
728 State Street   |   Madison, Wisconsin 53706   |   library.wisc.edu

Cardizem SR advertisement. 

[s.l.]: [s.n.], 1988

https://digital.library.wisc.edu/1711.dl/7SDGNH3EXIQPN8T

http://rightsstatements.org/vocab/InC/1.0/

The libraries provide public access to a wide range of material, including online exhibits, digitized
collections, archival finding aids, our catalog, online articles, and a growing range of materials in many
media.

When possible, we provide rights information in catalog records, finding aids, and other metadata that
accompanies collections or items. However, it is always the user's obligation to evaluate copyright and
rights issues in light of their own use.



HELPING TO ACHIEVE 
THE FOUR GOALS OF 

ANTIHYPERTENSIVE THERAPY 

S y\ gy 

ETO 

CARDIZEMSR 
iltiazem HC) sapsues “°°? 
For hypertension RS 

Qe 

eee as acura, Gears KS



q0 ij P 

cc = fa a Ei | | “Ss L\ 

oN ss J wml a RS 

TTS | 

Lowers total peripheral resistance? | 
=e 

Effectively controls blood pressure, 
comparable to beta-blockers and diuretics*° 

a 
Is effective as monotherapy in mild to moderate 

hypertension, in short- and longer-term 
clinical trials®*
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A LOW SIDE-EFFECT PROFILE* 
Is rarely associated with side effects 

that slow patients down or impair performance — 
fatigue, drowsiness, depression, constipation, 

sexual dysfunction, or postural hypotension*>* 
een 

Maintains or improves exercise performance, > 
for greater feeling of well-being®’ Qe 
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AVOIDS TARGET ORGAN COMPLICATIONS 
Lowers total vascular resistance, with enhanced blood flow 

to key target organs, including the kidney and heart””® 

Lowers renal eat Pree and causes 
no disturbance of fluid or electrolyte balance”™ 

ez 
Reduces left ventricular hypertrophy, a common 

cardiac abnormality in hypertension””
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BENEFICIAL CARDIOVASCULAR EFFECTS 
Does not adversely affect serum lipid levels, 

important in the development of atherosclerosis?" 
sey 

Controls hypertension, a major risk factor 
, for stroke and heart disease” 

Decreases cardiac work load as it increases rw 
myocardial oxygen supply!° i) 

@& 
Please see brief summary of prescribing information on last page of this advertisement. ON
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FOR OLDER, BLACK, AND ACTIVE PATIENTS 
Works as well as diuretics in older and black patients — 4 

without the metabolic or hemodynamic disturbances of the diuretics** 
ses) 

As effective as beta-blockers with fewer side effects? 
often a better choice for younger, active patients as well as patients : 

with certain coexisting conditions*: COPD, asthma, peripheral vascular 
disease, coronary artery disease, depression, and hyperlipidemia*? 3° 

*Please see Adverse Reactions and Contraindications sections of brief summary of prescribing information ; 
on last page of this advertisement.
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A SIMPLIFIED PRESCRIBING REGIMEN 
Start with Cardizem SR 90 mg bid in your 

newly diagnosed patient** 
Ea] 

Add Cardizem SR for an enhanced antihypertensive effect 
when your patient is inadequately controlled by another agent* 

es] 

Switch to Cardizem SR when your patient is experiencing 
side effects or is not responding to another regimen 

“Dosage must be adjusted to each patient’s needs, starting with 60 to 120 mg twice daily. 

{Dosage may need to be adjusted when adding one antihypertensive agent to another. 

Please see brief summary of prescribing information on next page. Be
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BRIEF SUMMARY may require adjustment when starting or stopping concomitantly administered 
CARDIZEM? SR CARDIZEM to maintain optimum therapeutic blood levels. OO USER TES 
(diltiazem hydrochloride) Beta-blockers: Controlled and uncontrolled domestic studies suggest that Dilt Placeb 
Sustained Release Capsules concomitant use of CARDIZEM and beta-blockers or digitalis is usually well iltiazem en 
CONTRAINDICATIONS tolerated, but available data are not sufficient to predict the effects of concomi- N=315 Bear 

CARDIZEM is contraindicated in (1) patients with sick sinus syndrome except _tant treatment in patients with left ventricular dysfunction or cardiac conduction # pts (%) # pts (7) 
inthe presence of a functioning ventricular pacemaker, (2) patients with second- abnormalities. 38 (12%) 17 (8%) 
or third-degree AV block except in the presence of a functioning ventricular Administration of CARDIZEM (diltiazem hydrochloride) concomitantly with : 7 t AY block first degree 24 (7.6%) (19%) | pacemaker, (3) patients with hypotension (less than 90 mm Hg systolic), propranolol in five normal volunteers resulted in increased propranolol levels in 1 
(4) patients who have demonstrated hypersensitivity to the drug, and (5) pa: all subjects and bicavailability of propranolol was increased approximately 80%, |_diaziness_— | 22(79) 6 (2.8%) 
tients with acute myocardial infarction and pulmonary congestion documented If combination therapy is initiated or withdrawn in conjunction with propranolol, 19 (6%) 20.9%) 
by x-ray on admission. an adjustment in the propranolol dose may be warranted. (See WARNINGS.) 19 (6%) 3(1.4%) 7 

WARNINGS Cimetidine: A study in six healthy volunteers has shown a significant increase ECG abnormally FEYUNT) 3 (LAs) 
1. Cardiac Conduction, CARDIZEM prolongs AV node refractory periods without in peak ditiazem plasma levels (58%) and area-under-the-curve (53%) after a 

significantly prolonging sinus node recovery time, except in patients with sick _1-week course of cimetidine at 1,200 mg per day and diltiazem 60 mg per day. 10(3.2%) 1 (0.5%) 
sinus syndrome. This effect may rarely result in abnormally slow heart rates Ranitidine produced smaller, nonsignificant increases. The effect may be me- 5 (1.6%) 2 (0.9%) 
(particularly in patients with sick sinus syndrome) or second- or third-degree diated by cimetidine’s known inhibition of hepatic cytochrome B-450, the enzyme 4 (1.3%) 1 (0.5%) 5 
AV block (nine of 2,111 patients or 0.4394). Concomitant use of diltiazem with system probably responsible forthe first-pass metabolism of diltiazem. Patients : - 
beta-blockers or digitalis may result in additive effects on cardiac conduc- currently receiving diltiazem therapy should be carefully monitored for a change  |_nausea_ 4 (1.3%) 2 (0.9%) 
tion. A patient with Prinzmetal’s angina developed periods of asystole (2 to —_in pharmacological effect when initiating and discontinuing therapy with cimeti- 4 (1.3%). 2.(0.9%) 
5 seconds) after a single dose of 60 mg of diltiazem. dine. An adjustment in the diltiazem dose may be warranted. | poywria SSC=*d 4(13%) 20.9%) * 

2. Congestive Heart Failure. Although diltiazem has a negative inotropic effect Digitalis: Administration of CARDIZEM with digoxin in 24 healthy male sub- [mara 
inisolated animal issue preparations, hemodynamic studies in humans with jects increased plasma digoxin concentrations approximately 20%. Another 1) eso 
normal ventricular function have not shown a reduction in cardiac index nor investigator found no increase in digoxin levels in 12 patients with coronary 3(1%) 1 (0.5%) 
consistent negative effects on contractility (dp/dt). An acute study of oral artery disease. Since there have been conflicting results regarding the effect of 3 (1%) 1 (0.5%) 
diltiazem in patients with impaired ventricular function (ejection fraction digoxin levels, it is recommended that digoxin levels be monitored when initiat- 
24% + 6%) showed improvement in indices of ventricular function without ing, adjusting, and discontinuing CARDIZEM therapy to avoid possible over. or  |_insomnia | (1%) (0.5%) 
significant decrease in contractile function (dp/dt). Experience with the use of | under-digitalization, (See WARNINGS.) ee ES Se 
CARDIZEM (diltiazem hydrochloride) in combination with beta-blockers in Anesthetics: The depression of cardiac contractility, conductivity, and auto- 2((016 9) | == | 
patients with impaired ventricular function is limited. Caution should be  maticity as well as the vascular dilation associated with anesthetics may be = - ; 
exercised when using this combination. potentiated by calcium channel blockers. When used concomitantly, anesthetics In addition, the following events were reported infrequently (less than 1%) or 

3. Wpcease Dense: in blood presse associated with CARDIZEM therapy and calcium blockers should be titrated carefully. hate Pe observed in angina trials. In many cases, the relation to cies 

* may occasionally result in symptomatic hypotension Carcinogenesis, Mutagenesis, Impairment of Fertility. A24-month study in uncertain. 4. cate Hepatic Ir. Mid elevations of transaminases wth and without gc arymogeness Mutagenesis, Impairment o Ferlity A74-month thin vascular: Angina, anythnia, bundle branch blck, taehycada, ven- 
Concomitant elevation in alkaline phosphatase and bilirubin have been was also no mutagenic response in in vitro bacterial tests. No intrinsic tea on tricular extrasystoles, congestive heart failure, syncope. 
oud in ciel sues Si eons were tual rensint and fertility was observed in rats. Nervous System: Amnesia, depression, gait abnor, hallucinations, ner- 

requently resolved even with continued diltiazem treatment. In rare in- vousness, paresthesia, personality change, tinnitus, tremor, stances signicant elevations in engmes suchas atalne phosphatase, gf T@ETANY. Calgary, Reproduction studies have been conducted in mice, ieee ie . 
LDH, SGOT, SGPT, and other phenomena consistent with acute hepatic injury (218.80 Peak ee e Gastrointestinal: Anorexia, diarrhea, dysgeusia, mild elevations of SGOT, SGPT, g/kg basis) than the daily recommended therapeutic dose has resulted in ; p , SGPT, have been noted. These eactions tended to occu eal after therapyintition SA OE Ft thay These doses, m some studies, Nave been Tepoted {0 and LDH (see hepatic warnings), vomiting, weight increase, 
{1 t8 weeks) and have been reversible upon discontinuation of drug therapy. £212 steal abnormalities, ne perinatal/postnatal tudes, hee was same thirst, The relationship to CARDIZEM is uncertain in some cases, but probable in C2456 fy Mraniguel' pu Gents aot tee Th Dermatological: Petechiae, pruritus, photosensitivity, urticaria. 
some. (See PRECAUTIONS.) Trerecsed itendenee of StllbahG at docee ot DU tines te hutncridtecrereater, chet: Aanibgne CEM Ie eeseati nes eS eT increased incidence of stillbirths at doses of 20 times the human dose or greater. : yopla, pep lea BNStaNon i 

PRECAUTIONS There are no well-controlled studies in pregnant women; therefore, use hyperglycemia, sexual difficulties, nasal congestion, nocturia, 
General. CARDIZEM (diltiazem hydrochloride) is extensively metabolized by CARDIZEM in pregnant women only if the potential benefit justifies the potential osteoarticular pain, impotence, dry mouth. 

the er and excreted by the kidneys and f Bie is with aly drug given over —_risk to the fetus. a a Ane eneeel ee one iy fe 
prolonged periods, laboratory parameters should be monitored at regular inter- i i feceivit a 1a, gingival Nyt 1a, WOrMe, « 
vals. The drug shoud be used with caution inpatients with impated renal or ghat"eSatotns in heat sil ray avout Sra eo ety aid leukopenia, Definitve cause and fle el tsi bl ween these eves 
hepatic function, In subacute and chronic dog and rat studies designed to CARDIZEM is deemed essential, an alternative method of infant feeding should "4 CARDIZEM therapy cannot yet be established, pul frac high doses of diltiazem were associated with hepatic damage. be instituted. ’ Issued 1/89, 
n subacute hepatic studies, or i ee =a ESL ae Hise serie! TG ee te ets Pediatric Use. Saetyandeffectveessinchildrenhavenot been established. References: 1. Staessen J, Fagard R, Lignen P, et al: Pract Cardol 

the drug was discontinued. In dogs, doses of 20 mg/kg were also associated with ADVERSE REACTIONS 1986;12(6):55-65. 2. Safar ME, Simon AC, Levenson JA, et al: Circ Res _ 
hepatic changes; however, these changes were reversible with continued dosing. Serious adverse reactions have been rare in studies carried out to date, but it 1983:52(suppl I):169-173. 3. Massie B, MacCarthy EP, Ramanathan KB, et 

Dermatological events (see ADVERSE REACTIONS section) may be transient should be recognized that patients with impaired ventricular function and cardiac al: Ann Intern Med 1987;107(2):150-157. 4. Weir MR, Josselson J, Giard MJ, 
and may disappear despite continued use of CARDIZEM. However, skin eruptions conduction abnormalities have usually been excluded from these studies. et al: Am J Cardiol 1987;60:361-411. 5. Frishman WH, Zawada ET Jr, Smith 
progressing to erythema multiforme and/or exfoliative dermatitis have also been The adverse events described below represent events observed incclinicalstudies LK, et al: Am J Cardiol 1987;59:615-623. 6. Pool PE, Seagren SC, Salel Ar: 
infrequently reported. Should a dermatologic reaction persist, the drug should be of hypertensive patients receiving either CARDIZEM Tablets or CARDIZEM SR © Am J Cardiol 1985;56:86H-91H. 7. Amodeo C, Kobrin |, Ventura HO, et al: 

discontinued. Capsules as well as experiences observed in studies of angina and during market- Circulation 1986;73(1):108-113. 8. Pool PE, Seagren SC, Salel AF: Cardiol 
Drug Interaction. Due to the potential for additive effects, caution and careful ing. The most common events in hypertension studies are shown in a table with Board Rev 1986;3(10):77-91. 9. Szlachcic J, Hirsch AT, Tubau JF, et al: Am 

titration are warranted in patients receiving CARDIZEM concomitantly with any rates in placebo patients shown for comparison. Less common events are listed by J Cardiol 1987;59:393-399. 10. O'Rourke RA: Am J Cardiol 1985;56:34H-40H. 
agents known to affect cardiac contractility and/or conduction. (See WARNINGS.) body system; these include any adverse reactions seen in angina studies that were 11. Sunderrajan S, Reams G, Bauer JH: Hypertension 1986;8:238-242, 12. 
Pharmacologic studies indicate that there may be additive effects in prolonging not observed in hypertension studies. In all hypertensive patients studied (over © Massie BM, Hirsch AT, Inouye IK, et al: Am J Med 1984;77(4A):135- 142. 13. 
AV conduction when using beta-blockers or digitalis concomitantly with 900), the most common adverse events were edema (9%), headache (8%), | Schulte K-L, Meyer-Sabellek WA, Haertenberger A, et al: Hypertension 
CARDIZEM. (See WARNINGS.) dizziness (6%), asthenia (5%), sinus bradycardia (3%), flushing (3%), and 1° AV _-1986;8:859-865. 14. Frishman WH, Kirkendall W, Lunn J, et al: Am J Cardiol 

