple medications. CARDIZEM under-
goes biotransformation by cytochrome P-450 mixed function oxidase. Coadministration of CARDIZEM with other
agents which follow the same route of biotransformation may result in the competitive inhibition of metabolism.
Especially in patients with renal and/or hepatic impairment, dosages of similarly metabolized drugs, particularly
those of low therapeutic ratio, may require adjustment when starting or slopping concomitantly administered dilti-
azem to maintain optimum therapeutic blood levels.

Bata-blockers. Controlled and uncontrolled domestic studies suggest thal concomitant use of CARDIZEM and
beta-blockers Is usually well tolerated, but available data are not sufficient to predict the effects of concomitant
treatment in patients with left ventricular dysfunction or cardiac conduction abnormalifies.

Administration of CARDIZEM (diltiazem hydrochloride) cancumilanﬂg with propranolol in five normal volunteers
resulted in increased propranolol levels in all subjects and bioavailability of propranclol was increased approxi-
mately 50%. In vitro, propranolol appears to be displaced from its binding sites by diltiazem. If combination
therapy is initiated or withdrawn in conjunction with lol. an adj in the propranoiol dose may be
warranted. (See WARNINGS.)

Cimetidine. A study in six healthy volunteers has shown a significant increase in peak diltiazem plasma levels
(58%) and area-under-the-curve (33%) atter a 1-week course of cimetidine at 1200 mﬁ per day and a single dose
of diltiazem 60 mg. Ranitidine produced smaller, nonsignificant increases. The effect may be mediated by
cimetidine’s known Inhibition of hepatic cytochrome P-450, the enzyme system responsible for the first-pass
metabolism of diftiazem, Patients currently receiving diltiazem therapy should be carefully monitored for a change
in pharmacological effect when initiating and discontinuing therapy with cimetidine. An adjustment in the diltiazem
dose may be warranted

Digitalis. Administration of CARDIZEM with digoxin in 24 healthy male subjects increased ?nlasma digoxin concen-
trations approximately 20%. Another investigator found no increase in digoxin levels in 12 patients with coronary
artery disease. Since there have been conflicting results regarding the effect of diSa:in levels, it is recommended
that digoxin levels be monitored when inltlatlng. adjusting, and discontinuing CARDIZEM therapy to avoid possible
over- ar under-digitalization. (See WARNINGS.)

Anesthetics. The depression of cardiac contractility, conductivity, and automaticity as well as the vascular dilation
associated with anesthelics may be potentiated by calcium channel blockers. When used concomitantly,
anesthetics and calcium blockers should be titrated carefully.

Cyclosporine. A pharmacokinetic interaction between diltiazem and cyclosporine has been observed during studies
involving renal and cardiac transplant patients. In renal and cardiac transplant recipients, a reduction of
cyclosporine dose ranging from 15% to 48% was necessary to maintain cyclosporine trough concentrations similar
1o those seen prior to the addition of diltiazem. If these agents are to be administered concurrently, wcmwine
concentrations should be monitored, especially when diltiazem therapy is initiated, adjusted, or disconfinued,

The effect of cyclosporine on diltiazem plasma concentrations has not been evaluated.

Carbamazepine. Concomitant administration of diltiazem with carbamazepine has been reported to result in
elevated serum levels of carbamazepine (40% to 72% increase), resulting [n toxicity in some cases. Patients
receiving these drugs concurrently should be monitored for a potential drug interaction.

CVM94021201
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A 24-month study In rats at oral dosage levels of up o 100 mg/kg/day and a 21-month study in mice at oral
dosage levels of up to 30 mg/kg/day showed no evidence of carcinogenicity. There was also no mutagenic
response in vitro or in vivo in mammalian cell assays or in vitro in bactena. No evidence of impaired fertility was
observed in a study performed in male and female rats at oral dosages of up to 100 mg/kg/day.

Category E Reproduction studies have been conducted in mice, rats, and rabbits, Administration of doses ranging
from five to ten times greater (on a mg/kg basis) than the daily recommended therapeutic dose has resulted in
embryo and fetal lethality, These doses, in some studies, have been reported to cause skeletal abnormalities. In
the perinatal/postnatal studies, there was an increased incidence of stillbirths at doses of 20 times the human dose
or greater,

There are no well-controlled studies in pregnant women; therefore, use CARDIZEM in pregnant women only if the
potential benefit justifies the potential risk to the fetus.

Diltiazem is excreted in human milk. One report suggests that concenlrations in breast milk may approxi-
:’la_le sprumﬂlevels. If use of CARDIZEM is deemed essential, an alternative method of infant feeding should
e instituted.

Pediatric Use .

Safety and effectiveness in children have not been established.

ADVERSE REACTIONS

Serious adverse reactions have been rare in studies carried out to date, but it should be recognized that
patients with impaired ventricular function and cardiac conduction abnormalities have usually been excluded
from these studies.

The following table presents the most common adverse reactions reported in placebo-controlled angina and
hypertension trials in patients receiving CARDIZEM CD up to 360 mg with rates in placebo patients shown for
comparison.

CARDIZEM CD Capsule Placebo-Controlled

Angina and Hypertension Trials Combined
Cardizem CO Placebo
Adverse Reactions (n=607) (n=301)
Headache 54% 5.0%
Dizziness 3.0% 3.0%
Bradycardia 3.3% 1.3%
AV Block First Degree 3.3% 0.0%
Edema 26% 1.3%
ECG Abnormality 16% 2.3%
henia 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 84,6%3. headache (4.6%), dizziness
[3.3%}.ha‘s{h;°r{|,ia (2.6%), first-degree AV block (2.4%), bradycardia (1,7%). flushing (1.4%), nausea (1.4%),
and rash (1.2%).

