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What's a common
denominator

of most heart
attack victims?

Mixed hyperlipidemias—elevated cholesterol and
triglycerides—are common among heart attack
victims,' and nearly two-thirds of people who
developed myocardial infarction in the PROCAM Trial
had a low (< 35 mg/dL) baseline level of HDL
cholesterol 2

HEART ATTACK PATIENTS
(PROCAM TRIAL)?

PARKE-DAVIS
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Raised low HDL 25%

—in patients whose baseline HDL was below
35 mg/dL in the landmark Helsinki Heart Study (HHS)23

Reduced heart attack

incidence* up to 62%

—in these HHS patients and 45% in HHS patients whose
baseline HDL was below the median (464 mg/dL). Incidence
of serious coronary events was similar for LOPID and placebo
subgroups with baseline HDL above the median (464 mg/dL)3

Raised HDL levels 1% to 3 times
more effectively than lovastatin

—in a 12-week, double-blind, randomized trial among
patients with moderate to severe hyperlipidemia.
Lovastatin achieved greater reductions in total serum
cholesterol than gemfibrozil in this study population

RAISES HDL
DRAMATICALLY REDUCES HEART ATTACK

LOPID is indicated for reducing the risk of coronary heart disease
(CHD) in Type llb patients with low HDL, in addition to elevated LDL
and triglycerides, and who have had an inadequate response to weight
loss, diet, exercise, and other pharmacologic agents such as bile acid
sequestrants and nicotinic acid.

*Defined as a combination of definite coronary death and/or definite
myocardial infarction.

References: 1. Goldstein L, Hazzard WR, Schrott HG, Bierman EL, Motulsky AG. Hyperlipidemia in
coronary heart disease. |. Lipid levels in 500 survivors of r dial infarction. ] Clin Invest
1973;52:1533-1543. 2. Assmann G, Schulte H. PROC I: Prospec ardiovascular Minster
Trial. Zdrich: Panscientia Verlag: 1986:8-9. 3. Dat dical Affairs Dept, Parke-Davis

4. Tikkanen M|, Helve E, Jadteld A, et al. Compari ovastatin and gemfibrozil in the
treatment of primary hypercholesterolemia: the Finnish Multicenter Study. Am | Cardiol
1988;62:35)-43)

Please see last page of this advertisement for warnings,
contraindications, and brief summary of prescribing information. 1989 Warner-Lambert Company




Lopid® (Gemfibrozil Capsuies and Tablets)

Before p ribing, pl see full p
A Brief Summary follows.
CONTRAINDICATIONS. 1. Hepatic or severe renal dysfunction, inclucing primary
biliary cirrhosis.

2. Preexisting galibladder disease (See WARNINGS).

3. Hypersensitivity to gemfibrozil.

WARNINGS. 1. Because of chemical, pharmacological, and clinical similarities be-
tween gemfibrozil and clofibrate, the adverse findings with ciofibrate in two large clinical
studies may also apply to gemfibrozil. In the first of those studies, the Coronary Drug
Project, 1000 subjects with previous myocardial infarction were treated for five years
with clofibrate. There was no difference in mortality between the clofibrate-treated sub-
jects and 3000 placebo-treated subjects, but twice as many clofibrate-treated subjects
developed cholelithiasis and cholecystitis requiring surgery. In the other study, con-
ducted by the World Heaith Organization (WHO), 5000 subjects without known cor-
onary heart disease were treated with clofibrate for five years and followed one year
beyond. There was a statistically significant, 29%, higher total mortality in the clofibrate-
treated than in a comparabie placebo-treated control group. The excess mortality was
due to a 33% increase in noncardiovascular causes, including malignancy, post-
cholecystectomy complications, and pancreatitis. The higher risk of clofibrate-treated
subjects for galibladder disease was confirmed.

During the Helsinki Heart Study and in the 12 year follow-up period since the trial
was completed, mortality from any cause was 59 (2.9%) in the Lopid group and 55
(2.7%) in the placebo group. Mortality from any cause during the doubie-blind portion
of the study was 44 deaths in the Lopid group and 43 in the placebo group. Because of
the more limited size of the Helsinki Heart Study, this resuit is not statistically-
significantly different from the 29% excess mortality seen in the clofibrate group in the
separate WHO study. Noncoronary heart disease related mortality showed a 58%
greater trend in the Lopid group (43 vs 27 patients in the placebo group, p=0.056).

In the Helsinki Meart Study, the incidence of total malignancies discovered during the
trial and in the 1v2 years since the trial was completed was 39 in the Lopid group and 29
in the placebo group (difference not statistically significant). This includes 5 basal cell
carcinomas in the Lopid group and none in the placebo group (p=0.06; historical data
predicted an expected 4.7 cases in the placebo group). Gi malignancies and deaths

ribing information.

Lopid® (Gemfibrozil Capsules and Tablets)

from caontrols in the incidence of liver tumors, but the doses tested were lower than those
shown to be carcinogenic with other fibrates.

Male rats had a dose-related and statistically significant increase of benign Leydig cell
tumors at 1 and 10 times the human dose.

Electron microscopy studies have demonstrated a florid hepatic peroxisome prolifera-
tion following Lopid administration to the male rat. An adequate study to test for perox-
isome proliferation has not been done in humans but changes in peroxisome
morphology have been observed. Peroxisome proliferation has been shown to occur in
humans with either of two otherdrugs of the fibrate class when liver biopsies were com-
pared before and after treatment in the same individual.

Administration of approximately three or ten times the human dose to male rats for 10 weeks
resuited in a dose-related decrease of fertility. Subsequent studies demonstrated that this
effect was reversed after a drug-free period of about eight weeks, and it was not transmit-
ted to the offspring.