As with all drugs, care should be exercised when treating patients with block (3%). Only edema and perhaps bradycardia and dizziness were dose related. 1985;56:92H-96H. 15. Materson BJ: Drug Ther 1985;15(11):177- 188. 
multiple medications. CARDIZEM undergoes biotransformation by cytochrome The most common events observed in clinical studies (over 2,100 patients) of . 
P-450 mixed function oxidase. Coadministration of CARDIZEM with other agents angina patients and hypertensive patients receiving CARDIZEM Tablets or Another patient benefit product from & 
which follow the same route of biotransformation may result in the competitive CARDIZEM SR Capsules were (ie, ereater than 1%) edema (5.4%), headache pm PHARMACEUTICAL DIVISION 
inhibition of metabolism. Dosages of similarly metabolized drugs, particularly (4.5%), dizziness (3.4%), asthenia (2.89), irst-degzee AV block (1.8%), flushing 
those of low therapeutic ratio or in patients with renal and/or hepatic impairment, (1.79%), nausea (1.6%), bradycardia (1.5%), and rash (1.5%). IM MARION cana roatiied 
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BRIEF SUMMARY may require adjustment when starting or stopping concomitantly administered CARDIZEM® SR CARDIZEM to maintain optimum therapeutic biood levels. CT ete TT) (diltiazem hydrochloride) Beta-blockers: Controlled and uncontrolled domestic studies suggest that 7 = Sustained Release Capsules concomitant use of CARDIZEM and beta-blockers or digitalis is usually well Diltiazem eat CONTRAINDICATIONS tolerated, but available data are not sufficient to predict the effects of concomi- N=315 a CARDIZEM is contraindicated in (1) patients with sick sinus syndrome except tant treatment in patients with left ventricular dysfunction or cardiac conduction # pts (%) # pts (%) in the presence ofa functioning ventricular pacemaker, (2) patients with second- abnormalities, 38 (12%), 17. (8%) or third-degree AV block except in the presence of a functioning ventricular Administration of CARDIZEM (tiazem hydrochloride) concomitantly with [ay block frst degree 24 (7.6%) 7(19%) pacemaker, (3) patients with hypotension (less than 90 mm Hg systolic), propranolol in five normal volunteers resulted in increased propranolol levels in (4) patients who have demonstrated hypersensitivity to the drug, and (5) pa- all subjects and bioavailability of propranolol was increased approximately 50%.  |_diziness | 22 (7%), 6 (2.8%) 
tients with acute myocardial infarction and pulmonary congestion documented If combination therapy is initiated or withdrawn in conjunction with propranolol, | edema —«|=——«19 (6%). 2(0.9%) by xray on admission an adjustment in the propranolol dose may be warranted. (See WARNINGS.) 19 (6%) 3 (14%) WARNINGS Cimetidine: stayin sheath voluntees has shown asgnfiantincease |“Eo@ abnomaliy | 1a ud) |) 1. Cardiac Conduction. CARDIZEM prolongs AV node refractory periods without in peak diazem plasma levels (58°) and area-unde-te-cuvve (63%) after a ECG abnormali 134.1%) 

significantly prolonging sinus node recovery time, except in patients with sick _I-week course of cimetidine at 1,200 mg per day and ditiazem 60 mg per day.  |_asthenia ————=——=«|~—*10 (3.2%) 1(05%) 
sinus syndrome. This effect may rarely result in abnormally slow heart rates Ranitidine produced smaller, nonsignificant increases. The effect may be me- [constipation =H 5 (1.6%) 2.(0.9%) (particularly in patients with sick sinus syndrome) or second- or third-degree diated by cimetidine’s known inhibition of hepatic cytochrome P-450, the enzyme 4 (1.3%) 1 (0.5%) 
AV block (nine of 2,111 patients or 0.43%). Concomitant use of diltiazem with _ system probably responsible for the first-pass metabolism of diltiazem. Patients 
beta-blockers or digitalis may result in additive effects on cardiac conduc- currently receiving diltiazem therapy should be carefully monitored fora change © |_nausea | —«A(13%0) 2 (0.9%) 
tion. A patient with Prinzmetal’s angina developed periods of asystole (2 to _in pharmacological effect when initiating and discontinuing therapy with cimeti- 4(1.3%) 2(0.9%) 5 seconds) after a single dose of 60 mg of diltiazem. dine. An adjustment in the diltiazem dose may be warranted. [powria SS~*d 4(1.3%) 2 (0.9%) 2. Congestive Heart Failure. Although diltiazem has a negative inotropic effect Digitalis: Administration of CARDIZEM with digoxin in 24 healthy male sub- i a inisolated animal tissue preparations, hemodynamic studies inhumans with jects increased. plasma digoxin concentations.approximately 20%. Another 411.3%) normal ventricular function have not shown a reduction in cardiac index nor investigator found no increase in digoxin levels in 12 patients with coronary 31%) 1 (0.5%) consistent negative effects on contractility (dp/at). An acute study of oral artery disease. Since there have been conflicting results regarding the effect of 31%) T(0.5%) diltiazem in patients with impaired ventricular function (ejection fraction digoxin levels, itis recommended that sion els be nntred when ina. aa 1x 24% + 6%) showed improvement in indices of ventricular function without ing, adjusting, and discontinuing CARDIZEM therapy to avoid possible over- or  |_insomnia——s| =~) ss (05%) _— 
significant decrease in contractile function (dp/dt). Experience with the use of _under-digitalization. (See WARNINGS.) 31%) 1(0.5%) CARDIZEM (diltiazem hydrochloride) in combination with beta-blockers in Anesthetics: The depression of cardiac contractility, conductivity, and auto- 206%) as | | patients with impaired ventricular function is limited. Caution should be maticity as well as the vascular dilation associated with anesthetics may be exercised when using this combination potentiated by calcium channel blockers, When used concomitantly, anesthetics _In addition, the following events were reported infrequently (less than 1%) or 

3. Ippotension:Deseas= blood pressure associated with CARDIZEM therapy and calcium blockers should be titrated carefully. have Peet observed in angina trials. In many cases, the relation to drug is 
may occasionally result in symptomatic hypotension : Carcinogenesis, Mutagenesis, Impairment of Fertility. A24-month study in ncertain. 4, Acute Hepatic Injury. Mild elevations of transaminases with and without rats and’ SL-manth ayn Face seal encores carcinogenicity. Tere Cardiovascular: Angina, arrhythmia, bundle branch block, tachycardia, ven- Concomitant elevation in. alkaline phosphatase and bilirubin have been was also no mutagenic response in in vitro bacterial tests. No intrinsic effect on tricular extrasystoles, congestive heart failure, syncope. sheen in inka elles Set sievabns were aly versie and fertility was observed in rats, Nervous System: Amnesia, depression, gait hema hallucinations, ner- Frequently resolved even with continued diltiazem treatment. In rare in- vousness, paresthesia, personality change, tinnitus, tremor, stances, significant elevations in enames such as ataine phosphatase, a sbfenthin Aarrsoton ol does ona Rote eee abrarmal creams en {DH, SGOT, SGFT, and ather phenomena consistent with acute hepatic injury (O92 mpg basis) than the dally recommended therapeutie dosehasresatted in Gastrointestinal: Anorexia, diarthea,dysgeusia, mild elevations of SGOT, SGPT, have bean noed. These reaction tended tooccureary after theranyintiation Sao natal thay Tose doses, reome shes hove kecs ante i and LDH (see hepatic warnings), vomiting, weight increase, 
{i to8 weeks) and have been eersibleupon discontinuation of dugtherapy. Cac caetal abnormaltes. nthe priatal/postratal studs, there was some thirst, the relationship to CARDIZEM is uncertain in some cases, but probable iM reducton in ear individual pup weights and survival tates, There was, an Dermatological Petechiae, prutus,photosensitvty urticaria, 
Same, (See PRECAUTIONS.) increased incidence of stillbirths at doses of 20 times the human dose or greater Other: Amblyopia, CPK increase, dyspnea, epistaxis, eye iritation, PRECAUTIONS There are no well-controlled studies in pregnant women; therefore, use hyperglycemia, sexual difficulties, nasal congestion, nocturia, General. CARDIZEM (diltiazem hydrochloride) is extensively metabolized by CARDIZEM in pregnant women only if the potential benefit justifies the potential osteoarticular pain, impotence, dry mouth. the Ine and xed by the Keys. and in ble AS with ay drug gen over riko the ets relic alone esi ieee sen late a aa prolonged periods, laboratory parameters should be monitored at regular inter- i ents recel lopeca, gin ia, erythema m , vals. The drug shouldbe used with caution in patients with impaired renal or pA sing Mothers. Diltiazem Ta Ray apa eon ean fuBeestS and leukopenia, Definitve cause and efct relationship between these events 

hepatic function, In subacute and chronic dog and rat studies designed to CARDIZEM is deemed essential, an alternative method of infant feeding should _%4 CARDIZEM therapy cannot yet be established. produce ee el doses of nite ne associated with hepatic damage. _e instituted , 'ssued 1/89 n special subacute hepatic studies, oral doses of 125 mg/kg and higher in rats ae ; Se were associated with histological changes inthe liver which were reversible when Bost Veo: Sefet) ato eftetvenessin tlre navendt Reon established 
the drug was discontinued. In dogs, doses of 20 mg/kg were also associated with ADVERSE REACTIONS 
hepatic changes, honeve these changes wereevbe with continued dosing Serious adverse reactions have been rare in studies carried out to date, but it 

Dermatological events (see ADVERSE REACTIONS section) may be transient should be recognized that patients with impaired ventncular function and cardiac 
and may disappear despite continued use of CARDIZEM. However, skin eruptions conduction abnormalities have usually been excluded from these studies 
progressing to enthema multiforme and/or exfoliative dermatitis have also been The adverse events described below represent events observed in clinical studies 
infrequently reported. Should a dermatologic reaction persist, the drug should be of hypertensive patients receiving either CARDIZEM Tablets or CARDIZEM SR 

discontinued. Capsules as well as experiences observed in studies of angina and during market- 
Drug Interaction, Due to the potential for additive effects, caution and careful ing. The most common events in hypertension studies are shown in a table with 

titration are warranted in patients receiving CARDIZEM concomitantly with any rates in placebo patients shown for comparison Less common events are lsted by 
‘agents known to affect cardiac contractility and/or conduction, (See WARNINGS.) body system; these include any adverse reactions seen in angina studies that were 
Pharmacologic studies indicate that there may be additive effects in prolonging not observed in hypertension studies. In all hypertensive patients studied (over AV conduction when using beta-blockers or digitalis concomitantly with 900), the most common adverse events were edema (9%), headache (8%), MARION MERRELL DOW INC CARDIZEM. (See WARNINGS.) dizziness (6%), asthenia (5%), sinus bradycardia (3%), flushing (3%), and 1° AV : As with all drugs, care should be exercised when treating patients with lock (324). Only edema and perhaps bradycardia and dizziness were dose related. -_ ‘multiple medications. CARDIZEM undergoes biotransformation by cytochrome The most common events observed in clinical studies (over 2,100 patients) of aa P-450 mixed function oxidase. Coadministration of CARDIZEM with other agents angina patients and hypertensive patients receiving CARDIZEM Tablets or MV) eatnrsxciceny @antowemcinla which follow the same route of biotransformation may result in the competitive CARDIZEM SR Capsules were (ie, greater than 1%) edema (5.4%), headache inhibition of metabolism, Dosages of similarly metabolized drugs, particularly (4.58), dizziness (34%), asthenia (8%). st depree AV block (1870) ushng 
those of low therapeutic rato orin patients with renal and/or hepatic impairment, (1.7%), nausea (1.6%), bradycardia (1.5%), and rash (1.5%) 
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CARDIZEM: A FULLER LIFE yi © 

j Aremarkable safety profile 
The low incidence of side effects with Cardizem allows patients to fee! better. 

Protection against angina attacks'*”° 
The predictable efficacy of Cardizem in stable exertional* and vasospastic 
angina allows patients to do more. 

Se A decrease in myocardial oxygen demand 
Resulting from a lowered heart rate-blood pressure product.® 

me 

: Compatible with other antianginals** 
me 

A Safe in angina with coexisting hypertension, 
COPD, asthma, or PYD'**° 
*CARDIZEM® (diltiazem HC!) is indicated in the treatment of angina pectoris due to coronary artery spasm and in the 
management of chronic stable angi (Classic effort-associated angina) in patients who cannot tolerate therapy with 
beta-blockers and/or nitrates or who remain symptomatic despite adequate doses of these agents. 

’See Warnings and Precautions. 

