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Why some physicians
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This article brings to mind the need to consider the entite
medical illness or depression:. Ttis cbmfortmg onone
cian knows: it is lmportant to talk to people abaut thfmseives,

ntin every encounter, especially when the patient has a chronic
1 to have the authors validate what a conscientious family physi- . -
thelx families, their social sapport tietwork, arid their fears . -
‘ or care of personal or
! clinical focus all of .
' qu v | d am:fety assomatec} m&ﬁph}?ﬁﬂﬁ r psychiatric illness will - |
nd need to be addressed. }ust as cettainly; listening to patients™concerns in the role of the thera-
peutic agent may important to a positive outcome than just prescribing another medication to shorten the encoun-
ter. T concur with the authors’ conclusion that we should be aware of the coexistence of anxiety in those patients we see for
other conditions, especially dépression, and should address the comorbid condition to improve thie outcome for the patient.

emotional pmblef

Kaaren C. Douglas, MD, MSPH

University of California, Irvine,
Medical Center

Orange, Calif

Only in JAMA

heme issues concentrate on critical issues in medicine today. Recently,
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Srequently in the full context of the social, economic, and political factors
that affect them:

Genetics and Molecular Medicine
Perioperative Myocardial Ischemia
Immunization

Tobacco

Medical Education

HIV/AIDS

Guidelines for Cardiopulmonary Resuscitation
and Emergency Cardiac Care

* Violence

® Mental Health

¢ Allergic and Immunologic Diseases
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What will you do when sued
for breach of contract?

What you should know
before you sign a

physician employment
contract.

American Medical Association ==

How to
Negotiate

a Physician's
Employment
Contract

Most suits brought by medical entities for breach of contract allege
violation of covenants not to compete, also known as restrictive
covenants. Physicians entering their first employment following resi-
dency training too often anticipate a permanent career relationship and
sign contracts containing restrictive covenants. These may resultin a
severe economic hardship for the physician if the physician is forced to
relocate after a brief period of employment.

How to Negotiate a Physician's Employment Contract, just published
by the American Medical Association (AMA), provides an extensive
review of cases involving judicial treatment of restrictive covenants
and numerous other issues physicians and employers need to know
before signing an employment contract. These include compensation,
essential information about the Americans with Disabilities Act, impact
of income taxes on various forms of compensation and an overview of
the Stark Il self-referral legislation.

A basic specimen form of a physician's employment agreement, a
checklist for preparing an employment contract and an array of
optional and alternative clauses are also included.

Written for both employers and physicians, this new publication offers
a road map for exploring every critical aspect of a contract and for
paving the way to a satisfactory relationship between employer and
employee. Published June, 1995. 43 pages.

How to Negotiate a Physician's Employment Contract
Order #: OP653795UA

AMA member price: $29.95

Nonmember price: $40.00

000 621-8335

Ap-propriate US State or Canadian sales tax plus shipping and handling
will be added as applicable. Visa, MasterCard, Optima or American
Express accepted.
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Brief Summary of
Prescribing Information as of January 1995

CARDIZEM® CD
(diltiazem HCI)
Capsules

CONTRAINDICATIONS
CARDIZEM is contraindicated in [12 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 ventricular pacemaker,
3{ patients with hgpulenslon (less than 90 mm Hg systolic),
4) patients who have demonstrated hypersensitivity to the
rug, and (5) patients with acute myocardial infarction and
pulmaonary congestion d i

WARNINGS
1. Cardiac Conduction. CARDIZEM prolongs AV node refrac-
tory periods without significantly prolonging sinus node
recovery time, except in patients with sick sinus syndrome.
This may rarely result in abnormally slow heart rates
(particularly in patients with sick sinus syndrome) or second-
or third-degree AV block (13 of 3290 patients or 0.40%).
Concomitant use of diltiazem with beta-blockers or digitalis
m'# result in additive effects on cardiac conduction. A patient
with Prinzmetal's angina developed periods of asystole (2 to
5 seconds) after a sini;le dose of 60 mg of diltiazem.
2. Congestive Heart Failure. Although diltiazem has a negative
Inotropic effect in Isolated animal tissue preparations,
hemodynamic studies in humans with normal ventricular
function have not shown a reduction in cardiac index nor
consistent negative effects on contractility (dp/dt). An acute
study of oral diltiazem in patients with impaired ventricular
function (ejection fraction 24% = 6%) showed improve-
ment in indices of ventricular function without significant
decrease in contractile function (dp/dt). Worsening of
congestive heart failure has been reported in patients with
jsti i of jcular function. Experience
with the use of CARDIZEM (diltiazem hydrochloride) in
combination with beta-blockers in patients with impaired
ventricular function is limited. Caution should be exercised
when using this combination.
otension. Decreases in blood pressure associated with
DIZEM therapy may occasionally result in symptomatic
hypatension.
Acute Hepatic Injury. Mild elevations of transaminases with
and without concomitant elevation in alkaline phosphatase
and bilirubin have been observed in clinical studies. Such
elevations were usually transient and frequently resolved
even with continued diltiazem treatment. In rare instances,
slgnlﬁm elevations In enzymes such as alkaline phosphatase,
LDH, SGOT, SGPT, and other phenomena consistent with
acute hepatic injury have been noted. These reactions
tended to occur earfy 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