5. Pregnancy Category B Reproduction studies have been performed in the rat at
doses 3 and 9 times the human dose, and in the rabbit at 2 and 6.7 times the human
dose. These studies have revealed no evidence of impaired fertility in females or harm to
the fetus due to Lopid. Minor fetotoxicity was manifested by reduced birth rates observed
at the high dose levels. No significant malformations were found among almost 400 off-
spring from 36 litters of rats and 100 fetuses from 22 litters of rabbits.

There are no studies in pregnant women. In view of the fact that Lopid is tumorigenic in
male and female rats, the use of Lopid in pregnancy should be reserved for those pa-
tients where the benefit clearly outweighs the possible risk to the patient or fetus.

6. Nursing Mothers — Because of the potential for tumorigenicity shown for gem-
fibrozil in rats, a decision should be made whether to discontinue nursing or discontinue
the drug, taking into account the importance of the drug to the mother.

7. Hematologic Changes — Mild hemoglobin, hematocrit and white blood cell
decreases have been observed in occasional patients following initiation of Lopid
therapy. However, these levels stabilize during long-term administration. Rarely, severe
anemia, leukopenia, thrombocytopenia, and bone marrow hypoplasia have been
reported. Therefore, periodic blood counts are recommended during the first 12 months
of Lopid administration.

8. Liver Function ~Abnormal liver function tests have been observed occasionally
during Lopid administration, including eleva-

from malignancies were not statistically
different between {opid and placebo sub-
groups. Foliow-up of the Helsinki Heart
Study participants will provide further infor-
mation on cause-specific mortality and
cancer morbidity.

2. A gallstone prevalence substudy of 450
Helsinki Heart Study participants showed a
trend toward a greater prevalence of gall-
stones during the study within the Lopid
treatment group (7.5% vs 4.9% for the place-
bo group, a 55% excess for the gemfibrozit
group). A trend toward a greater incidence
of gailbladder surgery was observed for the
Lopid group (17 vs 11 subjects, a 54% ex-

ORI

® tions of AST (SGOT), ALT (SGPT), LDH, bili-
rubin, and atkaline phosphatase. These are
usually reversible when Lopid is discon-
tinued. Therefore periodic liver function
studies are recommended and Lopid therapy

BID

gemfibrozil
RAISES HDL...DRAMATICALLY
REDUCES HEART ATTACK

should be terminated if abnormalities persist.
9. Use in Children —Salety and efficacy in
children have not been established.
ADVERSE REACTIONS. In the double-blind
controlled phase of the Helsinki Heart Studly,
2046 patients received Lopid for up to 5 years.
In that study, the following adverse reactions
were statistically more frequent in subjects in
the Lopid group (placebo incidence in paren-

600-mg
Tablets

cess). This result did not differ statisticaily
from the increased incidence of choiecystectomy observed in the WHO study in the
group treated with clofibrate. Both clofibrate and gemfibrozil may increase cholesterol
excretion into the bile leading to cholelithiasis. If cholelithiasis is suspected, gallbladder
studies are indicated. Lopid therapy shouid be discontinued if gallstones are found.

3. Since a reduction of mortality from coronary artery disease has not been
demonstrated and because liver and interstitial cell testicular tumors were increased in
rats, Lopid should be administered only to those patients described in the INDICATIONS
AND USAGE section. If a significant serum lipid response is not obtained, Lopid should
be discontinued.

4. Concomitant Anticoagulants— Caution should be exercised when anticoagulants
are given in conjunction with Lopid. The dosage of the anticoagulant should be reduced
to maintain the prothrombin time at the desired level to prevent bleeding complications.
Frequent prothrombin determinations are advisable until it has been definitely determined
that the prothrombin level has stabilized.

5. Concomitant therapy with Lopid and Mevacor® (lovastatin) has been associated with
rhabdomyolysis, markedly elevated creatine kinase (CK) levels and myoglobinuria,
leading in a high proportion of cases to acute renal failure. in most subjects who have
had anunsatisiactory lipid response 10 either drug alone, the possible benefit of combined
therapy with lovastatin and gemfibrozil does not outweigh the risks of severe myopathy,
rhabdomyolysis, and acute renal failure (See Drug Interactions). The use of fibrates
alone, including Lopid, may occasionally be associated with myositis. Patients receiving
Lopid and complaining of muscle pain, tenderness, or weakness should have prompt
medical gvaluation for myositis, inciuding serum creatine kinase level determination. if
myositis is suspected or diagnosed, Lopid therapy should be withdrawn.

6. Cataracts — Subcapsular bilateral cataracts occurred in 10%, and unilateral in 6.3%
of male rats treated with gemfibrozil at 10 times the human dose.

PRECAUTIONS. 1. Initial Therapy —Laboratory studies should be done to ascertain
that the lipid levels are consistently abnormal. Before instituting Lopid therapy, every at-
tempt should be made to controi serum fipids with appropriate diet, exercise, weight loss
in obese patients, and control of any medical problems such as diabetes meilitus and
hypothyroidism that are contributing to the lipid abnormalities.

2. Continued Therapy — Periodic determination of serum lipids should be obtained,
and the drug withdrawn if lipid response is inadequate after 3 months of therapy.

3 Drug interactions —(A) Lovastatin: Rhabdomyolysis has occurred with combined
gemfibrozit and lovastatin therapy. it may be seen as early as 3 weeks after initiation of
combined therapy or after several months. In most subjects who have had an unsatisfac-
tory lipid response to either drug alone, the possible benefit of combined therapy with
lovastatin and gemfibrozit does not outweigh the risks of severe myopathy, rhab-
domyolysis, and acute renal failure. There is no assurance that periodic monitoring of
creatine kinase will prevent the occurrence of severe myopathy and kidney damage.