Please see brief summary of prescribing information on the next page. 1419H8 
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CARDIZEM ANTIANGINAL PROTECTION 
diltiazem HC/Marion PLUS SAFETY 

+ 54 ® 

Usual maintenance dosage range: 180-360 mg/day gw 
BRIEF SUMMARY 
Professional Use Information He 
CARDIZEM® Coadministration of CARDIZEM with other agents which follow . i 
(diltiazem HCl) the same route of biotransformation may result in the competi- Hiky 
30 mg, 60 mg, 90 mg and 120 mg Tablets tive inhibition of metabolism. Dosages of similarly metabolized 
CONTRAINDICATIONS drugs, particularly those of low therapeutic ratio or in patients 
CARDIZEM is contraindicated in (1) patients with sick sinus with renal and/or hepatic impairment, may require adjustment 

syndrome except in the presence of a functioning ventricular inhen starting or stopping concomitantly administered CARDIZEM 
pacemaker, (2) patients with second- or third-degree AV block to maintain optimum therapeutic blood levels. 
except in the presence of a functioning ventricular pacemaker, (3) Beta-blockers: Controlled and uncontrolled domestic studies 060mg 090mg 
patients with hypotension (less than 90 mm Hg systolic), (4) suggest that concomitant use of CARDIZEM and beta-blockers i 
patients who have demonstrated hypersensitivity to the drug, or digitalis is usually well tolerated. Available data are not 0120 mg 
and (5) patients with acute myocardial infarction and Sufficient, however, to predict the effects of concomitant 
pulmonary congestion documented by x-ray on admission. treatment, particularly in patients with left ventricular ; 
WARNINGS dysfunction or cardiac conduction abnormalities. Ae Ti | 

1. Cardiac Conduction. CARDIZEM prolongs AV node ‘Administration of CARDIZEM (diltiazem hydrochloride) Si4q : refractory periods without significantly prolonging sinus concomitantly with propranolol in five normal volunteers / 
node recovery time, except in patients with sick sinus resulted in increased propranolol levels in all subjects and / 
syndrome. This effect may rarely result in abnormally slow bioavailability of propranolol was increased approximately 50%. 7 
heart rates (particularly in patients with sick sinus /f combination therapy is initiated or withdrawn in conjunction In domestic placebo-controlled trials, the incidence of adverse 
syndrome) or second- or third-degree AV block (six of 1,243 with propranolol, an adjustment in the propranolol dose may reactions reported during CARDIZEM therapy was not greater 
patients for 0.48%). Concomitant use of diltiazem with be warranted. (See WARNINGS.) than that reported during placebo therapy. beta-blockers or digitalis may result in adaitive effects on Cimetidine: A study in six healthy volunteers has shown a The following represent occurrences observed in clinical 
cardiac conduction. A patient with Prinzmetal’s angina significant increase in peak diltiazem plasma levels (58%) and studies which can be at least reasonably associated with the 
developed periods of asystole (2 to 5 seconds) after a area-under-the-curve (53%) after a one-week course of cimetidine pharmacology of calcium influx inhibition. In many cases, the 
single dose of 60 mg of diltiazem. at 1,200 mg per day and diltiazem 60 mg per day. Ranitidine relationship to CARDIZEM has not been established. The most 

2. Congestive Heart Failure. Although diltiazem has a produced smaller, nonsignificant increases. The effect may be common occurrences as well as their frequency of presentation 
negative inotropic effect in isolated animal tissue mediated by cimetidine's known inhibition of hepatic cytochrome are: edema (2.4%), headache (2.1%), nausea (1.9%), dizziness 
preparations, hemodynamic studies in humans with 450, the enzyme system probably responsible for the first-pass (1.5%), rash (1.3%), asthenia (1.2%). In addition, the following 
normal ventncular function have nat shown a reduction metabolism of ditazem. Patents curently receiving diazem events were reported infrequently (less than 1%) 
in cardiac index nor consistent negative effects on therapy should be carefully monitored for a change in AV block (first degree): 
contractility (dp/dt). Experience with the use of CARDIZEM pharmacological effect when initiating and discontinuing EIT a el eR Ted 
alone or in combination with beta-blockers in patients therapy with cimetidine. An adjustment in the diltiazem dose condiln Weniie) bance 
with impaired ventricular function is very limited. Caution may be warranted. ‘ Congestive heart anUre lishing, 
should be exercised when using the drug in such patients. Digitalis: Administration of CARDIZEM with digoxin in 24 UGH ee Npe Haters atieaee 

3. Hypotension. Decreases in blood pressure associated healthy male subjects increased plasma digoxin concentrations Raroustsyeten a ia GIceiree CGT eeoTT aA 
with CARDIZEM therapy may occasionally result in approximately 20%. Another investigator found no increase in FAHUGHSHEDS IRSGEINE nETLGERe 
symptomatic hypotension. digoxin levels in 12 patients with coronary artery disease. Since parstese pesorally change 

4, Acute Hepatic Injury. In rare instances, significant there have been conflicting results regarding the effect of digoxin SARROlence TIARTAG LaRIOr 
elevations in enzymes such as alkaline phosphatase, LDH, levels, itis recommended that digoxin levels be monitored when Coreen a ee 
SGOT, SGPT, and other phenomena consistent with acute initiating, adjusting, and discontinuing CARDIZEM therapy to dysgeusia, dyspepsia, mild elevations of 
hepatic injury have been noted. These reactions have avoid possible over- or under-digitalization. (See WARNINGS.) alkaline phosphatase, SGOT, SGPT. and 
been reversible upon discontinuation of drug therapy. The Anesthetics: The depression of cardiac contractility, LDH eee fore werameol erin, 
relationship to CARDIZEM is uncertain in most cases, but conductivity, and automaticity as well as the vascular dilation Weight erence 
probable in some. (See PRECAUTIONS.) associated with anesthetics may be potentiated by calcium Dermatologie® _Peleshiae, pruritus, ghotosensitvty, 

PRECAUTIONS channel blockers. When used concomitantly, anesthetics and baieane 
General. CARDIZEM (diltiazem hydrochloride) is extensively calcium blockers should be titrated carefully. Other: ‘Amblyopia, CPK elevation, dyspnea, 

metabolized by the liver and excreted by the kidneys and in Carcinogenesis, Mutagenesis, Impairment of Fertility. A epistaxis, eye irritation, hyperglycemia, J 
bile. As with any drug given over prolonged periods, laboratory 24-month study in rats and a 21-month study in mice showed nasal congestion, nocturia, osteoarticular 
parameters should be monitored at regular intervals. The drug no evidence of carcinogenicity. There was also no mutagenic pain, polyuria, sexual difficulties. 
should be used with caution in patients with impaired renal or response in in vitro bacterial tests. No intrinsic effect on fertility. Te (ollew ralestacctever s hevelbeaticaaed 
hepatic function. In subacute and chronic dog and rat studies HPS CUS ee ais infrequently in patients receiving CARDIZEM: alopecia, gingival 
designed to produce toxicity, high doses of diltiazem were Pregnancy. Category C. Reproduction studies have been con- hyperplasia, erythema multiforme, and leukopenia. However, a 
associated with hepatic damage. In special subacute hepatic ee ee a ao ee definitive cause and effect between these events and CARDIZEM 
studies, oral doses of 125 mg/kg and higher in rats were from five to ten times greater (on a mg/kg basis) than the daily therapy is yet to be established. 
associated with histological changes in the liver which were recommended therapeutic dose has resulted in embryo and Issued 3/1/88 
reversible when the drug was discontinued. In dogs, doses of feel jetnaliy These d0ses Hi de ae Boel poied 
201mg/kg were also associated with hepatic changes; however, 0 ci iti ; 
these chenectvere reve tlelw tieaminuel aeeire studies, thre was some reduction in early individual up See complete Professional Use Information before prescribing. 

Dermatological events (see ADVERSE REACTIONS section, weights and survival rates. There w inci ae re ana, . 
may be renee and ma ‘ disappear despite continued itt of stillbirths at doses of 20 times the human dose or greater. References: 1. Schroeder JS: Mod Med 1982;50(Sept):94- 
CARDIZEM. However, skin eruptions progressing to erythema There are no well-controlled studies in pregnant women; 116. 2. Cohn PF Braunwald E: Chronic ischemic heart 
multiforme and/or exfoliative dermatitis have also been therefore, use CARDIZEM in pregnant women only if the potential disease, in Braunwald E (ed): Heart Disease: A Textbook of 
infrequently reported. Should a dermatologic reaction persist, benefit justifies the potential risk to the fetus. Cardiovascular Meaicine, ed 2. Philadelphia, WB Saunders 
the drug should be discontinued. Nursing Mothers. Diltiazem is excreted in human milk. One Feo ce ESCO PALO es 

Drug Interaction. Due to the potential for additive effects, report suggests that concentrations in breast milk may approxi- po ee Cn) ee Am J Cardiol caution and careful titration are warranted in patients receiving mate serum levels. If use of CARDIZEM is deemed essential, an 1985;56:34H-40H. 4. McCall D, Walsh RA, Frohlich ED, 
CARDIZEM concomitantly with any agents known to affect alternative method of infant feeding should be instituted. et al: Curr Probl Cardiol 1985; 10(8):6-80. §. Frishman WH, 
cardiac contractility and/or conduction. (See WARNINGS.) Pediatric Use. Safety and effectiveness in children have not Charlap & Goldberger J, et a: Am J Cardiol 1985:56:41H- 

Pharmacologic sites indicate thal there Bey be pee a ee CHioNs 46H. 6. Shapiro W: Consultant 1984;24(Dec): 150-159. effects in prolonging AV conduction when using beta-blockers or ! 7 ani NS. Bow 
digitalis concomitantly with CARDIZEM. (See WARNINGS.) Serious adverse reactions have been rare in studies carried ae ae be cn ug Re Bowe at a SS a 

As with all drugs, care should be exercised when treating out to date, but it should be recognized that patients with i 151. 8. Si ;, Mcintyre KM, F 
patients with multiple medications. CARDIZEM undergoes bio- impaired ventricular function and cardiac conduction abnormali- etal: Am J Cardiol 1982; 49:560-566. 9. Feldman RL, 
transformation by cytochrome P-450 mixed function oxidase. ties have usually been excluded. Pepine CJ, Whittle J, et al: Am J Cardiol 1982;49:554-559. 
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BRIEF SUMMARY py with cimetidine. An adjustment in the diltiazem dose may be warranted. 

INDICATIONS AND USAGE Digitalis. Suton of CARDIZEM with digoxin in 24 healthy male subjects 
ao if Jee increased plasma digoxin concentrations approximately 20%. Another investigator 

Pete CD is indicated for the treatment of hypertension. It may be used alone or in combination with other antihypertensive found no increase in digoxin levels in 12 patients with coronary artery disease. Since 

Lee atone) there have been conflicting results regarding the effect of digoxin levels, it is recom- 
CARDIZEM CD is indicated for the management of chronic stable angina and angina due to coronary artery spasm. mended that digoxin levels be monitored when initiating, adjusting, and discontinuing 

CONTRAINDICATIONS CARDIZEM therapy to avoid possible over- or under-digitalization. (See WARNINGS.) 

CARDIZEM is contraindicated in (1) patients with sick sinus syndrome except in the presence of a functioning ventricular pace- Anesthetics. The depression of cardiac contractility, conductivity, and automaticity as 
maker, (2) patients with second- or third- degree AV block except in the presence of a functioning ventricular pacemaker, (3) Well as the vascular dilation associated with anesthetics may be potentiated by calci- 
patients with hypotension (less than 90 mm Hg systolic), (4) patients who have demonstrated hypersensitivity to the drug, and um channel blockers. When used concomitantly, anesthetics and calcium blockers 
(5) patients with acute myocardial infarction and pulmonary congestion documented by x-ray on admission. should be titrated carefully. 
WARNINGS pee Mutagenesis, Impairment of Fertility. A Be on study in rats at 

i i i levels of up to 100 mg/kg/day and a 21-month study in mice at oral 1. Cardiac Conduction. CARDIZEM prolongs AV node refractory periods without significantly prolonging sinus node recovery ee eaoe 7 nig 
time, except in patients with sick sinus syndrome. This effect may rarely result in abnormally slow heart rates (particularly in cusege levels ory to 30 mg/kg/day showed no evidence of sereinopenlly. There 
patients with sick sinus syndrome) or second- or third- ee ae ie mut eee eet in oir ot iy vivo in ramamilan cel ee or iH 

degree AV block (13 of 3,290 patients or 0.40%). Concomitant use of diltiazem with beta-blockers or digitalis may result in ue ie Ee He i iC He ora ee e yee ea ina study performet 
additive effects on cardiac conduction. A patient with Prinzmetal’s angina developed periods of asystole (2 to 5 seconds) after ("1 Male and female rats at oral dosages of up ig/kgiday. 
a single dose of 60 mg of diltiazem. Pregnancy. Category C. Reproduction studies have been conducted in mice, rats, and 

2. Congestive Heart Failure. Although diltiazem has a negative inotropic effect in isolated animal tissue preparations, hemody- __‘'abbits. Administration of doses ranging from five to ten times greater (on a mg/kg 
namic studies in humans with normal ventricular function have not shown a reduction in cardiac index nor consistent nega- _asis) than the daily recommended therapeutic dose has resulted in embryo and fetal 
tive effects on contractility (dp/dt). An acute study of oral diltiazem in patients with impaired ventricular function (ejection _'ethality. These doses, in some studies, have been reported to cause skeletal abnor- 
fraction 24% + 6%) showed improvement in indices of ventricular function without significant decrease in contractile func- malities. In the perinatal/postnatal studies, there was an increased incidence of stil 
tion (dp/dt). Worsening of congestive heart failure has been reported in patients with preexisting impairment of ventricular _ births at doses of 20 times the human dose or greater. 
function. Experience with the use of CARDIZEM (diltiazem hydrochloride) in combination with beta-blockers in patients with There are no well-controlled studies in pregnant women; therefore, use CARDIZEM in 
impaired ventricular function is limited. Caution should be exercised when using this combination. pregnant women only if the potential benefit justifies the potential risk to the fetus. 

3. Hypotension. Decreases in blood pressure associated with CARDIZEM therapy may occasionally result in symptomatic Nursing Mothers. Diltiazem is excreted in human milk. One report suggests that con- 

hypotension. , ’ ' i i centrations in breast milk may approximate serum levels. If use of CARDIZEM is 
4. Acts Bena inl Mild elevations of ee wit an atnout Se Re ay tee in alkaline phos- deemed essential, an alternative method of infant feeding should be instituted. 

phatase and bilirubin have been observed in clinical studies. Such elevations were usually transient and frequently iatri ‘ ih 
resolved even with continued diltiazem treatment. In rare instances, significant elevations in enzymes such as Co ees 
alkaline phosphatase, LDH, SGOT, and SGPT, and other phenomena consistent with acute hepatic injury ADVERSE REACTIONS 
have been noted. These reactions tended to occur early after therapy initiation (1 to 8 weeks) and have Serious adverse reactions have been rare in studies carried out to date, but it should 
been reversible upon discontinuation of drug therapy. The relationship to CARDIZEM is uncertain in be recognized that patients with impaired ventricular function and cardiac conduction 
some cases, but probable in some. (See PRECAUTIONS.) abnormalities have usually been excluded from these studies. 