Geperal

CARDIZEM ‘diltiazern hydrochloride) Is extensively metabo-
lized by the liver and excreted by the kidneys and In bile. As
with any drug given over prolonged periods, laboratory
parameters of renal and hepatic function should be monitored
al regular intervals. The drug should be used with caution in
patients with impaired renal or hepatic function. In subacute
and chronic dog and rat studies designed to produce loxicity,
high doses of diltiazem 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 discon-
tinued. In dogs, doses of 20 mg/kp were also associated with
hepatic changes; however, these changes were reversible with
continued dosing.

Dermatological events (see ADVERSE REACTIONS section)
ma& be transient and may disappear despite continued use of
CARDIZEM. However, skin eruptions progressing to erythema
multiforme and/or exfoliative dermatitis have also been Infre-
guenﬂy reported. Should a dermatologic reaction persist, the

rug should be discontinued.

ted by x-ray on admi
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Drug Interaclions
Due to the potential for additive effects, caution and careful titra-
tion are warranted in patients recelving CARDIZEM concomi-

95371101

ROR BYPERTENSION OR ANGINA

tantly with other agents known fo affect cardiac contractility
and/or conduction. (See WARNINGS.) Pharmacologic studies
indicate that there may be additive effects in prolonging AV
conduction when using beta-blockers or digitalis concomitantly
with CARDIZEM. (See WARNINGS.)
As with all drugs, care should be exercised when Ireating
tients with multiple medications, CARDIZEM undergoes
iuiransfqrmalion:{y é,xlochrome P-450 mixed function oxidase.
Coadministration RDIZEM with other agents which follow
the same route of biotransformation may result in the competi-
tive inhibition of metabolism. Especially in patients with renal
and/or hepatic impairment, dosages of similarly metabolized
drugs, particutarly those of low therapeutic ratio, may require
adjustment when starling or stuppinﬁ concomitantly adminis-
tered diltiazem to maintain optimum therapeutic blood levels.
Beta-blockers. Controlled and olled d ic studies
suggest that concomitant use of CARDIZEM and beta-blockers
is usually well tolerated, but available data are not sufficient to
predict the effects of concomitant treatment in patients with left
ventricular dysfunction or cardiac conduction abnormalities.
Administration of CARDIZEM (diltiazem hydrochloride) concomi-
tantly with propranolol in five normal volunteers resulted in
increased propranolol levels in all subjects and bioavailability of
propranolol was increased approximately 50%. In vitro, propra-
nolol aEpeafs to be displaced from its binding sites by diltiazem.
It combination therapy s 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 diltiazem plasma levels (58%) and
area-under-the-curve (53%) after a 1-week course of cimeti-
dine at 1200 mg per day and a single dose of diltiazem 60 mg.
Ranitidine produced smaller, nonsignificant Increases. The
effect may be mediated by cimetidine's known inhibition of
hepatic cytochrame P-450, the enzyme system responsible for
the first-pass metabolism of diltiazem. Patients currently
receiving diltiazem therapy should be carefully monitored for a
change in pharmacological effect when Initiating and discon-
finuing therapy with cimetidine. An adjustment in the diltiazem
dose may be warranted.
Digitalis. Administration of CARDIZEM with digoxin in 24
healthy male subjects increased plasma digoxin concentra-
tions approximately 20%. Another investigator found no
Increase in digoxin levels in 12 patients with coronary artery
disease. Since there have been conflicting results regarding
the etfect of digoxin levels, it Is recommended that digoxin
levels be monitored when initiating, adjusting, and discontin-
uing CARDIZEM Iherag to avoid possible over- or under-
digitalization. (See WA INGS.}
Anesthetics. The depression of cardiac contractility, conduc-
tivity, and automaticity as well as the vascular dilation associ-
ated with ics may be p iated by calcium channel
biockers. When used concomitantly, anesthetics and calcium
blockers should be titrated carefully,
Cyclosporine. A pharmacokinetic interaction between dilti-
azem and cyclosporing has been observed during studies
involving renal and cardiac transplant patients. In renal and
cardiac transplant recipients, a reduction of cyclosporine dose
ranging from 15% to 48% was necessary to maintain
cyclosporine trough concentrations simifar to those seen prior
to the addition of diltiazem. If these agents are to be adminis-
tered ly, cyclosporine concentrations should
monitored, especially when diltiazem therapy is initiated,
adjusted, or discontinued.
The etfect of cyclosporine on diltiazem plasma