(B) Anticoagulants: CAUTION SHOULD BE EXERCISED WHEN ANTICOAGU-
LANTS ARE GIVEN IN CONJUNCTION WITH LOPID. THE DOSAGE OF THE ANTI-
COAGULANT SHOULD BE REDUCED TO MAINTAIN THE PROTHROMBIN TIME AT
THE DESIRED LEVEL TO PREVENT BLEEDING COMPLICATIONS. FREQUENT
PROTHROMBIN DETERMINATIONS ARE ADVISABLE UNTIL IT HAS BEEN
DEFINITELY DETERMINED THAT THE PROTHROMBIN LEVEL HAS STABILIZED.

4. Carcinogenesis, Mutagenesis, Impairment of Fertility - Long-term studies
have been conducted in rats and mice at one and ten times the human dose. The inci-
dence of benign liver nodules and liver carcinomas was significantly increased in high
dose male rats. The incidence of liver carcinomas increased aiso in low dose males,
but this increase was not statistically significant (p=0.1). in high dose female rats, there
was a significant increase in the combined incidence of benign, and malignant liver
necplasms. in male and female mice, there were no statistically significant differences

theses): gastrointestinal reactions, 34.2%
(23.8%); dyspepsia, 19.6% (11.9%); abdominal pain, 9.8% (5.6%); acute appendicitis
(histologically confirmed in most cases where data are available), 1.2% (0.6%); atrial
fibrillation, 0.7% (0.1%0).

Adverse events reported by more than 1% of subjects, but without a significant differ-
ence between groups (placebo incidence in parentheses) were: diarrhea, 7.2% (6.5%);
fatigue, 38% (3.5%); nausea/vomiting, 2.5% (2.1%); eczema, 1.9% (1.200); rash, 1.7%
(1.3%), vertigo, 1.5% (1.3%); constipation, 1.4% (1.3%); headache, 1.2% (1.1%).
Gallbladder surgery was performed in 0.9% of Lopid and 0.5% of placebo subjects, a
64% excess, which is not statistically different from the excess of galibladder surgery
observed in the clofibrate compared to the placebo group of the WHO study.

Nervous system and special senses adverse reactions were more common in the
Lopid group. These included hypesthesia, paresthesias, and taste perversion. Other
adverse reactions that were more common among Lopid treatment group subjects but
where a causal relationship was not established include cataracts, peripheral vascular
disease, and intracerebral hemorrhage.

From other studies it seems probable that Lopid is causally related to the occurrence
of musculoskeletal symptoms (See WARNINGS), and to abnormal liver function
tests and hematologic changes (See PRECAUTIONS).

Reports of viral and bacterial infections (common cold, cough, urinary tract infections) were
more common in gemfibrozil-treated patients in other controlled clinical trials of 805 patients.

Additional adverse reactions that have been reported for gemfibrozil are listed below
by system. These are categorized according 10 whether a causal relationship to treat-
ment with Lopid is probabie or not established:

CAUSAL RELATIONSHIP PROBABLE: Gastrointestinal: cholestatic jaundice; Central
Nervous System: dizziness, somnolence, paresthesia, peripheral neuritis, decreased
libido, depression, headache; Eye: blurred vision; Genitourinary: impotence:
Musculoskeletal: myopathy, myasthenia, myaigia, painful extremities, arthralgia,
synovitis, rhabdomyolysis (see WARNINGS and Drug Interactions under PRECAU-
TIONS); Clinical Laboratory: increased creatine phosphokinase, increased bilirubin, in-
creased liver transaminases (AST [SGOT], ALT {SGPT)), increased alkaline phosphatase;
Hematopoietic: anemia, leukopenia, bone marrow hypoplasia, eosinophilia; im-
munologic: angioedema, laryngeal edema, urticaria;, integumentary: exfoliative der-
matitis, rash, dermatitis, pruritus.

CAUSAL RELATIONSHIP NOT ESTABLISHED: General: weight loss; Cardiac: extrasys-
toles; Gastrointestinal: pancreatitis, hepatoma, colitis; Central Nervous System: confu-
sion, convulsions, syncope; Eye: retinal edema; Genitourinary: decreased male fertility;
Clinical Laboratory: positive antinuclear antibody; Hematopofetic: thrombocytopenia;
immunologic: anaphylaxis, Lupus-like syndrome, vasculitis; integumentary: alopecia.
DOSAGE AND ADMINISTRATION. The recommended dose for adults is 1200 mg
administered in two divided doses 30 minutes before the morning and evening meal.
MANAGEMENT OF OVERDOSE. While there has been no reported case of over-
dosage, symptomatic supportive measures should be taken should it occur.
References: 1. Frick MH, Elo O, Haapa K, et al: Helsinki Heart Study: Primary preven-
tion trial with gemfibrozil in middle-aged men with dyslipideria. N Eng/ J Med
1987,317:1237-1245. 2. Manninen V, Elo O, Frick MH, et al: Lipid alterations and decline
in the incidence of coronary heart disease in the Helsinki Heart Study. JAMA 1988;
260:641-651. 3. Nikkila EA: Famifiat lipoprotein lipase deficiency and related disorders of
chylomicron metabolism. in Stanbury J. B. et al. (eds.): The Metabolic Basis of Inherited
Disease, 5th ed., McGraw-Hill, 1983, Chap. 30, pp. 622-642.

