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Who's a candidate?

Today, a vast number of patients with
hypertension are suitable candidates for
PLENDIL.

Black patients may be candidates. So
may your older patients *

Newly diagnosed patients may be can-
didates. So may those requiring more than
one drug to control their blood pressure.

Patients with concomitant disorders
may be likely candidates, including those
with hypercholesterolemia, diabetes,
impaired renal function, COPD, or asthma.

PLENDIL. A calcium channel blocker
that's highly effective in hypertension. And
generally well tolerated when administered
at recommended dosages.

Appropriate for so many different
patient types.

For so many different reasons.

Plendil

(felodipine) Enesoms

Because you consider the whole patient.

* Patients over 65, and those with impaired liver function, should have their
ored closely during adjustment of PLENDIL and
ely require doses above 10 ma. (See CLINICAL PHARMACOLOGY
GE AND ADMINISTRATION in the Prescribing Information.)
Peripheral edema is the most common unwarted effect and is generally
mild and age- and dose-related
PLENDIL is contraindicated in patients who are hypersensitive to this product
Please see brief summary of Prescribing Information on page following







BRIEF SUMMARY
TABLETS

PLENDIL®

(FELODIPINE)
EXTENDED-RELEASE TABLETS

INDICATIONS AND USAGE
PLENDIL* is indicated for the treatment of hypertension. PLENDIL may
be used alone or concomitantly with other antihypertensive agents.

CONTRAINDICATIONS
PLENDIL is contraindicated in patients who are hypersensitive to
this product.

PRECAUTIONS
General

Hypotension: Felodiping, like other calcium antagonists, may occa-
sionally precipitate significant hypotension and rarely syncope. it
may lead to reflex tachycardia which in susceptible individuals may
precipitate angina pectoris. (See ADVERSE REACTIONS.)

Heart Failure: Although acute hemodynamic studies in a small
number of patients with NYHA Class It or IIl heart failure treated with
felodipine have not demonstrated negative inotropic effects, safety in
patients with heart failure has not been established. Caution there-
fore should be exercised when using PLENDIL in patients with heart
failure or compromised ventricular function, particularly in combina-
tion with a beta blocker.

Eiderly Patients or Patients with Impaired Liver Function: Patients
over 65 years of age or patients with impaired fiver function may have
elevated plasma concentrations of felodipine and may therefore
respond to lower doses of PLENDIL. These patients should have their
blood pressure monitored closely during dosage adjustment of
PLENDIL and should rarely require doses above 10 mg. (See CLINICAL
PHARMACOLOGY and DOSAGE AND ADMINISTRATION sections of com-
plete Prescribing Information.)

Peripheral Edema: Peripheral edema, generally mild and not asso-
ciated with generalized fluid retention, was the most common adverse
event in the clinical trials. The incidence of peripheral edema was both
dose- and age-dependent. Frequency of peripheral edema ranged
from about 10 percent in patients under 50 years of age taking 5 mg
daily to about 30 percent in those over 60 years of age taking 20 mg
daily. This adverse effect generally occurs within 2-3 weeks of the ini-
tiation of treatment.

Information for Patients

Patients should be instructed to take PLENDIL whele and not to
crush or chew the tablets. They should be told that mild gingival
hyperplasia (gum swelling) has been reported. Good dental hygiene
decreases its incidence and severity.

NOTE: As with many other drugs, certain advice to patients being treat-
ed with PLENOIL is warranted. This information is intended to aid in
the safe and effective use of this medication. It is not a disclosure of
all possible adverse or intended effects.

Drug Interactions

Beta-Blocking Agents: A pharmacokinetic study of felodipine in
conjunction with metoprolol demonstrated no significant effects on
the pharmacokinetics of felodiping. The AUC and Cmax of metoprolol,
however, were increased approximately 31 and 38 percent, respec-
tively. In controlled clinical trials, however, beta blockers including
metoprolol were concurrently administered with felodipine and were
well tolerated.

