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hemoglobin was significantly associated with mortality
from diabetes (HR, 1.32; 95% CI, 1.21 to 1.43), ische-
mic heart disease (HR, 1.10;95% CI, 1.04 t0 1.17), and
stroke (HR, 1.17; 95% CI, 1.05 to 1.30), but not cancer
(HR, 0.99; 95% CI, 0.88 to 1.10). Results for any men-
tion of specific causes of death were similar.
Conclusion: These results suggest possible benefit to the
control of glycemia with respect to death due to vascu-
lar disease and diabetes.

(1994;154:2473-2479) Scot E. Moss, MA, et al. Reprint
requests to Ronald Klein, MD, Department of Ophthal-
mology and Visual Sciences, University of Wisonsin—
Madison, 600 Highland Ave, F4/336 CSC, Madison, WI
53792-3220.

ARCHIVES OF NEUROLOGY

Pregnancy and Multiple Sclerosis:
A Prospective Study

Objective: To conduct a prospective assessment of preg-
nancy on women with multiple sclerosis (MS), focusing
on pregnancy outcome and relapses during gestation and
up to 6 months after delivery.

Design: Expected numbers of relapses were based on
data for (1) “self-controls”: the mothers (“cases”™) them-

selves prior to becoming pregnant and (2) “matched con-
trols™: female patients with MS “matched” to the moth-
ers for year of birth, age of MS onset, MS type, MS course,
and initial MS symptom(s).

Setting: Cases and controls were identified from an am-
bulatory care MS clinic that serves the province of Brit-
ish Columbia, Canada.

Patients or Other Participants: Women with a di-
agnosis of MS who attended the MS clinic during 1982
through 1986 and subsequently became pregnant dur-
ing 1982 through 1989 inclusive were included in the
study as cases. Matched controls were women with MS
who attended the MS clinic during the same period but
did not become pregnant.

Results: No significant increase in relapse rate was found
for cases during the first two trimesters of gestation. The
number of relapses was significantly less than expected
during the third trimester compared with matched con-
trols (x*=6.80, df=1, P<(.02), but not compared with self-
controls (x*=3.39, df=1, P>.05). The observed number
of relapses for the 6 months after delivery did not differ
significantly from expected (self-controls: x*=2.84, df=2,
P> .05; matched controls: x?=1.76, df=2, P>.05).
Conclusion: These data suggest that neither pregnancy
nor the 6-month period after delivery is a risk factor for
relapse in MS. They are consistent with previous obser-
vations that, in the long term, pregnancy does not influ-
ence subsequent MS disability.

(1994;51:1120-1124) A. Dezza Sadovnick, PhD, et al,
Department of Medical Genetics, University of British
Columbia, Room 226, 6174 University Blvd, Vancouver,
British Columbia, Canada V6T 1Z3.
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Codeine may cause sedation and have additive sedative effects with other CNS depressants.

* Recommended dosing for most codeine/guaifenesin products is two teaspoons every four hours.
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mg
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- wnudunzlm mps& Id not be increased if h fails d; ive h should Ire ed in 5
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Effiects: Codeine may produce hypotension in ambulatory patients.
Head Iulln and Increased Intracranial Pressure: The risk of respiratory depression and elevation of cerebrospinal fluid
pressure is increased by opiate agonists, Imludlng codeing, in the presence of head injury, intracranial lesions, or a pre-
mnn increase in infracranial pressure. They also may produce adverse reactions such as sedation and pupilary
n?es obscure the clinical course of patients with head i |rEunes
ns with Productive Cough or ¢ Respiratory : The risks and benefits of opiate agonists
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wvith abiity to clear th I tree of ele-
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required for the of potentially hazardous tasks, such as driving a vehicle or operating machinery. Ambulatory

tients should be told to avoid engaging in such activities until it s known that they do not become drowsy or dizy from
ﬁnma: tablets. Children should be supervised to avoid potential harmin bike riding or in other hazardous activities.
The concomitant use of aicohol or other central nervous system depressants, including opiate agonists, sedatives, hyp-
natics, and tranguilizers, may have an additive effect and should be avoided or their dosage reduced.
Codeine, like other opiate agonists, may produce orthostatic hypotension in some ambulatory patients. Pafients should be
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Pregnancy:
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Brontex® (codeine phosphate/guaifenesin) tablets

signs usually disappear during the first few of life.