Caution —Federal law prohibits dispensing without prescription.
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[t's never been more important to specify ‘Dyazide’.*
Because that's the only way you can be sure your
patients will receive ‘Dyazide’ quality...the quality that
physicians and their patients have trusted for 25 years.

‘Dyazide’ —prescribe it with confidence, prescribe
it by name. Specify, “Dispense as Written." Ask your
patients to make sure that's what they receive when
they present your prescription.

*There is no bioequivalent generic substitute for ‘Dyazide’,

DYAZIDE

25 mg Hydrochlorothiazide/50 mg Triamterene/SKF

[t's never been more important.

The unique red and white Dyazide® capsule:
Your assurance of SK&F quality.

a product of

SK&F LAB CO.
(Cidra, PR. 00639 © SK&F Lab Co., 1989
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Are you ready to be on the front lines
of AIDS patient care?

New! AIDS CLINICAL CARE

A monthly update on the diagnosis and treatment
of HIV-related diseases. Founded in cooperation with
the American Foundation for AIDS Research (AmFAR).

You've heard the statistics: over the next three years
the number of AIDS cases in the United States will
double. And thousands of primary-care physicians
who have yet to treat a single AIDS patient will find
themselves on the front lines of AIDS patient care.

AIDS Clinical Care

will help you diagnose; AIDS CLINICAL CARE
evaluate, and treat these e
patients each month by ,
bringing you a concise %
and factual update on =S
the treatment of HIV- ghes
related diseases. It’s ===
vital, clinically oriented s
information you can s
put to use in your prac- |

tice today. Contents "é%
include:

¢ Feature articles by leading AIDS clinicians to help
you with the hands-on management of HIV-
related diseases

¢ Quick reference tables on clinical presentations,
diagnostic methods and treatment regimens

¢ Commentary by AIDS patients on clinical issues,
and answers to questions AIDS patients ask

¢ Information resources for physicians and patients

e Key literature summaries and conference coverage

AIDS Clinical Care is published by the Medical
Publishing Group of the Massachusetts Medical
Society, publishers of the New England Journal of
Medicine, MMWR, Journal Watch, and Compact
Library: AIDS.

“ AIDS Clinical Care is under the editorial direction of:
* Deborah J. Cotton, MD, MPH (Co-Editor)

Uﬂm—z.-.\.n.l.__,

Clinical Director for AIDS,
Beth Israel Hospital, Boston R— . ‘ .
e Gerald H. Fn'edland, MD (Co-Editor) YEe]s, cr:L::?,h ;ny |ssules;£st class for the introductory price of just $68.00.
Co-director, AIDS Center, eck is enclosed”
Montefiore Medical Center; L] Billme (] Amex [J visa [] MasterCard
Professor of Medicine, Albert Einstein College Card # Expire Date
of Medicine, Bronx, New York Signature
* Michael Clement, MD (Associate Editor) & Credit card orders, toll free 1-800-843-6356. In MA. 617-893-3800 x 1199.
Medical Director, AIDS Clinic, NameTitle:
San Francisco General Hospital; ' :
Assistant Clinical Professor of Medicine, Specialty:
University of California, San Francisco Address:
Subscribe today—and be better prepared for | City:
tomorrow. Simply fill out the coupon, call toll .~ State: Zip:
free, or order by FAX: (617) 893-0413. .~ Mail to AIDS Clinical Care, P.O. Box 9085, Waltham, MA 02254.9085.
ISSN: 1043-1543 /-' *Make checks payable to AIDS Clinical Care. Allow 4 to 6 weeks for delivery.
- il




There's
something more

deadly than
colon cancer:

In the past, the only agreement physicians

. . had on guidelines for detecting colon cancer was
Guidelines that there was no agreement.

for detecting colon cancer: Recently, physicians from the American Cancer

. . Society and the National Cancer Institute gathered

1. A digital rectal examination every year in a conference and agreed on specific guidelines.
after 40. We recommend you follow them for

2. Astool blood test every year after 50. asymptomatic patients over 40. Because when

3. A sigmoidoscopy every three to five years | detected in its earliest stages,
aftc?;](). by Y Y colon cancer is 90% curable.  JAVy %’C!‘N
Now it’s your decision. dwnal ¥ SOCIETY*
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Defense Against | ;-7
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Morbidity & Mortality Weekly Report
gives you the facts.

Every week the experts at the Centers for Disease Control report
the facts on disease trends, epidemiological reports and health
recommendations. Better than mere summaries, these reports (complete
with charts, maps and tables) pinpoint disease trends by region. You’ll know
exactly what’s happening in your part of the country as it occurs. No other
source can offer you this fast breaking information — as it happens.
Subscribe today, and get the facts.

) YES' I want the facts on the latest medical trends as reported by the C.D.C. Please enter my one-year subscription (51 weekly issues) to MMWR.
SPECIAL BONUS: Subscribe today and receive FREE surveillance summaries & supplements as released by the C.D.C.

[J] Rush mine, Ist class delivery — $ 52.00

subscription at any time and receive a full refund on

all unmailed issues. Credit Card Orders: Call 1 (800) 843-6356 STWO1

(] Send mine, 3rd class delivery — $ 38.00 Nete |

[JJ My payment for is enclosed. * Address |

[C] Please charge to my credit card: '
(] MasterCard [ Visa ) AmEx :

) City State Zip |

¥ Medical Specialty |

Exp"c Date Please allow 4-6 weeks for delivery of first issue. Rates subject to change without notice. l

Signature * Make checks payable to MMWR. |

RISK-FREE GUARANTEE: You may cancel your Massachusetts Medical Society, P O. Box 9120, Waltham, MA  02254-9120 }
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Thefrststepwas
helpmgher mother

Her first step was a very rewarding moment. But at Easter Seals the first step we 1\
support and un(lt rstanding for her mother. Because sometimes parents need help t m
The second step was a big celebration. For everyone. Support Easter Seals.

