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Are you prepared to deal with
the medical/legal complexities of modern’
health care?

It would be difficult to find a better guide to this complicated and controversial
topic than William J. Curran’s, Law-Medicine Notes: Progress in Medicolegal
Relations.

As one of the nation's foremost medico-legal authorities, he has been instrumental
in shaping almost every medical/legal issue of the last twenty-five years, from the
right to die to standards for committing mental patients.

Now, in this annotated collection of essays drawn from
A his column in the New England Journal of Medicine, Curran
—— gives us a2 unique opportunity to explore the complexities
of the medical/legal relationship.

Law-Medicine Notes: Progress in Medicolegal Relations
William J. Curran

Collected and annotated, with a preface by Arnold 5. Relman, M.D, and
an Introduction by the autbor. 450 pages. Softcover. $38.50, )

Chapter 1: Medical malpractice Good commitment...confidentiality in psychiatric .
Samaritan laws.. .peer-review programs.., © practice...competency of the mentally retarded.
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Please send me copies of William J. Curran’s,
Law-Medicine Notes: Progress in Medicolegal Relations.
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| $38.50 each (Massachusetts residents add 5% sales tax.)
| Plus $2.50 postage and handling per copy S
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] Make checks payable to the New England Journal of Medicine.
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Sead to: The New England Journal of Medicine, P.O. Box 9130,
" Waltham, MA 02254-9130 To order by phone: (617) 893-3800
ext. 1259 (Inside MA) 1-800-843-6356 (Outside MA).
Allow four to six weeks for delivery.
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Help reduce breast cancer deaths by
at leost 25 percent ...

Refer your female patients
for regular screening mammograms

Twelve major medical organizations recommend that

asymptomatic women ages 40-49 should have a [ORERICAN
screening mammaogram every 1-2 years, and a physician’s Z SOCIETY"
examination every year. Asymptomatic women 50 and 1599 Cliffon Rd., N.E.
older should have a mammogram and a physician’s exam Afianta, GA 30329
every year.

Scientists estimate that if women followed these

guiidelines, breast cancer deaths would 1891 Preston White Drive
decline by at least 25 percent. Reston, VA 22091
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Read journal Watch. It's the
fastest way to keep up with what’s
new in medical literature. Every two
weeks Journal Watch gives you
eight pages of clear,
concise summaries
of the latest
advances published
in over 20 major .
journals. Allwritten -
by doctors—for
doctors.

From the
New England Journal of Medicine
Lancet and Journal of Infectious
Diseases to Pediatrics and Science,
Journal Watchkeeps you up to
date with what you need to know to
provide the best patient care
possible. And because every article
in Journal Watch oo ..
is clearly refer-
enced, it's easy to
go right to the
source to get more
information.

Journal
Watch. From the
publishers of the

Spend
M New England Jc lof Medicine,
less time i dumdeaen
. It’s not everything ever written. It's
readl lg just what you need. Call &
[ free trial issuzrt(a)day.
and more == O begin your
M M === " suhscription and
time usIing Ew s ..
thelatest & @@ Lt
: : or on 5
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ders, toll free
in medical |, et o

1199. Or order by FAX 617-893-0413.
researCho ér just c;rg;)I::e gxe coupon below.
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1 want to subscribe to Journal Watch, 24 issues mailed first-class, for only $60.00.*
| DOCheckisenclosed** [OBillmycreditcard D AmEx DOVisa [OMasterCard

I CARD#_____ __ EXPIREDATE

SIGNATURE
I NAME/SPECIALTY
ADDRESS

CITY
| *Individual subscriber rate—$60.00.
l Institutional rate—$75.00.
Mail to: Journal Watch,
P.O. Box 9085, Waltham, MA 02254-9085.
ISSN: 0896-7210

Medical news
*¥Make checks payable to Journal Watch. Allow
L- 410 6 weeks for delivery. that fits your schedule. SBJO1




CARE plants the
most wonderful
seeds on earth.

Seeds of self-sufficiency that help starving
people become healthy, productive people.
And we do it village by village by village.
Please help us turn cries for help
into the laughter of hope.