Labor and Delivery: Use should be avoided during labor and delivery. Opiates cross the placental barrier. The closer to
delivery and the larger the dose used, the greater the possibility of respiratory dsrrass'ron in the newborn. If the mother
received opiates during labor, the newbom should be closely observed for suunsu respiratory depression. Resuscitation,
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Codeine is known to be subject to abuse; however, the abuse potential of oral codeine IS lower than that of most other opi-
ate agonists because of its lower nola at therapeutic doses. However, codeine must be administered only under close
suparvision to patients with a hist seurd

dependence, antl Ioleranoeammwn to murwrm codeing,

0 E:
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Store at controlled room temperature (59°-86°F or 15°-30°C).

CAUTION: Federal law prohibits dispensing without prescription.

Procter & Gamble Pharmaceuticals
Cincinnati, Ohio 45202

FHARMACEUTICALS
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CPT 1995 gives
coding a whole
new look!

CPT has been redesigned for 1995. With larger
pages, a slimmer profile, and more accessible
information, the new CPT means easier, faster,
more accurate coding.

CPT 1995

New design features include:

m a larger page size—a full 8 1/2 x 11"

m a two-column design for more information at
a glance

m printed page tabs to save time

m the Clinical Examples Supplement,is now
bound into the CPT 1995 main book

m a choice of one out of eight specialty coding
CPT minibooks at no additional charge

m heavier paper to allow use of color highlighters

To count on coding accuracy, count on CPT 1995
— the official procedural coding book of the
American Medical Association.
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Spiral Bound

Order #: SP054195NQ
AMA Member Price: $34.95
Nonmember price: $41.95

Softbound

Order #: OP054195NQ
AMA Member Price: $31.95
Nonmember price: $41.95

Looseleaf Binder

Order #: LP054195NQ
AMA Member Price: $44.95
Nonmember price: $51.95

To order, call toll free 800 621-8335

MasterCard, VISA, American E(:x.prc-ss_., and Optima accepted.
State sales taxes and shipping/handling charges apply.

Order today!

American Medical Association Z&

Physicians dedicated to the health of America




Keep your professional career
on the right track . . .

The Future of Medical Practice

This major new study from the AMA Council on Long Range Planning and Development
analyzes 33 potential trends that are likely to occur during the next 10 to 15 years. Provides
solid, reliable information about the future of medicine to use to develop effective strategies
for dealing with the fast-changing health care system. An indispensable guide to ensuring the
future success of any medical practice.

ISBN (-89970-479-4. 108 pages, softbound. Publication date: August 1994,
Order #: OP211594NT. AMA member price: $35.00. Nonmember price: $49.00.

US Medical Licensure Statistics and Current Licensure
Requirements, 1994 Edition

Whether you're starting a new practice or moving an established one, this new edition will
save you time and aggravation. It's the only reference that gives statistics and licensure
information for every state in the US in a single source.

e All state board licensing policies as of January 1994.  New US Medical Licensing
Examination information. e National Board and ECFMG requirements. ® Reciprocity and
endorsement policies. e Fees, renewal intervals, and CME requirements. e Current
guidance for Department of Defense licensure. ® Immigration overview of international
medical graduates

The most up-to-date, practical guide for students, residents, graduates of foreign medical
schools, and physicians contemplating a move.

ISBN 0-89970-544-8. 85 pages, 30 tables, softbound. Publication date: 1994; annual.
Order #: OP399094NT. AMA member price: §50.00. Nonwmember price: §75.00.

Guide to Locum Tenens Recruitment

Recruiting locum tenens physicians? This resource describes how to create and manage an
effective recruitment program for physicians who will take temporary assignments in a
practice. Includes how to find qualified candidates, design a compensation package, and write
an employment contract as well as details on practice and professional liability.

ISBN 0-89970-415-8. 14 pages, softbound. Publication date: 1992. Order #: OP392292NT.
AMA member price: $20.00. Nonmember price: $25.00.