Give The Power To Overcome. Ue
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Comes the latest
reprint collection on

this important i

Importan topic.
In the coming years, you and thousands  Articles of particular | [EEEEEY e | . [~ === === === — e — 5
of physicians like you will be providing  interest: Please send me ____ copies of :
—often for the first time—primary care M A study of the eﬂDS‘ F‘l';'d"“"""’g'c and Chirdcal Stndics, S
for AIDS patients. prevalence of HIV olume I1. |
in teenagers and [] Hardcover, 440 pages, ISBN 0-910133-29-8 for :
AIDS: Epidemiologic and Clinical young adults $45.00* + $3.50 postage and handling per copy. :
Studies, Volume I1 T D . [ Paperbound, 440 pages, ISBN 0-910133-25-5 |

: symp- | 5 > : IR
can help you diagnose, evaluate and treat . Fvah?flg}v()f.:'fz;’;;in;nozgg Itn: p | for $3500% + $2.75 postage and handling per |
these patients, omate I : WP copy. !
senting to an inner-city hospital for | ' |
This second volume in the Reprint emergency treatment. | U Here is my afeak fors $ !
Collection Series includes 63 original M New retrovirus, HIV-2, and the need } Please charge in the ‘“’_“’”“‘ of $ :
articles, published from February 1987 for seroepidemiologic surveillance, | 1 VISA O AmEx [ MasterCard !
to February 1989, in The New England M Methods of diagnosing opportunistic : EXP. I
T " . . v CARD # DATE |
Journal of Medicine. These articles, infections. | |
along with editorial, correspondence and W Clinical therapy trials of the drug | SIGNATURE |
crmgal responses from practitioners in azidothymidine (AZT). | NAME ;
the field, provide a unique perspective : !
for clinical understanding of Acquired @=w TO ORDER CALL TOLL FREE | ADDRESS I
o : I

Immunodeficiency Syndrome, its cause, &b 1-800-THE-NEJM | oy i
charact.enst'lcs,.trealment, and public e st . i :
health lmpllCa[lOﬂS. 617-833 380’0 ¢ ‘l 199 | * Mass. residents please add 5% sales tax. |
& g : All orders must be prepaid. Make checks payable to I
I The New England Journal of Medicine. Send to: 1
") The NCW England : The New England Journal of Medicine, Box 9130, :
3 Journal Of Medlc1ne { Waltham, MA 02254-9130, FAX: 617-893-0413 SBU01I




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
his column in the New England Journal of Medicine, Curran
gives us a unique opportunity to explore the complexities
of the medical/legal relationship.

GINE NOTES
dicolegal Relations

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

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

"»_'g ‘V',""“

A

Chapter 1: Medical malpractice Good
Samaritan laws...peer-review programs. .,
informed consent...clinical experimentation. . .
diagnostic errors.

Chapter 2: Hospitals: the new legal
doctrines Liability for quality of care. ..
malpractice arbitration...conditional medical
treatment. ..cost-containment.

Chapter 3: Forensic medicine and the law
Scientific evidence and the courts...damage
suits...personal-injury law and lawyers...

mass disasters.

Chapter 4: Insanity, psychiatry, and the
armor of the law Proof of mental illness for

Please send me

$38.50 each (Massachusetts residents add 5% sales tax.)

Plus $2.50 postage and handling per copy

O Enclosed is my check for:

copies of William J. Curran’s,

commitment...confidentiality in psychiatric .
practice...competency of the mentally retarded.

Chapter 5: Ethics in medical practice
Compulsory drug testing...confidentiality in
pidemiologic investigations...care for the

%g. ..the patient’s bill of rights.

pduction Birth control and privacy...
law .. .sterilization of the poor...
h...the thalidomide tragedy.

Chapter 7: Li feand death The uniform
anatomical gift act..Jggib death. .. legal and medical
death...brain death st@flates. .. the right to die.

Make checks payable to the New England Journal of Medicine.
MasterCard

O Charge my: VISA
American Express

Signature
Card Number

Name

Exp Date

Specialty
Organization

Address

City State

Zip

Send 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).
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THE NEW ENGLAND
n:wn. and JOURNAL OF MEDICINE
“""‘mm"emcms

i
ARTICLES INCLUDE:
B “Update: Lyme Disease and

Cases Occurring during Preg-

— nancy,” from MMWR, June 1985.
'saase n “mmall M “Of Ticks and Tides,” from
Massachusetts Medicine, July/

August 1986. As an added feature, a comprehen-
This collection is a compilation of W “Successful Parenteral Penicillin  sive bibliography is included, listing
the most important articles on Lyme Therapy of Established Lyme all English-language references since
disease published in NEJM, MMWR, Arthritis,” from NEJM, April 4, 1977.
and Massachusetts Medicine. The 1985. The Lyme disease collection is a
collection focuses on the etiology, B “The Spirochetal Etiology of Lyme useful source of information on this
symptoms, complications, and Disease,” from NEJM, March 31, complex, often misdiagnosed
treatment of Lyme disease. 1983. disease. Get your collection today!
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Lyme Disease: Selected Articles
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from NEJM, MMWR, and TITLE/SPECIALTY
Massachusetts Medicine.
70 pages, paperbound $15.00* ADDRESS

Special Discount: Massachusetts
Medical Society Members only

I $12.75* I
CITY
I | have enclosed my check for $
1 Please charge in the amount of § STATE 2P
Vi [0 MasterCard AmE
ca e o All orders must be prepaid. Make checks payable to the New
England Journal of Medicine. Prices subject to change without
CARD # notice.
*Massachusefis residents add 5% sales tax
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ONE TADLETA DAY o 5
Each tapiet contans:
enorefic sssz -
and chiorthaidone 25 mg
Please consult complete product information before prescribing.