mended therapeutic dose has Ited in embryo and fetal
lethality. These doses, in some studies, have been reported to
cause skeletal abnormalities. In the perinatal/postnatal studies,
there was an increased incidence of stillbirths at doses of 20
times the human dose or greater.

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

Nursing Mothers

Diltiazem is excreted in human milk. One report suggests that
concentrations in breast milk may approximate serum levels, If
use of CARDIZEM is deemed essential, an alternative method
of infant feeding should be Instituted.

Safety and effectiveness in pediatric patients have not been
established.

ADVERSE REACTIONS
Serious adverse reactions have been rare in studies carried out
to date, but it should be recognized that patients wi paired
ventricular function and cardiac conduction abnormalities have
usually been exciuded from these studies,

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

CARDIZEM CD Capsule Placebo-Controlled
Angina and Hyp ion Trials Combined

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

In clinical trials of CARDIZEM GO capsules, CARDIZEM tablets,
and CARDIZEM SR capsules involving over 3200 patients, the
most common events (ie, greater than 1%) were edema
P.ﬁ%:. headache (4.6%), dizziness (3.5%), asthenia (2.6%),
irst-degree AV block (2.4%). bradycardia (1.7%), flushing
1.4%), nausea (1.4%), and rash (1.2%).
n addition, the following events were reported infrequently
less than 1%) in angina or hypertension trials:

rdiovascular: Angina, ai mia, AV block (second- or
third-degree), bundie branch block, congestive heart failure,
ECG abnormalities, hypotension, palpitations, syncope, tachy-
cardia, ventricular extr
Nervous System: Abnormal dreams, amnesia, depression, gait
abnormality, hallucinations, insomnia, nervousness, pares-
thesla, personality change, somnolence, tinnitus, tremor
Gastrointestinal: Anorexia, constipation, diarrhea. dry mouth,
dysgeusia, dyspepsia, mild elevations of SGOT, SGPT, LDH,
and alkaline phosphatase (see hepatic warnings), thirst,
vomiting, weight increase
nurrnam!u&im: Petechiae, photosensitivity, pruritus, urlicaria
Other: Amblyopia, CPK increase, dyspnea, epistaxis, eye irrita-
tion, hyperglycemia, hyperuricemia, impotence, muscle cramps,
nasal congestion, nocturia, osteoarticular pain, polyuria,
sexual difficulties

has not been evaluated.

Carbamazepine. Concomitant administration of diltiazem with
carbamazepine has been ragurled to result in elevated serum
levels of carbamazepine (40% to 72% increase), resulting in
toxicity in some cases. Patients recelving these drugs concur-
rently should be monitored for a potential drug interaction.

ArCIn0Qenesis, MUtagenesis, \mpairment of ey

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 mg/ko/day showed no evidence of cardnngenicirrv.
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 stud gerimrne:l in male
and female rats at oral dosages of up to 1”0 ma/kgiday.

Category i! Reproduction studies have been conducted in mice,
rats, and rabbits. Administration of doses rami’inq from five to
ten times greater (on a mg/kg basis) than the daily recom-

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

Preseribing Information as of January 1995
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IN HYPERTENSION OR ANGINA
CARDIZEM €D
(dl [tlazem HC” 190-,180-, 940-, 300-mg Capsules

FUH SEESCSTIVE
UL—J SENTI=REL

No other
diltiazem is
therapeutically
equivalent to
Cardizem CD'

A uniaue hemodynamic and safety profile
| for hypertension or angina®?

| W 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

i || AV block (3. 3%), dizziness (3.0%), edema (2.6%), ECG abnormality (1.6%), and asthenia (1.8%)*

' Please see brief summary of prescribing information on adjacent page.
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