*’o

' 1-800-521-CARE




®200mg
400 mg
CAPSULES

Sectral

acebutolol HCI

Usual starting 200 mg
dose b.id.

600 mg to
1200 mg per day

Optimal
PVCresponse

Use in elderly

Doses above 800 mg per day
should be avoided

L T
(Briet Summary. See Package Circular for full prescribing information.)

CONTRAINDICATIONS: SECTRAL is contraindicated in: 1) persistently severe
bradycardia; 2) second- and third-degree heart block; 3) overt cardiac failure;

4) cardiogenic shock. {See WARNINGS)

WARNINGS: Cardiac Failure: Sympathetic stimulation may be essential for support
of circulation in patients with diminished myocardial contractility and inhibition by
B-adrenergic receptor blockade may precipitate more severe failure. Although
B-blockers should be avoided in overt cardiac failure, SECTRAL can be used
cautiously when heart failure is controlled with digitalis and/or diuretics. Digitalis and
SECTRAL impair AV conduction. Withdraw SECTRAL it cardiac failure persists.

In Patients Without a History of Cardiac Failure: In patients with aortic or mitral
valve disease or compromised left ventricular function, continued depression of the
myocardium with B-blockers over time may lead to cardiac failure. Digitalize patients at
first signs of failure, and/or give a diuretic and observe closely. Withdraw SECTRAL if
cardiac failure persists.

Exacerbation of Ischemic Heart Disease Following Abrupt Withdrawal: Abrupt
discontinuation of some B-blockers in coronary artery disease patients may exacerbate
angina; in some cases, myocardial infarction and death have been reported. Caution
such patients against interruption of therapy without a physician’s advice. Even in the
apsence of overt ischemic heart disease, withdraw SECTRAL gradually over a period
of about two weeks; observe carefully and advise patients to minimize physical activity
during this time. (It desired, patients may be transferred directly to comparable doses
of an alternative B-blocker without interruption of B-blocking therapy.) if exacerbation of
angina cccurs, restart full-dose anti-anginal therapy immediately and hospitalize
patient until stabilized.

Peripheral Vascular Disease: B-antagonists reduce cardiac output and can
precipitate/aggravate arterial insufficiency in patients with peripheral or mesenteric
vascular disease. Exercise caution and observe such patients closely for progression
of arterial obstruction.
Bronchospastic Di Pati with Bronchospastic Di Should, in
General, Not Receive a B-Blocker. Because of its relative B1-selectivity, low doses of
SECTRAL may be used cautiously in such patients who do not respond to, or cannot
tolerate, alternative treatment. Since By-selectivity is not absolute and is dose-
dependent. use lowest possible dose of SECTRAL initially, preferably in divided doses.
Make bronchoditator, e.g., theophyliing, or a By-stimutant, available in advance with
instructions for use.

Anesthesia and Major Surgery: The necessity/desirability of withdrawing

B-blockers prior to major surgery is controversial; the heart's impaired ability to
respond to B-adrenergically mediated reflex stimufi may enhance the risk of excessive
myocardial depression during general anesthesia. Difficulty in restarting and
maintaining the heartbeat also has been reported with beta-blockers. ! treatment is
continued, take special care when using anesthetics that depress the myocardium:
use lowest possible SECTRAL dose. SECTRAL, fike other B-blockers, is a competitive
inhibitor of B-receptor agonists, so its effects can be reversed by cautious
administration of such agents (e.g.. dobutamine or isoproterenol). Symptoms of
excessive vagal tone (e.g., profound bradycardia, hypotension) may be corrected with
atropine.

Diabetes and Hypoglycemia: B-blockers may potentiate insulin-induced
hypoglycemia and mask some symptoms such as tachycardia; dizziness and
sweating are usually not significantly affected. Warn diabetics of possible masked
hypoglycemia.

Thyrotoxicosis: B-adrenergic blockade may mask some clinical signs (tachycardia)
of hyperthyroidism. Abrupt withdrawal of SECTRAL may precipitate a thyroid storm in
patients suspected of developing thyrotoxicosis.