In addition, the Jntluwinu events were reported infrequently (less than 1%) in angina or hypertension trials:
Cardiovascular: Angina, arrhythmia, AV block (second- or third-degree), bundle branch block, congestive heart
failure, ECG abnormalities, hysmlmsiun. palpitations, syncope, tachycardia, ventricular extrasystoles

Nervous System: Abnormal dreams, amnesia, depression, gait abnormality, hallucinations, insomnia, nervous-
ness, paresthesia, personality change, somnolence, tinnitus, tremor

Gastrointestinal: Anorexia, constipation, diarrhea, dry mouth, dysgeusia, dyspepsia, mild elevations of SGOT,
SGPT, LDH, and alkaline phosphatase (see hepatic warnings), thirst, vomiting, weight increase

Dermatological: Petechiae, photosensitivity, pruritus, urticaria

Other. Amblyopia, CPK i dysj epistaxis, eye irritation, hyperglycemia, hyperuricemia, impotence,
muscle cramps, nasal congestion, nocturia, osteoarticular pain, polyuna, sexual difficulties

The following postmarketing events have been reported infrequently in patients receiving CARDIZEM: alopecia,
erythema multiforme, exfoliative dermatitis, extrapyramidal symptoms, gingival hyperplasia, hemolytic anemia,
increased bleeding time, leukopenia, purpura, retinopathy, and thrombocytopenia. In addition, events such as
myocardial infarction have been observed which are not readily distinguishable from the natural history of the
disease in these patients. A number of well-documented cases of generalized rash, characterized as leukocyto-
clastic vasculitis, have been reported. However, a definitive cause and effect relationship between these events and
CARDIZEM therapy is yet to be established.

Prescribing Information as of April 1893

Marion Merrell Dow Inc.
Kansas City, MO 64114
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References: 1. Cardizem CD prescribing information. 2. Data on file,
Marion Merrell Dow Inc.

MARION MERRELL DOW INC.
-a I "

KANSAS CITY, MO o4114

1122C4




American Medical Association

Physicians dedicated to the health of America

Affordable Patient Education
Infroducing the AMA Healthy Heart Series

Today, physicians think twice about using high priced
educational materials. Yet informing
patients about the risk factors of heart
disease is vital to their health.
The solution — the AMA's new
Healthy Heart Series. Features
4 magazine style booklets and
4 attention getting videos, all
for a price that won't break your
budget. Use them alone orin
tandem. AMA member
discounts apply. 30 day
money back guarantee.

with your subsc uptioﬂ an American Medical
Association publication? Call 1-800-AMA-2350.

* Guide To Stop Smoking FAX 312-464-5831. Our Subscriber Services
* Guide To Your Healthy Heart Center is ready whelp you, Just call. Your

e Guide To High Blood Pressure Control questions can be agswered in minutes.

e Guide To Controlling Your Cholesterol i

American Medical Association

Physicians dedicated to the health of America

Distributed by: Milner-Fenwick, Inc.
MALS 2125 Greenspring Dr., Timorium, MD 21003

Keep in touch

...with Internal Medicine and
the subspecialties

Make Archives of Internal Medicine your first choice for new
medical information. One of the world’s best-read and most
frequently cited journals in its field, Archives of Internal
i Medicine’s clinical relevance is widely acknowledged. And
_ e now more than ever, Archives makes the best use of your
B == reading time.

> Important medical information
Orriginal studies, timely reviews and commentaries.

| o > Thorough peer review and stringent standards
| ® = Ensures that selected articles meet the highest
S S scientific standards.

> Practical new design
Saves you time.

Now published twice each month! > Twice-monthly frequency
Brings the latest findings to you faster and makes each
issue easier for you to quickly review. 24 issues for only $115.

Call toll-free 1-800-AMA-2350.




A Little Means A
Lot To The Older
Hypertensive

Comparable antihypertensive
efficacy to 2.5 mg"™ with
the safety profile of a lower

once-daily dose

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

clinical hypokalemia*

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

antihypertensive agents

LOZOL 1.25 mg once daily is now the recommended
starting dose for indapamide in hypertension

LOW-DOSE

Loml.”:mpamm; 1.25 mg and 2.5 mg tablets

BRIEF SUMMARY

INDICATIONS: LOZOL (indapamide] is indicated for the treatment of hypenension,
alone of in combination with ofher anihypenensive drugs, and for the Ireatment of
safl and fluid retention associated with congestive heart failure

Lisage m Pragnancy: See PRECAUTIONS

CONTRAINDICATIONS: Anuria. hypersensitivity lo indapamide or other
sulforamide-denved drugs

ONCE-DAILY

LOZOLIZS..

INDARPAMIDE TABLETS

Latent diabetess may become maniest and insulin requirements in diabetic patients
may be altered during thiazide administration, A mean increase in glucose of
6.47 mg/dL was observed in patients treated with indapamide 1.25 mg, which was
not considered clinicaly significant in these trials. Serum concentrations of glucose
should be monitored routinely durng reatment with indapamide

Calcium excrelion is decreased by diuretics pharmacologically related to
indapamide. After six 1o eight weeks of indapamide 1.25 mg treatment and in long-
term studies of hyperiensive patients with doses of indapamide, however
sefum concentrations of calcium increased only slightly with indapamide.