Cimetitine: In healthy subjects pharmacokinetic studies showed an
approximately 50 percent increase in the area under the plasma con-
centration time curve (AUC) as well as the Cmax of felodipine when
given concomitantly with cimetidine. It is anticipated that a clinical-
ly significant interaction may occur in some hypertensive patients.
Therefore, it is recommended that low doses of PLENDIL be used when
given concomitantly with cimetidine.

Digoxin: When given concomitantly with felodipine the peak plasma
concentration of digoxin was significantly increased. There was, how-
ever, no significant change in the AUC of digoxin,

Anticonvulsants: In a pharmacokinetic study, maximum plasma
concentrations of felodipine were considerably lower in epileptic
patients on long-term anticonvulsant therapy (e.g., phenytoin, carba-
mazepine, or phencbarbital) than in healthy volunteers. In such
patients, the mean area under the felodipine plasma concentration-
time curve was also reduced to approximately six percent of that
observed in healthy volunteers. Since a clinically significant interac-
tion may be anticipated, alternative antihypertensive therapy should
be considered in these patients.

Other Concomitant Therapy: In healthy subjects there were no clin-
ically significant interactions when felodipine was given concomi-
tantly with indomethacin or spironolactone.

Interaction with Food: See CLINICAL PRARMACOLOGY, Pharmaco-
kinetics and Metabolism section of complete Prescribing Information.
Carcinogenesis, Mutagenesis, Impairment of Fertility

In a two-year carcinogenicity study in rats fed felodipine at doses of
7.7, 23.1 or 69.3 mg/kg/day {up to 28 times' the maximum recom-
mended human dose on a mg/m? basis), a dose related increase in the
incidence of benign interstitial cell tumors of the testes (Leydig cell
tumors) was observed in treated male rats. These tumors were not
observed in a simifar study in mice at doses up to 138.6 mg/kg/day
(28 times' the maximum recommended human dose on a mg/m?
basis). Felodipine, at the doses employed in the two-year rat study,
has been shown to lower testicular testosterone and to produce a cor-
responding increase in serum luteinizing hormone in rats. The Leydig
cell tumor development is possibly secondary to these hormonal
effects which have not been observed in man.

In this same rat study a dose-related increase in the incidence of
focal squamous cell hyperplasia compared to control was observed in
the esephageal groove of male and female rats in all dose groups. No
other drug-related esophageal or gastric pathology was observed in
the rats or with chronic administration in mice and dogs. The latter
“Registered trademark of AB Astra
Based on patient weight of 50 kg

species, like man, has no anatomical structure comparable to the
esophageal groove,

Felodipine was not carcinogenic when fed to mice at doses of up to
138.6 mg/hg/day {28 times' the maximum recommended human dose
on a mg/m? basis) for periods of up to 80 weeks in males and 99
weeks in females.

Felodipine did not display any mutagenic activity in vitro in the
Ames microbial mutagenicity test or in the mouse lymphoma forward
mutation assay. No clastogenic potential was seen in viva in the
mouse micronucleus test at oral doses up to 2500 mg/kg (506 times*
the maximum recommended human dose on a mg/m’ basis) or i# vitro
in a human lymphocyte chromosome aberration assay.

A fertility study in which male and female rats were administered
doses of 3.8, 9.6 or 26.9 mg/kg/day showed no significant effect of
felodipine on reproductive performance.

Pregnancy

Pregnancy Category ©

Teratogenic Effects: Studies in pregnant rabbits administered doses
of 0.46, 1.2, 2.3 and 4.6 mg/kg/day (from 0.4 to 4 times' the maximum
recommended human dose on a mg/m* basis) showed digital anom-
alies consisting of reduction in size and degree of ossmcatlon ofthe ter—
minal phalanges in the fetuses. The frequency and severity of
changes appeared dose-related and were noted even at the Iuwest
dose. These changes have been shown te occur with other members of
the dihydropyridine class and are possibly a resuft of compromised
Uterine blood flow. Similar fetal anomalies were nct cbserved in rats
given felodipine.

In a teratology study in cynomolgus monkeys no reduction in the size
of the terminal phalanges was observed but an abnormal position of
the distal phalanges was noted in about 40 percent of the fetuses.

