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Latent diabetes may become mandest and insulin requirements in diabetc pabents
may be altered during thiazde admimsiration A mean increase in glucose of
.47 mg/dL was observed m patients ireated with indapamide 1.25 mg, which was
not considered cinically signéicant in these tnals. Serum concentrations of glucose
should be monitored routnely dunng reatment with ndapamide
Calcium excretion i decreased b', diuretics pharmacologically related fo
Indapamede. After six o eght weeks of indapamide 1.25 mg treatment and in long-
term studies of hypertensve patiants with higher doses of indapamide. however
serum concenirations of calcium increased only slightly with indapamide
Indapamide may decrease serum PBI levels without signs of thyrod disturbance
Complications of hyperparathyroidism have not been seen. Discontinue bedore tests
of paratiwrosd function are pertormed
Thiandes have exacerbated o actvated systemic lupus enfhematosus. Consider
this possibility with indapamade
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sialadenitis, xanthopsia. pholosensitwly, purpura, bullous eruptions, Stevens
Johnson syndrome. necrotizing angitis, fever, respiratory distress (inciuaing
pneumonilis) anaonyla('.-c reactions .a-;rar!u-n-:yln;us leukopenia
thrombocylopensa, aplashic anemia.
CAUTION: Federal (U.S A ) law prohibds dispensang without prescnpbon
Keep fightty closed. Store ai controlied room temperature. 15°-30°C (59°-B6'F)
Avoud escessve heat. Dispense in tight containers as defined in USP
See product creular for Al prescribing information
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adverse
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1-800-FDA-1088.

ED/A MEDWATCH

THE FDA MEDICAL PRODUCTS REPORTING PROCRAM

If it’s serious, we need to know.
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The last word
in managed care
is still care!

If you think there’s too much management and not
enough care in managed care, remember this. The last
word in health has always been care. And the front line
will always be doctors.

Doctors Resource Service

DRS, which is AMA’s managed care/health system reform
resource series, puts it all into perspective. How to balance
management with care. How to respond to reform. How to
protect your personal and professional future.

Subscribe now
and save 30%

DRS puts the balance in managed care. Specific topics include:

¢ Competition ¢ PHOs ¢ Financing MD corporations ® Negotiating
contracts ® Anti-trust  Evaluating compensation e Selling, merging,
buying ® Assets ® Capital development ¢ Quality assessment

* Regulations e Legal rights ® Gatekeepers ® Managing your personal and
professional life ® Trade-offs and risks in employment

New DRS subscribers save 30%! Subscribe now and get the
first two issues of DRS for only $30. In addition, take 30% off
the next seven issues. Special reduced subscription rate is
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(applicable state sales tax and shipping and handling will
be added).

Use the following order numbers for this special discount
offer:

DRS, Issues 1 and 2 Order #: OP636094MH

DRS subscription, Issues 3-9 Order #: OP636194MH

Call today and have the last word in managed care!

800 621-8335

Visa, MasterCard, American Express/Optima accepted
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HEMODYNAMIC EFFECTS

In hypertension’

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

* Low incidence of vasodilatory side effects

* No reflex tachycardia is associated with chronic
antihypertensive effects

In angina’

* Potent dilator of coronary arteries* and reduces vasospasm

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

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

WELL-TOLERATED CONTROL REGARDLESS
OF AGE OR GENDER?

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

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

* Demonstrated in patients with vasospastic angina.
1 See Warnings and Clinical Pharmacology sections in prescribing information.
¥ In clinical trials with Cardizem CD.

Please see brief summary of prescribing information on next page.
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Cardizem CO
Start with one
780-np

FOR HYPERTENSION OR ANGINA

Briel Summanf of
Prescribing Information as of April 1993

CARDIZEM® CD
(diltiazem HCI)
Capsules

CONTRAINDICATIONS

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

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

vertricular pacemaker, (3) patients with hygutensinn (less than 90 mm Hg s;rslulil:}. (4) patients who have demon-
strated hypersensitivity 1o the drug, and (5] patients with acute ial infarction and pul ¥ congestion
documented by x-ray on admission.