WARNINGS: Infrequent cases of severe hyp by
hypokalemss nawbeeuremm*mm?ungandwmgrﬂapamnﬂeprmawm
elderly females. Symploms were reversed by el

pamide may decrease serum PBI levels withoul signs of thyroid disturbance
Cnﬂnlmmsnfnypemaanmdsmrmenduenm Discontinue belore tests

Hyponalremia considered possibly cinically signiicant (<125 mquL] has not been
observed in clinical trials with he 1.25 mg dosage (see PRECAUTIONS)
Hypokalemia occurs commonly with diuretics (see ADVERSE REACTIONS,
hypokalemiaj, and electrolyle monitoring i essential. In general, diuretics should
not be grven walh lithium

PRECAUTIONS: Perlorm serum electrolyie delerminations al appropnale infervals
especially in pabents who are vomiting excessvely or receiving parenteral fuds, n
pabients subject to electraivte imbatance, or in palients on a salt-restnicted diet. In
addition, patients should be observed for clinical signs of fluid or electrolyte
imbalance, such as hyponatremia, hypochioremic alkalos:s, or hypokalemia. The risk
ol hypokalemia secondary fo diuresss and natnuresis s increased with larger doses,
wilh brisk diuresis, with severe cirhosss, and with concomitant use: of corticosteroids
or ACTH. Interference with adequate oral intake of electrolytes wil also contribue to
hypokalema. Hypokalema can sensitize of exaggerate the response of the hear lo
the loxic effects of digitalis, such &s increased ventricular imtability

Diutional hy may oocur in ad patients; approprate treatment is
usually water resinclion. In actual sall depletion, appropnate replacement i the
treatment of choice. Chionde deficit is usually mid, not requiring specific treatment
excepl n exiraordinary circumstances (iver, renal disease). Thande-like duretics
have been shown fo increase the unnary excrelion of magnesam;, fhes may result in
hypomagnesemia

Hyperuncemia may occur, and frank gout may be precipitated in certain patents
receiving indapamide. Serum concentrations ol unic acid should be monstored
penodically

Use with caution in patients with severe renal disease; consider withholding o
disconfinuing if progressive renal impaimment t5 observed. Renal function lests
should be perfomed perodically

Use with caution in patients with impaired hepatic function or progressive liver
disease, since mngr alierations of fluid and electrolyle balance may precipitate
higpalic coma

Wmemmammﬂwmemm Consider
this passibiity with indapamide.

DRUG INTERACTIONS: LOIDL may add lo o polentiate the action of other

The eftect of the drug may be enhanced in

tomized patient. Indapamide may decrease arterial

pinep bul this does nol preclude the use of

the postsymp

p ]
norepinephnine
In mouse and rat iletime carcinogenicity studies, there were no significant
didferences in the incidence of fumors between Ihe indapamide-treated anmais and
the control groups
Pregnancy Category B: Dwretics cross the placental bamier and appear in cord
biood. Indapamice should be sed during pregnancy only if clearly needed. Use
may be associated with fetal or neonatal jaundice, fwombocylopensa, and possibly
ofher adverse eflects thal have occumed in adults. I is not known whether this drg
5 excreted n human mik. if use of this drug is deemed essential, the patient should
stop nursing
ADVERSE REACTIONS: Maost adverse effects have been mild and transient From
Phase Il placebo-controlied studies with indapamide 125 mg. adverse reactions
with 5% cumulative incidence; headache, infection, pain, back pain, dizziness,
rhinitis; ‘5°=ndeaMmldeme asthenia, ﬂusyndm'le atmrmajpm chest
pam, ¢ , danhea, dyspepsia, nausea, periph
, Cough, . Sinusitis. Al umr dmlcal adverse

reactions occuted at an inaidence of <1% Inunmﬂedm'rajscﬂmeth
weeks in duration, 20% of patients recenving indapamide 1.25 mg, 61% of patients

aving indapamide 5.0 mg, and B0% of patients recenving indapamide 10.0 mg
had at least one potassium value below 3.4 mEg/L In the indapamide 1.25 mg
group, about 40% of those patients who reported hypokalemia as a laboratory
adverse event retumed fo normal serum potassium values without infervention
Hypokaleméa with concomitant ciinical signs or symploms cccurrest in 2% of patients

recening indapamide 1.25 mg. From Phase Il placebo-controlled studies and long-
lerm controlied cinical inais with LOZOL 2.5 mg or 5.0 mg, adverse reactions with
2 5% cumulative incidence: headache, dizziness, lalique, weakness, loss of
enanmy, lethargy, tiredness or malaise, muscle cramgs or spasm of numbness of
the extremities, nervousness, tension, amaety, imtability or agitation; <5%
cumulative incidence: ightheadedness, drowsiness, verligo, insomnia, depression
blurred vigion, constipation, nausea, vomiting, diarrhea, gastric irntation
abdominal pain of cramps, anarexia, orthostalic hypotension, premature
veniricular contrachons, imegular heart baat. palpdtations, frequency of unnation,
noctuna, polyuria, rash, hives, pruntus, vasculiis, mpotence or reduced Mxdo,
thinorhea, f , hyperuricemia, hyperglycemia, hyponatremia, hypochloremia,
ncrease in serum BUN or creatinne, glycosuna, wesght loss, dry mouth, tingling of
extremiies. Hypokalemia with concomtant clinical signs or symploms occurmed in
3% of pabents recening indapamide 2.5 mg q.d. and 7% of patients recening
indapamide 5 mg g.d. In long-term controfled clinical trials comparmg the
hypokalemic effects of daily doses of indapamide and hydrochiorothiazide.
however, 47% of patients r 25 mg, 72% of patients recening
indapamide 5 mag, and 44% ol pabenis recenving hydrochiorotheazide 50 my had at
least one potassaam value {out of a tofal of 11 taken during the study) below
3.5 mEgL. In the indapamide 2.5 mg group, over 50% of those pabents refumed
1o normal serum potassium values without intervention, Other adverse reactions
reported with antifiyp d 5 ane patic cholestatic jaundice
y. purpura. bullous eruplions, Stevens-
Johnson syncmmr- nectal izing ang=1|s fever, respiratory distress {including
phylachc reachions, agran 0SIS, P
1hrwboc'ruoma aplastic anemsa
CAUTION: Federal (U.S.A ) law prohibits dispensing withaut prescrplion
Keep tightly closed. Store at controlled room temperature, 15°-30°C (59°-86°F)
Avod excessive heat. Dispense in bght containers as defined in USP
See product circular for full prescribing information
Revised: 593