PRECAUTIONS The following table presents the most common adverse reactions reported in placebo- 

General. CARDIZEM (diltiazem hydrochloride) is extensively metabolized by the liver and controlled angina and hypertension trials in patients receiving CARDIZEM CD up to 
excreted by the kidneys and in bile. As with any drug given over prolonged periods, labora- 360 mg with rates in placebo patients shown for comparison 
tory parameters of renal and hepatic function should be monitored at regular intervals. We CARDIZEM CD CAPSULE PLACEBO-CONTROLLED 

Aineon in Subacie and ehvone day a ft Sudes deseo produce Ned Make i Aang SNSMN AND HYPERTENSION TIALS COMBINED 
toxicity, high doses of diltiazem were associated with hepatic damage. In Once-A-Day (CARDIZEH COR ECACERD 
special subacute hepatic studies, oral doses of 125 mg/kg and higher ADVERSE REACTION 0 N=607 NSO 
in rats were associated with histological changes in the liver which i ] HEADACHE 5.4% 5.0% 
were reversible when the drug was discontinued. In dogs, doses of * DIZZINESS 3.0% 3.0% 
20 mg/kg were also associated with hepatic changes; however, 3 BRADYCARDIA 3.3% 13% 
these changes were reversible with continued dosing. CO ES ‘AV BLOCK FIRST DEGREE 33% 0.0% 
Dermatological events (see ADVERSE REACTIONS section) may be transient and Ig Cap: EDEMA 2.6% 1.3% 
may disappear despite continued use of CARDIZEM. However, skin eruptions pro- ~ EGG ABNORMALITY 1.6% 23% 
gressing to erythema multiforme and/or exfoliative certs have also been infrequent- a ASTHENIA 4.8% 17% 
ly reported. Should a dermatologic reaction persist, the drug should be discontinued. A E ss ae 

Drug Interactions. Due to the potential for additive effects, caution and careful titration 8 CaS okie oak oO BREE Ne iro oETTOT reticle: ester en 
are warranted in patients receiving CARDIZEM concomitantly with other agents known bs 1%) were edema (4,6%), headache (4.6%), dizziness (3.5%), asthenia (2.6%), first- 
to affect cardiac contractility and/or conduction. (See WARNINGS.) Pharmacologic 180-mg capsules degree AV block (2:4%), bradycardia cd 7%), flushing (1.49%), nausea (1:4%), and 
studies indicate that there may be additive effects in prolonging AV conduction when rash (1.2%), if al i ei a. 
using beta-blockers or digitalis concomitantly with CARDIZEM. (See WARNINGS.) = ie aiaion mero , ATTN eae F 

As ull re ae ee should be exercised when treating patients with multiple medica- ty) 4 eden ee tenors Infrequentiy less wan 5) Te anole 
tions. undergoes biotransformation by cytochrome P-450 mixed function oxi- . Se Denial 

dase. Coadministration of CARDIZEM with other agents which follow the same route of oy CORIO Y SUE oa, ay ia) AY Dia Cece Ot id deyiee) unde 
biotransformation may result in the competitive inhibition of metabolism. Dosages of sim- HEEL Este COMETH GILE atte Hypotension; Palpita 
ilarly metabolized drugs such as cyclosporin, particularly those of low therapeutic ratio or mb JmaUai Lissa] 9s10 1-5 se icape acl balcla) Venu eae eaves: F . 
in patients with renal and/or hepatic impairment, may require adjustment when starting or NERVOUS SYSTEM: Abnormal dreams, amnesia, depression, gait abnormality, hallu- 
stopping concomitantly administered CARDIZEM to maintain optimum therapeutic blood ES cinations, insomnia, nervousness, paresthesia, personality change, somnolence, 

levels, mi tinnitus, tremor. 
i f la GASTROINTESTINAL: Anorexia, constipation, diarrhea, dry mouth, dysgeusia, dys- 

Beta-blockers. Controlled and uncontrolled domestic studies suggest that concomitant Ei ia mil 
use of CARDIZEM and beta-blockers is usually well tolerated, but available data are not ba pepe il elevations of SEU Se Ty Eky at alain hospriatace (see Pepa: 
sufficient to predict the effects of concomitant treatment in patients with left ventricular = ic warnings), thirst, vomiting, weight increase. 
dysfunction or cardiac conduction abnormalities. 300-mg capsules DERMATOLOGICAL: Petechiae, photosensitivity, pruritus, urticaria. 

i OTHER: Amblyopia, CPK increase, dyspnea, epistaxis, eye irritation, hyperglycemia, Administration of CARDIZEM (diltiazem hydrochloride) concomitantly with propranolol in i i i i 
five normal volunteers resulted in increased propranolol levels in all subjects and bioavail- R iyperincemia: wnpolencs, mis ce nasal congestion, nocturia, osteoartic- 
ability of propranolol was increased approximately 50%. In vitro, propranolol appears to A CD Cee oe aes 7 . 
be displaced from its binding sites by diltiazem. If combination therapy is initiated or with- Cardizem Ld The following postmarketing events have been reported infrequently in patients receiv- 
drawn in conjunction with propranolol, an adjustment in the propranolol dose may be mond ing CARDIZEM: alopecia, erythema multiforme, exfoliative dermatitis, extrapyramidal 
warranted. (See WARNINGS.) A pecan i symptoms, gingival Ne hemoyte anemia, nae bleeding ane, leukope- 
sea 5 ; z - ’ o ia, purpura, retinopathy, and thrombocytopenia. In addition, events such as myocar- 
eae eT ee eee Sire eae ater aa Week areatoT ctor tiny a8 dial infarction have been observed which are not readily distinguishable from the nat- 
cimetidine at 1,200 mg per day and a single dose of diltiazem 60 mg. Ranitidine produced *e 180-9 tal Story ot te ciseaSe Nese Perens A urbe ol el cocmenieticasee 
smaller, nonsignificant increases. The effect may be mediated by cimetidine’s known inhi- 1S h Hee el aati it etable Ze a at a slat ‘Shi b ‘ Br a on ae 2 d 
bition of hepatic cytochrome P-450, the enzyme system responsible for the first-pass cule dal! Wy COE deb eed evenisi aly 
metabolism of diltiazem. Patients currently receiving diltiazem therapy should be carefully ap lerapy is ye lishe 
monitored for a change in pharmacological effect when initiating and discontinuing thera- Product information as of 10/92 (2) BS 
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INTRODUCING 

CARDIZEM CD 
(diltiazem HCl) 

PROVIDES PROVEN 
24-HOUR 
BLOOD PRESSURE 
CONTROL WITH A 
SINGLE DAILY DOSE 

A unique delivery system* designed 
ONCE A DAY specifically for diltiazem to provide 

antihypertensive efficacy 

Cardizem CD provides clinically significant 
blood pressure control over a 24-hour period’ 

\ i | Cardizem CD & Placebo 
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ae 80 : 
0 4 8 12 16 20 24 

* Patent pending. HOURS POST-DOSE



Cardizem CD maintains clinically significant decreases in ) 
supine diastolic blood pressure compared to baseline’ 

10 hours 24 hours 
(peak diltiazem levels) (trough diltiazem levels) 

S ay 
VU 9 -3.0 

a ie — cee eee trolled, es 
< es eon 
a 5 Number of patients: 198 mild to aa) 

52 4 mr i Paes 5 

ze 8 ; 180mg |e 
oe 180 mg eit 
Zz =O) a Placebo +P=0.007 vs placebo 
= -11 rie : +P<0.001 vs placebo t 
O ag LAG  carcizem cd §P=0.079 vs placebo 360 mg 

a i +360 mg 

LOWER PRICE" 

20% lower cost compared to Cardizem® SR (diltiazem HCl) 
sustained release capsules 

ONCE-A-DAY 
@ CARDIZEM CD 

(diltiazem HCl) 

pce ONE To TRUST FOR MILD TO MODERATE 
Bee CEN een HYPERTENSIVE PATIENTS pa



INTRODUCING 

CARDIZEM CD 
(diltiazem HCl) 

Rarely associated with 
vasodilatory or Gl side effects” 

e No reflex tachycardia 

ONCE A DAY e <1% incidence of constipation 

Unlike some ACE inhibitors, 
not associated with cough’ 

* Most commonly reported side effects 
in placebo-controlled clinical trials 
include headache, bradycardia, edema, 
dizziness, ECG abnormality, first-degree 
AV block, and asthenia.



A ONCE-A-DAY 
CALCIUM CHANNEL BLOCKER WITH 
A DISCONTINUATION RATE 
COMPARABLE TO PLACEBO 

10.0 io — - 

oe oo ee een Gee PANS 
43s ~ : Number of patients: 229. 
ee _ Treatment period: 4 weeks. PI lacebo 

52 6.0 : | patients 

— foe wes 
iv ba 2.7% : 

o = : Hee 

A side-effect profile unlikely to compromise patients 
with certain concomitant diseases? 

e Including diabetes and coronary artery disease* 

ONCE-A-D e Y 

CARDIZEM CD 
$ The incidence of hyperglycemia (diltiazem HCl) 
Epos dey diltiazem has 

Please see brief summary of ONE TO TRUST FOR MILD TO MODERATE 

fer ote agereenen HYPERTENSIVE PATIENTS ae



INTRODUCING 

CARDIZEM CD 
(diltiazem HCl} 

Decreases peripheral vascular 
resistance, and does not 
compromise cardiac output*** 

ONCE 3 A DAY 
Does not compromise renal 
blood flow and glomerular 
filtration rate and decreases 
renal vascular resistance*” 

Increases coronary blood flow’? 

* As seen in patients with normal LV 
function. Caution should be used in 

patients with congestive heart failure. 

+ As seen in studies lasting up to 12 months. 
The effects of diltiazem on these renal and 

ee parameters past 12 months



RARELY CAUSES ADVERSE 
METABOLIC EFFECTS 
No significant changes in 
total cholesterol and triglycerides’ 

Rarely causes adverse effects on glucose or electrolytes'** 

DOSING INFORMATION 
Available as 180-, 240-, and 300-mg ee 
dosage strengths iii 
For new patients starting on 3 
Cardizem CD: zs 

e Start with one 180-mg capsule daily yee 
e Monitor for 2 weeks; if optimal response is not met capsules 
e Titrate to goal blood pressure 

For patients switching from Cardizem SR: ui 
e Switch on a total mg/day basis 

e If necessary, titrate to goal blood pressure Be 

ONCE-A-DAY a 
le CARDIZEM CD Ha The incidence of (diltiazem HCl) 

ene 
nesseseetrerammay NE TO TRUST FOR MILD TO MODERATE 
io HYPERTENSIVE PATIENTS atone



ONCE-A-DAY 

(diltiazem HCl) ee 

BRIEF SUMMARY ADVERSE REACTIONS 
CARDIZEM® CD (ditiazem hydrochloride) Capsules Serious adverse reactions have been rare in studies cared out to date, but it should be recognized 
CARDIZEMO SR (citiazem 5) Sustained Release Capsules ee aa a ca coon roma ae 

CONTRAINDICATIONS ; 
CARDIZEM is contraindicated in (1) patients with sick sinus smndrome except in the presence of a functioning ventricular pacemaker, (2) patients with Te ier nee ae Co felt era Cocos 
second: or thire-degree AV block except in the presence of a functioning ventricular pacemaker, (3) patents wih hypotension (ss than 90 mmHg peewe revert Sones A Dita ace Ok LEA CAR Oe 
systolic), (4) patients ae hae demonstrate hyperensivyfo fe cig end) pales wi cise mocardal fron ae pulnonay Ae RTE A De Wie aS Nr pees aL ie 
Congestion documented by 2crey on acinesion. ‘events are listed by body system; these include any adverse reactions seen in angina studies that 
WARNINGS , “ cot a | ‘were not observed in hypertension studies. In all hypertensive patients taking CARDIZEM Tablets or 1. Cacia Conduction. CARDZEM prongs AV node refactor periods without sicaty prolonging sus node recover tine, except n patents Canpnba s Caraues Cece! tons S00) the en conten ace events were eneins 
with sick sinus syndrome. This effect may rarely result in abnormally stow heart rates (particulary in patients with sick sinus smidrome) or second- or headache (8%), dizziness (6%), asthenia (5%), sinus bredycarcla (3%), fushing (3%), and fist 
third-degree AV block (13 of 3,007 patients or 0.43%). Concomitant use of citiazem with beta-blockers or citals may resut in acltve effects on Gegree AV block (3°), Only edema and perhaps bradycardia and dizziness were dose related. 

cardiac conduction. A patient wit Prinzmeta’s angina developed periods of asystole (2 to 5 seconds) after a single dose of 60 mg of dtazem. poet Once eae 
2, Congestive Heart Failure. Although diltiazem has a negative inotropic effect in isolated animal tissue preparations, hemodynamic studies in humans ee __ = wk or Po 
with normal entrcular function have not shown a reduction in cardiac index nor consistent negative effects on contractity (pf). An acute study of Nae Nat 

ral ciiazem in patients with impaired ventricular function (ejection fraction 24% + 6%) showed improvement in indices of ventricular function Amaia Aree 
without signifcant decrease in contractile function (dplat). Worsening of congestive heart falure has been reported in patients with preexisting § ——_______________#Prs(%)_#PTs(%)_ 
impairment of ventricular function. Experience with the use of CARDIZEM in combination with beta-blockers in patients with impaired ventricular Headache 38 (12%) 17 (8%) 
function is limited. Caution should be exercised when using this combination. AV Bloe Fret Degiee 2 uae 4 it ie 

3. Hypotension. Decreases in blood pressure associated with CARDIZEM therapy may occasionally resutn symptomatic hypotension. Faas 19 (0%) 9 (09%) 
4, Acute Hepatic Injury. Mid elevations of transaminases with and without concomitant elevation in alkaline phosphatase and bilirubin have been _Bradycardia 19 (6%) 3 (1.4%) 
Cooserved in cinical studies. Such elevations were usually transient and frequent resolved even with continued dittazem treatment. In rare instances, CG Abnormality 13 (4.4%) 3 14%) 
signfcant elevations in enzymes such as alkaline phosphatase, LDH, SGOT, SGPT, and other phenomena consistent with acute hepatic inluy have asthenia 10 3.9%) 4 (05%) 
bbeen noted. These reactions tended to occur early ater therapy ination (1 to'8 weeks) and have been reversible upon dscontinuaton of drug Constipation 5 (1.6%) 2 (0.9%) 
therapy. The relationship to CARDIZEM is uncertain in some cases, but probable in some. (See PRECAUTIONS.) Dispensia 413%) + (05%) 