Nonteratogenic Fffects: A prolongation of parturition with difficult
Jabor and an increased frequency of fetal and early postnatal deaths
were observed in rats administered doses of 9.6 mg/kg/day (4 times”
the maximum human dose on a mg/m? basis} and above.

Significant enlargement of the mammary glands in excess of the
normal enlargement for pregnant rabbits was found with doses
greater than or equal to 1.2 mg/kg/day (equal to the maximum human
dose on a mg/m? basis). This effect occurred only in pregnant rabbits
and regressed during lactation. Similar changes in the mammary
glands were not observed in rats or monkeys.

There are no adequate and well-controlled studies in pregnant
women. If felodipine is used during pregnancy, or if the patient
becomes pregnant while taking this drug, she should be apprised of
the potential hazard to the fetus, possibie digital anomalies of the
infant, and the potential effects of felodipine on labor and delivery,
and on the mammary glands of pregnant females.

Nursing Mothers

It is not known whether this drug is secreted in human milk and
because of the potential for serious adverse reactions from felodipine
inthe infant, a decision shoutd be made whether to discontinue nurs-
ing or to discontinue the drug, taking inte account the importance of
the drug to the mother.

Pediatric Use
Safety and effectiveness in children have not been established.

ADVERSE REACTIONS

In controlled studies in the United States and overseas approxi-
mately 3000 patients were treated with felodipine as either the
extended-release or the immediate-release formulation.

The most common clinical adverse experiences reported with
PLENDIL® (Felodipine) administered as monotherapy in all settings
and with all dosage forms of felodipine were peripheral edema and
headache. Peripheral edema was generally mild, but it was age- and
dose-related and resulted in discontinuation of therapy in ahout 4
percent of the enrolled patients. Discontinuation of therapy due to
any clinical adverse experience occurred in about 9 percent of the
patients receiving PLENDIL, principally for peripheral edema,
headache, or flushing.

Adverse experiences that occurred with an incidence of 1.5 percent or
greater during monotherapy with PLENDIL without regard to causality are
compared to placebo in the table below.

Percent of Patients with Adverse Effects in Controlled
Trials of PLENDIL as Menotherapy
{incidence of discontinuations shown in parentheses)

riences that were dose-related. The incidence of discontinuations
due to these adverse experiences are shown in parentheses.

Adverse Placebo 25mg 50mg 100mg 20mg
Effect N=f2 N=71 N=72 N=123 N=50
Peripheral

Edema  25(16) 14(00) 139028 195(24) 360100
Palpitation ~ 0.8(08) 14(00) 00000} 24(08 120 (80)
Headache  124(00) 113(14) 11.1(00) 18741 28.0(180)
Flushing 00(00) 4200 2800 81008 200 (80)

In addition, adverse experiences that occurred in 0.5 up to 1.5 per-
cent of patients who received PLENDIL® (Felodipine} in all controlled
clinical studies (listed in order of decreasing severity within each cat-
egory) and serious adverse events that occurred at a lower rate or
were found during marketing experience (those lower rate events are
in italics) were: Bady as a Whole: Facial edema, warm sensation;
Cardiovascular: Tachycardia, myocardial infarction, hypotension, syn-
cope, angina pectoris, arhythmia; Digestive: Vomiting, dry mouth,
flatulence; Hematologic: Anemia; Musculoskeletal: Arthralgia, arm
pain, knee pain, leg pain, foot pain, hip pain, myalgia;
Nervous/Psychiatric: Depression, anxiety disorders, insomnia, irmi-
tability, nervousness, somnolence; Respiratory: Bronchitis, infiuenza,
sinusitis, dyspnea, epistaxis, respiratory infection, sneezing; Skin:
Contusion, erthema, urticaria; Urogenital: Decreased libido, impo-
tence, urinary frequency, urinary urgency, dysuria.