Reference: 1. Data on file, Rhdne-Poulenc Rorer Pharmaceutcals inc
Product of Servier Flaseasch Insiiute

@ RHONE-POULENC RORER

RHONE-POULENC RORER PHARMACEUTICALS INC

©1854 Rhdne-Poulenc Rorer Phamaceuticals inc FC#94-R52



THE COUGH LIQUIDATOR

:
U
Cough relief designed to make remaining Only Brontex exceeds the minimum
coughs more productive. therapeutic requirements for guaifenesin.
Now, help relieve dry, hacking coughs and make the most of Unlike other codeine brands, new Brontex, with its convenient
remaining coughs with new Brontex—the codeine formula dosing regimen, reaches well into the daily therapeutic range for

2am0me  uaifenesin (1,200 mg
to 2,400 mg) set by
federal guidelines.

with the most guaifenesin.
3 times more guaifenesin per tablet than a T
teaspoon of other codeine brands.” = |- ~ B 0 Now for dry, unproduc-
Only new Brontex combines 10 mg codeine—the most com- | tive coughs, there’s new
monly prescribed level of the antitussive many doctors | Brontex—the codeine
prefer—with 300 mg guaifenesin—the expectorant with the OTHER CODEINE PROBUCTS. BRONTEX cough formula with the
time-proven safety profile—in a convenient, single-tablet dose. {12 o) (Kbl most guaifenesin.
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FROM THE MAKERS OF ENTEX® PRODUCTS

new Brontexo

CODEINE PHOSPHATE...10mg

{Warning: May be habit forming)

GUAIFENESIN

i

300mg

Cough relief designed to make remaining coughs

more productive

Up to 3 times more guaifenesin than
other codeine brands

. Exceeds the minimum therapeutic requirements
; for guaifenesin set by federal guidelines

FEWER COUGHS, WETTER COUGHS

Codeine may cause sedation and have additive sedative effects with other CNS depressants.

* Recommended dosing for most codeine/guaifenesin products is two teaspoons every four hours.

Brontex®
(codeine phosphate/guaifenesin) tablets
DESCRIPTION: Each Brontex® tablet and 4 teaspoontuls (20 mL) of Brontex liguid contains
Evouame phosp M:’atgg.ﬁ.mi ................. 10 mg
arming — El DI'I'I'HW
quaifenesin.....
INDICATIONS MI[I D&Hi! Tamnaranly relieves cough due to minor throat and bronchial irritation as may occur with a
;Jlgogemnaled Irritants. Helps loosen phiegm (mucys) and thin bronchial secretions 1o rid the bronchial passageways
rS0MB MUCUS.
mmmmﬂm Brontex tablets are contraindicated in pauenu with known hypersensitivity to any of its ingredi-
nts. Brontex tablets are contraindicated for use in patients wi o o
WMNIIBS Codeine Is not recommended for use in children undarz years of age. Children under 2 years may be more
%ﬁ the respiratory depressant effects of codeine, including respiratory arrest, coma, and death.
PRI S: General: Codeine should be usad with exireme caution in patients with severs CNS depression, resph-
ratory depression, or those prone to respiratory depression, acute alcoholism, chronic pul disease and those with
substantially decreased respiratory reserve. Codeine should be administered with caution in patients with acute abdom-
inal conditions, convulsive disorders, significant hepatic or renal impairment, fever, ism, Addison's disease,
ulcerative colitis, prostatic iphy, in patients with recent gastrointestinal or urinary tract surgery, and in the very
ung or elderly or debiliated patients.
Administration of codeine may be accompanied by histamine release and should be used with caution in
children with atopy.
Dosage of codeine should nat be increased If cough fails to respond; an unresponsive cough should be reevaluated in 5
days or sooner for possible undwmnpamoiuw such as foreign body or lower respiratory tract disease.

Codeine may cause or aggravate consti

Hypolensive Etfects: Codeine may produca hypotension in ambulatory patients.

Head Injury and Increased Intracranial Pressure: The risk of respiratory depression and elevation of cerebrospinal fiuid

arossure is increased by opiate agonists, including codeine, in the presance of head injury, intracranial lesions, or a pre-
existing increase in intracranial pressu may produce adverse reactions such as sedation and pupillary

re. Thay
dmﬁm‘ mm obscuramc!mml course of 'mlhhaau injuries.
jons with Productive Cough or lﬁhuu : The risks and benefits of opiate agonists

cough suppressants, including codeine, should be rnrel I ldmd:n Hiness associated with productive cough orin
mmnicresp disease where interference with ability to clear the tracheobronchial ree of secretions would have a dele-
terious eflect on paberns respiratory function.
Information for Patients: Brontex tablets may cause marked drowsiness or may impair the mental and/or physical abilities

required I'nr!heﬁrlmmn! potentially hazardous tasks, such as driving ammnrmllm machinery. Ambulatory

told to avoid engaging in stich activities until it is known that they do not becunwdmwsy ordizy from
ta.bkals Childrenshould isedto tentialh bike riding or in ather hazardous activities.