PRECAUTIONS Nausea 4 (1.3%) 2 (0.9%) 
General. CARDIZEM is extensively metabolized by the liver and excreted by the kidneys and in bile. As with any crug given over prolonged periods, Palpitations 4 (13%) 2 (0.9%) 
laboratory parameters should be monitored at regular intervals. The drug should be used with caution in patients with impaired renal or hepatic Polyuria 4 (13%) 2 (0.9%) 
function. In subacute and chronic dog and rat studies designed to produce toxicity, high doses of dittazem were associated with hepatic Somnolence 4 (13%) = 
cdamage. In special subacute hepatic studies, oral doses of 195 mglkg and higher in rats were associated with histological changes in the iver Alk Phos Increase 3 (1%) 4 (05%) 
‘which were reversible when the drug was discontinued. in dogs, doses of 20 mg/kg were also associated with hepatic changes; however, Hypotension 3 (1%) 1 (0.5%) 
these changes were reversible with continued dosing. Insomnia 3 (1%) 4 (0.5%) 
Dermatological events (see ADVERSE REACTIONS section) may be transient and may disappear despite continued use of Rash 3 (1%) 1 (0.5%) 
CARDIZEM. However, skin eruptions progressing to erythema multiforme and/or exfoliative dermatitis have also been AV Block Second Degree 2 (0.6%) = 
infrequently reported. Should a dermatologic reaction persist, the drug should be discontinued. The folowing table presents the most common adverse reactions reported in placebo-controled 

Drug Interaction. Due to the potential for additive effects, caution and careful titration are warranted in patients receiving tials in patients receiving CARDIZEM CD up to 360 mg with rates in placebo patients shown for 
CARDIZEM. concomitantly with any agents known to affect cardiac contractity and/or conduction, (See WARNINGS.) comparison. 
Pharmacologic studies indicate that there may be additive effects in prolonging AV conduction when using beta- CARDIZEM CD PLACEBO 
blockers or distal concomitantly with CARDIZEM. (See WARNINGS.) ‘ADVERSE REACTION N=394 N=175 
‘As with all drugs, care should be exercised when treating patients with multiple medications, CARDIZEM HEADACHE 90% 8.0% 
Undergoes biotransformation by cytochrome P-450 mixed function oxidase. Coadministration of BRADYCARDIA 43% 923% 

CARDIZEM with other agents which follow the same route of biotransformation may result in the Available as Mes 3.1% 93% 
competitive nals of metabolsm. Dosages of snarl metabolzed us sch a DIZZINESS 31% 34% 
cyclosporin, particu ierapeutc ratio or in patients with renal and/or 7 AS ECG ABNORMALITY 1 i 
hepatic impairment, may require adjustment when starting or stopping concomitanty Once-A: rN] AV BLOCK FIRST DEGREE 29% = 
administered CARDIZEM to maintain optimum therapeutic blood levels. ASTHENIA 1.9% 1.1% 
BEE iochete CNN ara ONG OCOD etter ie In clinical trels of CARDIZEM CD Capsules, CARDIZEM Tablets, and CARDIZEM SR Capsules involving 
concomitant use of CARDIZEM and beta-blockers is usually well tolerated, ) ‘over 3000 patients, the most common events (ie, greater than 1%) were edema (4.9%), headache 
bout avallable data are not suficient to predict the effects of concomitant by (4.9%), dizziness (3.5%), asthenia (2.7%), fist-degree AV block (2.9%), bradycardia (1.6%), 

treatment in patients with left ventricular dysfunction or cardiac conduction abnormalities. fushing (1.5%), nausea (1.4%), rash (1.3%6), and dyspepsia (1.9%). : p 
Administration of CARDIZEM concomitantly with propranolol in five normal volunteers resulted in : ; : 
increased propranolol levels in all subjects and bioavallabllty of propranolol was increased In addition, the folowing events were reported infrequent (less than 1%). 
approximately 50%. f combination therapy inated or withdrawn in conjunction with propranolol an WAGE {0 Bui edfets]es{](-4-9m) Cardiovascular: Angina, athythmia, AV block (second: or third-degree), bundle branch block, 
agustmentin the propranolol dose may be warranted. (See WARNINGS.) congestive heart failure, ECG abnormalities, hypotension, palpitations, syncope, 
Cimetidine: A study in six healthy volunteers has shown a significant increase in peak diltiazem plasma tachycardia, ventricular extrasystoles. 
levels (58%) and area-under-the-curve (53%) after a 1-week course of cimetidine at 1,200 mg per day and -- [Nervous System: Abnormal creams, amnesia, depression, galt abnormality, hallucinations, insomnia, 
diltiazem 60 mg per day. Ranitidine produced smaller, nonsignificant increases. The effect may be mediated ra nervousness, paresthesia, personality change, somnolence, tinnitus, tremor. 
‘by cimetidine’s known inhibition of hepatic cytochrome P-450, the enzyme system probably responsible Mi Gastrointestinal: Anorexia, constipation, diarthea, dry mouth, dysgeusia, mild elevations of SGOT, 

for the first-pass metabolism of citiazem. Patients curently recehng citiazem therapy should be carefully ‘SGPT, LDH, and alkane phosphatase (see hepatic wamings), hist, vomiting, weight increase. 
monitored for a change in pharmacological effect when initiating and ciscontinuing therapy with . DeaaetehSeicll Petecrse Phcksee exif prt Utica 
cimetidine. An adjustment in the diltiazem dose may be warranted. Daves OK inaeae te . eet eae hyper S a 

Digitalis: Administration of CARDIZEM with digoxin in 94 healthy male subjects increased plasma digoxin u er BLS Seamer cs TN aero ces ee, coretais pay Ae est urd oraese nce pee 240-mg capsules Impotence, muscle anos, nl congeston, noc, cesta pay, pout, el 

its Teeommerde a en eich Ge meniered when htatrg acksie, snd cecoraang CNOZEN The folowing posmarkting events have been reported infrequent n patents recehing 
therapy to avoid possible over- or under-digitalization. (See WARNINGS.) hones spe ever atone sete isles es Saran symptoms, ae 
‘Anesthetics: The depression of cardiac contractility, conductivity, and automaticity as well as the W iplese Temoyiic ener ncresserl Glee<ing tine, leikopens, purpura, retnopatiy, xe) : ! thrombocytopenia. In addition, events such as myocardial infarction have been observed which are vascular dilation associated with anesthetics may be potentiated by calcium channel blockers. When ne ; Y g d Ei not readily distinguishable from the natural history of the disease in these patients. A number of used concomitantly, anesthetics and calcium blockers should be titrated careful. wh FiBk Eerie] Coes Ge aReer TEN Coeoe eel ERG KCC ie Vac He Geer 

Carcinogenesis, Mutagenesis, Impairment of Fertility. A 24-month study in rats at oral dosage levels of up reported. However, a definitive cause and effect relationship between these events and CARDIZEM 
{0 100 mgkgdey, and a 2t-month suc in mice ator dosage levels of up to 30 mgkgdey showed no UEYaTeMnitedter|ssat] (a) theeoyisyet tobe established 
evidence of carcinogenicity. There was ao no mutagenic response in vito of in vvo in mammalian cell on ameteD 
a kG ee CCARDIZEM@ CD (ditiazem hydrochloride) i avalable as capsules of 180 mg, 240 mg, and 300 mg in 
Oe cea we cab bottes of 30 and 90, and in UDIP® packages of 100. Pregnancy. Category C. Reproduction studies have been conducted in mice, rats, and rabbits. 7 CD WY g ead 
Administration of doses ranging from five to ten times greater (on a mg/kg basis) than the daily dizem CARDIZEM® SR (diltiazem hydrochloride) is available as sustained release capsules of 60 mg, 90 mg, 
recommended therapeutic dose has resulted in embryo and fetal lethality. These doses, in some aM i PB 1200s in bots oF 100, andn UDP pacages cf 10. 
studies, have been reported to cause skeletal abnormalities. In the perinatal/postnatal studies, there t witl On Product Information as of October 1991 
Wwas an increased incidence of stilts at doses of 20 times the human dose or greater. tar iinet ee leaped et Me ei: 32) End» 

There are no wel-controlled studies in pregnant women; therefore, use CARDIZEM in pregnant women References: 1. Deta on file, Maion Menell Dow Inc. . Andkén l, Hoglund P, Dotevall A, etal. Am J 
conlyifthe potential benefit justifies the potential risk to the fetus. 180-"Y & Cardiol. 1988,69:114G-1206. 3, O'Rourke RA. Am J Cardiol. 1985,56:34H-40H. 4. Amadeo C, 
Nursing Mothers. Ditiazem is excreted in human mik. One report suggests that concentration in breast te dal ily Kobrin |, Ventura HO, Messe FH, Frohlich ED. Circulation, 1986,73(1):108-113, 8, Demare BK, Bais GL. 

ee ee ee eee ete oars 8 TNs Y anooen © Mee Pega Belch ©, Crdvascuer Dogs and ecing shouldbe i -388. 7. ssi 1, i ) ; 
Pedlotic Use, Svetv al chectivenes in cielen hve not boon esbched Therapy. 1987;1:359°366, 8. Fishman WH, Zawada ET Jr, Smith X, etal. Am J Cardiol. 1967/59615-693, 
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NEW 

; ONCE-A-DAY 

(diltiazem HCl) 

| Easy to switch from Cardizem? SR 
(diltiazem HCl) on a total mg/day basis 

Convenient once-a-day dosage 
for proven 24-hour control’ 

A favorable side-effect profile’ 

Once-a-day dosing schedules result 
in improved compliance’ 

“— LOWER PRICE* 
20% lower cost than 

tosec on vPeress Cardizem® SR capsules 

eenoraimncko, Flexible dosage range 
ee ae Start with one 180-mg capsule daily 

et aa Available in 180-, 240-, and 300-mg dosage strengths 

DT 

ONCE-A-DAY 

7 aed label (diltiazem HCl) | 
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CARD IZENM @ D) 

Switch from Cardizem? SR on a total mg/day basis 
For new patients starting on Cardizem® CD: ° 

® Start with one 180-mg capsule daily 
® Monitor for 2 weeks; if optimal response is not met 

t 

® Titrate to goal blood pressure 

BRIEF SUMMARY ‘r stopping concomitantly administered CARDIZEM to maintain optimum DOUBLE BLIND PLACEBO CONTROLLED HYPERTENSION TRIALS 
CARDIZEM® CD (diltiazem hydrochloride) Capsules therapeutic blood levels. ‘ADVERSE DILTIAZEM PLACEBO. 

CARDIZEM® SR (<iitiazem hydrochloride) Sustained Release Capsules Beta-blockers: Controlled and uncontrolled domestic studies suggest that N=315 N=Ott 
CONTRAINDICATIONS Concomitant use of CARDIZEM and beta-blockers is usually well tolerated, but # PTS (%) # PTS (7) 
CARDEN containclcatedin (1) patients with sick sinus syndrome exceptin _=Nallable data are not suficent to predict the effects of concomitant Headache 38 (19%) 17 (8%) 

the presence of a functioning ventricular pacemaker, (2) patients with  Neabment Patients with left ventricular dysfunction or cardiac conduction AV Block First Degree 94 (7.6%) 4 (1.9%) 
second- or third-degree AV block except in the presence of a functioning normalities. Dizziness 99 (7%) 6 (28%) 
ventricular pacemaker, (3) patients with hypotension (less than 90 mm Hg Administration of CARDIZEM (ditiazem hydrochloride) concomitantly with Edema 19 (6%) 2 (0.9%) 
systolic), (4) patients who have demonstrated hypersensitty to the drug, Yoprancll in five normal volunteers resulted in increased propranolol levels Bradycarcia 19 (6%) 3 (1.4%) 
and (5) patients with acute myocardial infarction and pulmonary congestion fal subjects and bioavailability of propranolol was increased approximately ECG Abnormality 43 (4.1%) 3 (1.4%) 
iGocturenteley ray orisaneson 50%. If combination therapy is initiated or withdrawn in conjunction with _Asthenia 10 (3.9%) 4 (05%) 
aes propranolol, an adjustment in the propranolol dose may be warranted. (See Constipation 5 (1.6%) 2 (0.9%) 
4. Cardiac Conduction, CARDIZEM prolongs AV node refractory periods WARNINGS.) Se Dee 4 (138) J 5%) 
without significantly prolonging sinus node recovery time, except in patients Cimetidine: A study in six healthy volunteers has shown a significant increase Nausea 4 (1.3%) 2 (0.9%) 

with sick sinus srome. Ths effect may rarely result in abnormally slow heart in peak ditazem plasma levels (58%) and area-under-the-curve (53%) after a Palpitations 4 (1.3%) 2 (0.9%) 
rates (particularly in patients with sick sinus syndrome) or second- or third.  1-week course of cimetidine at 1,200 mg per day and diltiazem 60 mg per Polyuria 41 3%) 2 (0.9%) 

degree AV block (13 of 3,007 patients or 0.43%). Concomitant use. of ay. Ranitidine produced smaller, nonsignificant increases. The effect may be Somnolence 4 (1.3%) = 

diltiazem with beta-blockers or digitalis may result in additive effects on ™edlated by cimetidine’s known inhibition of hepatic cytochrome P-450, the AIK Phos Increase Ste) toe) 
cardiac conduction. A patient with Prinzmetal’s angina developed periods of | enzyme system probably responsible for the first-pass metabolism ‘of Hypotension 3 (1%) 1 (05%) 

asystole (2 to 5 seconds) after a single dose of 60 mg of diltiazem. diltiazem. Patients currently receiving diltiazem therapy should be carefully one 3 if 2 { 3 eo 
ji fj monitored for a change in pharmacological effect when initiating and a % % 

2. Congestive Heart Flue. Athoush ditazem has enegatve neropcefectscontiuing therapy with cimetine. An adjustment in the dtazem dose AV lock Second Degee 2 (06%) = 
normal vertcular function have not shown a reduction in carlac index nor ™#Y be warranted. The following table presents the most common adverse reactions reported! in 
consistent negative effects on contractility (dp/dt). An acute study of oral __Disitalis: Administration of CARDIZEM with digoxin in 24 healthy male subjects placebo-controlled trials in patients receiving CARDIZEM CD up to 360 mg with 
diltiazem in patients with impaired ventricular function (ejection fraction 24% increased plasma digoxin concentrations approximately 20%. Another Tates in placebo patients shown for comparison. 