Leaving the Bedside:

The Search for a Non-clinical Medical Career

Physicians in the process of considering a career change need information about themselves
and their options in order to make informed decisions. Leaving the Bedside offers physicians
guidance in assessing professional and personal strengths, developing self-marketing
strategies, and identifying and evaluating career options for the future.

ISBN 0-89970-464-6. 120 pages, softbound. Publication date: 1993. Order #: OP392092NT.
AMA member price: $24.95. Nonmember price: §29.95.

To order, call toll free 800 621-8335

American Medical Association
Physicians dedicated to the health of America




Every cancer patient should have one.

The corporate jet. You'd be surprised who’s flying on it these days. But Corporate Angel

‘Network (CAN) isn’t. CAN is a nationwide program designed to help cancer patients of all

ages travel free to or from recognized treatment. CAN arranges with corporations to utilize
the empty seats on their corporate aircraft operating on business flights. This unique program
allows cancer patients to travel in comfort and dignity. And best of all, the CAN pfogram is

free and it’s easy. Since its inception in 1981, CAN has already helped thousands of patients

across the country. If you'd like to find out more, call Corporate Angel Network at [EEIESSSEIE

®
CORPORATE ANGEL METWORK, inc
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| Start with one
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FOR HYPERTENSION OR ANGINA

Brief Summary of
Prescribing Information as of April 1893

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 excapl in the presence of a functioning
ventricular pacemaker, (3) patients with hypotension (lass than 90 mm Hg systolic), (4) patients who have demon-
strated hypersensﬁwny to the drug, and {gouamnls with acute myocardial infarction and pulmonary congestion

by x-ray on ad;

WARNINGS

1. Cardiac Conduction. CARDIZEM prolongs AV node refractory periods without significantly prolonging sinus

node recovery fime, except in patients with sick sinus syndrome, This effect may rarely result in abnormally

slow heart rates (particularly in patients with sick sinus syndrome) or second- or third-degree AV block (13 of

3290 patients or 0.40%). Concomitant use of diltiazem with beta-blockers or digitalis may result in additive

gftects on cardiac conduction. A patient with Prinzmetal's angina developed periods of asystole (2 to §

seconds) after a single dose of 60 mg of diltiazem.

Congestive Heart Failure. Although diltiazem has a negative inotropic effect in isolated animal lissue prepara-

tions, hemodynamic studies in humans with narmal ventricular function have not shown a reduction in cardiac

index nor consistent negative effects on cnnlmnljln%mpmll An acute study of oral diltiazem in patients with

impaired ventricular function (ejection fraction 24% = 6%) showed improvement in indices of ventricular

funclloﬂ without significant decrease in contractile function (dp/dt). Worsening of congestive heart failure has

d in patients with preexisting impairment of ventricular function. Experience with the use of
CARIJII (diltiazem hydrochloride) in combination with beta-blockers in patients with impaired ventricular
function is Hmnau Caution should be exercised when using this combination.

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

. Acute Hepatic In[;r]' Mild elevations of transaminases with and without concomitant elevation in alkaline
phusgha!asa and bilirubin have been observed in clinical studies. Such elevations were usually transient and
| ived even with d diltiazem L In rare instances, significant elevations in
nnzymes ‘such as alkaline phosphatase, LDH, SGOT, SGPT, and other phenomena consistent with acute hepatic
injury have been noted. These reactions lended to occur garly after therapy initiation h to 8 weeks) and have
been reversible upon discontinuation of dru theraw The relationship to GARDIZEM Is uncertain in some
cases, but probable in some. (See PRECAUTI

PRECAUTIONS

CARDIZEM (ditiazem hydrochloride) is extensively metabolized by the liver and excreted by the kidneys and in
bile. As with any drug grven over mlun ed periods, laboratory parameters of renal and hepatic function should
be monitored at reuular intervals. he dru should be used with caution in patients with impaired renal or hepatic
function. In subacute and chronic dog and rat studies designed to produce toxicity, high doses of diltiazem were
a.mcmed with hepatic damage. In snaual subacute hepatic studies, oral doses of 125 mg/kg and higher in rats
d with h in the liver which were reversible when the drug was discontinued. In
t:ll:ogf1 Ugs.e; of 20 mg/kg were also associated with hepatic changes; however, these changes were reversible with
continw IJ‘SI
Dermatol | events (sse ADVERSE REACTIONS seclion) m and ma despite continued
use of CA IZEM However, skin aruptions progressing to eryl ma multiforme and/or e:d'ohalnm dermatitis have
also been infrequently reported. Should a dermatologic reaction persist, the drug should be discontinued.