Thie concomitant use of alcofol or other central nervous system depressants, including opiate aganists, sedatives, hyp-

Natics, and tranquilizers, may have an additive effect and shnuld be avoided or their dosage reduced.

Godunewﬂ”ulllw nn?r agonists, may produce orthostatic hypotension in some ambulatory patients. Patients should be

ca accordi

Drug Interactions: Caution should be used when taking this product with CNS depressants including alcohol, sadatives,

tranquilizers and drugs used for depression, especially monoamine oxidase inhibitors (MAQIS). These combinations may

cause areatsrsodauon than is caused by the products used alone.

Drug/Laboratory Test Interactions: Guaifenesin has been reported to interfere with clinical laboratory determinations of

urinary S-hydroxyindoleacetic acid :suw.a and urinary vaniflylmandefic acid (VMA).

Because opiate 23:;3 may Increase biliary fract pressure, with resultant increases in amylase or lipase levels,

Elemmaﬂon of thesa enzyme lavels may be unreléable for 24 hours after an opiate agonist has been given.

nesis, | nt ol Fertility: Studies with Brontex tablets in amrrﬁlstomluam carginogenic,
mutauenic or im rmem oI ferti potential have not been conducted. Studies conducted by the Mational Toxicology
rogramunm gine in rats and mice to evaluate its carcinogenic potential are in progress,

nﬁ:Eﬂm ﬁwmc Animal rapfoducnon studies hm not been conducted with Brontex tablets. It
:salsonmmwnwmmef can cause fetal harm istered b canaffect repro-
duction wpacrry Brontex tablets should be given to a pregnant woman un!y if clearly needed
Studies with codeine in hamsters and mice to evaluate its developmental toxicity ggmmal have been reported by the
National Toxi Program, Codeine produced a decrease in mean fetal weight in both hamsters and mice, but did not
roduce structural malformations.

onteratogenic Effects: Depennence has been reported in newboms whose mothers took opiates regularly during m
nancy. Signs of withdrawal include irritability, excessive crying, tremors, hyperreflexia, fever, vomiting, and diarrhea.

Brontex® (codeine phosphate/guaitenesin) tablets
m“usmgglsappear during the first few days of life,

Use should be avoided nnn labor and delivery. Opiates cross the placental barrier. The closer to
dalmryandlhelaruerlheduseused greater the |i1yufres€arr nrressmnmnenewbom If the mother
received opiates during labor, the newborn should be closely observed ﬁon:s respiratory depression. Resuscitation,
and in severe cases, naloxone may bemqumm may also prolong
Nursing Mothers: Codeing is excreted i milk in amounts that are probably insignificant when given at usual thera-
peutic dose. It is not known whether guaifenesin is excreted in breast milk. Caution should be exercised when Brontex
tablets are administered to a nursing mother. The pnssﬂmi‘ry of wmly important amounts of codeine being excreted in
breast milk in individuals abusing codeine should be consid
Pediatric Use: Brontex tablets are not rscmnnmdediurusa in children below the age of 12 years. Brontex liquid is not
recommended for use in children below the age of 6 years.

ADVERSE NS:
Nervous : CNS depression, particularly respiratory depression, light-headedness, dizziness, sedation, euphoria,
dysphoria, transient hallucination, disanientation, visual disturbances, and convulsions.
Cardiovascular: Tachycardia, bradycardia, palpitation, faintness, syncope, orthostatic hypotension (common to opiate
aoumstsj and circulatory depression.

Gastrointestinal: Nausea, vomiting, stomach pain, constipation, and biliary tract spasm. Patients with chronic ulcerative
culu;:e may experience increased colonic motility, in patients with acute ulcerative colitis, toxic dilation

Genitourinary: Oﬁuurﬁand urinary retention; antidiuretic effect has been reported (common to npate auomslsl
ic: Infrequent pruritus, urticaria, i edema, laryngeal edema, and rare anaphylactic reaction.

m'::f“rﬂm of the face, sweati anl&maakm

DRUG ABUSE AND DEPENDENCE: tablets are a Schedule 1l Controlled Substance. Brontex liquid is a Schedule V

controlled substance.
Codeine is known to be subject to abuse; however, the abuse potential of oral codeine ks lower than that of most other opi-
ate agonists because of its lower potency at therapeutic doses. However, codeine must be administered anly under close
oy kO apanhec phyikal Rp AR, IBan o om0 cccsrwih ok
jcal pl ce, an nce are known to occur ne.
OVEROGAACE
Signs and Symptoms: Semm;mmosemm mmmmmmmwm depression (a decrease in respirato-
Ty rate andn’urndadunlu respirat }atal pwqresslnu losmpororouma
I'I'IIOSlSE m?mcurm terminal necrosis or hmma}, Skl mmﬂeﬂammf and some-
rdia and hypotension, In severe overdosa ge,apnea circutato wllapse urdtacmostanddeaﬂt ey OCCUr,

l mw%mﬁrﬁigm’dﬂqﬁﬁ ghmllriaitow'a!nﬂ'k!ﬂqleﬂl hpmﬁs:oonof &thmmm n@ﬂtﬁﬁ l;
given a Tespi a airway a i n
assisted nrmnhullalmhmasm n:ermwmanhgnwrs! naloxone is a antidote against respitato-
ry depression resulting from ove orurrusn.ral sensitivity to opiate agonists, inc codeine. Therefore, an appro-
pmdmuinajmmmhyﬂrwl:mnd msen mayhaadmllmmi preferably by the intravenous route, and
smmtanmswmmeﬂonsalrm mmmunofactimolwumnemymadthalulme

antagonist, the patient shouldbelemderwmmedsumﬂhnceandandmofmeanhwmﬁshoumm
administered as needed to maintain ad

respiration.
An antagonist should not be admint inthe absence of clinically significant resg:ratory or cardiovascular depression.
Oxygen, fluids, and other supnmhrs measures should be employed as indicated.