TENQRETIC® (atenolol and chlarthalidone)

INDICATIONS AND USAGE: TENORETIC* (atenoiol and chiorthalidone) is indicated in the treatment of
hypertension. This fixed dose combination drug is not indicated for initial therapy of hypertension. {f
the fixed dose combination represents the dose appropriate to the individual patient's reeds, it may be
more convenient than the separate components.

CONTRAINDICATIONS: TENORETIC is contraindicated in patients with: sinus bradycardia; heart block
greater than first degres; cardiogenic shock: overt cardiac failure (see WARNINGS), anuria;
hypersensitivity 1o this product or 10 sulfonamide-derived drugs.

WARNINGS: Cardiac Failure: Sympathetic stimulation is necessary in supporting circulatary function
in congestive heart failure, and beta blockade carries the potential hazard of further depressing
myocardial contractility and precipitating more severe failure. in patients who have congestive heart
failure controlied by digitalis and/or diuretics, TENORETIC shouid be administered cautiously. Both
digitalis and atenoloi slow AV conduction.

IN PATIENTS WITHOUT A HISTORY OF CARDIAC FAILURE, continued depression of the myocardium
with beta-blocking agents over a period of time can, in some cases, lead 1o cardiac faiture. At the first
sign of symptom of impending cardiac failure, patients receiving TENORETIC should be digitalized and/
or be given additional diuretic therapy. Observe the patient closely. if cardiac failure continues despite
adequate digitalization and diuretic therapy, TENORETIC thera;gl should be withdrawn,

Renal and Hepatic Disease and Electrolyte Disturbances: Since atenciol is excreted via the kidneys,
TENORETIC should be used with caution in patients with impaired renal function.

In patients with renal disease, thiazides may pmciritate azolemia. Since cumuiative eftects may
develop in the presence of impaired renal function, if progressive renal impairment becomes evident,
TENORETIC should be discontinued.

In patients with impaired hepatic function or pro?ressiva liver disease, minor alterations in fiuid and
electrotyte balance may precipitate hepatic coma. TENORETIC should be used with caution in these

atients.
P ischemic Heart Disease: Foilowing abrupt cessation of therapy with certain beta-blocking agents in
patients with coronary artery disease, exacerbations of angina pectoris and, in some cases, myocardial
infarction have been reported. Therefore, such patiects should be cautioned against interruption of
therapy without the physician's advice. Even in the absence of overt angina pectoris, when discontinu-
ation of TENORETIC is planned, the patient should be carefully observed and should be advised to limit
physical activity to a minimum. TENORETIC should be reinstated if withdrawal symptoms occur.

‘mnchn:naﬂlc Diseases: PATIENTS WITH BRONCHOSPASTIC DISEASE SHOULD, IN GENERAL,
NOT RECEIVE BETA BLOCKERS. Because of its ralative beta -selectivity, however, TENORETIC may
be used with caution in patients with bronchospastic disease who do not respond to or cannot
folerate, other antihypertensive treatment. Since beta -seiectivity is not absolute, the lowest
possible doss of TENORETIC should be used and a bela,-stimulating agent (bronchodilator) should
be made available. if dosage must be increased, dividing the dose should be considered in order to
achieve lower peak biood levels. .

Anasthesia and Major Surgery: it is not advisabie to withdraw beta-adrenoreceptor blocking drugs
prior 10 surgery in the majority ot patients. However, care snould be taken when using anesthetic
agents such as ether, cyclogropane, and trichlorethylene. Vagal dominance, it it occurs, may be
corrected with atropine (1-2 mg IV).

Beta blockers are competitive inhibitors of beta-receptor agonists and their effects on the heart can
be reversed by administration of such agents; eg, dobutamine or isoproterenol with caution (see section
on Overdosage).

Metabolic and Endocrine Etfects: TENORETIC may be used with caution in diabetic patients.

Beta blockers may mask tachycardia occurring with hypoglycemia, but other manifestations such as
dizziness and sweating may not be significantly affected. At recommended doses atenoiol does not

iate insulin-induced hypogly and, unlike tive beta biockers, does not delay recovery
of blood glucose to normal levels. ‘

Insulin requirements in diabetic patients may be increased, decreased of unchanged; latent diabetes
mellitus may b ifest during chlorthal administration.

Beta-adsenergic blockade may mask certain clinical signs (e, tachycardia) of hyperthyroidism.
Abrupt withdrawal of beta blockade might precipitate a thyroid storm; therefore, patients suspected of
developing Inyrotoxicosis trom whom TENORETIC therapy is to be withdrawn shouid be monitored
closely.

Becyause calcium excretion is decreased by thiazides, TENORETIC should be discontinued before
carrying out tests for parathyroid function. Pathologic changes in the parathyroid glands, with
hypercalcemia and hypophosphatemia, have been observed in a few patients on prolonged thiazide
therapy; however, the commen complications of hyperparathyroidism such as renal lithiasis, bone
resorption, and peptic uiceration have not been seen.

Hyperuricemia may occur, or acute gout may be precipitaied in certain patients receiving thiazide
therapy.

PRECAUTIONS -

Electrolyte and Fluid Balance Status: Periodic determination of serum electrolytes to detect possibie
electrolyte imbalance should be performed at appropriate intervals.