Felodipine, as an immediate release formulation, has also been
studied as monotherapy in 680 patients with hypertension in U.S.
and overseas controlled clinical studies. Other adverse experiences
not listed above and with an incidence of 0.5 percent or greater
include: Body as a Whole: Fatigue; Digestive: Gastrointestinal pain;
Musculoskeletal: Arthritis, local weakness, neck pain, shoulder pain,
ankle pain; Nervous/Psychiatric: Tremor; Respiratory: Rhinitis; Skin:
Hyperhidrosis, pruritus; Special Senses: Blured vision, tinnitus;
Urogenital: Nocturia,

Gingival Hyperplasia: Gingival hyperplasia, usually mild, occurred
in <0.5 percent of patients in controlled studies. This condition may
be avoided or may regress with improved dental hygiene. (See PRE-
CAUTIONS, /nformation for Patients.)

Clinical Laboratory Test Findings
Serum Electrofytes: No significant effects on serum electrolytes were
observed during short- and long-term therapy.

Serum &lucose: No significant effects on fasting serum glucose
wergy observed in patients treated with PLENDIL in the U.S. controlled
study.

Liver Enzymes: One of two episodes of elevated serum transaminas-
es decreased once drug was discontinued in clinical studies; no follow-
up was available for the other patient.

OVERDOSAGE

Oral doses of 240 mg/kg and 264 mg/kg in male and female mice,
respectively and 2390 mg/kg and 2250 mg/kg in male and femaie
rats, respectively, caused significant lethality.

In a suicide attempt, one patient took 150 mg felodipine together
with 15 tablets each of atenclol and spironolactone and 20 tablets of
nitrazepam. The patient's biood pressure and heart rate were normal
on admission to hospital; he subsequently recovered without signifi-
cant sequelae.

Overdosage might be expected to cause excessive peripheral
vasodilation with marked hypotension and possibly bradycardia.

If severe hypotension occurs, symptomatic treatment should be
instituted. The patient should be placed supine with the legs ele-
vated. The administration of intravenous fluids may be useful to
treat hypotension due to overdosage with calcium antagonists. In
case of accompanying bradycardia, atropine (0.5-1 mg) should be
administered intravenously. Sympathomimetic drugs may also be
given if the physician feels they are warranted.

It has not been established whether felodipine can be removed
from the circulation by hemodialysis.

DOSAGE AND ADMINISTRATION

The recommended initial dose is 5 mg once a day. Therapy should
be adjusted individually according to patient response, generally at
intervals of not less than two weeks. The usual dosage range is 5-
10 mg once daily. The maximum recommended daily dose is 20 mg
once a day. That dose in clinical trials shawed an increased blood
response but a large increase in the rate of peripheral

Adverse Effect PLENDIL% Placebe %
N =730 N =283

Peripheral Edema 223 42 35
Headache 186 (2.1) 106
Flushing 64 (10) 11
Dizziness 58 (08 32
Upper Respiratory

Infection 55 (0.0) 11
Asthenia 47 (0.1 28
Cough 29 (0.0) 04
Paresthesia 25 (00 18
Dyspepsia 23 (0.0 14
Chest Pain 21 {01 14
Nausea 19 (038 11
Muscle Cramps 19 (0.0 11
Palpitation 18 0.5 25
Abdominal Pain 18 {03) 11
Constipation 16 {0.1) 11
Diarrhea 16 {0.1) 11
Pharyngitis 16 {0.0) 04
Rhinorrhea 16 {00 00
Back Pain 16 0.0 11
Rash 15 {00 11

In the two dose response studies using PLENDIL as monatherapy,
the following table describes the incidence (percent) of adverse expe-

edema and cther vasadilatory adverse events (see ADVERSE REAC-
TIONS). Modification of the recommended dosage is usually not
required in patients with renal impairment.

PLENDIL should be swallowed whole and not crushed or chewed.

Use in the Elderly or Patients with Impaired Liver Function:
Patients over 65 years of age or patients with impaired Jiver functicn,
because they may develop higher plasma concentrations of felodi-
pine, should have their blood pressure monitored closely during
dosage adjustment (see PRECAUTIONS). In general, doses above
10 mg should not be considered in these patients.

of MERCK & €O, INC,
.|

For more detailed information, consult your Astra/Merck Specialist or
see complete Prescribing Information.