If the amount ingested is considered dangerous or excessive, induce vomiting with ipecac syrup unless the patient is
muhnﬂ.uumm orhaslnstmagaumﬂex.mwhmmpemrmuansﬁcmwmammm I indi-
cated, foliow with activated charcoal and a saline cathartic.

DOSAGE AND ADMINISTRATION:

Adults and children 12 years of age and older: one tablet every 4 hours.

Brontex tablets are not recommended for children under 12 years of age.

Liquid: Adults and children 12 years ol age and older: 4 tzaspoonfuls every 4 hours. Children 6 to under 12 years of
agvztsaspmrﬁuls every 4 hours.

SUPPLIE
Brantex tablets are available as a red, le-shaped tablet, embossed "BRONTEX".

NDC 0143-0440-01 bottle of 100. oo

Brontex liquid is available as NDC 0149-0441-16 1 plnl {473 mL) bottle,

Store at controlled room temperature (S9°-86°F -30°C).

CAUTION: Federal law prohibils dispensing wﬂhwl prmhon

Procter & Gamble Pharmaceuticals

&
Cincinnati, Ohin 45202 PHARMACELTTICALS

Patemt Pending

© 1994 by Procter & Gamble 004-98 LMP 2071



Interactions

Medical Staff Leadership Conference — January 13-15, San Antonio, Texas

Health system reform might seem like a never-ending battle,
but with leadership, vision, and perseverance, you and your
medical staff can overcome any obstacle. Learn what it takes
to succeed in today's rapidly changing environment. Come to
Inleractions in beautiful San Antonio, Texas, January 13-15,

Experience a new way of thinking
about the future.

This year's conference, “Physician Empowerment and
Teamwork in a Changing Environment,” will help you
experience a change of perspective on the 21st Century.

Learn how to manage change.

During Interactions, we will address emerging trends in
health care delivery and how best to manage them. Among
the trends we will discuss are:

Physician/hospital
relationships
Economic competition

¢ Physician autonomy
* Resource allocation
e Regulatory constraints

Gain new leadership skills.
Special emphasis will also be placed on developing and
refining your strategic planning, team building, and com-

munication skills. Each participant will learn how to be a
more effective arbitrator, facilitator, manager, negotiator,
problem solver, and peacemaker.

Your team leaders.

Sponsored by the American Medical Association, in cooper-
ation with the National Association Medical Staff Services
and the Tevas Medical Association, this conference features
well known experts from the health care field.

Who should attend.

The curriculum is designed to benefit experienced and newly
elected or appointed medical staff leaders, including: chiefs
of staff, department chairs, vice presidents of medical affairs,
medical staff committee chairs, and medical staff services
professionals* Bring a team from your hospital!

For more information or to register, call 800 621-8335.

*The AMA designates the Interactions conference for 18

credit hours of Category 1 of the Physician’s Recognition
Award of the AMA.

American Medical Association

Physicians dedicated to the health of America




Announcing

The American Medical Association
Morris
Fishbein
Fellowship

July 1, 1995 through
June 30, 1996

Applications are now being taken for the Morris Fishbein Fellowship in Medical
Journalism sponsored by the American Medical Association. Physicians interested

in making a substantial commitment to medical journalism are invited to apply for
this full-time 1-year fellowship program.

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

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

American Medical Association

Physicians dedicated to the health of America

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

Application Forms For an applica-
tion blank, please write to Richard M.
Glass, MD, Deputy Editor, The Journal
of the American Medical Association,

515 N State St, Chicago, IL 60610.

Deadline for Applying Completed
applications should be forwarded as
soon as possible and must be received
no later than January 13, 1995.

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?

' AS a benefit of AMA member-

ship 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
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Your association is giving you a new business advantage.
(We think you'll agree its a sharp idea.)

As an American Medical Association member, you're entitled to member-only discounts on certain

AT&T business long distance services, including domestic, international, and 800 Service calls.
fﬂ'&[‘ You're also entitled to the high—quality service and reliability that AT&T pro-

BUS I N E S S EEVNEE R you're entitled to the AT&T Business Advantage. And it’s never been
ADVANIAGE , : e
— easier to put it to work for your business.

A whole new way to s !
cut your phone bill. ., Thanks to AT&T Profit By Association — an exclusive arrangement between
AMA Financing & Practice Services, Inc., a subsidiary of the American Medical Association, and AT&T— you

can get substantial member-only discounts simply by calling us at 1 800 367-3604 ext. 184A.
You'll also enjoy the best long distance service, the fastest connections and the most reliable network
in the inclustr}f.l So whether you're already an AT&T customer, or you'd like to become one, take advantage

of your unique status as a member. Call 1 800 367-3604 ext. 184A and get the AT&T Business Advantage.