Patients shoutd be observed for clinical signs of fluid or electrolyte imbalance; ie, hyponatremia,
hypochioremic alkalosis, and hypokalemia. Serum and urine electrolyle delerminations are particularly
important when the patient is vomiting excessively or receiving parentera fluids. Warning signs or
symptoms of tiuid and electrolyte imbalance inciude dryness of the mouth, thirst, weakness, lethargy,
drowsiness, restlessness, muscia pains or cramps lar fatigue, hyp ion, oliguria, tachycardia,
and gastrointestinal disturbances such as nausea and vomiting.

faeasurement ot polassium levels is appropriate especialiy in elderly patients, those receiving digitalis
preparations for cardiac failure, patients whose dietary intake of potassium is abnormally low, of those
suffering from gastrointestinal compfaints.

Hypokalemia may develop especially with brisk diuresis, when severe cirrhosis is present, or during
concomitant use of corticasteroids or ACTH.

interference with adequate oral electrolyte intake will also contribute to hypokalemia. Hypokaiemia
can sensitize or exaggerate the response of the heart to the toxic effects of digitalis (eg, increased
ventricular irritability). Hypokalemia may be avoided or treated by use of potassium suppiements or
foods with a high potassium content, ) ]

Any chloride deficit during thiazide therapy is generalty mild and usually does not require specific
treatment except under extraordinary circumstances (as in liver disease or renat disease). Dilutional
hyponatremia may occur in edematous patients in hot weather; appropriate therapy is water restriction
rather than administration of salt except in rare i when the hyp is lite-thr ing. in
actual salt depletion, appropriate rep is the therapy ot choice.

Drug Interactions: TENORETIC may potentiate the action of other antihypertensive agents used
concomitantly. Patients treated with TENORETIC plus a catecholamine depletor (eg, reserpine) should
be closely abserved for evidence of hypotension and/or marked bradycardia which may produce vertigo,
syncope or postural hypotension. )

Thiazides may ¢ arterial
to preciude the therapeutic effacti of norep
to tubocurarine. .

Lithium generally should not be given with diuretics because they reduce its renal clearance and add

to norepinephrine. This diminution is not sutficient
inephrine. Thiazides may increase the responsiveness

Fertility of male or female rats evaluated at dose levels as high as 200 mg/kg/day or 100 times the
maximum recommended human dose* was unaffected by atenolol administration,

Animal Toxicology: Six month oral studies were conducted in rats and dogs using TENORETIC
{atenola) and chlorthalidene) doses up to 12.5 mg/kg/day (atenolol/chiorthalidone 10/2.5 mg/kg/day ~—
approximately five times the maximum recommended human antihypertensive dose*}. There were no
functional or morphological abnormalities resuiting from dosing either compound alone or together
other than minor changes in heart rate, bioot pressure and urine chemistry which were attributed to
the known pharmacoiogic properties of atenolol and/or chlorthalidone.

Chronic studies of atenolol performed in animals have revealed the occurrence of vacuolation of
epithelial cells of Brunner’s glands in the duodenum of both male and female dogs at all tested dose
levels (starting at 15 mo/kg/day of 7.5 times the maximum recommended human antihyperiensive
dose*) and increased incidence of atrial degeneration of hearts of maie rats at 300 but not 150 mg
atenglc({!/k t)jay (150 and 75 times the maximum recommended human antihypertensive dose™,
respectively).

Use in Pngnam:g: Pregnancy Category C. TENORETIC was studied for teratogenic potential in
the rat and rabbit. Doses of atenolol/chlorthalidone of 8/2, 80/20, and 240/60 mg/kg/day were admin-
istered orally to pregnant rats with no teratologic etfects observed. Two studies were conducted. in
the first study, pregnant rabbits were dosed with 8/2, 80/20, and 160/40 mg/kg/day of atenciol/
chiorthalidone. No teratologic changes were noted, embr{gn&c resorptions were observed at ail dose
levels (ranging from appraximately 5 times to 100 times the maximum recommended human dose”).
In a second rabbit study, doses of atenclol/chlorthalidone were 4/1, 8/2, and 20/5 mg/kg/day. No
teratogenic or embryotoxic etfects were demonstrated. it is conciuded that the no-ettect level for
embryonic resorptions is 20/5 mg/kg/day of atenolol/chiorthalidone (approximately ten times the
maximum recommended human dose*). TENORETIC should be used during pregnancy only if the
potential benefit justifies the potentia! risk to the fetus.

tenolol has been shown to produce a dose-related increase in embryo/fetal resorptions in
rais at doses equal 1o or greater than 50 mg/kg or 25 or more times the maximum recommended
human antihypertensive dose.* Although similar effects were not seen in rabbits, the compound was
not evaluated in rabbits at doses above 25 mg/kg or 12.5 times the maximum recommended human
antihypertensive dose.* There are no adequate and well-controlied studies in pregnant women.

*Based on the maximum dose of 100 mg/day in a 50 kg patient weight.

i Thiazides cross the placental barrier and appear in cord blood. The use of
chlorthalidone and related drugs in pregnant women requires that the anticipated benefits of the drug
ighed against possibl ds to the fetus. These hazards inciude fetal or neonatal jaundice,
thrombocytopenia and possibly other adverse reactions which have occurred in the adult.

Nursing Mothers: It is not established to what extent this drug iS excreted in human milk, Since
_rrnEo;(!) ngLﬁ% are excreted in human milk, nursing should not be undertaken by mothers receiving
. Pediatric Use: Safety and effectiveness in children have not been estabiished.