WARNINGS

1. Cardiac Conduction. CARDIZEM prolangs AV node refractory periods without significantly prolungnmp sinus
node recovery time, except in patients with sick sinus syndrome. This effect may rarely result in abnormally
slow heart rates [parlbcular‘l:y In patients with sick sinus syndrome) or second- or third-degree AV block (13 of
3290 patients or 0.40%). Concomitant use of diltiazem with beta-blockers or digitalis ma?' result In additive
effects on cardiac conduction. A patient with Prinzmetal's angina developed periods of asystole (2 to 5
seconds) after a single dose of 60 mg of diltiazem.

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

3. Hypotension, Decreases in blood pressure associated with CARDIZEM therapy may occasionally result in
symptomatic hypotension.

. Acule Hepatic In]:q. Mild elevations of transaminases with and without concomitant elevation in alkaline
phosphatase and bilirubin have been observed in clinical studies. Such elevations were usually ient and
frequently resolved even with continued diltiazem treatment. In rare instances, significant elevations in
enzymes such as alkaline ﬂhﬂsphatase. LDH, SGOT, SGPT, and other gsnmm consistent with acute hepatic
injury have been noted. These reactions tended to occur early after therapy initiation (1 to 8 weeks) and have
been reversible upon discontinuation of drug therapy. The relationship to CARDIZEM is uncertain in some
cases, but probable in some. (See PRECAUTIONS.)

PRECAUTIONS

CARDIZEM (diltiazem hydrochioride) is extensively metabolized by the liver and excreled by the kidneys and in
bile. As with any dru?auwen over prolonged periods, laboratory parameters of renal and hepatic function should
be monitored at regular intervals. The drug should be used with caution in patients with impaired renal or hepatic
function. In subacute and chronic dog and rat studies designed lo produce toxicity, high doses of dilliazem were
associated with hepatic damage, In special subacute hepatic studies, oral doses of 125 mg/kg and higher in rats
were associated with histological changes in the liver which were reversible when the drug was discontinued. In
dogts_. :Iu;aﬂs of 20 mg/kg were also associated with hepatic changes: however, these changes were reversible with
continued dosing.

Dermatological events (see ADVERSE REACTIONS section) rrsa;;lbe transient and may disappear despite continued
use of CARDIZEM, However, skin eruptions progressing to erythema multiforme and/or exfoliative dermatitis have
also been Infrequently reported. Should a dermatologic reaction persist, the drug should be discontinued.

na

.

Drug Interactions
Due to the potential for additive effects, caution and careful titration are warranted in patients receiving CARDIZEM
concomitantly with other agents known to affect cardiac contractility and/or conduction. (See WARNINGS.)
Pnalmaouinglc studies indicate that there may be additive effects in spruiunging AV conduction when using beta-
blockers or digitalis concomitantly with CARDIZEM. (See WARNINGS.
As with all drugs, care should be exercised when treating patients with multiple medications, CARDIZEM under-
goes biotransformation by eytochrome P-450 mixed function oxidase. Coadministration of CARDIZEM with other
agents which follow the same route of biotransformation may result in the competitive inhibition of metabolism.
Especially in ﬁah‘ams with renal and/or hepatic impairment, dosages of similarly metabalized drugs, particularly
those of low therapeutic ratio, may require adjustment when starting or stopping concomitantly administered dilti-
azem to maintain optimum therapeutic blood levels.
Beta-blockers. C and trolled d ic studies suggest thal concomitant use of CARDIZEM and
beta-blockers is usually well tolerated, but avallable data are not sufficient to predict the effects of concomitant
treatment in patients with left ventricular dystunction or cardiac conduction abnormalities.
Administration of CARDIZEM (diltiazem hydrochloride) concomitantly with Prupranudol in five normal volunteers
resulted In increased propranolol levels in all subjects and bioavailability of propranclol was increased approxi-
mately 50%. In vitro, propranolol appears to be displaced from its binding sites by diltiazem. If combination
therapy is initiated or withdrawn in conjunction with propranolol, an adjustment in the propranolol dose may be
warranted. (See WARNINGS.)
Cimetidine. A study in six healthy volunteers has shown a significant increase in peak diltlazem plasma levels
(58%) and area-under-the-curve (53%) after a 1-week course of cimetidine at 1200 mg per day and a 1:};5]12 dose
of diltiazem 60 mg. Ranitidine produced smaller, nonsignificant increases. The effect may be mediated by
cimetiding’s known Inhibition of hepatic cytochrome P-450, the enzyme system responsible for the first-pass
metabolism of diltiazem. Patients currently receiving diltiazem therapy should be carafulg monitored for a change
in pharmacaological effect when initiating and discontinuing therapy with cimetidine. An adjustment in the diltiazem
dose may be warranted
Digitalis, Administration of CARDIZEM with digaxin in 24 healthy male subjects increased plasma digoxin concen-
trations approximately 20%. Another investigator found no increase in digoxin levels in 12 patients with coronary
artery disease. Since there have baen conflicting results regarding the effect of dia:in levels, it is recommended
that digoxin levels be monitored when lnitialing. adjusting, and discontinuing CARDIZEM therapy to avoid possible
over- or under-digitalization. (See WARNINGS.
Anesthetics. The depression of cardiac contractility, conductivity, and automaticity as well as the vascular dilation
associated with anesthetics may be potentiated by calcium channel blockers. When used concomitantly,
thetics and calcium blockers should be titrated carefully.