AMA Financing & Practice Services, Inc. T =
A Subsidi ,nfl!e‘C]flgMuﬂcll 'q ces’ é”g (ﬁ %m

TBased on ATAT Bell Labs nationwide test of six major carriers’ switched networks, second quarter 1993 through fourth quarter 1993. ©1994 AT&ET




Read it first in...

Experience the power of new

information with the world’s
leading medical journal

The Journal of the American
Medical Association (JAMA) is

Each week JAMA keeps you current with:

Original Contributions: Insights into
important clinical trials and research from
all major medical fields.

Brief Reports: Highlights of clinical break-
throughs in convenient summary format.
Medical News and Perspectives: A weekly
summary of the latest information.
Questions and Answers: Clinical
questions from readers answered by
distinguished specialists.

Letters: Opportunity to debate viewpoint
articles and other pertinent topics.
Reviews of books, journals and software:
Informed perspectives on significant new
publications.

Theme Issues: Occasional issues focus
entirely on a single, far-reaching topic,
such as adolescent health, AIDS, violence
and tobacco.

one of the most clinically relevant
journals available to medical
professionals.

Look to JAMA as the source for:

¢ Scientific Authority. JAMA is
a major source of citations in
leading scientific journals and
publications worldwide.

* Comprehensive Coverage. No
other publication provides such
broad coverage of the clinical
and non-clinical issues in
medicine.

¢ Peer Opinions. Practicing
physicians, researchers,
academicians and other health
care professionals use JAMA to
stay in touch with the concerns
and attitudes of the medical
profession.

The most widely read, peer reviewed journal in the world.

Yes! Please enter my one-year subscription to JAMA (48 issues) for $115.

Name 1 MD/DO 1 Other

Please Print Please Specify
Address
City State Zipcode
2 Check enclosed payable to the American Medical Association Mall tpi
- neck enclosed payable to the American Medical Association. American Medical Association
Debit my: [dVisa [ Mastercard O American Express [ Optima Subscription Dept

: 515 North State Street

Card No. Exp. Chicago, IL 60610
Signature
Subscription rate for delivery outside the United States is $190; rate includes Canadian GST.

Rates subject to change.
P4FAl1
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fracture is located from the metacar-
pal neck, the lower the acceptable
amount of angulation (Figure 6,
right). Fractures at the base of the fifth
metacarpal, while less common, will
require orthopedic pinning to achieve
satisfactory stability.

The advantage of splinting a fifth
metacarpal fracture rather than cir-
cumferential casting is that splinting
eliminates many of the risks associ-
ated with a circumferential cast. Pa-
tients who are involved in alterca-
tions and sustain this injury are
frequently intoxicated. Should the pa-
tient be noncompliant with instruc-
tions on care of a circumferential cast,
neurovascular supply to the extrem-

* ity may be compromised. This is par-

ticularly true if the patient falls asleep

. while intoxicated and allows the arm

to hang down shortly after the cir-
cumferential cast has been applied.
In evaluation of any fifth meta-
carpalinjury, special care must be given
to anyone who has a concomitant lac-
eration near the fifth MCP joint. An at-
tacking clenched fist may contact the
mouth of the other fighter and the fifth
MCP joint space may be entered by a
tooth. Since the MCP joint is superfi-
cial, joint injury is easily incurred. If

notimmediately identified, a septic ar-
thritis of the MCP joint may ensue, with
potential problems of osteomyelitisand
residual osteoarthritis. All lacerations
over the fifth MCP joint should be con-
sidered to be human bites until proven
otherwise and aggressively treated with
early orthopedic evaluation, frequently
including operative explorationand dé-
bridement. A low threshold of suspi-
cion is necessary since many of these
patients will have norecollection of the
injury or will deliberately lie about the
nature of the injury.

CONCLUSIONS

The five hand fractures that are dis-
cussed in this article are common
injuries that will be seen in an office
setting. By understanding those cir-
cumstances for each problem that will
require orthopedic intervention or spe-
cialized treatment, the family physi-
cian can totally treat the majority of
these fractures. The factors that are
likely to be more difficult complications
include displaced or irreducible frac-
tures, intra-articular fracture with large
fragments, comminuted fractures, and
those with associated neurovascular
or tendon injury.

Accepted for publication June 23, 1994.

Correspondence to Family Prac-
tice Residency Program, Saint Mar-
garet Memorial Hospital, 815 Free-
port Rd, Pittsburgh, PA 15215 (Dr
Schaffer).
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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 1s
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 , .
Paget's Disease
Foundation, inc.

200 Varick 3, New York, NY 10014
(212) 229-1582 * Fax (212) 229-1502

Calan® SR (verapamil hydrochioride)

BRIEF SUMMARY
Contraindications: Severe LV dysfunction (see Warnings),
hypotension (systolic pressure < 90 mm Hg) or cardiogenic
shock, sick sinus syndrome (if no pacemaker is present), 2nd-
or 3rd-degree AV block (if no pacemaker is present), atrial
flutter/fibrillation with an accessory bypass tract (eg, WPW or
LGL syndromes), hypersensitivity to verapamil.