+ 6%) showed improvement in indices of ventricular function without investigator found no increase in digoxin levels in 19 patients with coronary ADVERSE REACTION “CARDIZEM CD PLACEBO 
significant decrease in contractile function (dpidt). Worsening of congestive attery disease. Since there have been conflicting results regarding the effect of N=324 N=175 
heart failure has been reported in patients with preexisting impairment of digoxin levels, it is recommended that digoxin levels be monitored when HEADACHE 9.0% 8.0% 
ventricular function. Experience with the use of CARDIZEM in combination initiating, adjusting, and discontinuing CARDIZEM therapy to avoid possible BRADYCARDIA 43% 23% 
with beta-blockers in patients with impaired ventricular function is limited, °¥e"~ or under-disitalization. (See WARNINGS.) EDEMA 3.1% 9.3% 
Caution should be exercised when using this combination. Anesthetics: The depression of cardiac contractility, conductivity, and DIZZINESS 31% 34% 
3. Hypotension. Decreases in blood pressure associated with CARDIZEM automaticity as well as the vascular dilation associated with anesthetics may ECG ABNORMALITY 31% 29% 
therapy may occasionally result in symptomatic hypotension be potentiated by calcium channel blockers. When used concomitantly, AV BLOCK FIRST DEGREE 2.9% — 

A. Acute Hepatic Injury. Mid elevations of transaminases with and without _nesthetics and calcium blockers should be tivated carefully :BSTEEN A Sas ee et 6p 2 ee 
concomitant elevation in alkaline phosphatase and bilirubin have been Carcinogenesis, Mutagenesis, Impairment of Fertility. A 24-month study in in clinical trials of CARDIZEM CD Capsules, CARDIZEM Tablets, and CARDIZEM SR 
observed in clinical studies. Such elevations were usually transient and _"@ts at oral dosage levels of up to 100 mg/kg/day, and a 21-month study in Capsules involving over 3000 patients, the most common events (ie, greater 
frequently resolved even with continued diltiazem treatment. In rare ‘ice at oral dosage levels of up to 30 mg/kg/day showed no evidence of than 1%) were edema (4.9%), headache (4.9%), dizziness (3.5%), asthenia 
instances, significant elevations in enzymes such as alkaline phosphatase, LDH, _C@¥cinogenicity. There was also no mutagenic response in vitro or in vivo in (9.79%), first-degree AV block (2.2%), bradycardia (1.6%), flushing (1.5%), 
SGOT, SGPT and other phenomena consistent with acute hepatic injury have mammalian cell assays or in vitro in bacteria. No evidence of impaired fertity —ausea (1.4%), rash (1.3%), and dyspepsia (1.9%), ‘ 4 

bbeen noted. These reactions tended to occur early after therapy ination (1 Was observed in a study performed in male and female rats at oral dosages of ; é 
to 8 weeks) and have been reversible upon discontinuation of drug therapy. UP to 100 mg/kg/day. soon the foka is eters ete teported efierkery = a) 
The relationship to CARDIZEM is uncertain in some cases, but probable in Pregnancy. Category C. Reproduction studies have been conducted in mice, Cardiovascular: Angina, arrhythmia, AV block (second: or thirc-degree), bundle 
some. (See PRECAUTIONS.) rats, and rabbits. Administration of doses ranging from five to ten times greater branch block, congestive heart failure, ECG abnormalities, hypotension, 

PRECAUTIONS (on a mg/kg basis) than the daily recommended therapeutic dose has resulted Palpitations, syncope, tachycardia, ventricular extrasystoles. 

General. CARDIZEM is extensively metabolized by the ler and excreted by in. embryo and fetal lethality. These doses, in some studies, have been Nervous System: Abnormal creams, amnesia, depression, galt abnormality, 

the kidneys and in bile. As with any drug given over prolonged periods, teported to cause skeletal abnormalities. in the perinatal/postnatal studies, hallucinations, insomnia, nervousness, paresthesia, personality change, 

laboratory parameters should be monitored at regular intervals. The drug there was an increased incidence of stibiths at doses of 20 times the human somnolence, tinitus tremor. 
should be used with caution in patients with impaired renal or hepatic dose or greater. Gastrointestinal: Anorexia, constipation, dlathea, dry mouth, dysgeusia, mild 
function, In subacute and chronic dog and rat studies designed to produce There are no well-controlled studies in pregnant women; therefore, use elevations of SGOT, SGPT, LDH, and alkaline phosphatase (see hepatic 
toxicity, high doses of diltiazem were associated with hepatic damage. In CARDIZEM in pregnant women only if the potential benefit justifies the ‘wamning>), hist, vonuting, weight increase. 
special subacute hepatic studies, oral doses of 125 mg/kg and higher in rats potential risk to the fetus. a Petechiae, photosensitivity, pruritus, urticaria 
were associated with histological changes in the iver which were reversible Nursing Mothers. Ditiazem is excreted in human mik. One report suggests Other: Amblyopia, PK increase, dyspnea epistaxis, eye iriation, 
when the drug was discontinued. In dogs, doses of 20 mg/kg were also that concentrations in breast milk may approximate serum levels. If use of eta Reet Woes a ee mete case iO Dees 

associated with hepatic changes; however, these changes were reversible CARDIZEM is deemed essential, an alternative method of infant feeding should congestion, nocturia, osteoarticular pain, polyuria, sexual cificulties. 
with continued dosing. be instituted The folloning postmarketig events have been Feported Inecuenti in 
Denese 2 ADVERSE REACTIONS sect Arana ee, ; patients receiving CARDIZEM: alopecia, erythema multiforme, exfoliative er ce ae (te ADVERSE REACTIONS section) may be cae Pediatric Use. Safety and effectiveness in children have not been established, Prien (CEng tO si, hemolytic anemia, 

progresang to envthema mulsfome endfor exfolatve dermatitis have also Seve egeene rene increased bleeding time, leukopenia, purpura, retinopathy, and 
been infrequently reported, Should a dermatologic reaction persist, the drug Serious adverse reactions have been rare in studies carried out to date, but it thrombocytopenia. In addition, events such as myocardial infarction have 

should be recognized that patients with impaired ventricular function and ae d a should be decontrwed been observed which are not readily distinguishable from the natural history 
cardiac conduction abnormalities have usually been excluded from these of the disease in these patients. A number of well-documented cases of 

Drug Interaction. Due to the potential for additive effects, caution and careful studies. generalized rash, characterized as leukocytoclastic vasculitis, have been 
titration are warranted in patients receiving CARDIZEM concomitantly with any The adverse events described below represent events observed in clinical reported. However, a definitive cause and effect relationship between these. 
agents known to affect cardiac contractility and/or conduction. (See studies of hypertensive patients receiving either CARDIZEM Tablets or —_events and CARDIZEM therapy is yet to be established, 
WARNINGS.) Pharmacologic studies indicate that there may be additive effects CARDIZEM SR Capsules as well as experiences observed in studies of angina OW SUPPLIED. 
in prolonging AY conduction when using beta-blockers or digitalis and during marketing. The most common events in hypertension studies are . 
concomitantly with CARDIZEM. (See WARNINGS.) i CARDIZEM® CD (diltiazem hydrochloride) is available as capsules of 180 mg, 240 shown in a table with rates in placebo patients shown for comparison. Less a Ne Cave eee ae 
As with all drugs, care should be exercised when treating patients with common events are listed by body system; these include any adverse 3 24 300 mg n bottles of 30 and 90, and in UDP® packages of 
multiple medications. CARDIZEM undergoes biotransformation by cytochrome reactions seen in angina studies that were not observed in hypertension _CARDIZEM® SR (diazem hydrochloride) is avaleble as sustained release capsules 
-450 mixed function oxidase. Coadministration of CARDIZEM with other studies. in all hypertensive patients taking CARDIZEM Tablets or CARDIZEM SR of 60mg, 90 mg, and 120 mgiin botties of 100, and in UDIP® packages of 100. ing 
agents which follow the same route of biotransformation may result in the Capsules studied (over 900), the most common adverse events were edema Product information as of October 1991 
Competitive inhibition of metabolism. Dosages of similarly metabolized drugs (9%), headache (8%), dizziness (6%), asthenia (5%), sinus bradycardia (3%), 
such as cyclosporin, particulary those of low therapeutic ratio or in patients flushing (3%), and first-degree AV block (3%). Only edema and perhaps References: 1. Data on fil, Marion Merell Dow Inc. 9 Cramer JA, Mattson RH, 
with renal and/or hepatic impairment, may require adjustment when starting bradycardia and dizziness were dose related. Prevey ML, etal. JAMA, 1989,261(22):3273-3274. 
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GOw4 sustained 
1 , IINlOZEM HO) eece, Be a : capsules be eS) 
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Dosage flexibility: 

m==i Unsurpassed efficacy 
3 

§ cing Z a 

ex Bu m= Low side-effect profile % S 

70mg Sk 120mgS* | mi Convenient bid dosage 

BRIEF SUMMARY Beta-blockers: Controlled and uncontrolled domestic studies suggest that Dou i : IND PLACEBO COI 
CARDIZEM” SR concomitant use of CARDIZEM and beta-blockers or digitalis is usually well toler- Bae Hs Me 
(diltiazem hydrochtoride) ated, butavailable data are not sufficient to predic the effects of concomitant = 
Sustained Release Capsules treatment in patients with left ventricular dysfunction or cardiac conduction pilliezen Fees 

CONTRAINDICATIONS abnormalities Meas ee 
CARDIZEMis contraindicated in (1) patients with sick sinus syndrome except ‘Administration of CARDIZEM (ditiazem hydrochloride) concomitantly with nalvetas ents) ze () 

inthe presence ofa functioning ventricular pacemaker, (2) patients with second- _propranololin ive normal volunteers resulted in increased propranolol levels 38 (12%) 17 (8%) 
or third-degree AV block except in the presence of a functioning ventricular _in all subjects and bioavailability of propranolol was increased approximately AV block fist degree 24 (7.6%) 4(1.996) 
pacemaker, () patients with hypotension (less than 90 mm Hg systolic), (4) patients 50%. If combination therapy is initiated or withdrawn in conjunction with a 
who have demonstrated hypersensitivity to the drug, and (5) patients with acute propranolol, an adjustment in the propranolol dose may be warranted. (See dizziness 22 (7%) 6 (2.8%) 
myocardial infarction and pulmonary congestion documented by X-ray on WARNINGS.) 19 (6%) 2 (0.9%) 

admission Cimetidine: A study in sixhealthy volunteers has shown asignificantinorease 
WARNINGS in peak itiazem plasmalevels (58%) and area-under-the-curve (5396) aftera biadyvatia 19(6%) ate 

4. Cardiac Conduction. CARDIZEM prolongs AV node refractory periods without 1-WeeK course of cimetidine at 1,200 mg per day and ditiazem 60 mg per day ECG abnormality 13(4.1%) 3.(1.4%) 
significantly prolonging sinus nade recovery time, exceptin patientswith sick Ranitidine produced smaller, nonsignificant increases. The effect may be medt- asthenia 10(3.2%) 1 (0.59%) 
sinus syndrome. This effect may rarely result in abnormally slow heart rates ated by cimetiine’s known inhibition of hepatic cytochrome P.450, the enzyme (particularly inpatients with sick sinus syndrome) or second-or third-degree _9Stem probably responsible forthe fs-pass metabolism of ditiazem. Patients 5 (1.6%) 2 (0.9%) 

AVblock (nine of 2,111 patients or 0.43%). Concomitant use of diltiazem with __curTently receiving itiazem therapy should be carefully monitored for a change dyspepsia 4 (1.3%) 4 (0.5%) 
beta-blockers or digitalis may resultin additiveeffects on cardiac conduction. in Pharmacological effect when initiating and discontinuing therapy with cimeti- [juices Mena 

Apatient wth Prinzmeta's angina developed periods ofasystole(2toSseconds) dine, An adjustment inthe liazem dose may be warranted nse =the a 
after a single dose of 60 mg of diltiazem, Digitalis: Administration of CARDIZEM with digoxin in 24 healthy male sub- palpitations 4 (1.3%) 2 (0.9%) 

2. Congestive Heart Failure. Although ditiazem has a negative inotropic effect __‘[#cts increased plasma digoxin concentrations approximately 20%. Another 2(0.9%) 
inisolated animal tissue preparations, hemodynamicstudiesin humans with Investigator found no increasein digoxin levels in 12 patients with coronary artery ae a oon normal ventricular uneton have nat shown areducton cardiac ndcnor see, Shee there have boon conficingresuts regarding netlectocigoxn 43%) [| —- id 

consistent negative effects on contractility (dp/at). An acute study of oral dit. !2ves,itis recommended tat cigoxnlevelsbe monitored when inating, adjust- [Dalkphesincease | Sw) | Oem | 
tazemin patients wthimpaied ventricular function ection action 24x + 90, and discontinuing CARDIZEM therapy to avoid possible over-or unde. phos meres an a 
6%) showed improvement in indices of ventricular function withoutsignificant _italization. (See WARNINGS.) bypotensic St) ACS) 
decrease in contractile function (dp/at). Experience with the use of CARDIZEM Anesthetics: [he depression of caralat contracilty, conductivity, afi 3 (1%) 4 (0.5%) (diltiazem tydrochioride) in combination with beta-blockers in patients with 2Ut0maticity as wellas the vascular dilation associated with anesthetics may [sry [a GH) [TT 
impaired ventricular function is limited, Caution shouldbe exercised when using _@ potentiated by calcium channel blockers, When used concomitantly, = at 10.5) is combination anesthetics and calcium blockers should be titrated carefully. {AV block second degree 200% [| - | 

3. Hypotension. Decreases in blood pressure associated with CARDIZEM ther- Carcinogenesis, Mutagenesis, Impairment of Fertility, A24 month study apy may occasionally result in symptomatic hypotension. in rats and a 21-month study in mice showed no evidence of carcinogenicity. Inaddition, the following events were reported infrequently (less than 196) with 
4, Acute Hepatic Injury. Mild elevations of transaminases with and without con-__‘There was also no mutagenic response in in vitro bacterial tests. No intrinsic CARDIZEM SR Capsules or CARDIZEM Tablets or have been observed in angina 

comitant elevation in alkaline phosphatase and bilirubin have been observed effect on fertility was observed in rats, ee 
in clinical studies, Such elevations were usualy transient and frequently resolved Pregnancy. Category C. Reproduction studies have been conducted in mice, Gandloweseiar: Angina, Srryiiinis, secon otic cenrea Oe (oe 

even with continued ditiazem treatment. In rare instances, significant eleva- ‘tS, and rabbits. Adminstration of doses ranging from five to ten times greater Sone Nerang) BUN Bran a cee lem 
tions in enzymes such as alkaline phosphatase, LDH, SGOT, SGPT, and other (0 ama/kg basis) than the daily recommended therapeutic dose has resulted failure, syncope, tachycardia, ventricular extrasystoles. 
phenomena consistent with acute hepatic injury have been noted. These reac- embryo and fetal lethality. These doses, in some studies, have been reported Nervous System: Abnormal dreams, amnesia, depression, gait abnormality, 

tions tended to occur early after therapy initiation (1 to 8 weeks) andhave been 0 Cause skeletal abnormalities. In the perinatal/postnatal studies, there was hallucinations, nervousness, paresthesia, personality 
reversible upon discontinuation of drug therapy. The relationship to CARDIZEM Some reduction in early individual pup weights and survival rates, There was ' change, tremor. 
is uncertain in some cases, but probable in some. (See PRECAUTIONS.) an increased incidence of stillbirths at doses of 20 times the human dose or Gastrointestinal: Anorexia, diarrhea, dry mouth, dysgeusia, mild elevations 

PaccAUTNG greater of SGOT, SGPT, and LDH (see Hepatic Wamings), thirst, vomit 
There are no well-controlled studies in pregnant women; therefore, use ing, weight increase. 