Astra/Merck Group of Merck & Co., Inc.

725 Chesterbrook Boulevard, Wayne, PA 19087

PLENDIL is a product of Astra/Merck Research
Copyright ©1994 by Astra/Merck Group of Merck & Co., Inc.

All rights reserved
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TAKE EFFECTIVE CONTROL
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¢ Rapid response—substantial effect seen in
as little as 1 to 3 nights of therapy’

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

* May be used hand in hand with behavior
modification

Nighttime fluid intake should be restri Ir_‘dtd L\xti pt tl of fluid overload;
qmm!tht should be checked at least n therapy is t db\ fd\

™ DDAVP Nas al Spray

(desmopressin acetate) SmL
DRY NIGHTS FOR GOOD MORNINGS

Please see brief summary of prescribing information on adjacent page.
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"IN HYPERTENSION OR ANGINA

CARDIZEM CD

(diltiazem HC)
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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.
t In clinical trials with Cardizem CD.
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Please see brief summary of prescribing information on next page.
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Brief Summary of
Prescribing Information as of April 1993

CARDIZEM® CD
(diltiazem HCI)
Capsules

CONTRAINDICATIONS

TIL 25 i 3, Hpd 1811
A 24-month study in rats at oral dosage levels
mg/kg/day sl

TG0 01 Feriiily

of up 1o 100 mo/ka/day and a 21-month study in mice at oral
dosage levels of up to 30 howed no evidence of carcinogenicity. There was also no mutagenic
response in vitro or in vivo in mammalian cell assays or in vitro in bacteria. No evidence of impaired fertility was
observed in a study performed in male and female rats at oral dosages of up to 100 mg/ka/day.

Category C. 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 perinatalip tal studies, there was an increased incidence of stillbirths at doses of 20 times the human dose

CARDIZEM is contraindicated in (1) patients with sick sinus syndrome except in the p ofat 0
ventricular pacemaker, (2) patients with second- or third-degree AV block except in the presence of a functioning
ventricular pacemaker, (3) patients with n:.rgotensinn (less than 80 mm Hg srslulic}, (4) patients who have demon-
strated 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 prcﬂunq;ng 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 may result in additive
effects on cardiac conduction. A patient with Prinzmetal's angina developed periods of asystole (2 to 5
secondsi after a single dose of 60 mg of diltiazem.
Cong 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 contractility (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 exarcised when using this combination.
Hypolension. Decreases in blood pressure associated with CARDIZEM therapy may occasionally result in
sym‘plurnai'lc tension.
Acute Hepatic Injury. Mild elevations of transaminases with and without concomitant elevation in alkaling
phosphatase and bilirubin have been observed in clinical studies. Such elevations were usually transient and
frequently resolved even with continued diltiazem treatment. In rare instances, significant elevations in
enzymes such as alkaline phosphatase, LDH, SGOT, SGPT, and other Rhennmuna consistent with acute hepatic
injury have been noted. These reactions tended to occur early after therapy initiation u 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 PRECAUTIONS.)

PRECAUTIONS
General

CARDIZEM (diltiazem hydrochloride) is extensively metabolized by the liver and excreted by the kidneys and in
bile. As with any drufaniven over %nlunued &Eeriods. laboratary parameters of renal and hepatic function should
be monitored at regular intervals. The drug should 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 hepalic studies, oral doses of 125 mg/kg and higher in rats
were associated with histological changes in the liver which were reversible when the drug was discontinued. In
:Iugs. do:sg 01; 20 mg/kg were also associated with hepatic changes; however, these changes were reversible with
confinued dosing.