Wamings: Verapamil should be avoided in patients with
severe LV dysfunction (eg, sjection fraction < 30%} or moder-
ate to severe symptoms of cardiac failre and in patients with
any degree of ventricular dysfunction if they are receiving a
beta-blocker. Control mikder heart failure with optimum digitali-
zation and/or diuretics before Calan SR is used. Verapamil may
ionally produce hyp ion. Elevations of liver enzymes

have been reported. Several cases have been demonstrated to
be produced by verapamil. Periodic monitoring of liver function
in patients on verapamil is prudent. Some patients with parox-
ysmal and/or chranic atrial flutter/fibillation and an accessory
AV pathway [eg, WPW or LGL syndromes) have developed an
i d dt acrass the y pathway
bypassing the AV node, producing af: very rapid ventricular

i el o recaivi "

P or g |.V. verap
(or digitalis). Becausa of this risk, oral verapamil is contra-
indicated in such patients. AV block may occur {2nd- and 3rd-
degree, 0.8%). Development of marked 1st-degree block or
progression 1o 2nd- or 3rd-degree block requires reduction in
dosage or, rarely, discontinuation and institution of appropriate
therapy. Sinus bradycardia, 2nd-degree AV block, sinus amest,
pulmonary edema and/or severe hypotension were seen in
some critically ill 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 d for ab | prolongation of
the PR interval or other signs of overdosage. Verapamil may
decrease neuromuscular transmission in patients with Du-
chenne’s muscular dystrophy and may prolong recovery from
the neuromuscular blocking agent vecuronium. It may be nec-
essary to decrease verapamil dosage in patients with atten-
uated neuromuscular transmission. Combined therapy with
beta-adrenergic blockers and verapamil may result in additive
negative effects on heart rate, atrioventricular conduction and/
or cardiac contractility; there have been reports of excessive
bradycardia and AV block, incuding complete heart block. The
risks of such combined therapy may outweigh the benefits.
The combination shouid be used only with caution and close
monitoring. Decreasec metoprolol and propranolol clearance
may occur when either drug is administered concomitantly
with verapamil, A variable effect has been seen with combined
use of atenolol. Chronic verapamil treatment can increase
serum digoxin levels by 50% to 75% during the first week of
therapy, which can result in digitalis toxicity. In patients with
hepatic cirhosis, verapamil may reduce total body clearance
and extrarenal clearance of digitoxin. The digoxin dose should
be reduced when verapamil is given, and the patient carefully
monitored. Verapamil will usually have an additive effect in
patients receiving blood-pressure-iowering agents. Disopyr-
amide should not be given within 48 hours before or 24 hours
after verapamil administration. Concomitant use of flecainide
and verapamil may have additive effects on myocardial con-
tractility, AV conduction, and repolarization. Combined verap-
amil and quinidine therapy in patients with hypertrophic cardio-
myopathy should be avoided, since significant hypotension
may result. Concomitant use of lithium and verapamil may
result in an d sensitivity to lithium ¢ icity), with
either no change or an increase in serum lithium levels; how-
ever, it may also result in a lowering of serum lithium levels.
Patients receiving both drugs must be monitored carefully.
Verapamil may increase carbamazepine concentrations during
combined use. Rifampin may reduce verapamil bioavailability.
Phenobarbital may increase verapamil clearance. Verapamil
may increase serum levels of cyclosporin. Verapamit may
inhibit the clearance anc increase the plasma levels of theoph-
yline. Conconitant use of inhalation anesthetics and calcium
antagonists needs careful titration to avoid excessive cadio-
vascular depression. Verapamil may potentiate the activity of
neuromuscular blocking agents [curare-like and depotarizing);
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-controlled studies
in pregnant women. This drug should be used during preg-
nancy, labor, and delivery only if clearly needed. Verapamil is
excreted in breast milk; therefore, nursing should be discontin-
ued during verapamil use.
Adv Reacti Constipation (7.3%), dizziness (3.3%), .
nausea {2.7%), hypotension (2.5%), headache (2.2%), edema
(1.9%), CHF, pulmonary edema {1.8%}, fatigue (1.7%), dys-
pnea {1.4%), bradycardia: HR < 50/min {1.4%), AV block:
total 1°,2°,3° {1.2%), 2° and 3° {0.8%), rash {1.2%), flushing
{0.6%), elevated liver enzy ible non-obstructive par-
alytic ileus. The following reactions, reported in 1.0% or less
of patients, occurred under conditions where a causal relation-
ship is uncertain: angina pectoris, atrioventricular dissociation,
chest pain, claudication, myocardial infarction, palpitati
purpura (vasculitis), syncope, diarrhea, dry mouth, gastrointes-
tinal distress, gingival hyperpiasia, ecchymosis or bruising, cer-
ebrovascular accident, confusion, equilibrium disorders, insom-
nia, muscle cramps, paresthesia, psychotic symptoms, shaki-
ness, somnolence, arthralgia and rash, exanthema, hair loss,
hyperkeratosis, macules, sweatin% urticaria, Stevens-Johnson
syndrome, erythema muitiforme, blurred vision, gynecomastia,
galactorthea/hyperprolactinemia, increased urination, spotty

menstruation, impotence.
2/13/92 « P91CA7196V

Address medical inquiries to:

G.D. Searle & Co.

Medical & Scientific
Information Department

4901 Searle Parkway

Skokie, IL 60077

Chicago, it 606865116 C94CAG530T



For the Management of
Mild to Moderate Hypertension

ONCE-DAILY

@Glan .
\erapamilHCl) <=

SUSTAINED-RELEASE CAPLETS ‘&?

Excellence Built On Basics

The recommended starting dosage for Calan SR Is 180 mg once dally. Dose titration will be required In some patients to achieve blood pressure control. A lower starting dosage
of 120 mg/day may be warranted In some patients (eg, the elderly, patients of small stature). Dosages above 240 mg dally should be administered In divided doses. Calan SR
should be administered with food, Constipation, which Is easily managed in most patients, Is the most commonly reported side effect of Calan SR. Verapamil should be
administered cautiously to patients with Impaired renal function.

Please see following page for brief summary of complete prescribing Information.

©1994 Searle SHRLE
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