General. CARDIZEM (diltiazem hydrochloride) is extensively metabolized by ¢aRDIZEMin pregnant women only ifthe potential benefit justifies the poten- Dermatological: Petechize, photosensitivity, pruritus, urticaria. 
Sa goee loi ple inbile. Aswith any druggiven overprotonged —_tia| risk to the fetus. Other: Amblyopia, CPK increase, dyspnea, epistaxis, eye iritation, 
petods labora parameters should be montored atepur inna. The ug Nursing Mothers Dltiazemis excreted in human milk. One report suggests fyperalycemia, hyperuricemia, impotence, muscle cramps, 

used with caution in patients with impaired renal or hepatic function. that concentrations in breast milk may approximate serum levels. If use of nasal congestion, nocturia, osteoarticular pain, sexual 
In subacute and chronic dog and rat studies designed to produce toxicity, high CARDIZEMis deemed essential, an alternative method of infant feeding should difficulties, tinnitus. 
Lae of Miaenyere sssoned with hepatic damage. Inspecialsubacutehepatic —_e instituted. ‘ The following postmarketing events have been reported infrequently in patients 
Ufos) Orel doses ali 2> a actus Rena fare pete asec WIM ENOIO Pediatric Use, Safety and effectivenessin children havenot been established. receiving CARDIZEM: alopecia, erythema multiforme, extrapyramidal symptoms, ical changes in the liver which were reversible when the drug was discontinued. gingival hyperplasia, hemolytic anemia, increased bleeding time, leukopenia, pur- 

Indogs, doses of 20 mg/kg were also associated with hepatic changes; however, ADVERSE REACTIONS rf f 5 5 : t pura, retinopathy, and thrombocytopenia. There have been observed cases of a inesoeranues acts verela nn eonAnEd Casto Serious adverse reactions have been rare in studies carried out to date, but generalizedrash, characterized asleukocytoclastic vasculitis. In addition, events Dermatological events (see ADVERSE REACTIONS section) may betransient it shouldbe recognized that patients with impaired ventricular function and : such as myocardial infarction have been observed which are not readiy distinguish and may disappear despite continued use of CARDIZEM. However skin eruptions cardiac conduction abnormalities have usually been excluded fromithese studies, Be teith G mea Te Tee Cea ce able from the natural history of the disease in these patients. A definitive cause 
progressing to erythema multiforme and/or extoiative dermatitishave also been fe OV aToe VES taso (bes DelON EDIE sen Ven OD ee al : nd effect relationship between these events and CARDIZEM therapy cannot yet. inffequently reported. Should a dermatologic reaction persist, the drug should studies of hypertensive patients receiving either CARDIZEM Tabletsor CARDIZEM Be ec LIEeds Catehatve dennis (Go Taleo ee eo 
be digcontinded SR Capsules as wellas experiences observed in studies of anginaand during Pe Bsra8 ecolative dermatitis, (broven:ty/rechalends) has also Det 

Drug Interaction. Duetothe potentialforadaitiveeffects, cautionandcareful _‘™arketing. The most common events in hypertension studies are shown in a " Issued 1/91 
titration are warranted in patients receiving CARDIZEM concomitantly with any _table wth rates n placebo patients shown for comparison. Less common events 
agents known to affect cardiac contractility and/orconduction. (See WARNINGS.) __2"@lsted by body system; these include any adverse reactions seen in angina 
Pharmacologic studies indicate that there may be additive effects in prolonging _Studles that were not observed in hypertension studies. In all hypertensive 
AV conduction when using beta-blockers or digitalis concomitantly with Patients studied (over 900), the most common adverse events were edema (990), CARDIZEM. (See WARNINGS.) headache (896), cizziness (6%), asthenia (5%), sinus bradycardia 3%), flushing 

As with all drugs, care should be exercised when treating patients with multi- (3%), and 1° AV block (3%). Only edema and perhaps bradycardia and 
ple medications. CARDIZEMundergoesbiotransformationby cytochromeP-450 dizziness were dose related. The most common events observed in clinical mixed function oxidase. Coadministration of CARDIZEM with otheragentswhich Studies (over 2,100 patients) of angina patients and hypertensive patients MARION MERRELL DOW INC. 
follow the same route of biotransformation may result in the competitive "ceiving CARDIZEM Tablets or CARDIZEM SR Capsules were (', greater than -_ 
inhibition of metabolism. Dosages of similarly metabolized drugs, particularly 19) edema (5.4%), headache (4.59), dizziness (3.4%), asthenia (2.8%), PS SSO 
those of low therapeutic ratio or in patients with renal and/or hepatic ‘first-degree AV block (1.8%), flushing (1.796), nausea (1.696), bradycardia M i 7 
impairment, may require adjustment when starting or stopping concomitantly (1.5%), and rash (1.5%). RST SS CMT ox Ni cae wk 
administered CARDIZEM to maintain optimum therapeutic blood levels.
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at THERAPEUTIC BENEFITS 
BRIEF SUMMARY may require adjustment when starting or stopping concomitantly administered 
CARDIZEM® SR CARDIZEM to maintain optimum therapeutic blood levels. eT RGA umn (diltiazem hydrochloride) Beta-blockers: Controlled and uncontrolled domestic studies suggest that — 
Sustained Release Capsules concomitant use of CARDIZEM and beta-blockers or digitalis is usually well Dien eee CONTRAINDICATIONS tolerated, but available data are not sufficient to predict the effects of concomi- N=315 N=211 

CARDIZEM is contraindicated in (1) patients with sick sinus syndrome except _tant treatment in patients with left ventricular dysfunction or cardiac conduction Adverse # pts (%) # pts (%6) 
in the presence of a functioning ventricular pacemaker, (2) patients with second- abnormalities, 38 (12%) 17 (8%) 
or third-degree AV block except in the presence of a functioning ventricular ‘Administration of CARDIZEM (diltiazem hydrochloride) concomitantly with AV block frst degree 24 (7.6%) 4(1.9%) 
pacemaker, (3) patients with hypotension (less than 90 mm Hg systolic), propranolol in five normal volunteers resulted in increased propranolol levels in : 
(@) patients who have demonstrated hypersensitivity to the drug, and (6) pa~ all subjects and bioavailability of propranolol was increased approximately 50%. 22.1%) 6(28%) 
tients with acute myocardial infarction and pulmonary congestion documented _if combination therapy is initiated or withdrawn in conjunction with propranolol, 19 (6%) 2.(0.9%) 
by cray on admission. an adjustment in the propranolol dose may be warranted. (See WARNINGS.) pradjcada 19 (6%) 3 (14%) 

WARNINGS Cimetidine: A study in si healthy volunteers has shown a significant increase £06 abnormally BMD BLA) 
1. Cardiac Conduction. CARDIZEM prolongs AV node refractory periods without in peak diltiazem plasma levels (68%) and area-under-the-curve (53%) after a - 

significantly prolonging sinus node recovery time, except in patients with sick _1-week course of cimetidine at 1,200 mg per day and diltiazem 60 mg per day 10(3.2%) 1 (0.5%) 
sinus syndrome. This effect may rarely result in abnormally slow heart rates Ranitidine produced smaller, nonsignificant increases. The effect may be me- 5 (1.6%) 2(0.9%) 
(particularly in patients with sick sinus syndrome) or second- or third-degree diated by cimetidine’s known inhibition of hepatic cytochrome P-450, the enzyme dyspepsia 4 (1.3%) 1(0.5%) 
AV block (nine of 2,111 patients or 0.43%). Concomitant use of diltiazem with system probably responsible for the first-pass metabolism of diltiazem. Patients F 
beta-blockers or digitalis may result in additive effects on cardiac conduc- currently receiving diltiazem therapy should be carefully monitored for achange  |_nausea | (1.3%). 2 (0.9%) 
tion. A patient with Prinzmetal's angina developed periods of asystole (2 to __in pharmacological effect when initiating and discontinuing therapy with cimeti- palpitations 4 (1.3%) 2.(0.9%) 
5 seconds) after a single dose of 60 mg of diltiazem. dine. An adjustment in the diltiazem dose may be warranted. 4(1.3%) 2 (0.9%) 

2. Congestive Heart Failure. Although diltiazem has a negative inotropic effect Digitalis: Administration of CARDIZEM with digoxin in 24 healthy male sub- [aaa | 
in isolated animal tissue preparations, hemodynamic studies in humans with jects increased plasma digoxin concentrations approximately 20%. Another 4 (1.3%) 
normal ventricular function have not shown a reduction in cardiac index nor investigator found no increase in digoxin levels in 12 patients with coronary alk phos increase 3(1%) 1 (05%) 
consistent negative effects on contractility (dp/dt). An acute study of oral artery disease. Since there have been conflicting results regarding the effect of ates 3 (1%) 110.5%) 
diltiazem in patients with impaired ventricular function (ejection fraction digoxin levels, itis recommended that digoxin levels be monitored when initiat- 

24% 6%) showed improvement in indices of ventricular function without ing, adjusting, and discontinuing CARDIZEM therapy to avoid possible overs or © |_insomnia_—— | 3 (1%) (0.5%) 
significant decrease in contractile function (dp/dt). Experience with the use of _under-digitalization. (See WARNINGS. ) 3.(1%) 1(0.5%) 
CARDIZEM (diltiazem hydrochloride) in combination with beta-blockers in Anesthetics: The depression of cardiac contractility, conductivity, and auto- AV block second degree DOGS pi | ame 
patients with impaired ventricular function is limited. Caution should be maticity as well as the vascular dilation associated with anesthetics may be 
exercised when using this combination, potentiated by calcium channel lockers. When used concomitantly, anesthetics In addition, the following events were reported infrequently less than 1%) or 

3, Hypotension. Decreases in lod pressure associated with CARDIZEM therapy and calcium lockers shuld be tate carefully have been observed in angina trials. In many cases, the relation to drug is 
may occasionally result in symptomatic hypotension. Carcinogenesis, Mutagenesis, Impairment of Fertility. A 24-month study in uncertain. 4 Acute Hepatic Injury. Mid elevations of transaminases with and without rats anda Sl-momth studgin mice stowed noevidence of carcinogen. There Cardiovascular: Angina arrhythmia, bundle branch block tachycardia, ven 
Concomitant elevation in. alkaline phosphatase and bilirubin have been was also no mutagenic response in in vitro bacterial tests. No intrinsic effect on tricular extrasystoles, congestive heart failure, syncope. pier in ane) Set ceations were tel lancet and fertility was observed in rats. Nervous System: Amnesia, depression, gait abnormality, hallucinations, ner- frequently resolved even with continued diltiazem treatment. In rare in- vousness, paresthesia, personality change, tinnitus, tremor, stances, significant elevations in engymes suchas alkaline phosphatase, T@Btaney. Calgon Reproduction studies have been conducted in mic, aonmaldeans 
LDH, SGOT, SGPT, and other phenomena consistent with acute hepatic injury Z ae a Gastrointestinal: Anorexia, diarrhea, dysgeusia, mild elevations of SGOT, SGPT, (on a mgykg basis) than the daily recommended therapeutic dase has resulted in , have been noted. These reactions tended to occur early after therapy initiation and LDH (see hepatic warnings), vomiting, weight increase, embryo and fetal lethality. These doses, in some studies, have been reported to (1 to 8 weeks) and have been reversible upon discontinuation of drug therapy. thirst. cause skeletal abnormalities, In the perinatal/postnatal studies, there was some : 
{he relationship to CARDIZEM is uncertain in some cases, but probable m reduction in early individual pup weights and survival rates. Thee was an Dermatological: Petechiae, pruritus, photosensitivity, urticaria 
sve pes RECALLS) increased incidence of stillbirths at doses of 20 times the human dose or greater, Other: Ambyopia, CPK increase, dyspnea, epistaxis, ye itation, 

PRECAUTIONS There are no well-controlled studies in pregnant women; therefore, use hyperetycemia, sexual difficulties, nasal congestion, nocturia, 
General. CARDIZEM (diltiazem hydrochloride) is extensively metabolized by CARDIZEM in pregnant women only ifthe potential benefit justifies the potential stenarticular pain, impotence, dry mouth. 

the ver and excreted y the Kidneys and in bi As wih any dug gen over isk tothe fetus ne ‘oleae ostmaifing events have been panel feat jie 
prolonged periods, laboratory parameters should be monitored at regular inter- ents receivin alopecia, gingival hyperplasia, forme, 
vals, The drug shouldbe used with caution in patients wth impaied renal or tna Notation in osetia One report suggests and leukopenia, Definitve cause and effect lationship between these evens 
hepatic function, In subacute and chronic dog and rat studies designed to CARDIZEM is deemed essential, an alternative method of infant feeding should "4 CARDIZEM therapy cannot yet be established. produce loscty, ah doses of ciiaze were cou, with at damage. be instituted i 'ssued 1/89 in special subacute hepatic studies, oral doses of 125 mg/kg and higher in rats at ; =o ae vere associated with tistolosical changes nthe inet wivch vere reversible wien Pediatric Use. Safety and effectiveness in children have not been established. References: 1. Pool PE, Seagren SC, Salel AF: Am J 
the drug was discontinued n dogs, doses of 20mg were also associated wih ADVERSE REACTIONS, , outtodate nt — C27di0l, 1985;56:86H-91H. 2. Frishman WH, Zawada epatic changes; however, these changes were reversible with continued dosing. Serious adverse reactions have been rare in studies carried out to date, butit FS 7 E wis -59:615-623, | 