PRECAUTIONS: Impaired Renal or Hepatic Function: While there are no U S.
studies, foreign published experience shows that acebutolol has been used
successfully in chronic renal insufficiency. Acebutolol is excreted via the G.1. tract, but
the active metabolite, diacetolol, is eliminated mainly by the kidney. A linear
relationship exists between renal clearance of diacetolol and creatinine ciearance
(Clep): reduce daily dose of acebutolol by 50% when Cl,, is less than 50 mUmin and
by 95% when it is less than 25 mL/min. Use cautiously in patients with impaired
hepatic function.

SECTRAL has been used successfully and without problems in eiderly patients in
U.S. clinical trials without specific dosage adjustment. However, in the elderly, lower
maintenance doses may be required because bicavailability of SECTRAL and its
metabolite are approximately doubled.

Information for Patients: Warn patients, especially those with evidence of coronary
artery disease, against interruption or discontinuation of SECTRAL without physician
supervision. Aithough cardiac failure rarely occurs in properly selected patients,
advise patients to consult a physician if signs or symptoms suggestive of impending
CHF, or unexplained respiratory symptoms, develop.

Warn patients of possible severe hypertensive reactions from concomitant use of
a-adrenergic stimulants, e.g., nasal decongestants used in OTC cold medicines and
nasal drops.

Clinical Laboratory Findings: SECTRAL, like other B-biockers has been associated
with development of antinuclear antibodies (ANA). In prospective climcal trials,
patients receiving SECTRAL had a dose-dependent increase in the development of
positive ANA titers. Symptoms related to this laboratory abnormality were infrequent.
Symptoms and ANA titers were reversible upon discontinuation of SECTRAL.

Drug interactions: Catecholamine-depleting drugs may have additive effects when
given with B-blockers. Observe patients treated with both agents ciosely for evidence
of marked bradycardia or hypotension which may present as vertigo, syncope/
presyncope, of orthostatic changes in biood pressure without compensatory
tachycardia. Exaggerated hypertensive responses have been reported from use of
B-adrenergic antagonists with g-adrenergic stimulants, including those in OTC coid
remedies and vasoconstrictive nasal drops. Nonsteroidal anti-inflammatory drugs may
biunt antihypertensive effects of beta-blockers.

Careinog is, Mutag is, Impairment of Fertility: Chronic oral toxicity studies
in rats and mice, at doses 15 times the maximum recommended (60 kg) human dose,
did not indicate carcinogenic potential for SECTRAL. Diacetolol, the major metapolite
in man, was without carcinogenic potential in rats at doses up to 1800 mg/kg/d.
SECTRAL and diacetolol also had no mutagenic potential in the Ames Test. No
significant impact on reproductive performance or fertility was found in rats following
SECTRAL or diacetolol doses of up to 240 or 1000 mg/kg/d, respectively.
Pregnancy: Teratogenic Effects: Pregnancy Category B: No teratogenic effects were
seen in rat or rabbit reproduction studies utitizing SECTRAL doses that were,
respectively, approximately 31.5 and 6.8 times the maximum recommended human
dose. At this dose in the rabbit, slight fetal growth retardation was noted; this was
considered to be a result of maternal toxicity {evidenced by reduced food intake,
lowered rate of body weight gain, mortality). Diacetolol studies (doses up to 450
mg/kg/d in rabbits and up to 1800 mg/kg/d in rats) showed no evidence of fetal harm
other than a significant elevation in postimplantation loss with 450 mg/kg/d, a leve! at
which food consumption and body weight gain were reduced in rabbit dams; there
was a nonstatistically significant increase in incidence of bilateral cataract in rat
fetuses from dams treated with 1800 mg/kg/d. There are no adequate and well-
controiled trials in pregnant women; SECTRAL should be used during pregnancy only
if potential benefit justifies risk to the fetus.

Nonteratogenic Effects: Human studies indicate that acebutolo! and diacetolol cross
the placenta. Neonates of mothers who received acebutolol during pregnancy have
reduced birth weight, decreased blood pressure, and decreased heart rate.

Labor and Delivery: Effect on labor and delivery in pregnant women is unknown.
Animal studies have shown no effect of SECTRAL on the usual course of labor and
delivery.