DnrmalulouDicaF svents (see ADVERSE REACTIONS section) may be 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 discontinued,

]
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Drug Interactions
Due to the potential for additive eftects, caution and careful titration are warranted in patients receiving CARDIZEM
concomitantly with other agents known to affect cardiac contractility and/or conduction, (See WARNINGS.)
Pharmacologic studies indicate that there be additive effects in prolonging 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 magorasull in the competitive inhibition of metabolism,
Especially in patients with renal and/or hepatic impairment, dosages of similarty metabolized drugs, particularly
those of erapeutic ratio, may reguire adjustment when starting or stopping concomitantly administered difti-
azem to maintain optimum therapeutic blood levels.
Beta-blockers. Controlled and uncontrolled domestic studies suggest that concomitant use of CARDIZEM and
beta-blockers s 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 abnormalities.
Administration of CARDIZEM (diltiazem hydrochloride) concqmitantlz_wilh ropranolol in five normal volunteers
resulted in increased propranolol levels in all subjects and bioavailability of propranolal was increased approxi-
mately 50%. In vitro, propranolol appears to be displaced from its binding sites by diltiazem. I combination
therapy is initiated or withdrawn in conjunction with propranolol, an adj in the propranolol dose may be
warranted. (See WARNINGS.)
Cimetidine. A study in six healthé volunteers has shown a signiﬂcanl increase in peak diltiazem plasma levels
(58%) and area-under-the-curve (33%) after a 1-week course of cimetidine at 1200 rn# per day and a single dose
of diltiazem 60 mg. Ranitidine produced smaller, nonsignificant increases. The effect may be mediated by
cimetiding's known Inhibition of hepatic cytochrome P-450, the enzyme system responsible for the first-pass
metabalism of diltiazem. 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 plasma 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 digoxin levels, it is recommended
that digoxin levels be monitored when iniiialing, adjusting, and discontinuing CARDIZEM therapy to avoid possible
over- or 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, i
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
cyclosparine 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, cycl ng
concentrations should be monitored. especially when diltiazem therapy is initiated, adjusted, or discontinued,
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 In toxicity in some cases. Patients
ing these drugs ¢ y should be monitored for a potential drug interaction.

CVM94021201

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

MNursing Mothers
Diltiazem s excreted in human milk. One report suggests that concentrations in breast milk may approxi-

mate sarum levels. If use of CARDIZEM is deemed essential, an alternative method of Infant feeding should
be instituted.

Pediatric Use )
Safety and effectiveness (n children have not been established.

ADVERSE REACTIONS o : .
Serjous adverse reactions have been rare in studies carried out to date, but it should be recagnized that
patients with impaired ventricular f and cardiac conduction ab lities 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
CoOmpanson.

CARDIZEM CD Capsule Placeho-Controlled
Angina and Hyperlension Trials Combined

Cardizem €O Placebo ‘
Adverse Reactions (n=607) n=301) |
Headache 545 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% |
s 1.8% 1.7%

In clinical trials of CARDIZEM CD capsules, CARDIZEM (ablets, and CARDIZEM SR capsules involving over
3200 patients, the most common evenls (ie, greater than 1%) were edema (4.6%), headache (4.6%), dizziness
ﬂ’u“”'naﬂh;ﬂa (2.6%), first-degree AV block (2.4%), bradycardia (1.7%), flushing (1.4%), nausea (1.4%),
and rash (1.2%).

In addition, the \}ulluwinu 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, hypotension, palpitations, syncope, tachycardia, ventricular extrasystoles

Nervous m: Abnormal dreams, amnesia, depression, gait abnormality, hallucinations, insomnia, nervous-
ness, paresthesia, ‘E_Iarsoﬂalil)r change, somnolence, tinnitus, fremor

Gastrointestinal: Anoraxia, constipation, diarthea, 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 increase, dyspnea, epistaxis, eye irnitation, hyperglycemia, hyperuricemia, impotence,
muscle cramps, nasal congestion, nocturia, osteoarticular pain, polyuria, 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 gen’eral'ued rash, characterized as leukocyto-
clastic vasculitis, have been reported. However, a definitive cause and effect relationship between these avents and
CARDIZEM therapy is yet to be established.