AODVERSE REACTIONS

TENORETIC is usually well d in properly selected pati Most adh effects have been
mild and transient. The adverse effects observed tor TENORETIC are essentially the same as those seen
with the individual components.

Atenolol: The frequency estimates in the following table were derived from controlied studies in
which adverse teactions were either volunteered by the patient (US studies) or slicited, g, by checklist
{foreign studies). The reported trequency of elicited adverse effects was higher for both atenolol ang
placebo-treated patients than when these reactions were vol d. Where frequency of adverse
effects for atenoioi and placebo is similar, causal retationship to atenoiol is uncertain.

Total-Votunteered and
Volunteered Elicited
(US Studies) (Foreign + US Studies)
Atenolol % Placebo % Atenolol %  Placebo %
(n=164) {n = 206) (n = 399} (n = 407)

CARDIOVASCULAR
Bradycardia
Cold Extremities .
Postural Hypotension
Leg Pain
CENTRAL NERVOUS SYSTEM/
NEUROMUSCULAR
Dizziness
Vertigo
Light-Headedness
Tiredness
Fatigue
Lethargy
Drowsingss
Depression
Dreammg
GASTROINTESTINAL
Diarrhea
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Nausea

RESPIRATORY (see Warnings)
Wheeziness
Dyspnea
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MISCELLANEGUS: There have been reports of skin rashes and/or dry eyes associated with the use of
beta-adrenergic biocking drugs. The reponied incidence is smali, and, in most cases, the symptoms
have cleared when treatment was withdrawn. Discontinuance af the drug should be considered if any
sr?cn reaction is not otherwise explicable. Patients shouid be closely monitored following cessation of
therapy.

Chlorthalidone: Cardiovascular: orthostatic hypotension; Gastrointestinal: anorexia, gastric irrita-
tion, vomiting, cramping, constipation, jaundice L hepatic ch jaundice). pancreatitis; CNS:
vertigo, p hesi thopsia; H logic: isukopenia, agranulocytosis, thrombocytopenia,
aplastic anemia; Hypersensitivity: purpura, photosensitivity, rash, urticaria, necrotizing angirtis
{vasculitis) {cutaneous vasculitis), Lyell's syndrome (toxic epidermal necrolysis}); Misceilaneous:
h{perg%cemla, glycosuria, hyperuricemia, muscle spasm, weakness, restiessness. Clinical trials of

NORETIC conducted in the United States (89 patients treated with TENORETIC) revealed no new or
unexpected adverse eftects.

POTENTIAL ADVERSE EFFECYS: in addition, a variety of adverse effects not observed in clinical
trials with atenolol bul reported with other be!a~adrenerqjc biocking agents should be considered
potential adverse effects of atenolol. Nervous System: F ible mental dep pragressing
catatonia; hallucinations; an acute reversible syndrome characterized by disorientation tor time an
place, short-term memary loss, emotional lability, slightly Clouded sensorium, and decreased

rformance on neuropsych ics; Cardic lar: Intensitication of AV block (see CONTRAINDICA-

1ONS), Gastrol i M ic arterial thromb i colitis; H logic; Agranulocyto-
sis, nonthrombocytopenic purpura, thrombocytopenic purpura; Allergic: Erythematous rash, tever
combined with aching and sore throat, laryngospasm and respiratory distress; Misceilaneous:
Reversibie alopecia, Peyronie’s disease.

There have been reports of a syndrome comprising psoriasiform skin rash, conjunctivitis sicca, otitis,
anoAscserosmg serositis attributed to the beta-adrenergic receptor biocking agent, practoiol, This

a high risk of lithium toxicity. Read circuiars for fithium preparations before use of such prep
with TENORETIC. .

Should it be decided to discontinue therapy in patients receiving TENORETIC and clonidine concur-
rently, the TENORETIC should be discontinued several days betore the gradual withdrawal of clonidine.

Other Precautions: In pati iving d tivity ions may occur with of without a
history of allergy or bronchial asthma. The p exacerbation or activation of systemic lupus
erythematosus has been reported. The antihypertensive ettects of thiazides may be enhanced in the
postsympathectomy patient. , .

Carcinogenesis, Mutagenesis, mpairment of Fertility: Two long-term {maximum dosing duration
of t8or24 manths) rat studies and one long-term (maximum dosing duration of 18 months) mouse
study, each empioying oral dose levels as high as 300 mg/kg/day or 150 times the maximum recom-
mended human antinypertensive dose," did not indicate a carcinogenic potential in rodents. A third (24
month) rat study, employing doses of 500 and 1,500 mg/kg/day (250 and 750 times the maximum rec-
ommended human antihypertensive dose*) resulted in increased inciQencos of benign adrenal

medullary tumors in males and temal y fibr in and anterior pituitary

d and thyroid paratollicular cell carci in males, No evidence of a mutagenic potential of
atenoiot was uncoveretr in the dominant lethal test (mouse), in vivo cytogenetics test (Chinese hamster)
or Ames test (S typhimurium).

Y has not been reported with TENORETIC or TENORMIN®* (atenolol).

Clinical Laboratory Test Findings: Clinically important changes in standard laboratory parameters
were racety associated with the administration of TENORETIC. The changes in taboratory parameters
were not progressive and usually were not associated with clinical manifestations. The most common
changes were increases in uric acid and decreases in $erum potassium.

DOSAGE AND ADMINISTRATION

Initiat dose should be one TENORETIC 50 tablet once a day. Hf optimal response is not achieved, the
dosage should be increased to one TENORETIC 100 tablet once a day. Package insert should be
consuited for dosage adjustments in cases of severe impairment of renat function. ’
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