r

£

Drug Interactions

Due o the potential for additive effects, caution and careful titration are warranted in patients receiving CARDIZEM
concomitantly with other agents known to affect cardiac contractiiity and/or conduction. (See WARNINGS.)
%annacoroglc studies indicate that there be additive aﬂms in é:rnlonqmg AV conduction when using beta-
blockers or digitalis concomitantly with CARDIZEM. (See WAR

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

Bela-blockers. Controlled and uncontrolled domestic studies suggest that concomitant use of CARDIZEM and
beta-blockers is usually well tularatad but amllahle dala are not sufficlent to predict the effects of concomitant
treatment in patients with left cardiac conduction abnormalities

Administration of CARDIZEM (diltiazem hydrm:hlondai cnnnomlmﬂg with propranolal in ﬂva normal voiunleers
resulted in increased propranolol levels in all subjects and ility of prop was | d 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 saqniﬁcanl increase in peak diltiazem plasma levels
(58%) and area-under-the-curve (53%) after a 1-week course of cimetidine at 1200 mg per day and a single dose
of diltiazem 60 mg. Ranitidine produced smaller, nonsignificant increases. The effect may be mediated by
cimetiding's known inhibition of hepatic cytochrome P-450, the enzyme system responsible for the first-pass
metabolism of diltiazem. Patients currently receiving diltiazem therapy should be carefully monitored for a change
in pharmacological effect when initiating and discontinuing therapy with cimetidine. An adjustment in the diltiazem
dose may be warranted.

Digitalis. Administration of CARDIZEM with digoxin in 24 healthy male subjects increased plasma digoxin concen-
trations approximately 20%. Another investigator found no increase in digoxin levels in 12 pallunks with coronary

W -

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

Gahenoryg Reproduction studies have been conducted in mice, rats, and rabbits. Administration of doses ranging
from five to ten times ?IBHIBI' (on @ mo/kg basis) than the daily recommended therapeutic dose has resulted in
embryo and fetal isthality. These doses, in some studies, have been reported to cause skeletal abnormalities. In
the per'rlnalavpostmlal studies, there was an increased incidence of stillbirths at doses of 20 times the human dose
or greater.

There are no well studies

potential benefit justifies the poterllla! risk to tha fetus

. use CARDIZEM in pregnant women only if the

Diltiazem is excreted in human milk. One report suggests that concentrations in breast milk may approxi-
1r:'neatu st?l"'{":j lavels. If use of CARDIZEM |s deemed essential, an alternative method of infant feeding should
Institute

Pediatric Use !

Safety and effectiveness in children have not been established.

ADVERSE REACTIONS

Serious adverse reactions have been rare in studies carried out to date, but it should be recognized that

Pallenhs with 1r|r11pa|rerl ventricular function and cardiac conduction abnormalities have usually been excluded
rom {l 858 studies.

tabl the mi adverse reactions reported in placebo-controlled angina and
hypertsns-un tnals in patients recelving CARDIZEM CD up to 360 mg with rates in placebo patients shown for
comparison,

CARDIZEM CD Capsule Placebo-Controlled
Angina and Hypertension Trials Combined

| Cardizem CD Placebo
Adverse Reactions | (n=607) (n=301)
Headache 5.4% 5.0%
Diziness 3.0% 3.0%
Bradycardia | 3.3% 1.3%
AV Block First Degree 33% 0.0%
Edema | 26% 1.3%
ECG Abnormality 1.6% 2.3%
Asthenia | 18% 1.7%