Prescribing Information as of April 1993

Marion Merrell Dow Inc.
Kansas City, MO 64114

ecdb0483a

References: 1. Cardizem CD prescribing information. 2. Data on file,
Marion Merrell Dow Inc.
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How much of the information you share with
your patients really registers with them? After all,
they may be worried . . . preoccupied. They listen to
what you have to say, but do they hear you? By the
time they arrive home, they may remember less
than you'd like about their medical condition and
the treatment you've prescribed for them.

That’s why Roche Laboratories has redeveloped
its well-established Medication Education (ME)
program. The result? Appealing, easy-to-understand
booklets to reinforce the information you provide
when prescribing a Roche medication. And a
positive step in gaining adherence for your
treatment plan.

You've always had the answers . . . now have
them in hand. Whenever you prescribe a Roche
medication, remember ME, too. Medication
Education booklets available to you free of charge.
You'll be giving your patients more than expert
care, you'll be giving them printed information they
can refer to — knowledge they can apply.

For details, ask your Roche representative about
the new ME or write to: Roche Medication
Education, Professional Services Department, 340
Kingsland Street, Nutley, NJ 07110-1199

MEDICATION
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Patient Education Roche|
ED UWERNTIN O M

A Healthy Outlook on

Copyright © 1993 Hoffmann-La Roche Inc. All rights reserved.




A Little Means A
Lot To The Older
Hypertensive

Comparable antihypertensive
efficacy to 2.5 mg"™ with

the salety profile of a lower
once-daily dose

Favorable metabolic profile'-no adverse i
effect on lipids; only 2% incidence of s : SR LOZG
clinical hypokalemia® ' /
Safe 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 lor indapamide in hypertension

LOW-DOSE ONCE-DAILY

LOZ0L12S5.

INDARAMIDE TABLETS

LOZOL® (indapamide) 1.25 mg and 2.5 mg tablets
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Look

WHAT'S

NEwW ON

American Metlical Television!

Only

(o]

n

CNBC

with Dr. George Lundberg

If you are a physician with strong convictions
and even stronger opinions, this show is designed

for you.

Join host, George D. Lundberg, MD, Editor of
JAMA, as he debates the controversial issues of
health care in the 90s. Each week, Lundberg
engages in lively and thought provoking
conversation with the movers and shakers

shaping health care policy.

Tune-in as they "hash-out" the medical
issues forming tommorow's health care

system.

Every Saturday & Sunday at 11:00 ET.

JAMA Medical Rounds has a new format and

time!

American Medical Television still provides
your medical newscast with interviews and
commentary on developments in medical
research. But now, get this information in a more

concise format.

We know your time is precious. Cutthrough the
information clutter with the only medical news
program produced in conjunction with JAMA -
the world's most widely read peer-reviewed

journal.

Every Saturday & Sunday at 11:30 ET.

American Medical Television is a partnership of NBC Cable and the American Medical Association.
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Comprehensive physician.
Decision maker. Care giver.
Patient advocate. Leader.

Family medicine has a new face
and the clinical journal the
specialty demands — Archives of
Family Medicine. Peer reviewed,
cutting-edge, primary source
material. Easily read. Immediately
applicable to daily practice.

For subscriber information,
call toll-free: 800-AMA-2350.

The New Face of Family Medicine

ARCHIVES

FAMILY MEDICINE
Read it and lead!
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Learn to manage
risks in an
environment that’s
riskier than ever.

Risk Factors in Medical Practice video work-
shops can help you reduce liability risk in your
medical practice and improve your ability to
deliver efficient, quality care. The first video of the

Medical Practice Risk Manager is a new
newsletter that can assist you and your staff in
establishing systems and procedures that enhance

patient care while reducing your liability risks.

Each issue provides a complete perspective on series is titled Office Communications. It explains

current topics along with Physician Abstract, a the medical-legal impact of poor communication
and provides field-tested techniques to help staff

handy "quick read" synopsis. Each issue also
features sample forms, checklists, protocols, and
other practical tools for reducing risk. Start your

improve their skills. Plus you can take and return
the post-test that is included to get individual
feedback as well as a certificate of completion.