Cyclosporine. A pharmacokinetic interaction between diltiazem and cyclosporine has been observed during studies
involving renal and cardiac transplant patients. In renal and cardiac transplant recipients, a reduction of
cyclosporine dose ranging from 15% to 48% was necessary to maintain cyclosporing trough concentrations similar
to those seen prior to the addition of diltiazem. If these agents are to be administered concurrently, qcmorine
¢ ations should be monitored. especially when diltiazem therapy s initiated, adjusted, or disconfinued.
The effect of cyclosporine on diltiazem plasma concentrations has not been evaluated.

rbamazepine. Concomitant administration of diltiazem with carbamazepine has been reported fo result in
elevated serum levels of carbamazepine (40% to 72% Increase), resulting In toxicity in some cases. Patients
receiving these drugs ce ty should be monitored for a potential drug interact

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

Category G. Reproduction studies have been conducted in mice, rats, and rabbits. Administration of doses ranging
from five to ten times ?laatur {on a mg/kg basis) than the daily recommended therapeutic dose has resulted in
embryo and fetal lethality. These doses, in some studies, have been rted to cause skeletal abnormalities. In
the pan‘tnalah'pcslnalal studies, there was an increased incidence of stillbirths at doses of 20 times the human dose
or greater.

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

MNursing Mothers ;

Diltiazem is excreted in human milk. One report suggests that concentrations in breast milk may approxi-

glale ?rux levels. If use of CARDIZEM is deemed essential, an alternative method of infant feeding should
e instituted.

Safety and effectiveness in children have not been established.

ADVERSE REACTIONS

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

rom these studies.

The following table presents the most common adverse reactions reported in placebo-controlled angina and

hj'pens?sion trials in patients receiving CARDIZEM CD up to 360 mg with rates in placebo patients shown for

comparison,

CARDIZEM CD Capsule Placebo-Controlled
Angina and Hyperiension Trials Combined

Cardizem CD Placebo
Adverse Reactions (n=607) (n=301)
Headache 5.4% [ 5.0%
Dizziness | 3.0% 3.0%
Bradycardia | 3.3% | 13%
AV Block First Degree 3.3% 0.0%
Edema | 2.6% 1.3%
ECG Abnormality 1.6% 2.3%
Asthenia 1.8% 1.7%