In clinical trials of CARDIZEM CD capsules, CARDIZEM tablets, and CARDIZEM SR capsules involving over
3200 patients, the most common events (ie, greater than 1%; were edema ﬁ-i.ii%), headache (4.6%), dizziness

l?.dS%] hasilTuzanla (2.6%), first-degree AV block (2.4%), b rdia (1.7%), flushing (1.4%). nausea (1.4%),
and ras
In aduh:m(l the g events were less than 1%) in angina or hypertension trials:

Cardiovascular: Anmna arrhythmia, AV block (su:undA or i ird-degree), bundle branch block, congestive heart
failure, ECG abnormalities, hypotension, palpitations, syncope, tachycardia, ventricular esﬂrasystules

System: A | dreams, depression, gait abnormality, hallucinations, insomnia, nervous-
ness, paresthesia, personality changa somnolence, tinnitus, tremor
Gastrointestinal: Anorexia, constipation, diarrhea, dry muuth dysgeusia, dyspepsia, mild elevations of SGOT,
SGPT, LDH, and alkaline phosp see hepatic thirst, vomiting, weight increase
Dannatolnglul Petechiae, photosensitivity, pruritus, urticaria

Other: Amblyopia, CPK Increase dyspnea epistaxis, eye irritation, hyperglycemia, ruricemia, impotence,
muscle cramps, nasal congi nocturia, ular pain, pnlyuna sexual difficulties
The following postmarketing events have been d inf atients recaivi M: alopecia,

n pa g CARDI
erythema muitiforme, exfolialive dermatitis, e:impyrammal sympmms gingival hypem[asm hemolytic anemia,
increased bleeding time, leukopenia, purpura, retinopathy, and Ihmmbocylog?nm 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-d d cases of lized rash, characterized as leukocyto-
clastic vasculitis, have been reported. However, a definitive cause and effect rslahonshlp between these events and
CARDIZEM theramr is yet o be established.

Prescribing Information as of April 1993

Marion Merrell Dow Inc.
Kansas City, MO 64114

cedb(493a

artery disease. Since there have been conflicting results regarding the effect of tﬁﬂumn levels,

that digaxin levels be monitored when mItlatmg adjusting, and ulsountlnulnu CARDIZEM !heraw la avoid possible

aver- or under-digitalization. (See WARNING:

Mlmellu The depression ol cardlac r.unl:acnllhr conductivity, and automaticity as well as the vascular dilation
d with by calcium channel blockers. When used concomitantly,

Snesthetics and caicium biockers shuula be titrated carefully.

Cyclosporine. A pharmacokinetic interaction between diltiazem and cyclosporine has been observed during studies

involving renal and cardiac trans| n’Elarrt patients. In renal and r.armac transplant recipients, & reduction of

cyclosparine dose ranging from 15% to 48% was necessary to maintain cyclosporine trough concentrations similar

to those szen prior o the addition of diftiazem. If these agents are to be administered concurrently, oﬂﬂ:onne

concentrations should be monitored. especially when diltiazem therapy is initiated, adjusted, or disconti

The effect of cyclosporine on diltiazam plasma concentrations has not been avaluated.

Carbamazepine, Concomitant administration of diltiazem with carbamazepine has been reported to resull in

elevated serum levels of carbamazepine (40% to 72% increase), resulting in toxicity in some cases. Patients

receiving these drugs concurrently should be monitored for a potential drug interaction.

CVM94013001

References: 1. Cardizem CD prescribing information. 2. Data on file,
Marion Merrell Dow Inc.
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CARDIZEM €D

(diltiazerm HC) 190- 180-, 940-, 300-mg Capsules

FoiF SFFECTIVE
S -oUE SENTROL

A unigue hemodynamic and safety profile
. for hypertension or angina'?

..'-.II: kL . l_ s HN T ] | 1 ] b - . -
b 'A side-effect discontinuation rate comparable to placebo in both hypertension and angina trials’

I1Most commonly reported side effects are headache (5.4%), bradycardia (3.3%), first-degree
i AV bl(:)ck W‘B 3%), dizziness (3. 0%) edema (2.6%), ECG abnormality (1.6%), and asthenia (1.8%)'

Nl P!ea_se see brief summary of prescribing information on adjacent page.
UL il ©1994, Marion Merrall Dow Inc. 1405E4