Charter Subscription (10 issues/year) before the
end of 1994 and save $20. Upcoming titles in the series include Doctor-Patient
Relations, Managing Risk in Managed Care, and
Medical Practice Risk Manager Informed Consent. Order by the end of 1994 and
save up to $50.
Order #: NR638094LS
Introductory prices through D ber 1994 . . . .
AMA Member price: $76 @ Office Communications Video
Nonmember price: $129
Order #: OP637894LS
American Medical Association Introductory prices through December 1994 @

AMA Member price: $59
Nonmember price: $99

Physicians dedicated to the health of America

Medical Practice
Risk Manager
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Be sure she makes the
appointment that could
save her life.

Nearly two million women will develop breast cancer in the 1990s.
Early detection is your patient’s best protection—
that's why her mammography appointment is so important.
A mammogram can find breast cancer early enough
to save her life.

For an accredited mammography facility in your area, call—
American Cancer Society: 1-800-ACS-2345; Y-ME: 1-800-221-2141;
Susan G. Komen Breast Cancer Foundation: 1-800-'M-AWARE.

October 19th

is National Mammography Day.
Make it her day
for an appointment.

A message from the Board of Sponsors of National Breast Cancer Awareness Month,
made possible by an educational grant from the ZENECA HealthCare Foundation.

& 1993 ZENECA Inc. GRP-1404 793




Keep on top of today’s
toughest legal and
ethical issues.

Current Opinions with Annotations is an which cite the Opinions or the Principles of
essential component of the American Medical ~ Medical Ethics. So you can be assured of
Association’s (AMA) Ethics Code. Published complete coverage.

by the AMA’s Council on Ethical and Judicial
Affairs in May 1994, Current Opinions with

Annotations contains over 125 opinions,

Current Opinions with Annotions is an
essential reference for both academic and

legal researchers, now more than ever. Call toll

including more than 20 new opinions and 30
free 800 621-8335 and order yours today.

revised opinions. It’s an invaluable tool to

help you stay abreast of today’s ever-changing
Code of

medical/legal scene. Medical E thiCS, —
You'll find opinions covering the toughest Current OpiﬂiOﬂS Modion

legal and ethical issues facing medicine today. ~ with Annotations ;Et"“:: ::m
Rationing of health care, withdrawal of life- 1994 Edition

sustaining medical treatment, reproductive Order #: OP632394LS
: : ; AMA Member price: $15
issues, managed care, and economic conflicts Nonmember price: $35

of interest are just a few examples.

In addition, the 1994 edition is annotated
with the most recent reported court decisions To order, call 800 621-8335

and legal, medical, and health policy articles
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Address correspondence to the Department of Fam-

ily Practice, Kentucky Clinic, University of Kentucky,
Lexington, KY 40536-0284 (Dr Mainous).
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Now vou can depend on Book Source, too.

It's another exclusive benefit of your AMA membership.

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.

Thousands of
physicians
depend on AMA
Book Source!

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.

Do you?
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
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or 3rd-degree AV block {if no pacemaker is present), atrial
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ate to severe symptoms of cardiac failure and in patients with
any degree of icular dysfunction if they are receiving a
beta-blacker. Control milder heart failure with optimum digitali-
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bypassing the AV node, producing a very rapid icul
response or ventricular fibrilation after receiving I.V. verapamil
{or digitalis). Because 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 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,
pulmonary edema and/or severe hypotension were seen in
some critically ill patients with hypertrophic cardiomyopathy
who were treated with verapamil.

Precautions: Verapamil shouki be given cautiously to
patients with impaired hepatic function (in severe dysfunction
use about 30% of the normal dose} or impaired renal function,
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the PR interval or other signs of overdosage. Verapamil may
decrease neuromuscular transmission in patients with Du-
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bradycardia and AV block, including complete heart block. The
risks of such combined therapy may outweigh the benefits.
The combh?‘tion shogld be used only with cautlon a‘nd close
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may occur when either drug is administered concomitantly
with verapamil. A variable effect has been seen with combined
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tractility, AV conduction, and repolarization. Combined verap-
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ever, it may also result in a lowering of serum lithium levels.
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Verapamil may increase carbamazepine concentrations during
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