In clinical trials of CARDIZEM CD capsules, CARDIZEM tablets, and CARDIZEM SR capsules involving over
patients, the most common events (ig, greater than 1%) were edema Sd,ﬁ%], headache (4.6%), dizziness
{3.5%}.ha?1lh;§ngia (2.6%), first-degree AV block (2.4%), bradycardia (1.7%), flushing (1.4%), nausea (1.4%),
and ras t B
In addition, the ’allowinq events were reported infrequently (less than 1%) in angina or hypertension trials:
Cardiovascular: Angina, arrhythmia, AV biock (second- or third-degree), bundie branch block, congestive heart
fallure, ECG abnormalities, h)gpmensinn. palpitations, syncope, tachycardia, ventricular extrasystoles
N m: A reams, fa, depression, gait abnormality, hallucinations, insomnia, nervous-
ness, paresthesia, personality change, somnolence, tinnitus, tremor
Gastrointestinal: Anorexia, constipation, diarrhea, dry mouth, dysgeusia, dyspe
SGPT, LDH, and alkaline phosphatase (see hepatic wamings), thirst, vomiting,
Dermatological: Petechiae, photosensitivity, pruritus, urticaria )
Other. Amblyopia, CPK increase, dyspnea, epistaxis, eye irritation, hyperglycemia, hyperuricemia, impotence,
muscle cramps, nasal congestion, nocturia, osteoarticular pain, polyuria, sexual difficulties
The following postmarketing events have been reported infrequently in patients receiving CARDIZEM: alopecia,
erythema multiforme, exfoliative dermatitis, extrapyramidal symptoms, gingival hyperplasia, hemolytic anemia,
increased bieeding time, leukopenia, purpura, retinopathy, and throm nia. In addition, events such as
myocardial infarction have been observed which are not readily distinguishable from the natural history of the
disease in these patients. A number of well-documented cases of genemﬁzed rash, characterized as leukocyto-
clastic vasculitis, have been reported. However, a definitive cause and effect relationship between these events and
CARDIZEM therapy is yet fo be established,

Prescribing Information as of April 1993

Marion Merrell Dow Inc.
Kansas City, MO 64114

codb0493a

ia, mild elevations of SGOT,
ght increase

References: 1. Cardizem CD prescribing information. 2. Data on file,
Marion Merrell Dow Inc.
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N Calan® SR (verapamil hydrochloride)
ess . BRIEF SUMMARY
Contraindications: Severe LV dysfunction (see Wamings),

hypotension {systolic pressure < 90 mm Hg) or cardiogenic
shock, sick sinus syndrome {if no pacemaker is present), 2nd-

- .
The Profession, the Family and You B
9 ﬂuner/ﬁbn[latron wnh an accessory bypass tract (eg WPW or
Wumngc Verapamil should be avorded in patients with

severe LV dysfunction (eg, ejection fraction < 30%) or moder-
ate to severe symptoms of mrdrac faiture and in patients with

International Conference on Physician Health an degre f vennclr dysucton ey te recevng 2
ta-blocker. Control milder heart failure optimum digitali-
September 16—20, 1994 zation and/or dn‘r’retrcs before Calan SR is usedf Verapamil may
i oduce ions of liver
Ottawa Westin Hotel we been rer;r;ned Severa’I’;aws;‘s have been de;n[onsrrﬁ::ted to
P C of liver function
ottawa, 0l[tal'i0, Canada in patients on verapamrl is prudent. Some parrems with parox-
A R Lo ysmal and/or chronic atrial flutter/fibnllation and an accessory
Sponsored by the American Medical Association, AV pathway eg. WPW or LGL syndfames) have dmm x
the Canadian Medical Association, bypassing the AV rode produng s very apd vertnclr
X R response of ventricular on after receiving |.V. verapami
the Federation of State Medical Boards, and or dhals). Because of thisnek.orl veranamrlﬂrs cortra
. . . . g L in such patents. may occur 1Znd- and Srg-
the Federation of Medical Licensing Authorities of Canada. degree, 0.8%). Development of marked 1st-degree block or
&wressron to eénd or 3rd- degree blcuk requires reduction in
Sage of, rar

of ap
therapy. Sinus bradycardia, 2nd—degree AV block, sinus arrest,
pulmonary edema and/or severe hypotension were seen in
some critically ill patients with hypertrophic cardiomyopathy

Health related problems are on our minds and in our news, affecting the way Who were trcted withveropami.

we live, the way we interact, the way we plan for our futures. They contribute o i mosead hepant uncon n s dyshncton

to the amount of stress we face during the course of a normal day. e a"g:‘jf;",,;;f,;":e",:g:;;;’;,“,},,°;g:gg;;,°;’p;:';;;g"$:g;

interval or other signs of overdosage. Verapamil may
o s . R . d ion in patients with Du-