Nursing Mothers: Acebutolol and diacetolol appear in breast milk (milk: plasma ratio
of 7.1 and 12.2, respectively). Use in nursing mothers is not recommended.
Pediatric Use: Safety and effectiveness in children have not been established.
ADVERSE REACTIONS: SECTRAL is well tolerated in properly selected patients.
Most adverse effects have been mild, not required therapy discontinuation, and
tended to decrease as treatment duration increases.

The incidence of treatment-related side effects (volunteered and elicited) derived
from U.S. controlied clinical trials in patients with hypertension, angina and arrhythmia
follows. Numbers represent percentage incidence for SECTRAL (N =1002) versus
placebo (N=314), respectively,

Cardiovascular: Chest pain 2%, 1%; Edema 2%, 1%. CNS: Depression 2%, 1%;
Dizziness 6%, 2%; Fatigue 11%, 4% Headache 6%. 4%; iInsomnia 3%, 1% Abnormal
dreams 2%, 1%. Dermatoiogic: Rash 2%, 1%. Gastrointestinal: Constipation 4%, 0%,
Diarrhea 4%, 1%; Dyspepsia 4%, 1%, Flatulence 3%, 1%; Nausea 4%, 0%.
Genitourinary: Micturition (frequency) 3%, <1%. Musculoskeletal: Arthralgia 2%, 2%
Myaigia 2%, 0%. Respiratory: Cough 1%, 0% Dyspnea 4%, 2%, Rhinitis 2%, <1%.
Special Senses: Abnormal Vision 2%, 0%.

The following selected (potentially important) side effects were seen in up to 2% of
SECTRAL patients: Cardiovascular: hypotension, bradycardia, heart failure. CNS:
anxiety hyper/hypoesthesia, impotence. Skin: pruritus. Gastrointestinal: vomitting,
abdominal pain. Genitourinary: dysuria, nocturia. Liver and Biliary: small number of
feported cases of liver abnormalities (increased SGOT, SGPT, LDH). In some cases,
increased bilirubin or aikaline phosphatase, fever, malaise, dark urine, anorexia,
nausea, headache, and/or other symptoms have been reported. In some cases,
symptoms and signs were confirmed by rechallenge. Abnormalities were reversible
upon drug cessation. Musculoskeletal: back and joint pain. Respiratory: pharyngitis,
wheezing. Special Senses: conjunctivitis, dry eye, eye pain. Autoimmune: extremely
rare reports of systemic lupus erythematosis.

Incidence of drug-related adverse efiects (volunteered and solicited) based on
SECTRAL dose is shown below. {Data from 266 hypertensive patients treated for 3
months on a constant dose. )

- 400 mg/day 800 mg/day 1200 mg/day
Body System {N=132) (N = 63) (N=71)
Cardiovascular 5% 2% 1%
Gastrointestinal 3% 3% 7%
Musculosketetal 2% 3% 4%
Central Nervous System 9% 13% 17%
Respiratory 1% 5% 6%
Skin 1% 2% 1%
Special Senses 2% 2% 6%
Genitourinary 2% 3% 1%

Potential Adverse Etfects: Certain adverse etfects not listed above have been
reported with other B-blocking agents and should be considered as potential adverse
effects of SECTRAL.

CNS: Reversible mental depression progressing to catatonia, an acute syndrome
characterized by disorientation for time and place. short-term memory loss, emotional
lability, slightly clouded sensorium, and decreased pertormance on neuro-
psychometrics.

Cardiovascular: Intensification of AV block {(see CONTRAINDICATIONS). Allergic:
Erythematous rash, fever with aching and sore throat, laryngospasm, respiratory
distress.

Hematologic: Agranulocytosis, nonthrombocytopenic and thrombocytopenic purpura.
Gastrointestinal: Mesenteric arterial thrombosis, ischemic colitis.

Miscellaneous: Reversible alopecia, Peyronie's disease. The oculomucocutaneous
syndrome associated with practolol has not been reported with SECTRAL.

Keep at room temperature, Approximately 25°C (77°F).
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