Dermatological events (see ADVERSE REACTIONS section} may be transient. should be recognized that patients with impaired venticular function and garg 2 Jt» Smith LK, et al: Am J Cardiol 1987;59:615-623. 
‘and may disappear despite continued use of CARDIZEM, However, skin eruptions conduction abnormalities have usually been excluded from these studies 
progressing to erythema multiforme and/or exfoliative dermatitis have also been The adverse events described below represent events observed in clinical studies 
infrequently reported. Should a dermatologic reaction persist, the drug should be of hypertensive patients receiving either CARDIZEM Tablets or CARDIZEM SR 

discontinued. Capsules as well as experiences observed in studies of angina and during market- 
Drug Interaction. Due tothe potential for additive effects, caution and careful ing. The most common events in hypertension studies are shown in a table with 

titration are warranted in patients receiving CARDIZEM concomitantly with any rates in placebo patients shown for comparison. Less common events are listed by 
agents known to affect cardiac contractility and/or conduction, (See WARNINGS.) body system; these include any adverse reactions seen in angina studies that were 
Pharmacologic studies indicate that there may be additive effects in prolonging not observed in hypertension studies. n all hypertensive patients studied (over 
AV conduction when using beta-blockers or digitalis concomitantly with 900), the most common adverse events were edema (9%), headache (8%), 
CARDIZEM. (See WARNINGS.) dizziness (6%), asthenia (5%), sinus bradycardia (3%), flushing (3%), and 1° AV 

As with all drugs, care should be exercised when treating patients with block (3%). Only edema and pertians bradycardia and dizziness were dose related. 
multiple medications. CARDIZEM undergoes biotransformation by cytochrome The most common events observed in clinical studies (over 2,100 patients) of : 
-450 mixed function oxidase. Coadministration of CARDIZEM with other agents angina patients and hypertensive patients receiving CARDIZEM Tablets or Another patient benefit product from 
ee the eae ot of ae foam ae jeu in the competitive CARDIZEM SR ey bas (ie, rea et 1%) crs eM aes emmy PHARMACEUTICAL DIVISION 
inhibition of metabolism. Dosages of similarly metabolized drugs, particularly (4.5%), dizziness (3.4%), asthenia (2.8%), first-degree AV block (1.8%), flushing 
those of low therapeutic ratio or in patients with renal and/or hepaticimpairment, (1.7%), nausea (1.6%), bradycardia (1.5%), and rash (1.5%). IM MARION CSRABOO1 

LABORATORIES, INC. 
jem | KANSAS CITY,MO 64137 1592E9
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BRIEF SUMMARY may require adjustment when starting or stopping concomitantly administered 
CARDEN SR CARDIZEM to maintain optimum therapeutic blood levels, Se ERENT ee 
(diltiazem hydrochloride) Beta-blockers: Controlled and uncontrolled domestic studies suggest that a 
Susan Release Copsues canal use of CARDIZEM ant et Dockers or digas usualy wel Pee ae na acta 

tolerated, but available data are not sufficient to predict the effects of concomi- E iS 
CARDIZEM is contraindicated in (1) patients with sick sinus syndrome except _tant treatment in patients with left ventricular dysfunction or cardiac conduction # pts (%6) # pts (%) 

in the presence of a functioning ventricular pacemaker, (2) patients with second- abnormalities. 38 (12%) 17.8%) 
or third-degree AV block except in the presence of a functioning ventricular Administration of CARDIZEM (diltiazem hydrochloride) concomitantly with | ay block fst degree 27.6%) 719%) 
pacemaker, (3) patients with hypotension (less than 90 mm Hg systolic), propranolol in five normal volunteers resulted in increased propranolol levels in i = 
(4) patients who have demonstrated hypersensitivity to the drug, and (5) pa _all subjects and bioavailability of propranolol was increased approximately 50% 22.7%) 6 (2.8%) 
tients with acute myocardial infarction and pulmonary congestion documented —_{f combination therapy is initiated or withdrawn in conjunction with propranolol, 19 (6%) 2(0.9%) 
by xray on admission, ar oe ie anya iis may be oe (See Ss ener 19 (6%) 3 (1.4%) 
WARNINGS . jimetidine: A study in six healthy volunteers has shown a significant increase ECG abnormality 13(4.1%) 3 (14%) 

1. Cardiac Conduction. CARDIZEM prolongs AV node refractory periods without in peak ditiazem plasma levels (58%) and area-under-the-curve (53%) after a . 
significantly prolonging sinus node recovery time, except in patients with sick _1-week course of cimetidine at 1,200 mg per day and diltiazem 60 mg per day.  |_asthenia =| ———10 3.2%) 1 (0.5%) 
sinus syndrome. This effect may rarely result in abnormally slow heart rates Ranitidine produced smaller, nonsignificant increases. The effect may be me- 5 (1.6%) 210.9%) 
(particularly in patients with sick sinus syndrome) or second- or third-degree diated by cimetidine’s known inhibition of hepatic cytochrome P-450, the enzyme 4(13%) 1 (0.5%) 
AV block (nine of 2,111 patients or 0.43%). Concomitant use of diltiazem with system probably responsible forthe first-pass metabolism of diltiazem. Patients Bee a 
beta-blockers or digitalis may resuit in additive effects on cardiac conduc- currently receiving diltiazem therapy should be carefully monitored for a change 4 (13%) 2 (0.9%) 
tion. A patient with Prinzmetal’s angina developed periods of asystole (2 to in pharmacological effect when initiating and discontinuing therapy with cimeti- palpitations 4 (1.3%) 2 (0.9%) 
5 seconds) after a single dose of 60 mg of diltiazem. dine. An adjustment in the diltiazem dose may be warranted. 4(13%) 2 (0.9%) 

2. Congestive Heart Failure. Although diltiazem has a negative inotropic effect Digitalis: Administration of CARDIZEM with digoxin in 24 healthy male sub- 
inisolated animal tissue preparations, hemodynamic studies in humans with jects increased plasma digoxin concentrations approximately 20%. Another (i 
normal ventricular function have not shown a reduction in cardiac index nor investigator found no increase in digoxin levels in 12 patients with coronary | alk phos increase 311%) 1(05%) 
consistent negative effects on contractility (dp/dt). An acute study of oral __artery disease. Since there have been conflicting results regarding the effect of 3 (1%) 1(0.5%) 
diltiazem in patients with impaired ventricular function (ejection fraction digoxin levels, itis recommended that digoxin levels be monitored when initiat- : : 
24% + 6%) showed improvement in indices of ventricular function without ing, adjusting, and discontinuing CARDIZEM therapy to avoid possible over- or 31%) 1(0.5%) 
significant decrease in contractile function (dp/dt). Experience with the useof | _under-digitalization. (See WARNINGS.) 3.1%) 1(05%) 
CARDIZEM (diltiazem hydrochloride) in combination with beta-blockers in Anesthetics: The depression of cardiac contractility, conductivity, and auto- AV block second degree 2016) | | 
patients with impaired ventricular function is limited. Caution should be maticity as well as the vascular dilation associated with anesthetics may be 
exercised when using this combination, potentiated by calcium channel blockers. When used concomitantly, anesthetics  _ In addition, the following events were reported infrequently (less than 1%) or 

3 pee Bear Coe arate with CARDIZEM therapy and calcium blockers should be titrated carefully hate been observed in angina tls. In many cases, the elton to cru is 
ally le hypotension. Carcinogenesis, Mutagenesis, Impairment of Fertility. A24-month study in. Uncertain. 

4 nels Hepat ea Mild ca of jiatslmnases wi ad teat rats and a 21-month study in mice showed no evidence of carcinogenicity. There Cardiovascular: Angina, arrhythmia, bundle branch block, tachycardia, ven- 
me ed dint fon in alkaline phosphatase and bilirubin have been was also no mutagenic response in in vitro bacterial tests, No intrinsic effect on tricular extrasystoles, congestive heart failure, syncope. 
SEW Saath Stina ASIN tense an fertility was observed in rats. Nervous System: Amnesia, depression, gait abnormality, hallucinations, ner- 

stances, significant elevations in enzymes such as alkaline phosphatase, roan: Eel ee0)y Fes voc tion atic ane ey nC ed Ne SSE eee ee TDW. SCOT SEPT and otter shonorey, ronan wi rite Peestet2s%, rats, and rabbits. Administration of doses ranging frm five to ten times greater ee ; SGPT, ol cute hepatic injury (ons me/kp basis) than the dail ded therapeutic dose has resulted in Gastrointestinal: Anorexia, diarrhea, dysgeusia, mild elevations of SGOT, SGPT, 
have been noted. These reactions tended to occur early after therapy initiation (0". 2 me/Ke basis) than the dally recommended therapeutic dose has resulted in and LDH (see hepati igs), vomit ht increase, {i to8 weeks) and have been reversible upon dscontincation of arog theayy, embryo and fetal lethality, These doses, in some studies, have been reported to and LOH (Se hepatic warnings) vomiting, weight ness, 
The relationship fo CARDIZEM is uncertan n some Cases, but probable US¢ skeletal abnormalities In the perinataVpostnaal studies, therewassome sian, HSL tse papacy urticaria 
some, (See PRECAUTIONS.) reduction in early individual pup weights and survival rates. There was an gical: pruritus, ty . 

x increased incidence of stillbirths at doses of 20 times the human dose or greater, Other: Amblyopia, CPK increase, dyspnea, epistaxis, eye irritation, 
PRECAUTIONS : There are no well-controlled studies in pregnant women; therefore, use hyperglycemia, sexual difficulties, nasal congestion, nocturia, 
ae ee deel ydechirie) is extensively petabolzed by caROvzt in pregnant women only if the potential benefit justifies the potential The following ae Tere ar oad rene ae ays and in bile. As with any drug given over _risk to the fetus. : prolonged periods, laboratory parameters should be monitored at regular inter- Nursin tients receiving CARDIZEM: alopecia, gingival hyperplasia, erythema multiforme, ig Mothers. Diltiazem is excreted in human milk. One report suggests vals ie cue should be used with caution n patients with inpared renal that concentrations in breast milk may approximate serum levels. If use of 2nd @anapen. Deinve cause and eft relationship between these evens 
rie focal high ee ee ee Hie eis CARDIZEM is deemed essential, an alternative method of infant feeding should IS i Issued 1/89 

A be instituted In special subacute hepatic studies, oral doses of 125 mg/kg and higher in rats ; es La Le 
were associated with histological changes in the liver which were reversible when Pediatric Use. Safety and effectiveness in children havenotbeen established. References: 1. Staessen], Fagard R, Lignen P, etal: Pract 

the drug was discontinued. In dogs, doses of 20 mg/kg were also associated with ADVERSE REACTIONS Cardiol 1986;12(5):55-65. 2. Massie B, MacCarthy EP, 
hepatic changes; however, these changes were reversible with continued dosing Serious adverse reactions have been rare in studies carried out todate, butt Ramanathan KB, et al: Amn Intern Med 1987;107(2):150- 

Dermatological events (see ADVERSE REACTIONS section) may be transient shouldbe recognized that patients with impaired vetrular function and cariac. 465" wear MR fosseloom, Guard M) ct al: An) cordiol and may disappear despite continued use of CARDIZEM. However, skin eruptions conduction abnormalities have usually been excluded from these studies, . 3. Weir MR, Josselson J, Giard MY, et al: Am J Cardiol 
progressing to erythema multiforme and/or exfoliative dermatitis have also been The adverse events described below represent events observed inclinical studies 1987;60:361-411. 4. Frishman WH, Zawada ET Jr, Smith LK, 
Hay pated Should a dermatologic reaction persist, the drug should be af hypertensive patients receiving either CARDIZEM Tablets or CARDIZEM SR ce ae Cardiol UB) See?) A Pool a ee 
iscontinue apsules as well as experiences observed in studies of angina and during market- , Salel AF: Am J Cardiol 1985;56:86H-91H. 6. Pool PE, 
Drug Interaction. Due to the potential for additive effects, caution and careful ing. The most common events in hypertension studies are shown in a Eble with Seagren SC, ane Cardiol Board Rev 1986;3(10):77- 

titration are warranted in patients receiving CARDIZEM concomitantly with any rate in placebo patients shown for comparison. Less common events aelisted by O17. Sunderrajan S, Reams G, Bauer JH: Hj ypertension 
agents known to affect cardiac contactlity and/or conduction See WARNINGS.) body system; these include any adverse reactions seen in angina studies that were 9 6/8.938.949 8. Arnodeo C, Kobrin L. Ventura 110. etal 
Pharmacologic studies indicate that there may be additive effects in prolonging not observed in hypertension studies. in all hypertensive patients studied (over 38:258-242. 8. leo C, Kobrin I, Ventura HO, etal: 
AV conduction when using beta-blockers or digitalis concomitantly with 900), the most common adverse events were edema (9%), headache (8%), Cérculation 1986;73(1):108-113. 9. Schulte K-L, Meyer- 

S esit al sues Cae huld heeersn heey peice il) MELA Ocean atin ai TCR Sec ne uel ueHass oes ts oe eemlr ul xercised when treating patients wit lock (3%). Only edema and perhaps bradycardia and dizziness were dose relat 8:859-865.. 
multiple medications. CARDIZEM undergoes biotransformation by cytochrome The most common events observed in clinical studies (over 2,100 patients) of Sit 
P-450 mixed function oxidase. Coadministration of CARDIZEM with other agents angina patients and hypertensive patients receiving CARDIZEM Tablets or Another patient benefit product from 
Which follow the same route of biotransformation may result in the competitive CARDIZEM SR Capsules were (ie, greater than 1%) edema (5.4%), headache © J" PHARMACEUTICAL DIVISION 
inhibition of metabolism. Dosages of similarly metabolized drugs, particularly (8.59), diziness (3.4%), asthenia (2.8%), first-degree AV block (1.8%), flushing MARION 
those of low therapeutic ratio orn patients with renal and/or hepatic impairment. (1.7%), nausea (1.6%), bradycardia (1.5%), and rash (1.5%) LABORATORIES ING. CSRAD706 
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