Physicians are often ill-prepared to recognize stress-related problems in chenne’s muscular dystrophy and may prolong recovery from
. ege . the neuromuscular blocking agent vecuronium. it may be nec-

themselves, their families or their colleagues. essary o dectease verapami dosage i paterts rnh aten

beta-adrenergic blockers and verapamrl may result n additive
negative effects on heart rate, atrioventricular conduction and/

Now you can discover more about how your colleagues are facing their own or cardiac contractiity: there have been reports of excessive
. o . b dia and AV block, includi heart block. The
health challenges — at a meeting on physicians’ health related concerns, ?;:tmrmﬁ:gmmr m:%ég?umi the benzcﬁ:s
. . mbinati be ith caution and
the International Conference on Physician Health. o, Deeveasad mesoprol ad propancil deuance

may occur when aither dmg s admmrsrered concomitantly
with verapamil. A variable effect has been seen with combined

The Conference provides an opportunity to hear about the latest research o Gl vl oy 508 10 75% o e res ek of
findings on physician health, as well as new and innovative treatment and e e ) e Ciaranen
education programs in the area. e o e 1o ang e paven catetuly
monitored. Verapamil wil usuaxy have an additive effect in
et e b6 v w98 novss Sefors o,
[f re of 1§
Key Note Speakers will include: :fTer verapaml;‘;:lrnm?smrgr Concomrr:nst use of ﬂec'armdeu ?
. . . . di effec di
Roy W. Menninger, MD, Chairman of Trustees, Menninger Foundation ety A Lonicion. 3 repolaresion Camone] vorsp
. . il and idine thes tients with hypertri di
speaking on the general conference theme from the US perspective, and T oo onen st ypossnon
may result. Concomitant use of lithium and verapamil may
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speaking on the general conference theme from the Canadian perspective B o oesore tomror o ding

combined use. Rifampin may reduce verapamil bioavailability.
Phenobarbital may increase verapamil clearance. Verapamil

. se serum levels of cyclosporin. Verapamil mat
Other Speakers will include: r’r'r‘lrayvbrlrn:t:\r:aclearance and r'nrl:)re;ze rl\ep(::nlasma mlf‘d of ;ih’;oph
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years A study in rats did not suggest a tumorigenic potential,
and verapamil was not mutagenic in the Ames test, Pregnancy

While you explore the issues, take advantage of the Ottawa Westin Hotel'’s location Category C. There are no adequate and well-controlled studies
B R . i n pregnant women. This drug should be used during preg-
for a personal health break. Ottawa is Canada’s capital and offers many national rancy, labor, and delivery only f clearly needed. Verapamil is
. . e . . © excreted in breast milk; therefore, nursing should be discontin-
museums, over 60 miles of bicycle paths, and hiking in Gatineau Park and along e durng verapami use cepation {1.3%), dizness (3.3%)
i {2.7%), hypotension {2 5%), headache (2.2%), edems
the Rideau Canal. {‘f‘;?;j‘ CHF, pulrryrg:ary édema (1.8%), fatigue (1.7%]. dys
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For additional information on how to register for this important Conference, {0.6%), elevated iiver enzy i
. . . . . alytic ileus. The following reactions, reponed in 1. 0% or Iess
write or call: International Conference on Physician Health, American Medical of patents,occured undercondons whee  casa elton-
. . . sunoenam angina OIIS atnoventncu ar dissociation,
Association, 515 N. State Street, Chicago, IL. 60610. Telephone: 800 621-8335. et o, cludcation, palpitations,

purpura (vasoulmsi syncope diarrhea, dry mouth, gastrointes-
rrnal distress, gingival hyperplasia, ecchymosrs or bruising, cer-

lar accident, confusi equribnu ders, insom-
nia, muscle cramps, par hesi ymp " shaki-
ness, lgia and rash, h hair loss,
L is, macules, urticaria, Stevens-Johnson

syndrome erythema multiforme, blurred vision, gynecomastia,
galactorrhea/hyperprolactinemia, increased urination, spotty

menstruation, rmporenr:e
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For the Management of
Mild to Moderate Hypertension

ONCE-DAILY

@lan -
verapamilHCl

SUSTAINED-RELEASE CAPLETS 4&4’

Excellence Built On Basics

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

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